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I. CENTER DESCRIPTION
The Boston OAIC is unique in its thematic focus on Function Promoting Therapies (FPTs) and its positioning
across the entire spectrum of translational science from mechanism elucidation, preclinical proof-of-concept
studies, biomarker validation, epidemiologic investigation to randomized trials of FPTs. The Boston OAIC
integrates 19 NIH-funded studies of function promoting therapies, 3 Research Education Component projects, 3
pilot projects, and 3 developmental projects into an interdisciplinary program that is supported by a Leadership
and Administrative Core, a Research Education Component (REC), a Pilot and Exploratory Studies Core (PESC),
and 3 resource cores (Function Assessment Core, Preclinical Discovery Core, Biostatistical and Data Analysis
Core). Our REC and PESC candidates include several rising stars in Geriatrics and Gerontology, including 3
Beeson and K grant awardees. The REC will recruit the most promising stars from a vast reservoir of talent at
Harvard, Tufts and BU, and train them through a didactic education and mentored research program. Integration
will be achieved by the PROMOTE Program that includes a research concierge service, research meetings, annual
retreats, a website and a newsletter. The Boston OAIC is well integrated with the the Harvard Geriatrics and
Gerontology research community and programs, including its T32 training grant, Harvard Clinical Translational
Science Institute, the Roybal Center, The New England Geriatrics Research Clinical Education Center, and the
Glenn Foundation Center for Biology of Aging.
Boston OAIC’s unique strengths include its focus on Function Promoting Therapies, emphasis on translation and
commercialization, access to a large pool of talented young investigators, its extension across the entire spectrum
of translational research, and its infrastructure for developing intellectual property and companies, and supporting
several seminal randomized trials of FPTs.
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II. RESEARCH, RESOURCES AND ACTIVITIES
A. CORES
Biostatistical Design and Analysis Core (BDAC)
Leader 1: Thomas Travison, PhD TGT@hsl.harvard.edu
Leader 2:

Paola Sebastiani, PhD

Leader 3:

Ralph D’Agostino, PhD

Leader 4: Karol Pencina, PhD
The BDAC provides collaborative support in the design, execution and analysis of clinical trials and epidemiology
studies conducted at the Boston OAIC. Additionally, the BDAC provides mentoring and collaborative
opportunities for students and junior faculty in quantitative aspects of the study of physical function and
impairments in aging. The BDAC is equipped to provide critical services on a consulting basis (e.g. in an advisory
capacity in critical review of study data collection procedures) and more formally (e.g. in conducting simulation
studies and power calculation). Furthermore, the BDAC provides support for ongoing projects by providing
critical review and expertise in evaluating study conduct, or more extensive, pre-specified contributions to trial
objectives. Support services for study completion are also available in providing guidance and assistance in
statistical analyses, as well as co-authorship of abstracts and manuscripts describing study results.
Development Projects Core
Leader 1: Alan M. Jette, PT, PhD, F.A.P.T.A. ajette@bu.edu
The Developmental Projects core funds pilot projects chosen based on their innovation and translational value,
and the need and potential of novel methods to advance OAIC projects
Functional Assessment Core (FAC)
Leader 1: Roger Fielding, PhD roger.fielding@tufts.edu
Leader 2: Thomas Storer, Ph.D.
The FAC represents a strategic interdisciplinary alliance between the Muscle Mechanics and Metabolomics
Laboratory, the Laboratory of Exercise Physiology and Physical Performance and the Health and Disability
Research Institute at Boston University and the Nutrition, Exercise Physiology and Sarcopenia Laboratory at the
Jean Mayer USDA Human Nutrition Research Center on Aging at Tufts University. The core provides
standardized, state-of-the-art technologies to measure muscle performance, functional limitations, and disability in
human and animal studies for OAIC’s pilot and exploratory projects and for several OAIC related projects funded
through other sources.
Leadership and Administrative Core (LAC)
Leader 1: Shalender Bhasin, MD sbhasin@partners.org
Leader 2:

Roger Fielding, PhD

Leader 3: Lewis A. Lipsitz, MD lipsitz@hsl.harvard.edu
The LAC is responsible for stimulating, sustaining, evaluating, and reporting OAIC’s progress towards its goals
and enabling integration of OAIC activities. In addition to providing administrative support, the LAC coordinates
the activities of Boston OAIC’s investigators, resource cores, its conferences, and career development activities.
Pilot and Exploratory Studies Core (PESC)
Leader 1: Monty Montano, PhD MMONTANO@bwh.harvard.edu
Leader 2:

Douglas P. Kiel, MD
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Within the context of the OAIC’s overall mission, the Pilot and Exploratory Studies Core (PESC) aims to provide
catalytic support – seed funding, core support, and mentorship – for innovative pilot research projects that
generate data on the mechanisms of FPT action to facilitate more definitive mechanistic studies, feasibility data to
guide efficacy trials, hypothesis generating or proof-of-concept exploratory studies and retrospective analysis of
existing epidemiologic data that inform FPT interventions.
Preclinical Discovery care
Leader 1: Ravi Jasuja, PhD
The ability to genetically modify rodents has increased the need to assess reproducibly and quantifiably, the
phenotype of these animals with respect to body composition and physical function. In addition to utilizing the
small animal resource services, the Preclinical Discovery Core (PDC) provides the infrastructural and consultative
support for non-invasive measurements of alterations in body composition, muscle performance, physical function
and metabolic performance to facilitate longitudinal studies of FPTs during aging and metabolic stress. The PDC
is also continuing its mission to spearhead innovation- development of novel 7Tesla MRI techniques to provide
mechanistic insights into FPT interventions.
Research Education Component (REC)
Leader 1: Lewis A. Lipsitz, MD
lipsitz@hsl.harvard.edu
Leader 2:

Amy Wagers, PhD

Leader 3: Edward Marcantonio, MD
The overall goal of the Research Education Component (REC) of the Boston OAIC is to train future independent
research scientists who have the knowledge and the skill to translate fundamental mechanisms of disease and
disability into novel interventions that can improve the health, physical function, and well-being of people as they
age. The REC achieves this by selecting the most promising early career scientists from clinical and basic science
disciplines and providing them with both collective and individual educational activities, research experiences,
mentoring, and career guidance that will enable them to acquire future career development or research awards and
ultimately become leaders in translational research devoted to the discovery of function promoting therapies
(FPTs).
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II. RESEARCH, RESOURCES AND ACTIVITIES (continued...)
B. RESEARCH (16 Projects Listed)
1. Project Title:
Leader(s):

UNCOVERING MOLECULAR EFFECTORS OF MAMMALIAN AGING
WAGERS, AMY JO
HARVARD UNIVERSITY
NIH DP1AG063419 / (2018-2023)
Project Summary Aging is the single largest risk factor for most chronic degenerative diseases, including
cardiovascular,musculoskeletal and neurodegenerative dysfunctions, and age-associated diseases now
represent the mostrapidly growing unmet medical need in our society. Yet, while certain ?hallmarks of aging?
have been defined,the critical molecular mediators that drive (and oppose) mammalian aging phenotypes have
yet to besystematically explored, due in part to the technological challenges of applying classic functional
geneticapproaches, which require the laborious generation and aging(!) of complex gene-specific germline
andconditional knockout alleles, to studies of aging physiology. As this substantial knowledge gap presents
asignificant impediment to developing new therapies for human aging pathologies, we aim in this project
toestablish a new, more facile approach to interrogating the genes and pathways that regulate mammalian
organfunction and repair throughout life. Our approach will take advantage of a unique in vivo genome editing
system through which we canexperimentally induce programmable mutations into the genomes of stem cells
in the blood and skeletalmuscle in intact animals, without the requirement for stem cell isolation and
transplantation. By targetingendogenous stem cells, we allow for the maintenance and propagation of these
mutations but circumvent theneed to remove these cells their native biological niche, which can induce
cellular stress and alter stem cellbehavior by exposure to non-physiological ex vivo conditions. We also enable
rapid testing of potentialcombinatorial gene effects, in multiple genetic backgrounds and in mice of various
ages. Thus, our approachprovides a more powerful, and higher throughput, view into the molecular effectors
of organismal aging, whichwill allow us to test previously unapproachable hypotheses regarding the impact of
somatic mutagenic eventsin aging organ systems and to identify novel regulators that may drive the precocious
onset of, or mediateprotection from, degenerative phenotypes across organ systems. Taken together, our work
will yield new platform technologies for interrogating mammalian gene functionsin vivo, new insights into
fundamental mechanisms of aging physiology and regenerative biology, and new andpotentially broadly
useful methods for effecting genetic therapies in situ.

2. Project Title:

ROLE OF MICRORNAS ON AGE AND CONTRACTION-INDUCED SKELETAL
MUSCLE GROWTH
Leader(s):
RIVAS, DONATO A
TUFTS UNIVERSITY BOSTON
NIH K01AG047247 / (2015-2020)
DESCRIPTION (provided by applicant): The age-associated loss of skeletal muscle mass and function
(sarcopenia) is associated with substantial social and economic costs. The plasticity and adaptability of
skeletal muscle to contraction (i.e. resistance-exercise) is a fundamental physiological event leading to larger
and more robust skeletal muscle. However, muscle growth in response to resistance exercise (RE), like other
anabolic stimuli, is attenuated in older adults The cause of aberrant muscle adaptation with aging is complex.
Recent work has revealed a novel role for small non-coding RNAs, called microRNAs (miRNA) in the
regulation of gene expression. Using an integrated bioinformatics analysis of protein-coding gene and miRNA
array data from young and older men, I identified ten specific miRNAs as important regulators of muscle
plasticity (Plasticity Related miRs [PR-miRs]) leading to the transcriptional response to exercise and lean mass
in young and older men. However, the precise mechanisms underlying the expression of PR-miRs on
age-related changes in muscle anabolism and sarcopenia are currently unknown. Thus, the overall objective of
this K01 application will be to determine the mechanistic role(s) of these PR-miRs in skeletal muscle
adaptation to anabolic stimulation in 1) healthy young, 2) sarcopenic older and 3) age- and
functionally-matched non-sarcopenic older males and females. This will be accomplished by determine the
differences in expression of PR-miRs with aging and sarcopenia in response to anabolic stimulation (AIM 1).
Mechanistically determine the extent to which manipulation of PR-miR levels in vitro, in human primary
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myocytes, can reverse anabolic resistance observed with age and sarcopenia (AIM 2) and the effect of altering
PR-miRs levels on skeletal muscle growth and development (AIM 3). This project will improve our
understanding of the molecular mechanisms that contribute to the loss of skeletal muscle and eventually
leading to the development of drug therapies for the treatment of sarcopenia in the ever growing aging
population. The mentorship team includes, Dr. Roger Fielding, a leader in aging research and muscle biology,
Dr. Kenneth Walsh, a cardiovascular researcher and leading molecular biologist, Dr. Laurence Parnell a
computational biologist and authority in gene and miRNA expression analysis, Dr. Thomas Gustafsson a
physician-scientist and clinical researcher and Dr. Thomas Travison an expert in biostatistics. The mentorship
team has a variety of know-how in every facet of this project including, conducting human clinical trials and
skeletal muscle biology, computational biology and genomics and molecular biology and mechanisms. The
proposed career development plan includes research-oriented and didactic training at Tufts University, Boston
University and the Karolinska Institute in Stockholm,Sweden. The pursuit of the specific aims of the research
project, the multidisciplinary mentorship team and the career development plan will facilitate a transition to an
independent research career.
3. Project Title:

ROLE OF THE GUT MICROBIOME AND THE SERUM METABOLOME ON
LEAN MASS AND PHYSICAL FUNCTION IN OLDER ADULTS
Leader(s):
LUSTGARTEN, MICHAEL S
TUFTS UNIVERSITY BOSTON
NIH K01AG050700 / (2016-2020)
DESCRIPTION (provided by applicant): In older adults (70+ years), reduced lean body mass and physical
function are associated with increased disability, hospitalization, morbidity and mortality. Because older adults
are the fastest growing global subpopulation, identification of mechanisms that underlie the maintenance of
lean mass and physical function will be important for addressing the public health priority of healthy aging.
Gut bacteria may be involved in mechanisms that underlie the maintenance of lean mass and physical function.
In support of this hypothesis, in multiple publications I recently reported significant associations between
circulating gut bacteria-related metabolites with these outcomes in older adults. Accordingly, my over- arching
hypothesis is that is gut bacteria are associated with and are causatively involved in mechanisms that underlie
the maintenance of lean mass and physical function in older adults. To test this hypothesis, I propose to:
characterize the association between fecal bacteria with lean mass and physical function (AIM 1), test the
causative role of gut bacteria on the maintenance of lean mass and physical function by colonizing germ-free
mice with fecal bacteria from older adults (AIM 2), and examine potential mechanisms that link gut bacteria
with these outcomes by identifying associations between gut bacteria and serum metabolites with lean mass
and physical function (AIM 3). Based on results obtained from the proposed study, I expect to progress
towards an independent research career by designing and conducting clinical and translational studies aimed
at targeted modulation the gut microflora, which may be a novel and innovative means for improving lean
mass and physical function, and for addressing the public health priority of healthy aging in older adults. To
accomplish these objectives I will need additional training. The proposed career development plan includes
specialized training, coursework, and seminars that will allow me to: 1) learn and apply the bioinformatic
methods that are used to analyze and interpret the gut microbiome and serum metabolome, and 2) design and
conduct clinical and translational studies aimed at improving lean mass and physical function in older adults.
In addition, I have organized a multi-disciplinarymentoring (Drs. Huttenhower, O'Toole and Fielding) and
collaborative (Drs. Jones and Garrett) team that has extensive experience in every facet of this project
including computational biology, the microbiome, the metabolome, gut bacterial transfer into germ-free mice,
and in conducting clinical studies in older adults, which collectively will foster my development in theseareas.
The knowledge, skills and experience that I will acquire through the proposed career development and
research plans of this project are necessary to compete for R-series and other independent investigator grants,
thereby allowing me to achieve my career goal of becoming an independent research scientist.

4. Project Title:
Leader(s):

AGING-ASSOCIATED DYSREGULATION OF THE HYPOXIA PATHWAY
LIMITS SKELETAL MUSCLE REGENERATION
SINHA, INDRANIL

Generated on: 09/25/2020, 9:54:14 AM

5 of 15

Pepper_Annual_Boston_2019-2020

Generated on: 09/25/2020, 9:54:14 AM

BRIGHAM AND WOMEN'S HOSPITAL
NIH K76AG059996 / (2018-2023)
Project Summary/Abstract This proposal describes a five-year training program and career development plan
for Dr. IndranilSinha. Dr. Sinha is a prior trainee of a National Institute of Aging-sponsored Postdoctoral
Individual NationalResearch Service Award (F32). He is a current awardee of a Research and Education Core
Grant through theBoston Pepper Center and the National Institute of Aging. He has completed clinical training
in Plastic andReconstructive Surgery and is board-certified through the American Board of Plastic Surgery.
He is nowembarking on a research and career development program under the mentorship of Amy Wagers,
Ph.D.,Professor of Medicine, Harvard Medical School. Dr. Wagers is an accomplished researcher in skeletal
muscleregeneration and has a history of mentoring trainees who go on to successful, independent research
careers.Additional mentoring will be provided by Dr. Shalender Bhasin, a world-renowned researcher on
sarcopenia,and Dr. Laurie Goodyear, an expert on exercise physiology. Dr. Sinha's career development plan
includesutilization of educational resources at Brigham and Women's Hospital, Joslin Diabetes Center, and
HarvardMedical School. Career development support will also be provided by the Brigham and Women's
HospitalDepartment of Surgery, where the principle investigator will serve as an attending physician during
the periodof funding. Dr. Sinha has developed a clear timeline for publication of his work in peer-reviewed
journals,presentations at national meetings, establishment of an Aging Interest Group within Plastic Surgery,
and plansfor the development of independent research projects and continued research funding. Dr. Sinha is
interested in developing novel treatment strategies for aging-associated loss of skeletalmuscle regeneration.
He is investigating mechanisms by which aging alters hypoxia pathway signaling andskeletal muscle
regenerative potential in a murine model. He found that two key factors in the hypoxiapathway, aryl
hydrocarbon receptor nuclear translocator (ARNT) and vascular endothelial growth factor(VEGF), are
severely dysregulated in skeletal muscle in aging and may lead to a loss of skeletal muscleregenerative
potential. Furthermore, using a genetically modified mouse model, he demonstrated that musclespecific loss of
ARNT recapitulates diminished skeletal muscle regeneration as associated with aging. Buildingon these
intriguing preliminary data, the central goals of this project are to (1) mechanistically define the role ofhypoxia
pathway signaling and its impact on muscle regeneration in aging, (2) identify interventions to restoreARNT
and VEGF signaling to preserve skeletal muscle myogenic potential, and (3) determine whether
musclehypertrophy in response to exercise, which is known to require skeletal muscle regeneration and
hypoxiasignaling, is limited in aging secondary to loss of ARNT.
5. Project Title:
Leader(s):

HEALTH OUTCOMES OF TAI CHI IN SUBSIDIZED SENIOR HOUSING
LIPSITZ, LEWIS; WAYNE, PETER MICHAEL ;
HEBREW REHABILITATION CENTER FOR AGED
NIH R01AG025037 / (2006-2021)
DESCRIPTION (provided by applicant): Elderly people living in low-income housing facilities represent one
of our nation's largest, most functionally impaired, economically disadvantaged, and understudied populations
that account for a disproportionate share of Medicare spending. This revised competitive renewal application
aims to improve the health and reduce the health care costs of this population by conducting a cluster
randomized controlled trial of Tai Chi exercises vs. health education and social calls in 16 housing facilities in
cities surrounding Boston. The proposal builds upon previously successful studies by Drs. Lipsitz, Wayne,
and others showing multiple benefits of Tai Chi exercises in elderly people with a variety of diseases and
disabilities. A randomized, controlled pilot study supported by the current R37 grant that thisapplication seeks
to renew, showed that 12 weeks of Tai Chi exercises tailored to the abilities of frail seniors living in supportive
housing facilities can improve balance, gait, and physical function. The proposed study aims are to determine
the effects of Tai Chi exercises conducted at least twice weekly over a 1 year period on 1) functional
performance measured by the Short Physical Performance Battery and 2) health care utilization and costs
determined from Medicare claims data in poor, multiethnic, elderly residents of low income housing facilities.
Secondary outcomes will include person-centered measures such as physical function, cognition,
psychological well-being, falls, self-efficacy, and satisfaction. We hypothesize that compared to the control
intervention, Tai Chi will significantly improve physical function and reduce health care utilization and costs.
This study will prepare the necessary training and protocol manuals for widespread dissemination of Tai Chi
programs in housing facilities across the nation. It will also provide estimates of potential Medicare cost

Generated on: 09/25/2020, 9:54:14 AM

6 of 15

Pepper_Annual_Boston_2019-2020

Generated on: 09/25/2020, 9:54:14 AM

savings that can be used to justify future health insurance payments for this intervention. The previous
experience of the Co-Principal Investigators and their colleagues at Harvard Medical School and Brandeis
University in aging research, clinical trials, functional assessment, Medicare claims analyses, and Tai Chi
interventions will help assure the project's success.
6. Project Title:

REGULATION AND FUNCTION OF GROWTH DIFFERENTIATION FACTOR 11
DURING DEVELOPMENT AND AGING
Leader(s):
WAGERS, AMY JO
HARVARD UNIVERSITY
NIH R01AG048917 / (2016-2021)
DESCRIPTION (provided by applicant): Healthy skeletal muscle is essential to sustain normal physical
function, and muscle undergoes multiple developmental and functional transitions during fetal, neonatal and
adult life. In the latest stages of life, impaired muscle homeostasis and reduced muscle regenerative potential
lead to progressive loss of muscle mass and strength. Importantly, reduced muscle function in elderly
individuals is one of the strongest predictors of imminent mortality, suggesting that improved understanding
of the fundamental mechanisms underlying muscle aging and the development of novel strategies to intervene
in this process, would have tremendous impact on lifespan and quality of life of the growing population of
aged individuals experiencing degenerative muscle decline. This project is aimed at increasing our
understanding of skeletal muscle function throughout life by focusing on a novel circulating hormone called
Growth Differentiation Factor 11 (GDF11, also known as Bone Morphogenic Protein 11, or BMP11).
Extensive published and preliminary data indicate that GDF11 plays a key role in modulating the homeostatic
remodeling of skeletal muscle fibers and the regenerative activity of muscle stem cells (satellite cells) at
particular stages of life. GDF1 protein circulates at high levels in neonatal and young adult animals (including
humans), but declines dramatically with advancing age and in concert with the emergence of multiple
age-associated pathologies in muscle and other tissues. Data from our recently published manuscripts indicate
that raising the levels of circulating GDF11 in aged mice can reverse certain age-related pathologies, including
recovery of satellite cell numbers in resting muscle and restoration of muscle regenerative potential after mild
muscle injury. However, overproduction of this protein in younger mice subjected to severe muscle damage
may have a detrimental effect. In this project, we will answer questions crucial to understanding the regulation
and activity of this new candidate rejuvenating factor for aged muscle, and its potential for regulating
developmental and aging phenotypes in mice and humans by: (1) defining the cellular source(s) of GDF11
throughout life and clarifying the basis for the age-dependent decline of this hormone and its potential ageand injury-dependent effects on muscle repair, (2) evaluating the impact on development and homeostasis of
removal of GDF11 at discrete stages of life or in discrete GDF11- producer cells, and (3) assessing
age-regulated changes in GDF11 abundance and function in human sera and correlating these with muscle
performance, body composition and overall physical function in individuals with or without mobility
limitations. Together, these studies will provide critical insights into muscle developmental biology and aging
and may validate a promising new candidate therapeutic for the reversal of age-related skeletal muscle dysfunction.

7. Project Title:

EPIDEMIOLOGY AND RISK OF ANTIPSYCHOTIC USE IN HOSPITALIZED
ELDERLY WITH DELIRIUM
Leader(s):
KIM, DAE HYUN
BRIGHAM AND WOMEN'S HOSPITAL
NIH R01AG056368 / (2018-2021)
PROJECT SUMMARY/ABSTRACTEach year 2 million older adults receive antipsychotic medications
(APMs) in the hospital, mainly for delirium.Although the harms of APMs are well documented and their use
has declined in older adults with dementia, thescope and risk of off-label APM exposure in hospitalized older
adults remain largely unknown. The objective ofthis application is to determine the prescribing trends and
risks of APMs and their alternatives in hospitalizedolder adults with postoperative delirium. The research team
will analyze data from 2 national inpatient data-bases and detailed clinical data from 5 NIH-funded cohorts to
generate evidence on the comparative safety ofAPMs and their alternatives that is generalizable to real-world
patients. The central hypothesis is that off-labelAPM use is associated with increased risk of adverse events
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compared with no use in hospitalized older adultswith postoperative delirium; in particular, newer ?atypical?
APMs may be more harmful than conventional ?typi-cal? APM for short-term use. The applicant's
preliminary data showed that, although atypical APMs may be asharmful as typical APM in hospitalized older
surgical patients, use of atypical APMs and certain psychoactivedrugs has been rising in recent years. The
APM prescribing rates also vary more than 30 folds across the UShospitals, which suggests potentially
inappropriate prescribing. Lack of safety data on APMs for hospitalizedolder adults, as well as little evidence
on safer alternatives seems to contribute to these trends. The rationalefor this application is that the available
safety data from dementia patients may not generalize to hospitalizedolder surgical patients and that evidence
on the comparative safety of APMs and other psychoactive drugs inroutine care patients cannot be generated
from clinical trials alone. This 3-year proposal has 3 specific aims:1) determine the risk of in-hospital
mortality, institutional discharge, prolonged length of stay, and readmissionassociated with different APMs in
older patients with delirium after major surgery; 2) determine the risk of in-hospital non-fatal adverse events
associated with different APMs; and 3) identify psychoactive drugs that maybe prescribed as therapeutic
alternatives to APMs by examining longitudinal prescribing trends. The investiga-tors will apply innovative
research methodologies of leveraging existing large claims datasets and cohort datato enhance generalizability
to routine care populations, increase statistical power to address safety for patientsubgroups and individual
drugs, and reduce bias. By conducting validation of case-identification algorithms,the investigators will
improve how in-hospital adverse events are measured in inpatient drug safety research.The impact of this
research is significant, because high-quality evidence on the comparative safety of APMsand their alternatives
can guide clinicians to reduce excessive APM use and promote rational and safe APMprescribing, thereby
improving safety and clinical care of older surgical patients.
8. Project Title:

INVESTIGATING GDF11 AND MSTN AS CANDIDATE CIRCULATING
GERONIC FACTORS
Leader(s):
WAGERS, AMY JO
HARVARD UNIVERSITY
NIH R01AG057428 / (2017-2021)
Project SummaryStudies using heterochronic parabiosis, a surgical intervention that establishes bi-directional
cross-circulationbetween young and old animals, strongly indicate the existence of blood-borne factors that
regulate theregeneration and homeostasis of skeletal muscle, and other tissues, in an age-dependent manner.
Work frommy lab and others implicate the circulating proteins Growth Differentiation Factor 11 (GDF11) and
Myostatin(MSTN) as candidate geronic factors responsible for the transposition of aging phenotypes in
muscle inheterochronically joined mice.GDF11 and MSTN are closely related ligands of the TGF?
superfamily that share 89% sequence identity intheir receptor-binding domains and exhibit highly overlapping
patterns of receptor binding. Yet despite thesesimilarities, published reports suggest that these two proteins
may exert opposing influences on aging muscle.In particular, we showed that systemic supplementation of
GDF11 levels in aged mice (by injection ofrecombinant GDF11 protein) can elicit a striking reversal of
age-related deficits in muscle repair capacity,remodel myofiber ultrastructure, and enhance muscle strength
and endurance. GDF11 expression also hasbeen positively correlated with lifespan in studies of multiple
species. Conversely, analyses of MSTN-deficientanimals suggest that MSTN acts normally to limit muscle
growth and slow regeneration after injury, and thatmild suppression of MSTN in mice may have a positive
impact on lifespan. Importantly, these effects of GDF11and MSTN appear to be both dose- and
context-specific, which has raised some confusion and controversyregarding their respective influences on
aging and health span.In this proposal, we aim to overcome prior experimental challenges to generate a clear
molecular geneticunderstanding of the respective roles of GDF11 and MSTN in muscle aging, their
mechanistic relationship toone another, and their relevance as therapeutically actionable geronic proteins. Our
studies will use highlyspecific LC-MS/MS assays and mouse genetic models to track circulating protein levels
and manipulateGDF11 and MSTN expression in young, middle-aged and aged mice, and in the young or aged
partners ofheterochronic parabiosis, both in steady state and in response to muscle injury. The importance of
this work isunderscored by human studies linking differences in serum levels of GDF11 and MSTN with
clinical outcomesin several aging-related diseases. As such, our proposed work has a high potential impact for
the identificationand future development of promising targets to combat age-related muscle dysfunction and is
directlyresponsive to RFA-AG-17-002: Characterization of Circulating Pro- and Anti-Geronic Proteins and
Peptides.
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Peptides.
9. Project Title:

PROSPECTIVE MONITORING OF NEWLY APPROVED CARDIOVASCULAR
DRUGS IN OLDER ADULTS WITH FRAILTY
Leader(s):
KIM, DAE HYUN
BRIGHAM AND WOMEN'S HOSPITAL
NIH R01AG062713 / (2019-2023)
PROJECT SUMMARY/ABSTRACTCardiovascular disease (CVD) affects 70% of older adults and remains
the leading cause of morbidity and mor-tality in the United States. Several new drugs have recently been
approved for CVD, but not enough is knownabout their utilization, benefits and risks in frail older patients.
Since conducting a clinical trial in frail older adultscan be costly and impractical, there is a pressing need for
innovative strategies to generate evidence on newCVD drugs in a timely manner. The objective of this
application is to establish a near-real-time prospectivemonitoring program in Medicare data to evaluate the
benefit of new CVD drugs for older adults with frailty. Aprospective monitoring program seeks to find early
effectiveness and safety signals of new drugs by updatingthe analysis at regular intervals as new Medicare
data become available. The investigators will incorporate anovel claims-based frailty index into the
monitoring program to generate timely evidence on disease-specific andpatient-centered net benefit of new
drugs by frailty status. The central hypothesis is that disease-specific benefitand net benefit are determined by
a patient's degree of frailty. Disease-specific benefit will be evaluated usingclinical trial endpoints of
effectiveness (e.g., CVD events) and safety (e.g., bleeding), and net benefit in terms ofthe number of days
alive and spent at home, or ?home time?. To conduct this work, the investigators will analyzeMedicare data
on 6 new CVD drugs approved in 2011-2017: 3 anticoagulants vs warfarin for atrial fibrillation, 2antiplatelets
vs clopidogrel for atherosclerotic CVD, and an angiotensin receptor-neprilysin inhibitor vs enalaprilfor
systolic heart failure. The validity and reproducibility of the results will be enhanced through the linkage of
asubset of Medicare data to electronic health records and a national survey to supplement clinical
information,and external validation of the Medicare data analysis in 2 large commercial databases. In the next
4 years, theinvestigators will accomplish 3 specific aims: 1) evaluate the temporal trends and predictors of
new CVD druguse in frail and non-frail older adults with CVD over 2011-2020; 2) determine disease-specific
benefit (deaths,CVD and safety events) and net benefit (home time) of 6 new CVD drugs compared with
alternative therapies;3) identify patient characteristics that can predict net benefit (home time) with new CVD
drugs compared withalternative therapies. This proposal's innovative approach, which combines near-real-time
prospective monitor-ing, a claims-based frailty score, and the patient-centered outcome of home time, offers a
readily scalable andfeasible framework for comparative effectiveness and safety studies of newly approved
medications. The impactof the proposed research is significant because timely evidence generated from
real-world healthcare data canenable clinicians to optimize prescribing of new CVD drugs based on a patient's
frailty and expected net benefit.

10. Project Title:
Leader(s):

RISK FACTORS FOR AGE RELATED BONE LOSS
KIEL, DOUGLAS P.
HEBREW REHABILITATION CENTER FOR AGED
NIH R01AR041398 / (1991-2020)
DESCRIPTION (provided by applicant): The Framingham Osteoporosis Study (R01 AR41398 'Risk Factors
for Age Related Bone Loss'), an ancillary study of the Framingham Heart Study, has contributed significantly
over the past 25 years to the understanding of genetic and lifestyle factors contributing to osteoporosis,
sarcopenia, and fractures. Based on the growing epidemic of obesity, and conflicting data regarding the role
of visceral adiposity on musculoskeletal health, in this continuation of the Framingham Osteoporosis Study,
we will determine the role of visceral adipose tissue (VAT) on bone density, microarchitecture, and strength,
as well as on muscle density, and fracture. We are proposing three aims. In Aim 1, to determine the
association between VAT and bone density, microarchitecture, and strength, we will measure VAT using
longitudinal whole body DXA scans (a baseline previously obtained, and a follow up to be acquired as part
of this project) and perform High Resolution Peripheral Quantitative Computed Tomography (HR-pQCT)
measurements of the distal radius and tibia, and during a clinic visit of the Framingham Study 3rd
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Generation Cohort (Gen3). In Aim 2 we will determine the association of VAT and muscle density using
longitudinal QCT scans already obtained in the Gen3 Cohort. For both Aim 1 and Aim 2, we will also
determine if the effects of VAT on bone density, microarchitecture and strength (Aim 1), and on muscle
density (Aim 2), are partly attributable to physical activity levels, inflammation, adipokines, or sex steroid
metabolism. In Aim 3, we will perform a Mendelian randomization analysis to obtain an unbiased estimate of
the VAT-fracture association by using a genetic risk score ('instrumental variable') to predict incident
fracture. The proposed study will be the largest investigation of the potentially deleterious effects of visceral
adiposity on the musculoskeletal system. Each of our hypotheses is based on preliminary data from our past
grant cycle or from other research grants involving the Framingham Study. The project is significant for
several reasons. First, obesity has become one of the most important health problems in the U.S. Second, the
precise role of visceral adiposity on the musculoskeletal system has not been previously investigated, and the
proposed work will fill this gap, especially with longitudinal data on VAT and to be obtained longitudinal
measures of muscle density using existing CT scans. Third, we will investigate potential underlying
mechanisms for the effects of VAT on the musculoskeletal system. Finally we will obtain an unbiased
estimate of the VAT-fracture association using Mendelian randomization analysis. Overall, the results of this
study will provide the best available data on the effects of visceral adiposity on the musculoskeletal system.
11. Project Title:

A SELECTIVE ANDROGEN RECEPTOR MODULATOR FOR SYMPTOM
MANAGEMENT IN PROSTATE CANCER
Leader(s):
BHASIN, SHALENDER
BRIGHAM AND WOMEN'S HOSPITAL
NIH R01NR014502 / (2015-2020)
DESCRIPTION (provided by applicant): Improved survival of men with prostate cancer has focused
attention on the impact of treatment on quality of life, especially on sexual symptoms, physical dysfunction,
and fatigue, which are important contributors to poor quality of life. Androgen deficiency is common and an
important remediable contributor to these symptoms; however, uncertainty about the risk of testosterone
replacement in men with a history of prostate cancer has rendered physicians reticent to use testosterone even
in men who are deemed cured after a radical prostatectomy. A novel selective androgen receptor modulator LY SARM - is ideal for alleviating symptoms of androgen deficiency and mitigating concerns about disease
recurrence associated with testosterone therapy because it acts as an androgen agonist on the muscle, bone,
and sexual function, but as an antagonist on the prostate. Our objective is to conduct a staged, double-blind,
placebo-controlled, dose response study to determine the efficacy and safety of LY SARM in improving
sexual symptoms, fatigue, and physical dysfunction in men with prostate cancer who have undergone radical
prostatectomy for organ-localized prostate cancer, are deemed to be at low risk of recurrence, and who have
androgen deficiency. In stage 1, 10 subjects will be randomized to either placebo or 1 mg dose. If no safety
signal is observed, additional subjects will be randomized to 0, 1 or 5 mg dose. Our first aim is to compare 0,
1 or 5 mg of LY SARM in men, who have undergone radical prostatectomy for organ-localized prostate
cancer, have symptomatic androgen deficiency, and with regard to sexual function (sexual activity score,
sexual desire, erectile function, distress ad sexual life quality). The second aim is to compare the effects of 0,
1 or 5 mg of SARM on fatigue, well-being and affectivity balance, and disease-specific quality of life. Our
third aim isto determine whether SARM administration improves muscle mass and strength, physical
function, and aerobic capacity more than placebo. Men =19-years, who have undergone radical
prostatectomy for organ-localized cancer (pT2,N0,M0), Gleason score =6, undetectable PSA 2( years after
radical prostatectomy and symptoms of sexual dysfunction, fatigue, or physical dysfunction, and low total (

12. Project Title:

FRAILTY, STATINS, AND CARDIOVASCULAR DISEASE BURDEN IN
OLDER ADULTS
Leader(s):
ORKABY, ARIELA R
HARVARD UNIVERSITY
NIH R03AG060169 / (2018-2020)
Cardiovascular disease (CVD) remains the leading cause of death in older adults. Statins are highly
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Cardiovascular disease (CVD) remains the leading cause of death in older adults. Statins are highly
effectivecholesterol-lowering medications used for primary prevention of CVD, and are the most commonly
prescribedmedications. After age 75, data on the effects of statins are limited to guide statin prescribing
recommendations.However, even where the evidence is clear, statins remain under-prescribed. Reasons for
under-prescribing ofproven CVD prevention medications such as statins in older adults are many, and may
include competingmedical conditions, adverse side effects (e.g., myalgias), and frailty. Frailty is a
multidimensional state ofdecreased physiologic reserve associated with an increased risk of CVD and poor
clinical outcomes. The agingpopulation is heterogeneous and a one-size fits all approach may not be
appropriate. In particular, understandingthe utility of statins for prevention of CVD in individuals who are
vulnerable or frail is critical. Therefore, theresearch activities in this GEMSSTAR award will use a
retrospective design to (1) understand patterns of statinuse in a large cohort of older US veterans aged 65 and
older, over 15 years of follow up, with particular attentionto the relationship between frailty, myalgias and
statin use; and (2) examine the association between statin usefor primary prevention of CVD in pre-frail and
frail older veterans and cardiovascular events, health careutilization, and mortality. This work will inform the
design of future clinical trials of statins for prevention of CVDin older adults accounting for heterogeneity of
aging and frailty. In addition to the pharmacoepidemiologic studyproposed, this GEMSSTAR award includes
mentorship, coursework, and seminars in advanced epidemiologicand statistical methods, geriatrics, and
cardiology. The research and career development activities will preparethe applicant for her long-term goal
of a research career in geriatric preventive cardiology and will informpreventive care for the aging population.
13. Project Title:
Leader(s):

ASBMR THREE YEAR SYMPOSIA
CAULEY, JANE ANN; CAWTHON, PEGGY MANNEN ; EDWARDS, CLAIRE ;
KIEL, DOUGLAS P. ;
AMERICAN SOCIETY FOR BONE & MINERAL RES
NIH R13AR074882 / (2019-2022)
The American Society for Bone and Mineral Research (ASBMR), the largest professional, scientific
andmedical society established to bring together clinical and laboratory-based scientists who are involved in
thestudy of bone, mineral and musculoskeletal science, has had a successful history of conducting annual
topicalmeetings funded by single year NIH R13 grants since 2002. In 2015, ASBMR received a three-year
R13 tocover three pre-meeting symposia for 2016-2018.This application seeks funding for a three-year R13
grant toadvance the field of musculoskeletal diseases by focusing on three specific areas of scientific
research in2019, 2010 and 2021: 1) ?Muscle: The Path Forward to New Therapeutic Targets?; 2) ?The Seed
and Soil:Therapeutic Targets for Cancer in Bone?; 3) ?Biology of the Aging Skeleton: Implications for
FracturePrevention?. These three areas cover a range of topics that collectively contribute to major clinical
morbiditydisability and mortality. The overall objective of this R13 is to stimulate further advances that will
result inimproved patient care for musculoskeletal diseases by bringing together the best researchers for each
of thethree symposia that will be held in conjunction with the ASBMR Annual Meetings. Each of the three
symposiawill review the state of the art in each topic area, exchanging ideas with attendees, and stimulating
theinteraction between young and established researchers. For each of the three symposia, attendees will
beencouraged to attend the subsequent ASBMR Annual Meetings for additional opportunities to interact
withmusculoskeletal researchers. Agendas for all three years have been developed by an organizing
committeewith committed speakers and chairs for the first two years. The agendas include established and
younginvestigators, women and men. Since about half of ASBMR membership is from outside the US, we
alsoinclude a number of key international speakers. At the end of each meeting, a ?dine-around? evening
isplanned to allow direct interaction between young investigators and more senior speakers at the meeting.
In2019, the symposium will appraise the emerging basic science of muscle (autophagy muscle,
mitochondria,stem and satellite cells), translational research including development of potential therapeutic
targets and toclinical research. In 2020, the symposium will focus on recent advances in the contributions of
the bonemicroenvironment to the pathophysiology, prevention and treatment of cancer in bone. The 2021
symposiumwill bring together experts in geroscience and skeletal biology to enhance our understanding of
biological agingthat is being targeted by therapeutic interventions to increase health span and apply them to
the agingskeleton.
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14. Project Title:

2019 STEM CELLS AND CANCER GORDON RESEARCH
CONFERENCE(GRC)AND GORDON RESEARCH SEMINAR(GRS)
Leader(s):
WAGERS, AMY JO
GORDON RESEARCH CONFERENCES
NIH R13CA236216 / (2019-2020)
Project Summary/Abstract This proposal requests partial support for the seventh Gordon Research
Conference on Stem Cells andCancer, which will take place on March 24-29, 2019 in Ventura, California
(USA). The specific aim of thisconference is to provide a forum for presentation, discussion and interaction
among a diverse, interdisciplinarygroup of researchers with interests in organogenesis, tumorigenesis, stem
cell function and therapy. Speakersand participants will engage in deep discussions of recent advances and
new ideas related to thedevelopmental, metabolic and (epi)genomic mechanisms driving organogenesis and
tumorigenesis.The meeting is chaired by Dr. Amy J. Wagers (Harvard University), with Dr. C?dric Blanpain
(Universit? Librede Bruxelles) serving as vice chair. The planned agenda includes presentations from key
leaders in the fieldsof cancer biology, stem cell biology and regenerative medicine, and thus will attract a
highly interdisciplinarygroup of researchers who do not frequently interact (since most regenerative biology
meetings lackrepresentation from cancer biologists, and vice versa). The meeting will therefore act as a
catalyst for newcollaborations and cross-fertilization of ideas (a long-term goal of the Gordon Research
Conferences). Theexciting scientific program we have planned for the meeting further highlights the
diversity of contributors tothis research area (53% of invited speakers are female and/or members of
under-represented minority groups)and explores cutting-edge topics of particular interest to the National
Institutes of Health (NIH), including: therole of metabolism in regulating tumor growth and metastasis;
developmental signals and mechanisms thatmodulate stem cell function and are usurped for tumor
formation; genetic and epigenetic modifiers of genomestability and cancer emergence; and emerging
therapies to promote tumor cell clearance, eradicate tumor-propagating stem cells and enhance organ repair.
The 2019 Gordon Research Conference on Stem Cells and Cancer will also include a Gordon
ResearchSeminar (GRS), a 2-day ?pre-meeting? of early career scientists in a highly stimulating and
inclusiveenvironment that promotes the open exchange of information and establishment and growth of peer
networks.The GRS will be held from March 23-24, 2019 at the same venue in Ventura, CA, and is chaired by
Dr. JillGoldstein (Harvard University). The GRS provides additional opportunities for junior trainees to
present theirwork and receive crucial feedback and mentorship both from their peers and from more
establishedinvestigators, making this meeting a particularly excellent training opportunity for junior
investigators. The specific set of integrated and complementary research topics that will be addressed in the
2019 StemCells and Cancer GRS/GRC is distinct from other conferences, and the unique structure of the
GRS and GRCprovide for maximal, productive interactions among scientists in industry and academia with
differentexperimental approaches and at different career stages.

15. Project Title:

RESTRICTED MEAN SURVIVAL TIME TO INTERPRET CLINICAL TRIALS
FOR TREATMENT DECISION-MAKING IN OLDER ADULTS
Leader(s):
KIM, DAE HYUN
HEBREW REHABILITATION CENTER FOR AGED
NIH R21AG060227 / (2019-2021)
PROJECT SUMMARY/ABSTRACTPatient-centered care of older adults with multimorbidity involves
shared decision-making based on accuratecommunication of evidence. In clinical trials, treatment effect is
conventionally summarized in terms of relativerisk reduction using hazard ratios and absolute risk reduction.
Despite widespread use, these conventionalmeasures based on probabilities are not well understood by
clinical community and often misleading in treatmentdecision-making. We have recently proposed restricted
mean survival time (RMST) as a patient-centric outcomemetric that can be intuitively interpreted as the
average event-free survival time up to a pre-specified time point.Treatment effect can be summarized using
RMST difference, which means ?gain or loss in event-free survivaltime due to treatment in a pre-specified
period?. Since it is expressed on a time scale that most clinicians andpatients can relate to, it has great
potential to facilitate shared decision-making in older adults, which involvesassessment of benefit within a
defined time frame, such as the remaining life expectancy. The objective of thisapplication is to determine
the usefulness of RMST in treatment decision-making, using an example of intensivevs. standard blood
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the usefulness of RMST in treatment decision-making, using an example of intensivevs. standard blood
pressure lowering strategies in older adults. Our hypothesis is that presenting evidence usingRMST
difference, rather than absolute and relative risk reduction, would be more effective in reducing
patients'uncertainty about treatment choice. To test our hypothesis, we will accomplish 2 specific aims to: 1)
determinethe benefit of intensive vs. standard blood pressure lowering strategies using RMST difference in
older adultsand identify characteristics associated with a greater RMST benefit; and 2) evaluate the effect of
evidence com-munication formats based on RMST difference vs. conventional measures on patients'
uncertainty in treatmentdecision-making. For Aim 1, we will analyze 2 publicly available datasets from the
Action to Control Cardiovas-cular Risk in Diabetes Trial and Systolic Blood Pressure Intervention Trial to
estimate RMST difference. For Aim2, we will conduct an online survey of 200 community-dwelling older
adults and an in-person survey of 100residents at a local senior housing site. Participants will be randomized
to one of the 2 evidence presentationformats, RMST vs. conventional measures, to assess the effect on
reducing uncertainty in decision-making. Wewill conduct focus group interviews of 20-30 survey
participants to further understand the reasoning and contextbehind their choice. Our approach is innovative,
because we apply an intuitive and methodologically robustRMST to analyze and interpret clinical trial data,
and rigorously evaluate the acceptability and understandingfrom the patient's perspective by adopting
quantitative and qualitative design. The impact of this research isexpected to be significant, because our
method has great potential to be generalized to other clinical trials withtime-to-event endpoints to facilitate
shared decision-making in older adults.
16. Project Title:

RANDOMIZED TRIAL OF A MULTIFACTORIAL FALL INJURY
PREVENTION STRATEGY-SUPPLEMENT
Leader(s):
BHASIN, SHALENDER; GILL, THOMAS MICHAEL ; REUBEN, DAVID B. ;
BRIGHAM AND WOMEN'S HOSPITAL
NIH U01AG048270 / (2014-2020)
SummaryThe STRIDE Trial is the largest pragmatic, cluster randomized, parallel group superiority trial with
practicesstratified by healthcare system and patients nested within practices. Fall injuries are a major public
healthproblem. Thirty percent of people over the age of 65 fall each year, and for those over 75 the rates are
evenhigher. Serious fall injuries, including fractures and other falls leading to medical attention, are a
commonsource of disability and death among the elderly. This randomized trial will determine the
effectiveness of anevidence-based, multifactorial, patient-centered intervention to reduce the risk of serious
fall injuries amongnon-institutionalized older persons. The original target sample size was 6,000 participants
enrolled from 86practices to provide 90% power to detect a 20% reduction in the rate of the primary outcome
with interventionrelative to control. Later, the duration of the trial was extended to a total of 40 months (20
months ofrecruitment and an additional 20 months of follow-up), which reduced the target sample size to
5,322participants. Recruitment ended after 20 months on March 31, 2017, with a total of 5,451 participants
enrolled.The intervention phase ended on November 30, 2018 and follow-up will end on March 31,
2019.The primary aim of this administrative supplemental application is to request funds to carry out trial
close-outactivities of the STRIDE Trial necessitated by the extension of the intervention and the follow-up
period as aresult of the two DSMB-approved modifications in the trial's design. In December 2017, the trial's
DSMB andthe NIA approved the extension of the duration of the study from 36 months (18 months of
recruitment and aminimum 18 months of follow-up) to 40 months (20 months of recruitment and a minimum
of 20 months offollow-up). Based on an analysis of the event rate of the primary outcome in a closed
session, the trial's DSMBand the NIA staff directed the study team to Extend the study from a minimum of
20 and maximum of 40months follow-up to a minimum of 24 and maximum of 44 months of follow-up.
Final end date of the study,including the analytic phase is now extended to April 30, 2020. Because of the
extension of the interventionduration and the follow-up period, the project's end date was extended to April
30, 2020. The close-out fundsare necessary for completing the data collection, adjudication of the primary
outcome, analyses of the primaryand secondary outcomes as described in the peer-reviewed and funded grant
application, preparation of thestudy reports and manuscripts, and orderly close-out of the trial. The
supplement does not change the specificaims or scope of the parent grant application and is required for
trial's close-out activities resulting fromimplementation of the DSMB and NIA-approved extension of the
intervention and follow-up period.
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II. RESEARCH, RESOURCES AND ACTIVITIES (continued...)
C. PILOT/EXPLORATORY PROJECTS (5 Pilot Projects Listed)
1. Project Title: PESC: Loss of a lncRNA exacerbates aging associated functional decline of skeletal
muscle.
Leader:
Ronald Neppl, PhD
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DUKE UNIVERSITY MEDICAL CENTER
Claude D. Pepper Older Americans Independence Center
Principal Investigator

Kenneth Schmader, M.D.

919-660-7500

kenneth.schmader@duke.edu

Program Administrator

Tammy Boseman

919-660-7502

tammy.boseman@duke.edu

I. CENTER DESCRIPTION
The overall goal of the Duke Claude D. Pepper Older Americans Independence Center (Duke OAIC) is to support
research and training that improves the independence of older Americans. Our primary focus: To understand and
optimize reserve and resilience. Our approach is founded on the insight that independence in older adults is related
to an individuals ability to withstand or recover from functional decline following acute or chronic health
stressors. Our overall strategy for the OAIC is to serve as a sustained resource to our investigators through a broad
range of training and research studies; the goal will be to address knowledge gaps in our focus with an emphasis
on translational and interdisciplinary research. We recruit and develop early stage investigators in aging research
related to our focus and utilize the substantial strengths of the Duke academic and health system environment to
advance our focus.
The Duke Pepper Center has been at the forefront of geriatric research and training focused on the development of
interventions to improve the functional status of older adults and the support of research that identifies risk factors
predictive of functional decline. The Duke Pepper Center originally began its funding as a Geriatric Research and
Training Center (GRTC) in 1991. The GRTC was originally funded with three research cores and support for
junior faculty and pilot projects, which reflects the organization of the current OAIC structure. One year later,
Duke was awarded a Pepper Center and, at the direction of the National Institute on Aging, the two programs were
combined into one. Initial Pepper Center support focused on the development of promising interventions to
promote the independence of older Americans and faculty development. Since then, the Duke OAIC has produced
an impressive portfolio of relevant research and innovations in faculty development.
The specific goals of the Duke Pepper Center are:
1. To better understand and optimize reserve and resilience in older adults through an integrated research
program.
2. To develop and evaluate new methods that advance the study of reserve and resilience.
3. To support pilot studies through the PESC that acquire information needed to select or design, more
definitive research studies related to the Duke OAIC focus.
4. To identify and develop the next generation of researchers who will become leaders in aging and geriatrics
research related to the Duke OAIC focus.
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II. RESEARCH, RESOURCES AND ACTIVITIES
A. CORES
Analysis
Leader 1: Carl F. Pieper, DPH
carl.pieper@dm.duke.edu
Leader 2: Jane F. Pendergast, Ph.D. jane.pendergast@duke.edu
The Analysis Core provides specialized expertise in the design, collection, and management of data, and in
analytic methodologies. The Analysis Core promotes novel lines of research by developing new methods
specifically targeted to detect and measure reserve and resilience. Finally, the Analysis Core supports training
objectives by developing fellow and faculty understanding of biostatistics and research methodology—critical
areas of the research enterprise that are typically a knowledge gap in basic, translational, and clinical researchers.
The Analysis Core works closely with other components of the Duke OIAC to achieve shared goals. The Analysis
Core collaborates with the two Resource Cores (Molecular Measures Core and Physical Measures Core) to
manage data and perform analyses. The Analysis Core collaborates with OAIC investigators to direct study design
and analysis, to insure studies are properly powered and address targeted research questions. Furthermore, the
Analysis Core is uniquely positioned to expand studies to evaluate additional or emerging hypotheses, including
those that support methodologic investigations in statistical science, a unique goal of this Core. The specific aims
of the Analysis Core are to: 1) Provide data management and analytic support to funded and proposed projects,
pilots, and junior faculty and OAIC investigations to enable research and to address hypotheses within our theme.
2) Develop and disseminate analytic methodologies in biostatistics to advance the study of resilience and reserve.
3) Provide training and mentoring to the fellows and faculty in the Duke OAIC.
Leadership and Administrative Core (LAC)
Leader 1: Kenneth Schmader, MD kenneth.schmader@dm.duke.edu
Leader 2:

Harvey J. Cohen, MD

harvey.cohen@dm.duke.edu

Leader 3: Miriam C. Morey, PhD miriam.morey@dm.duke.edu
The Leadership and Administrative Core (LAC) provides the scientific leadership and administrative
infrastructure to create a robust environment for aging and geriatrics research in our theme. The Leadership and
Administrative Core promotes the development of early investigators with interests in aging and geriatrics
research and ensures the coordination, integration, funding, and translation of research within the Duke OAIC, a
mission that supports our ultimate goal of improving the independence of older adults. The specific aims of the
Leadership and Administrative Core are to: 1) To provide overall coordination, integration, and administration of
the Duke OAIC. 2) To stimulate, assist, monitor and evaluate the progress of the OAIC towards achieving the
research and education goals of the Duke OAIC. 3) To assess scientific opportunities for innovative research in
our theme with an emphasis on translational and interdisciplinary research. 4) To utilize and develop resources
effectively to meet the goals of the Duke Pepper OAIC.
Molecular Measures Core
Leader 1: Virginia B. Kraus, MD, PhD vbk@duke.edu
Leader 2: James Bain, PhD
james.bain@duke.edu
Molecular profiling can uniquely discover biomarkers, and predict and monitor traits and processes to understand
and optimize reserve and resilience. The goal of the Molecular Measures Core is to promote an understanding of
the means to optimize whole person reserve and resilience through analyses of molecular factors indicative of
cellular and tissue level ability to withstand and recover from stressors. The Molecular Measures Core
complements the whole person level analyses offered through the Physical Measures Core and is inter-dependent
with the Analysis Core, which is responsible for statistical analysis and modeling of data generated by the Physical
Measures Core and Molecular Measures Core. The Molecular Measures Core has extensive molecular profiling
capabilities, including, among others: inflammatory, metabolic, tissue matrix, genetic and genomic analyses. The
Molecular Measures Core has capabilities to expand and adapt existing core capabilities to facilitate the many
needs of the novel investigator-initiated research projects affiliated with our Duke OAIC. The specific aims of the
Molecular Measures Core are to: 1) Perform molecular analyses to support and assist research projects of the
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Duke OAIC. 2) Develop new molecular profiling and testing capabilities to evaluate cellular, tissue, and organ
resiliencies. 3) Perform systems pathway analyses to identify biological pathways indicative of resilient
phenotypes. 4) Serve as a resource for research-oriented advice and training on principles and methods of
molecular analyses.
Physical Measures
Leader 1: Miriam C. Morey, PhD miriam.morey@dm.duke.edu
Leader 2: Katherine Hall, Ph.D. katherine.hall@duke.edu
The Physical Measures Core serves as the central resource for Center investigators seeking advice, training,
laboratory access, and equipment for valid, sensitive, and reliable physical/ no biological measures. A panel of 13
members, with complementary expertise in measurement across multiple domains, comprises the Core and
provides highly integrated, customized support to investigators supported by our Research Education Component,
Pilot/Exploratory Studies Core, Externally Funded Projects, and the larger Duke Community engaged by the Duke
OAIC. The PMC supports investigators by meeting regularly throughout the full spectrum of project development,
from early phase planning, to final interpretation of findings, to subsequent grant preparations, to dissemination
and/or implementation. These meetings concurrently involve members of the Analysis and Molecular Measures
Cores to assure maximal synergy. The specific aims of the Physical Measures Core are to: 1) Provide centralized
expertise available for consultation on the measurement of reserve and resilience. 2) Develop measurement
protocols and train personnel in administration and data collection. 3) Identify gaps in resiliency measures and
develop or adapt innovative new measurement approaches across the adult lifespan for related outcomes.
Pilot and Exploratory Studies Core (PESC)
Leader 1: Heather E. Whitson, MD heather.whitson@duke.edu
Leader 2: William Kraus, MD
william.kraus@duke.edu
The Pilot/Exploratory Studies Core emphasizes physiological reserve at the cell/tissue/organ level, which we
hypothesize is a key contributor to resilience at the whole person level. The PESC impacts public health by
performing studies that develop knowledge to maintain or recover independence in older Americans, by promoting
reserve and resilience in the face of chronic and acute stressors. We use small exploratory pilot monies as a rapid
response mechanism to take advantage of cutting edge areas. The PESC solicits and selects high quality pilot
studies from across Duke University Medical Center using a rigorous, multi-stage process that incorporates
internal and external review. The PESC carefully monitors study progress and assists in the development of larger
grant proposals from pilot study findings. The Duke PESC includes several highly innovative features: 1) the Pilot
Grants Workshop, developed by OAIC Director Kenneth Schmader and frequently requested in national venues,
2) the inclusion of patient/community representatives on the Review Panel that selects pilots, 3) the Data
Integration Working Group, which is a central hub for scientific development, oversight, and translation, and 4)
mechanisms that support the science and careers of unfunded pilot study applicants. The specific aims of the Pilot/
Exploratory Studies Core are to: 1. Advance top quality science related to late-life reserve and resilience. 2.
Attract and nurture a diverse cadre of outstanding early investigators in aging research or established investigators
pursuing promising new directions related to our theme. 3. Build and sustain relationships with critical
stakeholders to maximize the impact and translation of the work conducted through this and future OAICs.
Research Education Component (REC)
Leader 1: Kimberly Johnson, M.D.

kimberly.s.johnson@duke.edu

Leader 2: Cathleen Colon-Emeric, M.D. colon001@mc.duke.edu
The objective of the Research Education Component is to develop the next generation of researchers who will
become leaders in integrating basic science and clinical insights into innovative interventions promoting reserve
and resilience in late life. Guided by educators in the Aging Center with nationally recognized expertise in
curriculum development and evaluation, the REC measures the impact of OAIC programs on Scholars' career
progression using innovative evaluation methods such as nominal group sessions. We have established a close
partnership with the Duke Clinical Translational Science Award Center (CTSA) KL2 program to enhance scholar
recruitment and to share curriculum and resources; the Duke OAIC REC and CTSA share the same co-leader and
project director to facilitate interactions. The School of Medicine offers excellent professional development
programs, research leadership training, and grant-writing education and support services that are utilized by our
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programs, research leadership training, and grant-writing education and support services that are utilized by our
scholars. The specific aims of the Research Education Component are to: 1. Coordinate delivery of aging research
curriculum to early investigators across the University. 2. Provide a structure for individualized aging and research
mentorship at Duke. 3. Evaluate the effectiveness of aging research across the Duke OAIC.
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II. RESEARCH, RESOURCES AND ACTIVITIES (continued...)
B. RESEARCH (20 Projects Listed)
1. Project Title:
Leader(s):

PHYSICAL RESILIENCE PREDICTION IN ADVANCED RENAL DISEASE
BOWLING, CHRISTOPHER BARRETT
DURHAM VA MEDICAL CENTER
VA I01HX002704 / (2019-2023)
ABSTRACTBackground: Older Veterans with advanced chronic kidney disease (CKD) face complex
decisions to initiateor forgo dialysis in the context of uncertainty about their future health and physical
function. Making thesedecisions is complicated by the course of advanced CKD which is characterized by
frequent health events thatfurther worsen function. Decisions support tools are needed that are specific to the
clinical course of advancedCKD and predict outcomes that matter most to these patients, such as physical
function. Characterizing howpatients ?bounce back? from health events, such as illnesses or injuries that result
in emergency department(ED) visits or hospitalizations may be key to predicting future functional status. This
approach draws from thenovel geriatric concept of physical resilience, defined as one?s ability to resist or
recover from functional declinefollowing a ?health stressor.? Objectives: To help older Veterans make
informed decisions about kidneydisease treatment by better characterizing physical resilience and identifying
patient factors associated withphysical resilience to develop a prediction tool for physical resilience in
advanced CKD. This addresses theHSR&D priority of Patient-Centered Care domain. To do this, we propose
Physical REsilience Prediction inAdvanced REnal Disease (PREPARED), a prospective cohort study of older
Veterans with advanced CKD withthe following Aims:1. To characterize physical function trajectories before
and after an acute health stressor in order to define physical resilience among older Veterans with advanced
CKD.2. To identify associations between patient characteristics and physical resilience trajectory and potential
candidate variables for prediction model development.3. To develop a prediction tool for physical resilience
(where this quantity has been defined in Aim 1).4. To determine the association of physical resilience with
short-term mortality.Methods: We will conduct a longitudinal cohort study of 800 Veterans = 70 years old,
with an estimatedglomerular filtration rate (eGFR) < 30 ml/min/1.73 m2 (excluding dialysis or transplant), and
90-day probabilityof hospitalization = 50% (based on the Care Assessment Needs [CAN] score). Telephone
assessments willinclude brief validated measures of function every 8 weeks, and within 14 days following a
stressor for up to 6calls. In Aim 1, we will characterize physical resilience, first by identifying latent classes of
physical resiliencetrajectories using general growth mixture modeling. Next, among the subset from the
physical resilience latenttrajectory class we will fit a piecewise linear mixed effects model to quantify
resilience. In Aim 2, we willdetermine how the physical function trajectory is moderated by person-level
health and psychosocial factorsand organ system-level physiologic factors. This information will be used to
identify potential candidatevariables for our prediction model in Aim 3. The purpose of Aim 4 is to determine
the prognostic importance ofphysical resilience by examining the relationship between experiencing a stressor
and physical resilience with6-month mortality. Impact: The proposed study addresses the most pressing
clinical dilemma in this complexcondition that disproportionately affects older Veterans. Data on physical
resilience from the proposed studywill be used to develop a practical tool to address a vital question that CKD
patients, their families, andproviders face when making treatment decisions. Limiting uncertainty about future
health by predictingresilience will support individualized and patient-centered decision-making for kidney
disease. Next steps: Wewill develop a clinical trial to test the use of our physical resilience prediction tool and
work with our local andnational operations partners (Durham VA Renal Service, Office of Geriatrics and
Extended Care, Renal FieldAdvisory Committee) to implement physical resilience assessment into care for
these patients.

2. Project Title:

EXPLORING THE EFFECTS OF EXERCISE TRAINING ON PTSD SYMPTOMS
AND PHYSICAL HEALTH IN OLDER VETERANS WITH PTSD
Leader(s):
HALL, KATHERINE SHEPARD
DURHAM VA MEDICAL CENTER
VA I01RX003120 / (2020-2024)
Posttraumatic stress disorder (PTSD) is prevalent among military Veterans, and affects over 30% of older,
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Posttraumatic stress disorder (PTSD) is prevalent among military Veterans, and affects over 30% of older,
Vietnam-era Veterans. These servicemembers have endured nearly 40 years with these symptoms, and as a
result, have significantly poorer health, higher rates of chronic disease and obesity, and an excess mortality
rate 3 times higher than the general population. Clearly PTSD is more than just a psychological disorder.
There is evidence to suggest that the pathway from PTSD to poor health is mediated by behavioral risk factors,
such as exercise. Structured exercise is a highly effective, pluripotent strategy for the prevention, treatment,
and management of chronic physical and psychological health conditions in older adults. To date, only a few
pilot studies of exercise and PTSD have been published, and all suffer a major limitation: a singular focus on
outcomes ?above the neck.? These studies do not report the impact of exercise on physical health- and
mobility-related outcomes that contribute to long-term impairment and disability in Veterans with PTSD.
There have been no studies of exercise and PTSD done in older adults, representing a significant research gap.
This research examines a wellness-based approach to promoting health in older Veterans with PTSD, targeting
exercise, a major modifiable risk factor. The objective of this study is to compare the impact of a supervised
exercise program on PTSD symptoms and related health outcomes versus a healthy aging attention control
group (HA-ATC). This study will be a randomized controlled trial of a 6-month, supervised exercise program
among 188 Veterans ?60 years of age with PTSD at the Durham VAHCS. Participants will be randomly
assigned to Supervised Exercise or HA-ATC. The exercise arm will include 3 weekly exercise sessions, each
one lasting approximately 60 minutes, led by an exercise specialist. The HA-ATC will receive a health
education program and materials modeled on the 10 KeysTM to Healthy Aging curriculum and the National
Council on Agings Aging Mastery Program. The HA-ATC will include an 8-week face-to-face group program
followed by 4 monthly sessions, the latter of which will be further supplemented with mailed informational
packets, email newsletters, webinars, and group video telehealth sessions. Participants in the Exercise
intervention arm will receive an individualized exercise prescription based on the individual?s exercise
history, current exercise capacity, personal preferences, and current health status. This will be a
multicomponent program that includes a selection of 8 to 12 strengthening, balance, and flexibility exercises
targeting the major muscle groups as well as primary joints. Participants will also be instructed in endurance
exercise, including treadmill walking or recumbent bicycle. The exercise protocol will consist of a 5-10 minute
warm-up, followed by a series of progressive aerobic and strengthening exercises, and will end with a 5
minute cool-down. The primary outcome for this study will be PTSD symptoms assessed with the CAPS-5.
Physical function, another outcome of primary interest will be measured objectively with a Physical
Performance Battery. This test battery assesses aspects of daily function including balance (single leg stance),
gait speed (4 meter walk), and chair stands (# in 30 seconds). Aerobic endurance, the investigators primary
functional outcome, will be assessed with the 6-minute walk test (6MWT). Secondary outcomes include
depression, sleep, and cognitive function. Outcomes will be assessed at baseline, 3 months, and 6 months.
Assessments will be repeated 12 weeks post-intervention (9 months) to examine whether any observed
exercise intervention effects are maintained. Mixed linear models will be used to compare outcomes for the
two study arms.
3. Project Title:

THE AMPK/ULK1/P27KIP1 AXIS REGULATES AUTOPHAGY AND CELL
SURVIVAL IN AGED SATELLITE CELLS
Leader(s):
WHITE, JAMES P.
DUKE UNIVERSITY
NIH K01AG056664 / (2017-2022)
a. Project summary/abstract:Sarcopenia is the age-related loss in skeletal muscle mass and strength; it leads to
a host of co-morbiditiesincluding loss of physical function and overall resilience. One such perturbation in
persons with sarcopenia isthe diminished ability to regenerate muscle after injury. Muscle stem cells, referred
to as satellite cells, arerequired to activate, proliferate and differentiate to regenerate muscle and restore
physical function. Agedsatellite cells are slower to activate upon injury; susceptible to apoptosis; and less
efficient in repairing injuredmuscle. The AMPK/ULK1/p27Kip1 pathway appears critical for successful
transition from quiescence to entryinto the cell cycle. Our preliminary data identify perturbations in the
AMPK/ULK1/p27Kip1 pathway withadvanced age. This award period will investigate the role of the
AMPK/ULK1/p27Kip1 pathway in thephenotype of satellite cell aging in both human and mouse models. In
Aim1, we will test the hypothesis thatactivation of AMPK and its downstream targets ULK1 and p27Kip1
regulate the autophagy/apoptosis decisionin aged satellite cells. We will use molecular assays to rescue the
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regulate the autophagy/apoptosis decisionin aged satellite cells. We will use molecular assays to rescue the
functional loss of this pathway in aged cellsand return proliferative capacity. In Aim 2, we will test the
hypothesis that exercise, a physiological inducer ofAMPK and autophagy, stimulates the
AMPK/ULK1/p27Kip1 pathway, thereby enhancing proliferation andmetabolic function in aging murine and
human satellite cells. Aim 3 will test the hypothesis thatAMPK/ULK1/p27Kip1 signaling will regulate the
beneficial effects of caloric restriction on aged satellite cells.Together, the experiments in this proposal will
test the hypothesis that the AMPK/ULK1/p27Kip1 pathway isimpaired in aging satellite cells resulting in a
reduction in autophagy and susceptibility to apoptosis. Keyaspects of Dr. White's career enhancement will be:
to learn how to coordinate clinical exercise trials; to trainin methods of satellite cell isolation and metabolic
analysis, especially in the context of the aging organism.The training program will entail dedicated internal
and external scientific presentations; pertinent coursework/workshops in stem cell biology and aging; and
intensive career mentorship to ensure progress towardindependence. The research and career development
plan detailed in this proposal will be conducted with ateam of outstanding mentors. Dr. William E. Kraus, a
professor at the Duke Medical School is an establishedexpert in clinical exercise studies and muscle/satellite
cell biology; he will serve as the primary mentor. Drs.Kenneth Schmader, Deborah Muoio (Duke) and Amy
Wagers (Harvard) will serve as co-mentors; they willfacilitate training in aging biology, cell metabolism and
aging stem cell biology, respectively. The environmentat the Duke School of Medicine is ideal for the research
and training activities outlined in this proposal. Thisaward will provide Dr. White with optimal training to
ensure an outstanding start to his career as anindependent investigator.
4. Project Title:

DEPRESCRIBING CENTRAL NERVOUS SYSTEM MEDICATIONS IN
HOSPITALIZED OLDER ADULTS
Leader(s):
PAVON, JULIESSA M
DUKE UNIVERSITY
NIH K23AG058788 / (2019-2024)
This K23 Career Development Award in Aging focuses on the development of Dr. Juliessa Pavon, a
hospital-based geriatrician, and on reducing central nervous system (CNS) medication use in hospitalized
older adults.Dr. Pavon?s long-term goal is to improve the resilience of older adults against the acute stressors
ofhospitalization. She has built her research program on investigating hazards of hospitalization, and a
majorthreat is high-risk medication exposure. Sub-optimal CNS medication use during hospitalization is a
keymodifiable risk factor for poor health outcomes; common classes include opioids, anxiolytics,
anti-depressants,antipsychotics, and hypnotics. Our preliminary data suggests that nearly 40% of hospitalized
older adults areexposed to anxiolytics and 60% to opioids during their hospital stay. De-prescribing is a
systematic process oftapering or reducing medications. Interventions to facilitate de-prescribing that target
specific medicationclasses, like CNS medications, or specific populations, like those with existing cognitive
impairment, have notbeen well-studied in the inpatient setting. This gap represents a key opportunity to reduce
potentiallyinappropriate CNS medications and their debilitating side effects in vulnerable patients--in line with
the NationalInstitute of Aging?s priorities to improve medication use in older adults. Dr. Pavon?s K23 award
proposes todevelop and pilot test a de-prescribing intervention that is informed by a theoretical model of
behavioralchange. Aim 1 results will inform the epidemiology of the problem and identify target populations
forrecruitment. Aim 2 will use qualitative methods to examine barriers and facilitators of hospital
de-prescribing.Results will inform the intervention delivery strategies best suited to facilitate CNS medication
de-prescribing ina well-tolerated, feasible manner. Aim 3 will develop and pilot test a multi-component
hospital-based de-prescribing intervention that uses health informatics for content delivery, and provider
behavior change andpatient activation strategies. This work will advance understanding of 1) which patients
and CNS medicationclasses to target for de-prescribing interventions, 2) whether there are unique barriers to
de-prescribing in thehospital setting, and 3) the optimal delivery strategy for safely de-prescribing. During this
K23 grant period, Dr.Pavon will also complete additional training in Markov modeling statistical techniques,
interventiondevelopment, health informatics, and leadership. Dr. Pavon?s mentor team will provide scientific
support withexpertise in aging, pharmacology, hospital medicine, and research methodology. This career
developmentplan will give Dr. Pavon the skills in conducting intervention development studies within the
hospital setting.This training and resulting data will establish Dr. Pavon as a strong candidate for an R01
intervention designedto facilitate de-prescribing of CNS medications for the nearly 1 in 2 older adults that will
experience exposure toa CNS medication during hospitalization.
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experience exposure toa CNS medication during hospitalization.
5. Project Title:

METABOLOMIC & RADIOGRAPHIC MARKERS OF FRACTURE RISK
AMONG OLDER ADULTS WITH DIABETES
Leader(s):
LEE, RICHARD H.
DUKE UNIVERSITY
NIH K23AG058797 / (2018-2023)
ABSTRACTAmong its medical complications, type 2 diabetes mellitus in older adults is associated with
atwo-fold increase in the risk of hip and other low-trauma bone fractures. Paradoxically, thisincreased risk
occurs despite a higher average bone mineral density. This increased fracturerisk is likely multifactorial,
stemming from metabolic dysfunction that results in both increasedfalls risk and decreased bone strength.
However, fracture risk stratification currently is limitedlargely to bone density testing and clinical risk tools
that do not perform adequately for adultswith diabetes. Because bone is both a metabolic and structural tissue,
metabolomics andbiomechanical analyses would be particularly useful for developing and assessing
newmeasures of fracture risk. The objective of this application is to develop and evaluateradiographic and
laboratory biomarkers of fracture risk among older adults with diabetes,utilizing biomechanical and
translational measures. The proposed research has the followingaims: 1) Determine the association between
metabolomic profiles and incident clinical fractureamong older adults with diabetes; 2) Compare geometric
and biomechanical measures at thefemoral neck and intertrochanteric region among older adults with diabetes,
with and without hipfracture. This application builds upon the prior published work and clinical expertise of
thePrinciple Investigator, Dr. Richard Lee, and provides him additional research skills to assist withhis career
development goal of understanding the interaction of chronic medical conditions onthe bone health of older
adults, focusing on diabetes. Dr. Lee is a dual-trained Geriatrician andEndocrinologist with expertise in
metabolic bone disease. The primary training goals of thisproposal include the following: 1) Develop
laboratory and analytical skills in translational sciencethat will be used in the development and evaluation of
clinical biomarkers, including ?omicstechnologies; 2) Acquire principles and skills in biomechanical
engineering and materialsscience to integrate with clinical and epidemiological analyses. By integrating
biomechanicalengineering and metabolomics approaches with epidemiologic research to identify new
markersof fracture risk, this application addresses a significant source of morbidity and mortality amongan
increasing proportion of older adults.

6. Project Title:

NEURO-INFLAMMATION IN POSTOPERATIVE COGNITIVE DYSFUNCTION:
CSF AND FMRI STUDIES
Leader(s):
BERGER, MILES
DUKE UNIVERSITY
NIH K76AG057022 / (2017-2022)
This is a K76 Beeson career development award for Dr. Miles Berger, a geriatric neuro-anesthesiologist with
a focus on postoperative cognitive disorders. Each year >16 million olderAmericans undergo anesthesia and
surgery, and up to 40% of these patients developpostoperative cognitive dysfunction (POCD), a syndrome of
postoperative thinking and memorydeficits. Although distinct from delirium, POCD (like delirium) is
associated with decreased qualityof life, long term cognitive decline, early retirement, increased mortality, and
a possible increasedrisk for developing dementia such as Alzheimer?s disease. We need strategies to prevent
POCD,but first, we need to understand what causes it. A dominant theory holds that brain inflammationcauses
POCD, but little work has directly tested this theory in humans. Our preliminary datastrongly suggest that
there is significant postoperative neuro-inflammation in older adults whodevelop POCD. In this K76 award,
we will prospectively obtain pre- and post-operative cognitivetesting, fMRI imaging and CSF samples in 200
surgical patients over age 65. This will allow us toevaluate the role of specific neuro-inflammatory processes
in POCD, its underlying brainconnectivity changes, and postoperative changes in cerebrospinal fluid (CSF)
Alzheimer?sdisease (AD) biomarkers, such as the microtubule-associated protein tau. This project willadvance
understanding of neuro-inflammatory processes in POCD and clarify the potential link(s)between these
processes and postoperative changes in AD pathology, in line with the NationalInstitute of Aging?s mission to
understand aging and fight cognitive decline due to AD. During thisK76 grant period, Dr. Berger will also
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complete an individually tailored MS degree in TranslationalResearch that will include training in
immunology methods, fMRI imaging, cognitive neuroscience,geroscience, and physician leadership. This
career development plan will give Dr. Berger thetransdisciplinary skills to pursue his longer term goal of
improving postoperative cognitive functionfor the more than 16 million older Americans who have anesthesia
and surgery each year.
7. Project Title:
Leader(s):

DEPRESCRIBING FOR OLDER DIALYSIS PATIENTS
HALL, RASHEEDA K
DUKE UNIVERSITY
NIH K76AG059930 / (2018-2023)
ABSTRACTThis is a Beeson Emerging Leaders in Aging career development award (K76) for Dr. Rasheeda
Hall, MD,MBA, MHS. Dr. Hall is a nephrologist who conducts aging research at Duke University, and her
long-term goalis to become a leader in geriatric nephrology and develop effective interventions targeting
geriatric conditionsin older dialysis patients. Compared to older adults without kidney disease, older dialysis
patients are morelikely develop severe cognitive impairment, experience more falls, and have more frequent
hospitalizations.These adverse outcomes are also known to be associated with potentially inappropriate
medications, and olderdialysis patients are highly susceptible to adverse effects of potentially inappropriate
medications because ofaltered medication clearance due to absent kidney function and common occurrences
of hypotension and mini-strokes. Given this susceptibility, reduction of potentially inappropriate medications
is a logical goal forimproving quality of care for these vulnerable patients. The objective of Dr. Hall?s
proposed research is todevelop an evidence-based strategy to reduce inappropriate prescribing in older dialysis
patients. Theresearch aims are to: 1) identify the prevalence of specific potentially inappropriate medications
and the extentto which there is an association with hospitalization risk in prevalent older dialysis patients, 2)
identify elementsof a deprescribing intervention that are acceptable to nephrologists, primary care providers,
and patients, and3) determine the feasibility of a deprescribing intervention tailored for older dialysis patients.
This work willprovide evidence to support a definitive clinical trial of deprescribing in dialysis units. Effective
deprescribinginterventions have the potential to reduce hospitalizations and ameliorate geriatric syndromes in
dialysispatients which is consistent with NIA?s mission. Complementary to this research, this career
developmentaward will solidify Dr. Hall?s transition to research independence through coursework and
mentoring to: a) fillknowledge gaps in directing a team of statisticians, interpretation of
pharmacoepidemiologic data, advancedmethods in handling bias in observational data, timely qualitative
analyses, execution of a pilot study, andclinical trial design; b) enhance her leadership skills; and c)
successfully compete for a R01. Duke University isthe ideal environment for Dr. Hall to pursue this research
career development because of the strong agingresearch expertise housed in its Center for Aging and affiliated
Pepper Center, as well as, rich resourcesavailable through Duke?s Clinical and Translational Institute.

8. Project Title:
Leader(s):

NORTH CAROLINA DIABETES RESEARCH CENTER
NEWGARD, CHRISTOPHER B
WAKE FOREST UNIVERSITY HEALTH SCIENCES
NIH P30DK124723 / (2020-2021)
PROJECT SUMMARY/ABSTRACT ? METABOLOMICS CORE Comprehensive metabolic analysis, or
?metabolomics?, is a technology that defines the chemical phenotype of living systems. Given that metabolic
fluxes and metabolite levels are downstream of genomic, transcriptomic, and proteomic variability,
metabolomics provides a highly integrated profile of biological status. As such, it has unique potential for
discovery of biomarkers that predict disease incidence, severity, and progression, and for casting new light on
underlying mechanistic abnormalities. Metabolomic analyses are challenging, however, due to the complexity
inherent in measuring large numbers of intermediary metabolites with diverse chemical properties in a
quantitatively rigorous and reproducible fashion. The DMPI Metabolomics Core Lab has a long history of
collaborative research and has established a strong and reliable infrastructure for conducting measurements
for investigators at Duke and at outside institutions. Thus, it is well poised to become the NCDRC
Metabolomics Core. While Duke has world-renowned facilities for metabolomics, its use by diabetes
investigators outside of Duke (such as WF and UNC researchers) has been limited by bottlenecks, particularly
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in the analysis and interpretation of data, which the NCDRC seeks to address by establishing the NCDRC
Metabolomics Core with support from Research Navigators.
9. Project Title:
Leader(s):

AGING IN 1000 HEALTHY YOUNG ADULTS: THE DUNEDIN STUDY
MOFFITT, TERRIE E; CASPI, AVSHALOM ;
DUKE UNIVERSITY
NIH R01AG032282 / (2009-2020)
DESCRIPTION (provided by applicant): Declining fertility rates, aging of the baby-boomers, and increasing
life expectancy are leading to population aging. As the population ages, this increases the public-health burden
of age-related conditions, such as cardiovascular disease, type 2 diabetes, and dementia. Treating
un-prevented diseases in late life has proven costly and ineffective. It is now known that potentially
preventable risk exposures and physiological causes of age-related disease emerge in childhood. This
recognition lends new scientific significance to studies that have followed cohorts from childhood. It is also
now known that the pathogenesis of age-related diseases involves gradually accumulating decline in organ
systems, beginning in the first half of the life course. Consequently, new interventions aiming to prevent
age-related diseases will have to be applied to individuals while they are yet young, before they reach midlife.
Translation of basic-science geronotology discoveries into interventions for young humans is lacking because
virtually nothing is known about the process of biological aging during the first half of the life course. This
prompts our proposal to study the pace of biologicalaging from the twenties forward. We will use the Dunedin
Multidisciplinary Health & Development Study, a longitudinal study of a birth cohort now entering its fifth
decade. This study combines methods of demographic/economic surveys, clinical- quality health assessments,
biobanking, and linkage to nationwide administrative records (health, welfare, finances). We propose to
administer a full-day data-collection protocol to the 1004 living members of the birth cohort. To assess each
cohort member's pace of biological aging we will: (a) measure biomarkers across multiple organ systems, and
(b) statistically model correlated change in these biomarkers assessed at ages 26, 32, 38, and 45 years. We
will describe individual variation in the pace of aging, plus its developmental origins, genomic signatures,
functional consequences, and economic costs. We will identify attributes that set apart individuals whose
bodies are months or years younger than their chronological age. The proposed work will improve knowledge
by generating findings to support future interventions to slow aging, prevent age-related disease, and improve
the quality of longer lives.

10. Project Title:
Leader(s):

NEURAL SIGNATURES OF HEALTHY AND UNHEALTHY AGING
HARIRI, AHMAD R; MOFFITT, TERRIE E ;
DUKE UNIVERSITY
NIH R01AG049789 / (2015-2020)
DESCRIPTION (provided by applicant): Declining fertility rates, aging of the baby-boomers, and increasing
life expectancy are leading to population aging. As the population ages, this increases the public-health
impact of age-related conditions, such as cardiovascular disease, type 2 diabetes, and dementia. Treating
un-prevented diseases in late life has proven costly and ineffective. Consequently, effective strategies are
needed in midlife to prevent age-related diseases and to improve the quality of longer lives. It is now known
that potentially preventable risk exposures and physiological causes of age-related disease emerge in
childhood. This recognition lends new scientific significance to studies that have followed cohorts from
childhood. It is also now known that the pathogenesis of age-related diseases involves gradually
accumulating damage to organ systems, beginning in the first half of the life course. Of these organ systems,
the central nervous system is integral, prompting our proposal to add neuroimaging to the Dunedin
Multidisciplinary Health & Development Study, a longitudinal study of both problematic and positive
processes of adult development and aging, in a birth cohort now entering its fifth decade. This study
combines methods of demographic/economic surveys, clinical-quality health assessments, biobanking, and
linkage to nationwide administrative records (health, welfare, finances). We propose to administer a
multimodal MRI protocol to the 1004 living members of the birth cohort. Our proposed neuroimaging
protocol will measure individual variation in brain function, structure, and connectivity. We focus on the
hubs of four neural circuits and the core behavioral capacities each supports: (1) the amygdala and
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emotion/threat, (2) the ventral striatum and motivation/reward, (3) the hippocampus and memory, and (4) the
dorsolateral prefrontal cortex and executive control. With the resulting midlife neural measures, we propose
three primary aims that will generate findings about problematic and successful aging: Aim 1 tests whether
prospectively ascertained early- life adversity is linked to midlife neural measures. Aim 2 tests whether neural
measures are linked to real-world behaviors (e.g., saving behavior) necessary to prepare for successful aging.
Aim 3 tests if neural measures are related to the accelerated pace of biological aging. The proposed work will
improve knowledge by generating findings about the neural correlates of age-related diseases and successful
healthy aging. These findings are expected to support preventing disease and enhancing preparedness for
wellbeing in late life. Beyond the proposed 5-year project, follow-up neuroimaging is envisaged. This project
thus brings neuroimaging into three timely and vigorous areas of aging science: the study of early-life
programming of lifelong health, the study of midlife preparation for successful aging, and mind-body
research linking brain function to physical health.
11. Project Title:
Leader(s):

EPIGENETIC MECHANISMS PROMOTING LONGEVITY
KRAUS, VIRGINIA
DUKE UNIVERSITY
NIH R01AG054840 / (2018-2023)
AbstractCirculating small regulatory RNAs (sRNAs) are short non-coding RNAs (typically ~19-25nt in
size). They mediatea broad spectrum of biological processes through regulation of gene expression. Our
experimental evidenceindicates that serum levels of miRNAs (one form of sRNA) change considerably, the
vast majority increasingwith age. The ability of circulating sRNAs to travel among tissues enables them to
transmit signals and regulatea broad spectrum of biological functions. sRNAs exist in a variety of
RNase-insensitive ribonucleoprotein or lipidcomplexes, or are encapsulated inside different types of
extracellular vesicles. Consequently, in contrast tomessenger RNA, sRNAs are protected from extracellular
RNases and are measurable and stable in samplesstored for decades. Despite numerous recent developments,
we are far from understanding the role of sRNAsin aging. An understanding of their role in aging mammals,
and in humans in particular, is still very limited dueto the increased complexity and longer life-spans of
mammals compared with invertebrates. This projectleverages existing human sample resources from three
completed NIH-funded studies (EPESE, STRRIDE andCALERIE), to discover and validate
longevity-associated miRNAs in humans. Our preliminary analysis of 175circulating microRNA--in the
NIA-funded Duke Established Populations for Epidemiologic Studies of the Elderly(Duke EPESE)
community-based cohort of elders--identified 32 differentially expressed circulating miRNAs(p
10 years)
compared with age, sex and race matched but short-term survivors (

12. Project Title:

GENOMIC ANALYSIS OF THE CALERIE TRIAL TO GENERATE NEW
KNOWLEDGE FOR GEROSCIENCE
Leader(s):
BELSKY, DANIEL WALKER
COLUMBIA UNIVERSITY HEALTH SCIENCES
NIH R01AG061378 / (2019-2024)
SUMMARYThe graying global population makes interventions to extend healthy lifespan (healthspan) a
public heathpriority. Therapies targeting basic biological processes of aging show proof-of-concept in
animals: early-to-midlife intervention can delay disease onset and prolong healthspan. But translating these
geroprotectivetherapies to humans faces the barrier that human clinical trials of midlife geroprotective
therapy wouldrequire decades of follow-up to measure healthspan extension. An alternative is a short-term
acceleratedgeroprotector trial that tests if geroprotective intervention can slow the rate of biological aging.
Biologicalaging is the gradual and progressive decline in system integrity that occurs with advancing
chronologicalage. This process is thought to be the root cause of increases in morbidity and disability in later
life. Newresearch shows that biological aging can be measured in humans and that measures of biological
agingpredict human healthspan. Geroprotective therapies that target basic biological processes of aging
arehypothesized to slow the rate of biological aging. But this has not been tested. Our study will test if the
best-established geroprotective intervention in animals, long-term caloric restriction, slows the rate of
biologicalaging in midlife humans, who are still young enough for age-related disease to be delayed or
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prevented.We will conduct new assays of stored biospecimens from the National Institute on Aging's
recently-completed CALERIE Trial, which randomized 220 non-obese adults to 25% caloric restriction (CR,
N=145)or ad libitum normal diet (AL, N=75) for a period of 2 years. We have already shown that CR slows
aging-related deterioration in organ-system integrity. Now, we propose to extend this test to genomic
measures ofbiological aging. We will assay whole-genome DNA methylation (using Illumina chips) and
gene expression(using RNA sequencing) from blood samples collected at CALERIE baseline, and at 12-,
and 24-monthfollow-ups. We will use this 3-time-point repeated-measures multi-omics dataset to test (i)
Does CR slowsthe rate of biological aging as measured from DNA methylation? (ii) Does CR cause changes
to geneexpression in the pathways known to mediate healthspan-extending effects of CR in animals, e.g.
themTOR pathway? (iii) Do changes to DNA methylation and gene expression mediate effects of CR on
organsystem functioning? We will share the multi-omics data we generate with the CALERIE
Biorepository,making the resource freely available to all interested researchers. The proposed project will
generate newknowledge about effects of caloric restriction on biological aging in humans and test proof of
concept for anaccelerated geroprotector trial design that can speed translation of new age-delaying therapies
fromanimals to humans. Open data sharing through the CALERIE Biorepository will enable research beyond
thescope of this project to improve understanding of caloric restriction and advance the field of geroscience.
13. Project Title:

FUNCTIONAL LIMITATIONS AND DISABILITY AMONG MIDDLE-AGED
ADULTS
Leader(s):
BOWLING, CHRISTOPHER BARRETT
DUKE UNIVERSITY
NIH R01AG062502 / (2020-2023)
Project summary/Abstract The burden of functional limitations (restrictions in basic physical actions) and
disability (problems with daily activities and life participation) may be more common in middle-aged US
adults than previously recognized. However, studies of middle-age populations have not typically included
functional assessments. The Coronary Artery Risk Development in Young Adults (CARDIA) study provides
a unique opportunity to study functional status in a diverse, aging cohort. The Year 35 in-person exam is
scheduled for 2020 and 2021, at which time, participants will be 53 to 65 years old. We propose a CARDIA
ancillary study to obtain measures of function by self-report and physical performance to be paired with the
existing data collected from early adulthood through middle age to address the following aims: 1. To
quantify the burden of functional limitations and disability in middle age and assess the degree to which this
can be attributed to the accumulation of chronic conditions, 2. To assess domains of functional limitations
and disability captured by physical performance versus self-report, 3. To identify health-related risk factors
in early adulthood for functional limitations and disability in middle-age, 4. To identify health-related,
socioeconomic, and psychosocial factors that contribute to between- and within- race differences in
functional limitations and disability among middle-aged adults. We will add measures of physical
performance (fast and usual gait speed, single leg balance, timed chair stands, 6-minute walk test, and grip
strength) to the CARDIA Year 35 exam (projected N=3,270; 1,563 black, 1,707 white). Also, self- reported
functional limitations (Patient-Reported Outcomes Measurement Information System [PROMIS] Physical
Function Short Form 20a) and disability measures (basic and instrumental activities of daily living) will be
added to the Year 35 exam and annual telephone calls (1 call prior to and 2 after the Year 35 exam). As
studies of younger populations have not often included functional assessments, the conceptualization,
measurement approaches, risk factors, and implications of functional limitations and disability are poorly
understood. Filling this knowledge gap by adding appropriate functional measures to an ongoing population
based cohort, that represents the next wave of aging black and white adults will lead to new approaches to
prevent functional decline and improve population health.

14. Project Title:
Leader(s):

QUALIFICATION OF PROGNOSTIC AND DIAGNOSTIC BIOMARKERS OF
KNEE OSTEOARTHRITIS
KRAUS, VIRGINIA
DUKE UNIVERSITY
NIH R01AR071450 / (2017-2020)

Generated on: 09/25/2020, 9:55:20 AM

12 of 37

Pepper_Annual_Duke_2019-2020

Generated on: 09/25/2020, 9:55:20 AM

AbstractA cure for osteoarthritis (OA) remains elusive. This is due in large part to two major obstacles,
inability todetect OA sufficiently early before the onset of irreversible signs and recalcitrant symptoms, and
inability toidentify individuals at high risk of progression based on traditionally used metrics (age, sex, body
mass index,knee pain and joint space width). The latter challenge is responsible for low powering of clinical
trials andnumerous drug trial failures. Using a systematic, unbiased and iterative approach, we have created a
multiplereaction monitoring (MRM) proteomic panel for serum-based prediction of knee OA structural
progression anddiagnosis of knee OA. The selection of proteins was based on results of extensive discovery
proteomic studiesin synovial fluid, urine, and serum from knee OA radiographic progressors and
non-progressors (with 3-4 yearfollow-up) and controls. The ultimate goals of this work are to qualify these
new biomarker candidates in thecontexts of knee OA progression and OA diagnosis in larger
well-phenotyped cohorts from the OsteoarthritisInitiative, the Johnston County Osteoarthritis Project and the
Chingford cohorts. With this further qualification,these new biomarker tools will be very significant for their
potential utility for clinical trial and clinical use toinform strategies for phenotyping and earlier identification
and treatment of OA patients. We also intend topursue formal Food and Drug Administration (FDA)
qualification of the optimal marker set yielded by thisproposal to facilitate their use as drug development tools.
15. Project Title:
Leader(s):

MECHANOTRANSDUCTION IN MENISCUS HEALTH AND REPAIR
MCNULTY, AMY L
DUKE UNIVERSITY
NIH R01AR073221 / (2019-2023)
ABSTRACT.Meniscal injuries are a significant clinical problem as each year 850,000 meniscal surgeries are
performed in theUnited States and nearly twice as many worldwide. Meniscal tears in the avascular inner
zone of the tissue donot heal well with suturing or conservative treatments and can ultimately lead to the
development of osteoarthritis(OA). Therefore, new strategies are needed to enhance endogenous meniscus
repair and tissue regeneration.The menisci play a critical biomechanical role in the knee, providing load
support, joint stability, and congruity.Meniscus tissue is maintained through a balance of anabolic and
catabolic activities of meniscus cells. Thesecellular activities are controlled not only by biochemical factors
in the joint but also by physical factors associatedwith joint loading. Mechanobiology, which is the influence
of mechanical factors on the biologic response of cells,is important in converting physical signals into
metabolic and inflammatory responses in meniscus. However,the mechanisms by which mechanical signals
are transduced in meniscus cells have yet to be identified. Ouroverall goal is to identify critical meniscus
mechanotransduction pathways and modulate thesepathways to promote meniscus repair and prevent OA
development.Our work has shown that transient receptor potential vanilloid 4 (TRPV4) is a critical
component in cartilagemechanotransduction and metabolism. The activation of TRPV4 can block IL-1
induced catabolic responses andalso increases cell migration and proliferation, which are important
processes to enhance tissue repair. Whilewe have found that TRPV4 is expressed in the meniscus, the
function of this mediator in meniscus health anddisease is currently unknown. In this proposal, we will
determine how mechanotransduction occurs throughTRPV4 in meniscus and identify modulators of this
pathway that will be used to enhance tissue repair and preventOA development. We hypothesize that
mechanotransduction by TRPV4 plays a key role in meniscus metabolismand can be modulated to enhance
meniscus repair and prevent the development of OA. In this proposal, we willdetermine the effects of
mechanical stimulation on TRPV4-mediated metabolism in healthy meniscus cells.Next, we will elucidate
alterations in TRPV4-mediated mechanotransduction pathways in meniscus pathology.Finally, we will
enhance integrative meniscus repair and prevent the development of OA by modulation
ofmechanotransduction pathways. In this proposal, we will identify the key signaling pathways downstream
ofTRPV4 that may function as novel drug targets to 1) treat patients with immobilized joints to simulate
exerciseand maintain joint health; 2) enhance meniscus tissue regeneration using tissue engineering
strategies; and 3)enhance meniscus repair and prevent the development of OA. Novel therapeutic targets
identified in thisproposal can subsequently be developed into drugs to enhance meniscus repair and prevent
the developmentof OA.

16. Project Title:

EFFECTS OF AGING AND THE URINARY MICROBIOME ON RECURRENT
URINARY TRACT INFECTIONS
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Leader(s):

SIDDIQUI, NAZEMA Y
DUKE UNIVERSITY
NIH R03AG060082 / (2018-2020)
PROJECT SUMMARY/ABSTRACT Urinary tract infections (UTIs) are one of the most commonly
diagnosed infections in olderadults. UTIs cost $1.6 billion annually, impair health-related quality of life, and
can have serioussequellae such as hospitalization, sepsis, or death. At all ages, UTIs are more prevalent
inwomen than men, with up to 50% of all women experiencing a UTI during their lifetime. Theincidence of
UTI rises in older women with over 10% of women older than 65 and almost 30% ofwomen older than 85
reporting a UTI within the prior 12 months. Among women with UTIs, there exists a subgroup with recurrent
UTIs, defined as 3 or moreculture proven infections within 12 months, or >2 culture proven infections in a 6
month period.Recurrent UTI is not only more common in women, but especially more common in the
post-menopausal life stage. In some women with recurrent UTIs, genetic factors facilitate bacterialadherence
and repeated infection. However, recurrent UTI prevalence rises significantly in post-menopausal women,
suggesting additional non-genetic mechanisms associated with aging. The urinary microbiome is one
potential non-genetic factor that could influence recurrentUTIs with aging. We now have significant
evidence that a urinary microbiome exists, and thatdysbiosis may be associated with health versus disease.
Our long-term goal is to improve ourunderstanding of the microbes that occupy the urinary niche, how these
microbes change withaging, and to determine whether particular microbial community types are associated
withrecurrent UTI. We aim to compare urinary lactobacilli in populations of women without recurrentUTIs
to assess how lactobacilli change with aging and with the presence of vaginal estrogentherapy. Next, we aim
to assess whether urinary lactobacilli or other microbes are associatedwith recurrent UTI in postmenopausal
women who are using vaginal estrogen. Finally, we aim todetermine whether there are distinct microbial
community types that are associated withrecurrent UTI in older women.
17. Project Title:

A PILOT STUDY TO ADVANCE TRANSLATION OF MOLECULAR
SIGNATURES OF BIOLOGICAL AGING
Leader(s):
BELSKY, DANIEL WALKER
COLUMBIA UNIVERSITY HEALTH SCIENCES
NIH R21AG054846 / (2017-2020)
PROJECT SUMMARYThe broad aim of this proposal is to determine if any of several proposed methods to
quantify biological agingin humans are promising for use in trials of interventions to increase healthy
lifespan. The biological processof aging is thought to drive risk for many disabling health conditions and
mortality. There is evidence thattrajectories of aging begin to diverge as early in life as young adulthood. If
this process can be measured, itwill speed development of interventions to prevent disease and disability and
prolong healthy life. Onemeasurement approach is to calculate a ?biological age.? In contrast to a person's
chronological age, whichcounts time since birth, a person's biological age reflects the condition of their body
and mind relative to theirpeers. For example a 30-year-old person with the body and mind of an average
50-year-old would have abiological age of 50. Interventions shown to reduce biological age or slow its
increase would thus be strongcandidates for increasing healthy lifespan. But in order to identify such
interventions, measures of biologicalage are needed. Several algorithms have been proposed to calculate a
person's biological age from panelsof clinical biomarkers and whole-genome data on blood DNA
methylation and RNA expression. Thesealgorithms represent highly-scaleable methods ideal for
implementation in intervention trials. But a criticalknowledge gap is whether the algorithms actually measure
the process of biological aging that, if modified,would extend healthy lifespan. The research proposed in this
application aims to fill that knowledge gap byimplementing and testing five of the most promising
algorithms in an already-created database, the DunedinStudy. The Dunedin Study follows a
population-representative birth cohort now in it's fifth decade of life. Thedatabase includes genome-wide
DNA-methylation, RNA-expression, SNP, and clinical biomarker data on 954individuals along with
extensive physical and cognitive function testing. Research aims will test if the differentalgorithms measure a
common process of biological aging that drives disease and disability. Studying all ofthe algorithms together
in a young, still-healthy cohort followed over time will answer three questions: 1) Arethe different
algorithms related to one another, i.e. do they measure the same thing? 2) Can they measurechanges
occurring in young adults as their trajectories of aging begin to diverge ? the time interventionswould likely
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occurring in young adults as their trajectories of aging begin to diverge ? the time interventionswould likely
have their greatest benefit? and 3) Do they measure real-life experiences of health decline inaging ? deficits
in physical and cognitive functions and subjective perceptions of aging? Results will informwhich, if any, of
the proposed biological aging algorithms show promise for implementation in interventiontrials. This could
lead immediately to their implementation in archived biospecimens from completed trials.Results will also
inform future approaches to developing measures of biological aging by identifying whatworks and what
doesn't.
18. Project Title: EVALUATING EFFECTS OF AGE-RELATED MICROBIOTA MODULATIONS IN
HEMATOPOIETIC STEM CELL TRANSPLANT PATIENTS
Leader(s):
SUNG, ANTHONY; CHAO, NELSON J. ;
DUKE UNIVERSITY
NIH R21AG066388 / (2019-2021)
Allogeneic hematopoietic stem cell transplant (HCT) has the potential to cure patients with
hematologicmalignancies. However, HCT is associated with significant treatment related mortality (TRM)
ranging from 20-30%. (1). TRM is particularly high in patients with advanced age (hazard ratio 1.84, age >60
years vs.
19. Project Title:

MOLECULAR TRANSDUCERS OF PHYSICAL ACTIVITY AND HEALTH: NC
CONSORTIUM CLINICAL SITE
Leader(s):
KRAUS, WILLIAM E; HOUMARD, JOSEPH A ; NICKLAS, BARBARA J ;
DUKE UNIVERSITY
NIH U01AR071128 / (2016-2022)
ABSTRACT Exercise is a powerful physiological stimulus contributing to disease prevention and
intervention. Theprotective and preventive effects of exercise are well-documented for metabolic,
neurodegenerative, andcardiovascular diseases, and certain cancers. While scientists acknowledge the
extensive benefits ofexercise, there is still insufficient understanding about the underlying mechanisms by
which exercise preventsdisease and improves health across diverse organ systems. The NIH Common Fund
has developed aforward-looking funding mechanism ? six tethered RFA's tied to creating a research
consortium, the MolecularTransducers of Physical Activity Consortium (MoTrPAC) ? to create resources
and critical information forexercise and health investigators well into the future. Two products of the
MoTrPAC collective efforts will be apublically available data resource that will enhance and accelerate
subsequent mechanistic research ondiseases and conditions affected by physical activity; and a biorepository
of clinical and animal model samplesto be used in studying exercise biology. Based on prior collaborative
efforts, our group believes that we areideally positioned to propose a protocol that will respond directly to the
RFA, while at the same time executethe large volume of tests to complete the ~450 people required at each
site within the MoTrPAC consortium.To accomplish all of our Clinical Center goals, we have developed a
consortium ? the North Carolina ClinicalSite Consortium (NCCSC). The NCCSC consists of the experienced
research teams Duke University Schoolof Medicine; East Carolina University (ECU); and Wake Forest
School of Medicine (WFSM). As described inthe study plan, the NCCSC weighed a number of alternatives
for training regimens, timing, and type of tissuesampling, sample sizes for the four obligated study groups,
and other factors, while staying within budgetconstraints. The following Aims will maximize the value of the
data and sample repositories; this will beaccomplished with the enrollment of 540 individuals and finishing
450. ? Aim 1: To determine the response of molecular transducers to a single acute bout of either aerobic or
resistance training. ? Aim 2: To determine the responses of molecular transducers to a chronic exercise
training program of either aerobic or resistance training. ? Aim 3: To determine the responses of molecular
transducers to a detraining period following either aerobic or resistance training.

20. Project Title:
Leader(s):

PHYSICAL RESILIENCIES: INDICATORS AND MECHANISMS IN THE
ELDERLY COLLABORATIVE
COLON-EMERIC, CATHLEEN S

Generated on: 09/25/2020, 9:55:20 AM

15 of 37

Pepper_Annual_Duke_2019-2020

Generated on: 09/25/2020, 9:55:20 AM

DUKE UNIVERSITY
NIH UH3AG056925 / (2017-2022)
ABSTRACTThe overarching objectives of the PRIME Collaborative (Physical Resilience: Indicators and
Mechanisms inthe Elderly) are to characterize specific resilience phenotypes, elucidate biological
mechanisms, and validateclinically valuable predictive tools and measures of physical resilience. The
application focuses on resilience inthree systems that are central to older adults' overall health:
musculoskeletal, cognitive, and immune. Thecentral hypothesis of this application is that resilience to
physical stressors is influenced by biologicalmechanisms at the molecular level. We will examine whether
mechanisms associated with one or more of theseven ?Pillars of Aging,? which have been described by the
trans-NIH Geroscience Interest Group, underlie amore generalized capacity for recovery that applies across
multiple stressor/response scenarios. An inter-professional team of aging researchers from has been
assembled to accomplish these objectives; the teamrepresents expertise from six NIA-funded Older
American Independence Centers (OAICs) and leverages otherexisting resources. The PRIME Collaborative
team will use a two-phased approach. In Phase 1, workgroupswill define specific resilience phenotypes in
existing datasets using latent class trajectory analysis of sequentialoutcome measures following a stressor.
The three resilience phenotypes, selected for their over-archingrelevance to late life health as well as our
team's expertise, are: musculoskeletal recovery after orthopedicsurgery, immune recovery after infection, and
cognitive recovery after surgery/anesthesia. We will conduct pilotstudies to identify novel clinical tests and
biomarkers associated with each of these resiliencies. Feasibility andresponse data from pilot studies will
inform the design of a larger cohort study in Phase 2. In the final 6months of Phase 1, the most promising
predictive tests and markers will be selected and will inform twoparallel activities in Phase 2. First, a
longitudinal cohort study of older patients undergoing elective surgery willbe conducted to validate
predictors in a more diverse population. The Phase 2 cohort study will also allow us toassess synergy and
interactions between different types of predictors (provocative tests, physiologic outputmeasures,
biomarkers) and different types of resilience (musculoskeletal, cognitive, immune). Second,biological
mechanisms underpinning resilience will be identified using newly developed mouse resiliencemodels, and
in vitro human and mouse myotubule systems. These model systems are suitable for interventionstudies. The
Phase 2 biological studies will be designed to identify pathways related to one or more Pillars ofAging so that
they are likely to underpin multiple types of resilience, and suggest therapeutic targets and
novel,resilience-bolstering interventions.
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II. RESEARCH, RESOURCES AND ACTIVITIES (continued...)
C. PILOT/EXPLORATORY PROJECTS (4 Pilot Projects Listed)
1. Project Title:
Focused Geriatric Assessment in Older Adults with Sickle Cell Disease
Leader:
J John Strouse MD and Charity Oyedeji MD
The study’s objective is to demonstrate the feasibility of conducting geriatric assessment and resilience
phenotyping in 20 older (age 50+ years) SCD patients. Resilience is phenotyped with repeat geriatric
assessment and actigraphy after the stressor of hospitalization. The study will characterize the feasibility and
performance characteristics of several potential predictors of resilient outcomes, including physical and
molecular biomarkers
2. Project Title:
Exercise Training in Seniors with CLL: EMPHASIS
Leader:
David Bartlett PHD.
Piloting a randomized control study design of 12 weeks of supervised exercise training in CLL. In this pilot,
his team will determine the change in physical reserve measures (strength and aerobic capacity) in the
intervention arm (target n=10) and control group (target n=10) and determine whether these changes relate to
immunological mediators thought to be associated with better resilience to CLL.
3. Project Title:

Metabolic Modifiers and Rehabilitation Phenotypes in Older Adults Subjected to
Extracorporeal Support (METAMORPHOSES
Leader:
Mihai Podgoreanu MD
This study focuses on the Extracorporeal Membrane Oxygenator (ECMO) patient population as a unique
investigational model to understand the biological principles of resilience and recovery from critical illness.
He and his team hoped to enroll 20 of these critically ill individuals to collect and store blood at the time of
ECMO initiation for metabolic biomarkers and complete repeated measures of function to estimate functional
trajectories.

4. Project Title:
Mediators of the Age-related Decline in Recovery of Aging Hepatocytes to Toxins
Leader:
Anna Mae Diehl MD
A Rapid Response Exploratory award was given to the laboratory of Dr. Anna Mae Diehl to support their
work on mediators of the age-related decline in recovery of aging hepatocytes to toxins. We awarded her
post-doc $5000 to purchase reagents and supplies to conduct her experiment. Of even greater value, we were
able to facilitate her access to aged mice from NIA in support of the work.
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II. RESEARCH, RESOURCES AND ACTIVITIES (continued...)
D. DEVELOPMENT PROJECTS (2 Development Projects Listed)
1. Project Title:
Cellular senescence burden as a molecular indicator of resilience
Leader:
Virginia Kraus, MD, PHD
Stress elicits the Senescence Associated Secretory Phenotype (SASP) and the upregulation of lysosomal
hydrolases. These cellular senescence responses have recently been discovered to be physiological tissue
repair and remodeling responses. The complex systems of tissue repair and remodeling comprise the
molecular foundation for resilience. These recent exciting insights define a beneficial role in tissue repair for
SASP, the increased expression and secretion of a suite of inflammatory cytokines, growth factors, and
proteases. When senescence reverts from an acute and transient state, such as in wound healing, to a chronic
state with accumulation of senescent cells, the well-known phenomena of aging, including loss of reserve and
resilience, are observed. In fact, the SASP is very similar to the inflammatory and coagulation markers
associated with frailty and mortality in the elderly. Clearance of senescent cells in mouse models reduces
expression of SASP factors in tissue and delays aging. The Specific Aims of this project are: Aim 1) To
develop a panel of molecular markers indicative of senescent cell burden based on markers associated with
SASP, soluble lysosomal exoglycosidases able to be detected in serum that might be a marker of a senescence
process, and microRNAs we identified, through Duke OAIC pilot funding, as associated in elders with high
function and longevity; and Aim 2) To evaluate the expression and interdependence of these factors in an in
vitro model system followed by analyses of these factors in the CALERIE cohort and, in future in the
collaborating Duke OAIC projects
2. Project Title:

Testing the resilience of the latent class trajectory model when the conditions of
the model are not met
Leader:
Carl Pieper, Dr. PH and Jane Pendergast, PhD
The objective of this project is to examine factors which impact the validity of latent class trajectory
model results / Generalized mixed models in the presence violations of the model assumptions. In
initial analyses, we were surprised by the magnitude and implications of the results. Specifically, in
mis-specification of the error structure of the replicate observations led to mis-classification of the
number of classes contained in the data. The mis-classification occurred even in the presence of
small correlations (0.1). These findings have implications for the statistical packages used in the
field. We demonstrated this both in simulations, where external factors could be controlled, and in
real data.
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III. CAREER DEVELOPMENT
REC Scholar, Research & Grants Funded During Pepper Supported Time

Years

Publications

Corey Simon
Assistant Professor in Orthopaedic Surgery / Orthopaedic Surgery
Physical Resilience to Pain with Activity Influences among Seniors (PRAISE) –
Feasibility Study.
Duke Ignitor Grant Simon (PI) 9/2019 – 09/2021 Duke Division of Physical Therapy,
Department of Orthopaedic Surgery Low Back Pain Related Influences on Mobility and
Disability after Emergent Care (LIME). This pilot feasibility study will test biopsychosocial
measures across the lifespan for adults with low back pain seen in the emergency department;
and characterize measures and outcomes of low back pain recovery in this population
Research Scholars Program Gottfried (PI) 10/2019 – 09/2020 Duke Clinical Research Institute,
Musculoskeletal Area Classification of post-operative surgical recovery among older adults
with low back pain using biopsychosocial predictors. The goal of this project is to classify older
adults at risk for sub-optimal lumbar surgery recovery by using a robust longitudinal data set of
pre-operative biopsychosocial factors and sophisticated statistical modeling methods.

2018-2020 4 (1 1st/Sr)

Nazema Siddiqui, MD, MHS
Associate Professor / Obstetrics and Gynecology
Effects of Aging and the Urinary Microbiome on Recurrent Urinary Tract Infections
UMICRO Study Aim 1: Assess urinary lactobacillus predominance with aging. Key experiment:
Use microbiome data from 16S rRNA gene sequencing to compare lactobacillus predominance
and species between: 1) premenopausal; 2) post-menopausal; and 3) post-menopausal women
using vaginal estrogen. Aim 2: Determine whether specific urotypes are associated with
recurrent UTIs despite vaginal estrogen therapy in postmenopausal women

2018-2020 1 (0 1st/Sr)

Anthony Sung, MD
Assistant Professor of Medicine / Senior Fellow in the Duke Center for the Study of
Aging and Human Development, Center for the Study of Aging and Human
Development, Institutes and Centers
High intensity interval training to improve pre- and peri- transplant function and
outcomes among patients undergoing allogeneic hematopoietic stem cell transplant
NIH 1R21-AG066388-01 ( Sung PI): Evaluating effects of age-related microbiota modulations
in hematopoietic stem cell transplant patients
American Society of Hematology (ASH) Scholar Award (Sung PI) : Home Transplant to
Preserve the Microbiota and Decrease GVHD
NIH 5R21-CA235083-02 (Sung Co-I): Development and Pilot Testing of a Hybrid In Person
and mHealth Coping Skills Training Intervention for Symptom Management and Daily Steps in
Stem Cell Transplant Patients
Damon Runyon Cancer Research Foundation* (*Renewed for 2nd year, Sung PI)
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IV. PUBLICATIONS
2020
1. Meteorin-like facilitates skeletal muscle repair through a Stat3/IGF-1 mechanism.
Baht GS, Bareja A, Lee DE, Rao RR, Huang R, Huebner JL, Bartlett DB, Hart CR, Gibson JR, Lanza IR,
Kraus VB, Gregory SG, Spiegelman BM, White JP
Nat Metab, 2020 Mar, 2(3): 278-289
https://doi.org/10.1038/s42255-020-0184-y | PMID: 32694780
Citations: | AltScore: 20
2. Rejuvenation of Neutrophil Functions in Association With Reduced Diabetes Risk Following Ten
Weeks of Low-Volume High Intensity Interval Walking in Older Adults With Prediabetes - A Pilot
Study.
Bartlett DB, Slentz CA, Willis LH, Hoselton A, Huebner JL, Kraus VB, Moss J, Muehlbauer MJ,
Spielmann G, Muoio DM, Koves TR, Wu H, Huffman KM, Lord JM, Kraus WE
Front Immunol, 2020, 11: 729
https://doi.org/10.3389/fimmu.2020.00729 | PMID: 32431698 | PMCID: PMC7214668
Citations: | AltScore: 7.05
3. A comparison of antibiotic prophylaxis regimens to decrease the risk of post-procedure urinary
tract infection after onabotulinum toxin A injection.
Bickhaus JA, Vaughan M, Truong T, Li YJ, Siddiqui NY
Int Urogynecol J, 2020 Sep, 31(9): 1907-1912
https://doi.org/10.1007/s00192-020-04230-7 | PMID: 31989204
Citations: | AltScore: NA
4. Synovial cell cross-talk with cartilage plays a major role in the pathogenesis of osteoarthritis.
Chou CH, Jain V, Gibson J, Attarian DE, Haraden CA, Yohn CB, Laberge RM, Gregory S, Kraus VB
Sci Rep, 2020 Jul 2, 10(1): 10868
https://doi.org/10.1038/s41598-020-67730-y | PMID: 32616761 | PMCID: PMC7331607
Citations: | AltScore: 3.35
5. Cost trajectories as a measure of functional resilience after hospitalization in older adults.
Col?n-Emeric CS, Huang J, Pieper CF, Bettger JP, Roth DL, Sheehan OC
Aging Clin Exp Res, 2020 Feb 14
https://doi.org/10.1007/s40520-020-01481-8 | PMID: 32060803 | PMCID: PMC7426235
Citations: | AltScore: NA
6. Pain-Reducing Effects of Physical Therapist-Delivered Interventions: A Systematic Review of
Randomized Trials Among Older Adults With Dementia.
Coronado RA, Albers HE, Allen JL, Clarke RG, Estrada VA, Simon CB, Galloway RV, Fisher SR
J Geriatr Phys Ther, 2020 Jul/Sep, 43(3): 159-169
https://doi.org/10.1519/JPT.0000000000000235 | PMID: 30998563 | PMCID: PMC6800767
Citations: 1 | AltScore: 2.25
7. Incidence, Risk Factors, and Outcomes of Patients Who Develop Mucosal Barrier
Injury-Laboratory Confirmed Bloodstream Infections in the First 100 Days After Allogeneic
Hematopoietic Stem Cell Transplant.
Dandoy CE, Kim S, Chen M, Ahn KW, Ardura MI, Brown V, Chhabra S, Diaz MA, Dvorak C, Farhadfar
N, Flagg A, Ganguly S, Hale GA, Hashmi SK, Hematti P, Martino R, Nishihori T, Nusrat R, Olsson RF,
Rotz SJ, Sung AD, Perales MA, Lindemans CA, Komanduri KV, Riches ML
JAMA Netw Open, 2020 Jan 3, 3(1): e1918668
https://doi.org/10.1001/jamanetworkopen.2019.18668 | PMID: 31913492 | PMCID: PMC6991246
Citations: 1 | AltScore: 19.7
8. High Prevalence of Fall-Related Medication Use in Older Veterans at Risk for Falls.
Elias AM, Ogunwale AN, Pepin MJ, Bailey JC, Adams AD, Col?n-Emeric CS, Vognsen JD, Schmader
KE, Pavon JM
J Am Geriatr Soc, 2020 Feb, 68(2): 438-439
https://doi.org/10.1111/jgs.16233 | PMID: 31657005 | PMCID: PMC7002268
Citations: | AltScore: 25.3
9. Determinants of Maintenance and Recovery of Function in a Representative Older
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Community-Resident Biracial Sample.
Fillenbaum GG, Sloane R, Burchett BM, Hall K, Pieper CF, Whitson HE, Col?n-Emeric CS
J Am Med Dir Assoc, 2020 Feb 6, 21(8): 1141-1147.e1
pii: S1525-8610(19)30891-6. https://doi.org/10.1016/j.jamda.2019.12.021 | PMID: 32037299 | PMCID:
PMC7396287
Citations: | AltScore: NA
10. Systematic review of the prospective association of daily step counts with risk of mortality,
cardiovascular disease, and dysglycemia.
Hall KS, Hyde ET, Bassett DR, Carlson SA, Carnethon MR, Ekelund U, Evenson KR, Galuska DA,
Kraus WE, Lee IM, Matthews CE, Omura JD, Paluch AE, Thomas WI, Fulton JE
Int J Behav Nutr Phys Act, 2020 Jun 20, 17(1): 78
https://doi.org/10.1186/s12966-020-00978-9 | PMID: 32563261 | PMCID: PMC7305604
Citations: | AltScore: 167.1
11. Discharge Information and Support for Patients Discharged from the Emergency Department:
Results from a Randomized Controlled Trial.
Hastings SN, Stechuchak KM, Coffman CJ, Mahanna EP, Weinberger M, Van Houtven CH, Schmader
KE, Hendrix CC, Kessler C, Hughes JM, Ramos K, Wieland GD, Weiner M, Robinson K, Oddone E
J Gen Intern Med, 2020 Jan, 35(1): 79-86
https://doi.org/10.1007/s11606-019-05319-6 | PMID: 31489559 | PMCID: PMC6957582
Citations: 1 | AltScore: 18.3
12. Mobilizing Hospitals to Mobilize Patients.
Hastings SN, Zullig LL
J Am Geriatr Soc, 2020 Aug 5
https://doi.org/10.1111/jgs.16698 | PMID: 32757213
Citations: | AltScore: 15
13. Anti-inflammatory effects of naproxen sodium on human osteoarthritis synovial fluid immune cells.
Hsueh MF, Bolognesi MP, Wellman SS, Kraus VB
Osteoarthritis Cartilage, 2020 May, 28(5): 639-645
https://doi.org/10.1016/j.joca.2020.01.013 | PMID: 32028022 | PMCID: PMC7214189
Citations: | AltScore: 1
14. Faecal microbiota transplantation from metabolically compromised human donors accelerates
osteoarthritis in mice.
Huang Z, Chen J, Li B, Zeng B, Chou CH, Zheng X, Xie J, Li H, Hao Y, Chen G, Pei F, Shen B, Kraus
VB, Wei H, Zhou X, Cheng L
Ann Rheum Dis, 2020 May, 79(5): 646-656
https://doi.org/10.1136/annrheumdis-2019-216471 | PMID: 32205337 | PMCID: PMC7384301
Citations: | AltScore: 2.5
15. Cognitive function prior to systemic therapy and subsequent well-being in older breast cancer
survivors: Longitudinal findings from the Thinking and Living with Cancer Study.
Kobayashi LC, Cohen HJ, Zhai W, Zhou X, Small BJ, Luta G, Hurria A, Carroll J, Tometich D,
McDonald BC, Graham D, Jim HSL, Jacobsen P, Root JC, Saykin AJ, Ahles TA, Mandelblatt J
Psychooncology, 2020 Mar 10, 29(6): 1051-1059
https://doi.org/10.1002/pon.5376 | PMID: 32154959 | PMCID: PMC7299808
Citations: | AltScore: 0.25
16. Defining the relationship between vaginal and urinary microbiomes.
Komesu YM, Dinwiddie DL, Richter HE, Lukacz ES, Sung VW, Siddiqui NY, Zyczynski HM, Ridgeway
B, Rogers RG, Arya LA, Mazloomdoost D, Levy J, Carper B, Gantz MG, Eunice Kennedy Shriver
National Institute of Child Health and Human Development Pelvic Floor Disorders Network.
Am J Obstet Gynecol, 2020 Feb, 222(2): 154.e1-154.e10
https://doi.org/10.1016/j.ajog.2019.08.011 | PMID: 31421123 | PMCID: PMC6995424
Citations: 2 | AltScore: 11.5
17. Leisure activities and disability in activities of daily living among the oldest-old Chinese population:
evidence from the Chinese Longitudinal Healthy Longevity Study.
Li ZH, Chen Q, Byers Kraus V, Shen D, Zhang XR, Zhang PD, Zhong WF, Lv YB, Huang QM, Song
WQ, Wang D, Wu XB, Shi XM, Mao C
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Aging (Albany NY), 2020 Jun 12, 12(11): 10687-10703
https://doi.org/10.18632/aging.103287 | PMID: 32532929 | PMCID: PMC7346052
Citations: | AltScore: NA
18. Associations of regular glucosamine use with all-cause and cause-specific mortality: a large
prospective cohort study.
Li ZH, Gao X, Chung VC, Zhong WF, Fu Q, Lv YB, Wang ZH, Shen D, Zhang XR, Zhang PD, Li FR,
Huang QM, Chen Q, Song WQ, Wu XB, Shi XM, Kraus VB, Yang X, Mao C
Ann Rheum Dis, 2020 Jun, 79(6): 829-836
https://doi.org/10.1136/annrheumdis-2020-217176 | PMID: 32253185 | PMCID: PMC7286049
Citations: | AltScore: 76.004
19. Associations of habitual fish oil supplementation with cardiovascular outcomes and all cause
mortality: evidence from a large population based cohort study.
Li ZH, Zhong WF, Liu S, Kraus VB, Zhang YJ, Gao X, Lv YB, Shen D, Zhang XR, Zhang PD, Huang
QM, Chen Q, Wu XB, Shi XM, Wang D, Mao C
BMJ, 2020 Mar 4, 368: m456
https://doi.org/10.1136/bmj.m456 | PMID: 32131999 | PMCID: PMC7249244
Citations: 1 | AltScore: 346.55
20. Higher dietary diversity scores and protein-rich food consumption were associated with lower risk
of all-cause mortality in the oldest old.
Lv Y, Kraus VB, Gao X, Yin Z, Zhou J, Mao C, Duan J, Zeng Y, Brasher MS, Shi W, Shi X
Clin Nutr, 2020 Jul, 39(7): 2246-2254
https://doi.org/10.1016/j.clnu.2019.10.012 | PMID: 31685303 | PMCID: PMC7182467
Citations: | AltScore: 9.45
21. Long-term exposure to PM<sub>2.5</sub> and incidence of disability in activities of daily living
among oldest old.
Lv Y, Zhou J, Kraus VB, Li T, Sarnat JA, Wang J, Liu Y, Chen H, Brasher MS, Mao C, Zeng Y, Zheng T,
Shi X
Environ Pollut, 2020 Apr, 259: 113910
https://doi.org/10.1016/j.envpol.2020.113910 | PMID: 32023791 | PMCID: PMC7261238
Citations: | AltScore: NA
22. Specific Leisure Activities and Cognitive Functions Among the Oldest-Old: The Chinese
Longitudinal Healthy Longevity Survey.
Mao C, Li ZH, Lv YB, Gao X, Kraus VB, Zhou JH, Wu XB, Shi WY, Li FR, Liu SM, Yin ZX, Zeng Y,
Shi XM
J Gerontol A Biol Sci Med Sci, 2020 Mar 9, 75(4): 739-746
https://doi.org/10.1093/gerona/glz086 | PMID: 30946444 | PMCID: PMC6776703
Citations: 2 | AltScore: 1
23. Novel approaches to metabolic assessment and structured exercise to promote recovery in ICU
survivors.
Molinger J, Pastva AM, Whittle J, Wischmeyer PE
Curr Opin Crit Care, 2020 Aug, 26(4): 369-378
https://doi.org/10.1097/MCC.0000000000000748 | PMID: 32568800
Citations: | AltScore: 81.4
24. A protocol to reduce self-reported pain scores and adverse events following lumbar punctures in
older adults.
Nobuhara CK, Bullock WM, Bunning T, Colin B, Cooter M, Devinney MJ, Ferrandino MN, Gadsden J,
Garrigues G, Habib AS, Moretti E, Moul J, Ohlendorf B, Sandler A, Scheri R, Sharma B, Thomas JP,
Young C, Mathew JP, Berger M, MADCO-PC and INTUIT Investigators Teams.
J Neurol, 2020 Mar 20, 267(7): 2002-2006
https://doi.org/10.1007/s00415-020-09797-1 | PMID: 32198714 | PMCID: PMC7336280
Citations: | AltScore: 2
25. Microbiota as Predictor of Mortality in Allogeneic Hematopoietic-Cell Transplantation.
Peled JU, Gomes ALC, Devlin SM, Littmann ER, Taur Y, Sung AD, Weber D, Hashimoto D, Slingerland
AE, Slingerland JB, Maloy M, Clurman AG, Stein-Thoeringer CK, Markey KA, Docampo MD, Burgos da
Silva M, Khan N, Gessner A, Messina JA, Romero K, Lew MV, Bush A, Bohannon L, Brereton DG,
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Fontana E, Amoretti LA, Wright RJ, Armijo GK, Shono Y, Sanchez-Escamilla M, Castillo Flores N,
Alarcon Tomas A, Lin RJ, Y??ez San Segundo L, Shah GL, Cho C, Scordo M, Politikos I, Hayasaka K,
Hasegawa Y, Gyurkocza B, Ponce DM, Barker JN, Perales MA, Giralt SA, Jenq RR, Teshima T, Chao
NJ, Holler E, Xavier JB, Pamer EG, van den Brink MRM
N Engl J Med, 2020 Feb 27, 382(9): 822-834
https://doi.org/10.1056/NEJMoa1900623 | PMID: 32101664
Citations: 6 | AltScore: 357.08
26. Microtransplantation in older patients with AML: A pilot study of safety, efficacy and immunologic
effects.
Sung AD, Jauhari S, Siamakpour-Reihani S, Rao AV, Staats J, Chan C, Meyer E, Gadi VK, Nixon AB,
Lyu J, Xie J, Bohannon L, Li Z, Hourigan CS, Dillon LW, Wong HY, Shelby R, Diehl L, de Castro C,
LeBlanc T, Brander D, Erba H, Galal A, Stefanovic A, Chao N, Rizzieri DA
Am J Hematol, 2020 Jun, 95(6): 662-671
https://doi.org/10.1002/ajh.25781 | PMID: 32162718 | PMCID: PMC7433709
Citations: | AltScore: 0.75
27. House calls for stem cell transplant patients during the COVID-19 pandemic.
Sung AD, Nichols KR, Chao NJ
Blood, 2020 Jul 16, 136(3): 370-371
https://doi.org/10.1182/blood.2020006573 | PMID: 32488235
Citations: | AltScore: 0.25
28. A New Severity Scoring Scale for the 3-Minute Confusion Assessment Method (3D-CAM).
Vasunilashorn SM, Devinney MJ, Acker L, Jung Y, Ngo L, Cooter M, Huang R, Marcantonio ER, Berger
M
J Am Geriatr Soc, 2020 Jun 1, 68(8): 1874-1876
https://doi.org/10.1111/jgs.16538 | PMID: 32479640 | PMCID: PMC7429287
Citations: | AltScore: 10.25
29. Fine Particulate Matter and Poor Cognitive Function among Chinese Older Adults: Evidence from
a Community-Based, 12-Year Prospective Cohort Study.
Wang J, Li T, Lv Y, Kraus VB, Zhang Y, Mao C, Yin Z, Shi W, Zhou J, Zheng T, Kinney PL, Ji J, Tang
S, Shi X
Environ Health Perspect, 2020 Jun, 128(6): 67013
https://doi.org/10.1289/EHP5304 | PMID: 32551881 | PMCID: PMC7302441
Citations: | AltScore: 16.55
30. Neurovascular and immune mechanisms that regulate postoperative delirium superimposed on
dementia.
Wang P, Velagapudi R, Kong C, Rodriguiz RM, Wetsel WC, Yang T, Berger M, Gelbard HA, Colton CA,
Terrando N
Alzheimers Dement, 2020 May, 16(5): 734-749
https://doi.org/10.1002/alz.12064 | PMID: 32291962 | PMCID: PMC7317948
Citations: 1 | AltScore: 40
31. Cognitive Impairment among Veterans in Outpatient Vision Rehabilitation.
Whitson HE, Woolson S, Olsen M, Massof R, Ferguson SM, Muir KW, Dziadul JA Jr, McConnell E,
Stelmack JA
Optom Vis Sci, 2020 Jun, 97(6): 462-469
https://doi.org/10.1097/OPX.0000000000001522 | PMID: 32511169 | PMCID: PMC7291825
Citations: | AltScore: NA
32. Long-term exposure to ambient fine particulate matter and fasting blood glucose level in a Chinese
elderly cohort.
Zhang Y, Li T, Ma R, Yin Z, Wang J, He MZ, Xu D, Gao X, Wang Q, Kraus VB, Lv Y, Zhong Y, Kinney
PL, Shi X
Sci Total Environ, 2020 May 15, 717: 137191
https://doi.org/10.1016/j.scitotenv.2020.137191 | PMID: 32062280 | PMCID: PMC7183512
Citations: | AltScore: NA
33. Development and Validation of a Nomogram for Predicting the 6-Year Risk of Cognitive
Impairment Among Chinese Older Adults.
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Zhou J, Lv Y, Mao C, Duan J, Gao X, Wang J, Yin Z, Shi W, Luo J, Kang Q, Zhang X, Wei Y, Kraus VB,
Shi X
J Am Med Dir Assoc, 2020 Jun, 21(6): 864-871.e6
https://doi.org/10.1016/j.jamda.2020.03.032 | PMID: 32507532 | PMCID: PMC7299771
Citations: | AltScore: 7
2019
1. Mobility Improvements are Found in Older Veterans After 6-Months of Gerofit Regardless of BMI
Classification.
Addison O, Serra MC, Katzel L, Giffuni J, Lee CC, Castle S, Valencia WM, Kopp T, Cammarata H,
McDonald M, Oursler KA, Jain C, Bettger JP, Pearson M, Manning KM, Intrator O, Veazie P, Sloane R,
Li J, Morey MC
J Aging Phys Act, 2019 Jun 6, 27(4): 848-854
https://doi.org/10.1123/japa.2018-0317 | PMID: 31170861 | PMCID: PMC7184640
Citations: | AltScore: NA
2. Medication Use Quality and Safety in Older Adults: 2018 Update.
Ailabouni NJ, Marcum ZA, Schmader KE, Gray SL
J Am Geriatr Soc, 2019 Dec, 67(12): 2458-2462
https://doi.org/10.1111/jgs.16243 | PMID: 31765004 | PMCID: PMC7211086
Citations: | AltScore: 17.95
3. \Physiological Dysregulation\ as a Promising Measure of Robustness and Resilience in Studies of
Aging and a New Indicator of Preclinical Disease.
Arbeev KG, Ukraintseva SV, Bagley O, Zhbannikov IY, Cohen AA, Kulminski AM, Yashin AI
J Gerontol A Biol Sci Med Sci, 2019 Mar 14, 74(4): 462-468
https://doi.org/10.1093/gerona/gly136 | PMID: 29939206 | PMCID: PMC6417443
Citations: 6 | AltScore: 2
4. Flow Cytometry Characterization of Cerebrospinal Fluid Monocytes in Patients With Postoperative
Cognitive Dysfunction: A Pilot Study.
Berger M, Murdoch DM, Staats JS, Chan C, Thomas JP, Garrigues GE, Browndyke JN, Cooter M,
Quinones QJ, Mathew JP, Weinhold KJ, MADCO-PC Study Team.
Anesth Analg, 2019 Nov, 129(5): e150-e154
https://doi.org/10.1213/ANE.0000000000004179 | PMID: 31085945 | PMCID: PMC6800758
Citations: 1 | AltScore: 4.35
5. The INTUIT Study: Investigating Neuroinflammation Underlying Postoperative Cognitive
Dysfunction.
Berger M, Oyeyemi D, Olurinde MO, Whitson HE, Weinhold KJ, Woldorff MG, Lipsitz LA, Moretti E,
Giattino CM, Roberts KC, Zhou J, Bunning T, Ferrandino M, Scheri RP, Cooter M, Chan C, Cabeza R,
Browndyke JN, Murdoch DM, Devinney MJ, Shaw LM, Cohen HJ, Mathew JP, INTUIT Investigators.
J Am Geriatr Soc, 2019 Apr, 67(4): 794-798
https://doi.org/10.1111/jgs.15770 | PMID: 30674067 | PMCID: PMC6688749
Citations: 4 | AltScore: 1.25
6. Does a Recent Urinary Tract Infection Increase the Risk of Postprocedure Urinary Tract Infection
After Onabotulinum Toxin A?
Bickhaus JA, Bradley MS, Amundsen CL, Visco AG, Truong T, Li YJ, Siddiqui NY
Female Pelvic Med Reconstr Surg, 2019 Jul 8
https://doi.org/10.1097/SPV.0000000000000753 | PMID: 31295185 | PMCID: PMC7423448
Citations: | AltScore: NA
7. The 5Ts: Preliminary Development of a Framework to Support Inclusion of Older Adults in
Research.
Bowling CB, Whitson HE, Johnson TM 2nd
J Am Geriatr Soc, 2019 Feb, 67(2): 342-346
https://doi.org/10.1111/jgs.15785 | PMID: 30693952 | PMCID: PMC6532768
Citations: | AltScore: 64.548
8. Predictors of Net Acid Excretion in the Chronic Renal Insufficiency Cohort (CRIC) Study.
Brown L, Luciano A, Pendergast J, Khairallah P, Anderson CAM, Sondheimer J, Hamm LL, Ricardo AC,
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Brown L, Luciano A, Pendergast J, Khairallah P, Anderson CAM, Sondheimer J, Hamm LL, Ricardo AC,
Rao P, Rahman M, Miller ER 3rd, Sha D, Xie D, Feldman HI, Asplin J, Wolf M, Scialla JJ, CRIC Study
Investigators.
Am J Kidney Dis, 2019 Aug, 74(2): 203-212
https://doi.org/10.1053/j.ajkd.2018.12.043 | PMID: 30910373 | PMCID: PMC6660385
Citations: | AltScore: 21.73
9. A 1-Month Physical Therapy-Based Outpatient Program for Adults Awaiting Lung
Transplantation: A Retrospective Analysis of Exercise Capacity, Symptoms, and Quality of Life.
Byrd R, Smith P, Mohamedaly O, Snyder LD, Pastva AM
Cardiopulm Phys Ther J, 2019 Apr, 30(2): 61-69
https://doi.org/10.1097/CPT.0000000000000087 | PMID: 30983916 | PMCID: PMC6456901
Citations: | AltScore: NA
10. Interrater Reliability of Clinical Grading Measures for Cutaneous Chronic Graft-vs-Host Disease.
Cardones AR, Sullivan KM, Green C, Chao NJ, Rowe-Nichols K, Ba?ez LL, Burton CS, Horwitz ME,
Long GD, Rao CL, Sarantopoulos S, Sidhu-Malik N, Sung AD, Hall RP 3rd
JAMA Dermatol, 2019 Jul 1, 155(7): 833-837
https://doi.org/10.1001/jamadermatol.2018.5459 | PMID: 30994873 | PMCID: PMC6583829
Citations: | AltScore: 1.35
11. Hospital Readmission and Costs of Total Knee Replacement Surgery in 2009 and 2014: Potential
Implications for Health Care Managers.
Cary MP Jr, Goode V, Crego N, Thornlow D, Col?n-Emeric C, van Houtven C, Merwin EI
Health Care Manag (Frederick), 2019 Jan/Mar, 38(1): 24-28
https://doi.org/10.1097/HCM.0000000000000246 | PMID: 30640242 | PMCID: PMC6662912
Citations: | AltScore: 1.25
12. Spectral-Domain OCT Measurements in Alzheimer's Disease: A Systematic Review and
Meta-analysis.
Chan VTT, Sun Z, Tang S, Chen LJ, Wong A, Tham CC, Wong TY, Chen C, Ikram MK, Whitson HE,
Lad EM, Mok VCT, Cheung CY
Ophthalmology, 2019 Apr, 126(4): 497-510
https://doi.org/10.1016/j.ophtha.2018.08.009 | PMID: 30114417 | PMCID: PMC6424641
Citations: 19 | AltScore: 23.08
13. Association Between Dysphagia and Inpatient Outcomes Across Frailty Level Among Patients=50
Years of Age.
Cohen SM, Lekan D, Risoli T Jr, Lee HJ, Misono S, Whitson HE, Raman S
Dysphagia, 2019 Dec 7
https://doi.org/10.1007/s00455-019-10084-z | PMID: 31811381 | PMCID: PMC7275917
Citations: | AltScore: 4.65
14. AGS and NIA Bench-to Bedside Conference Summary: Osteoporosis and Soft Tissue (Muscle and
Fat) Disorders.
Col?n-Emeric C, Whitson HE, Berry SD, Fielding RA, Houston DK, Kiel DP, Rosen CJ, Seldeen KL,
Volpi E, White JP, Troen BR
J Am Geriatr Soc, 2020 Jan, 68(1): 31-38
https://doi.org/10.1111/jgs.16248 | PMID: 31791114 | PMCID: PMC7316395
Citations: | AltScore: 47.98
15. Selective Enzymatic Digestion of Proteoglycans and Collagens Alters Cartilage T1rho and T2
Relaxation Times.
Collins AT, Hatcher CC, Kim SY, Ziemian SN, Spritzer CE, Guilak F, DeFrate LE, McNulty AL
Ann Biomed Eng, 2019 Jan, 47(1): 190-201
https://doi.org/10.1007/s10439-018-02143-7 | PMID: 30288634 | PMCID: PMC6481190
Citations: 9 | AltScore: 8.05
16. Age-dependent decrease in minimum alveolar concentration of inhaled anaesthetics: a systematic
search of published studies and meta-regression analysis.
Cooter M, Ni K, Thomas J, Gupta DK, Hopkins TJ, Miller TE, James ML, Kertai MD, Berger M
Br J Anaesth, 2020 Jan, 124(1): e4-e7
https://doi.org/10.1016/j.bja.2019.09.036 | PMID: 31679750 | PMCID: PMC7034808
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Citations: 2 | AltScore: 31.9
17. Association of Sensory and Cognitive Impairment With Healthcare Utilization and Cost in Older
Adults.
Deardorff WJ, Liu PL, Sloane R, Van Houtven C, Pieper CF, Hastings SN, Cohen HJ, Whitson HE
J Am Geriatr Soc, 2019 Aug, 67(8): 1617-1624
https://doi.org/10.1111/jgs.15891 | PMID: 30924932 | PMCID: PMC6684393
Citations: | AltScore: 14
18. Osteoarthritis year in review 2018: mechanics.
DeFrate LE, Kim-Wang SY, Englander ZA, McNulty AL
Osteoarthritis Cartilage, 2019 Mar, 27(3): 392-400
https://doi.org/10.1016/j.joca.2018.12.011 | PMID: 30597275 | PMCID: PMC6489451
Citations: 4 | AltScore: 12.6
19. Brain-age in midlife is associated with accelerated biological aging and cognitive decline in a
longitudinal birth cohort.
Elliott ML, Belsky DW, Knodt AR, Ireland D, Melzer TR, Poulton R, Ramrakha S, Caspi A, Moffitt TE,
Hariri AR
Mol Psychiatry, 2019 Dec 10
https://doi.org/10.1038/s41380-019-0626-7 | PMID: 31822815 | PMCID: PMC7282987
Citations: 1 | AltScore: 31.45
20. Use of mental health services by community-resident adults with DSM-IV anxiety and mood
disorders in a violence-prone area: S?o Paulo, Brazil.
Fillenbaum GG, Blay SL, Mello MF, Quintana MI, Mari JJ, Bressan RA, Andreoli SB
J Affect Disord, 2019 May 1, 250: 145-152
https://doi.org/10.1016/j.jad.2019.03.010 | PMID: 30856491 | PMCID: PMC7391382
Citations: | AltScore: NA
21. Cardiac Rehabilitation in Older Adults with Heart Failure: Fitting a Square Peg in a Round Hole.
Flint KM, Pastva AM, Reeves GR
Clin Geriatr Med, 2019 Nov, 35(4): 517-526
https://doi.org/10.1016/j.cger.2019.07.008 | PMID: 31543182 | PMCID: PMC6760316
Citations: | AltScore: 0.25
22. Resilience in Clinical Care: Getting a Grip on the Recovery Potential of Older Adults.
Gijzel SMW, Whitson HE, van de Leemput IA, Scheffer M, van Asselt D, Rector JL, Olde Rikkert MGM,
Melis RJF
J Am Geriatr Soc, 2019 Dec, 67(12): 2650-2657
https://doi.org/10.1111/jgs.16149 | PMID: 31498881 | PMCID: PMC6916426
Citations: 1 | AltScore: 18.4
23. Relationship of Joint Hypermobility with Ankle and Foot Radiographic Osteoarthritis and
Symptoms in a Community-Based Cohort.
Golightly YM, Hannan MT, Nelson AE, Hillstrom HJ, Cleveland RJ, Kraus VB, Schwartz TA, Goode
AP, Flowers P, Renner JB, Jordan JM
Arthritis Care Res (Hoboken), 2019 Apr, 71(4): 538-544
https://doi.org/10.1002/acr.23686 | PMID: 29953742 | PMCID: PMC6310667
Citations: 1 | AltScore: 6.95
24. Demographic and clinical characteristics reflect different phenotypes of osteoarthritis in the lumbar
spine: the Johnston County Osteoarthritis Project.
Goode AP, Cleveland RJ, George SZ, Kraus VB, Schwartz TA, Gracely RH, Jordan JM, Golightly YM
Arthritis Care Res (Hoboken), 2019 May 6, 72(7): 974-981
https://doi.org/10.1002/acr.23918 | PMID: 31058435 | PMCID: PMC6834338
Citations: | AltScore: 19
25. Relationship of joint hypermobility with low Back pain and lumbar spine osteoarthritis.
Goode AP, Cleveland RJ, Schwartz TA, Nelson AE, Kraus VB, Hillstrom HJ, Hannan MT, Flowers P,
Renner JB, Jordan JM, Golightly YM
BMC Musculoskelet Disord, 2019 Apr 9, 20(1): 158
https://doi.org/10.1186/s12891-019-2523-2 | PMID: 30967130 | PMCID: PMC6456963
Citations: | AltScore: 77.35
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26. Inflammatory, Structural, and Pain Biochemical Biomarkers May Reflect Radiographic Disc Space
Narrowing: The Johnston County Osteoarthritis Project.
Goode AP, Schwartz TA, Kraus VB, Huebner JL, George SZ, Cleveland RJ, Gracely R, Jimenez M,
DeFrate LE, Chen J, Golightly YM, Jordan JM
J Orthop Res, 2020 May, 38(5): 1027-1037
https://doi.org/10.1002/jor.24534 | PMID: 31750565 | PMCID: PMC7162706
Citations: | AltScore: 18.45
27. Pilot randomized controlled trial of exercise training for older veterans with PTSD.
Hall KS, Morey MC, Bosworth HB, Beckham JC, Pebole MM, Sloane R, Pieper CF
J Behav Med, 2019 Jul 1, 43(4): 648-659
https://doi.org/10.1007/s10865-019-00073-w | PMID: 31264055 | PMCID: PMC6938572
Citations: 1 | AltScore: 14.45
28. Quality of life in older adults receiving hemodialysis: a qualitative study.
Hall RK, Cary MP Jr, Washington TR, Col?n-Emeric CS
Qual Life Res, 2020 Mar, 29(3): 655-663
https://doi.org/10.1007/s11136-019-02349-9 | PMID: 31691203 | PMCID: PMC7028790
Citations: | AltScore: 10.65
29. Measuring Underuse and Overuse of Medications.
Hanlon JT, Schmader KE
J Am Geriatr Soc, 2019 Nov, 67(11): 2428
https://doi.org/10.1111/jgs.16111 | PMID: 31390044
Citations: | AltScore: NA
30. Synovial fluid biomarkers associated with osteoarthritis severity reflect macrophage and neutrophil
related inflammation.
Haraden CA, Huebner JL, Hsueh MF, Li YJ, Kraus VB
Arthritis Res Ther, 2019 Jun 13, 21(1): 146
https://doi.org/10.1186/s13075-019-1923-x | PMID: 31196179 | PMCID: PMC6567574
Citations: 7 | AltScore: 8
31. Comparability of biological aging measures in the National Health and Nutrition Examination
Study, 1999-2002.
Hastings WJ, Shalev I, Belsky DW
Psychoneuroendocrinology, 2019 Aug, 106: 171-178
https://doi.org/10.1016/j.psyneuen.2019.03.012 | PMID: 30999227 | PMCID: PMC6599717
Citations: 1 | AltScore: 2.6
32. Age matters: older age as a risk factor for CMV reactivation in the CMV serostatus-positive kidney
transplant recipient.
Hemmersbach-Miller M, Alexander BD, Pieper CF, Schmader KE
Eur J Clin Microbiol Infect Dis, 2020 Mar, 39(3): 455-463
https://doi.org/10.1007/s10096-019-03744-3 | PMID: 31758441 | PMCID: PMC7067538
Citations: 1 | AltScore: NA
33. Single-center analysis of infectious complications in older adults during the first year after kidney
transplantation.
Hemmersbach-Miller M, Alexander BD, Sudan DL, Pieper C, Schmader KE
Eur J Clin Microbiol Infect Dis, 2019 Jan, 38(1): 141-148
https://doi.org/10.1007/s10096-018-3405-5 | PMID: 30353487 | PMCID: PMC6318042
Citations: 2 | AltScore: NA
34. Infections after kidney transplantation. Does age matter?
Hemmersbach-Miller M, Alexander BD, Sudan DL, Pieper C, Schmader KE
Clin Transplant, 2019 Apr, 33(4): e13516
https://doi.org/10.1111/ctr.13516 | PMID: 30849194 | PMCID: PMC6465112
Citations: 1 | AltScore: NA
35. Influenza Virus Vaccination Elicits Poorly Adapted B Cell Responses in Elderly Individuals.
Henry C, Zheng NY, Huang M, Cabanov A, Rojas KT, Kaur K, Andrews SF, Palm AE, Chen YQ, Li Y,
Hoskova K, Utset HA, Vieira MC, Wrammert J, Ahmed R, Holden-Wiltse J, Topham DJ, Treanor JJ, Ertl
HC, Schmader KE, Cobey S, Krammer F, Hensley SE, Greenberg H, He XS, Wilson PC
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Cell Host Microbe, 2019 Mar 13, 25(3): 357-366.e6
https://doi.org/10.1016/j.chom.2019.01.002 | PMID: 30795982 | PMCID: PMC6452894
Citations: 21 | AltScore: 229
36. Evaluation of culture conditions for <i>in vitro</i> meniscus repair model systems using bone
marrow-derived mesenchymal stem cells.
Hidalgo Perea S, Lyons LP, Nishimuta JF, Weinberg JB, McNulty AL
Connect Tissue Res, 2020 May-Jul, 61(3-4): 322-337
https://doi.org/10.1080/03008207.2019.1680656 | PMID: 31661326 | PMCID: PMC7188595
Citations: 2 | AltScore: 7.4
37. Use of Functional Assessment to Define Therapeutic Goals and Treatment.
High KP, Zieman S, Gurwitz J, Hill C, Lai J, Robinson T, Schonberg M, Whitson H
J Am Geriatr Soc, 2019 Sep, 67(9): 1782-1790
https://doi.org/10.1111/jgs.15975 | PMID: 31081938 | PMCID: PMC6955596
Citations: 1 | AltScore: 3.6
38. Analysis of \old\ proteins unmasks dynamic gradient of cartilage turnover in human limbs.
Hsueh MF, ?nnerfjord P, Bolognesi MP, Easley ME, Kraus VB
Sci Adv, 2019 Oct, 5(10): eaax3203
https://doi.org/10.1126/sciadv.aax3203 | PMID: 31633025 | PMCID: PMC6785252
Citations: 5 | AltScore: 821.15
39. Lowering circulating apolipoprotein E levels improves aged bone fracture healing.
Huang R, Zong X, Nadesan P, Huebner JL, Kraus VB, White JP, White PJ, Baht GS
JCI Insight, 2019 Sep 19, 4(18):
pii: 129144. https://doi.org/10.1172/jci.insight.129144 | PMID: 31534056 | PMCID: PMC6795296
Citations: 1 | AltScore: 164.658
40. Meta-analysis of pain and function placebo responses in pharmacological osteoarthritis trials.
Huang Z, Chen J, Hu QS, Huang Q, Ma J, Pei FX, Shen B, Kraus VB
Arthritis Res Ther, 2019 Jul 15, 21(1): 173
https://doi.org/10.1186/s13075-019-1951-6 | PMID: 31307506 | PMCID: PMC6631867
Citations: 1 | AltScore: 4.25
41. Functional Decline and Resilience in Older Women Receiving Adjuvant Chemotherapy for Breast
Cancer.
Hurria A, Soto-Perez-de-Celis E, Allred JB, Cohen HJ, Arsenyan A, Ballman K, Le-Rademacher J, Jatoi
A, Filo J, Mandelblatt J, Lafky JM, Kimmick G, Klepin HD, Freedman RA, Burstein H, Gralow J, Wolff
AC, Magrinat G, Barginear M, Muss H
J Am Geriatr Soc, 2019 May, 67(5): 920-927
https://doi.org/10.1111/jgs.15493 | PMID: 30146695 | PMCID: PMC6391210
Citations: 6 | AltScore: 123.7
42. Pathways, Contributors, and Correlates of Functional Limitation Across Specialties: Workshop
Summary.
Kritchevsky SB, Forman DE, Callahan KE, Ely EW, High KP, McFarland F, P?rez-Stable EJ, Schmader
KE, Studenski SA, Williams J, Zieman S, Guralnik JM
J Gerontol A Biol Sci Med Sci, 2019 Mar 14, 74(4): 534-543
https://doi.org/10.1093/gerona/gly093 | PMID: 29697758 | PMCID: PMC6417483
Citations: 4 | AltScore: 8.55
43. Age-related changes in B cell metabolism.
Kurupati RK, Haut LH, Schmader KE, Ertl HC
Aging (Albany NY), 2019 Jul 8, 11(13): 4367-4381
https://doi.org/10.18632/aging.102058 | PMID: 31283526 | PMCID: PMC6660053
Citations: 2 | AltScore: 0.25
44. Glycemic Control and Insulin Treatment Alter Fracture Risk in Older Men With Type 2 Diabetes
Mellitus.
Lee RH, Sloane R, Pieper C, Lyles KW, Adler RA, Van Houtven C, LaFleur J, Col?n-Emeric C
J Bone Miner Res, 2019 Nov, 34(11): 2045-2051
https://doi.org/10.1002/jbmr.3826 | PMID: 31269274 | PMCID: PMC6854289
Citations: 3 | AltScore: 21.45
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45. Glycated Hemoglobin and All-Cause and Cause-Specific Mortality Among Adults With and
Without Diabetes.
Li FR, Zhang XR, Zhong WF, Li ZH, Gao X, Kraus VB, Lv YB, Zou MC, Chen GC, Chen PL, Zhang
MY, Kur AKA, Shi XM, Wu XB, Mao C
J Clin Endocrinol Metab, 2019 Aug 1, 104(8): 3345-3354
https://doi.org/10.1210/jc.2018-02536 | PMID: 30896760 | PMCID: PMC7328059
Citations: 1 | AltScore: 25.5
46. Healthy Ageing and Biomarkers Cohort Study (HABCS): a cohort profile.
Lv Y, Mao C, Yin Z, Li F, Wu X, Shi X
BMJ Open, 2019 Oct 9, 9(10): e026513
https://doi.org/10.1136/bmjopen-2018-026513 | PMID: 31601581 | PMCID: PMC6797363
Citations: | AltScore: 0.75
47. Triglycerides Paradox Among the Oldest Old: \The Lower the Better?\
Lv YB, Mao C, Gao X, Yin ZX, Kraus VB, Yuan JQ, Zhang J, Luo JS, Zeng Y, Shi XM
J Am Geriatr Soc, 2019 Apr, 67(4): 741-748
https://doi.org/10.1111/jgs.15733 | PMID: 30628728 | PMCID: PMC6458070
Citations: 1 | AltScore: 67.58
48. An Interdisciplinary Academic Detailing Approach to Decrease Inappropriate Medication
Prescribing by Physician Residents for Older Veterans Treated in the Emergency Department.
Moss JM, Bryan WE 3rd, Wilkerson LM, King HA, Jackson GL, Owenby RK, Van Houtven CH, Stevens
MB, Powers J, Vaughan CP, Hung WW, Hwang U, Markland AD, Sloane R, Knaack W, Hastings SN
J Pharm Pract, 2019 Apr, 32(2): 167-174
https://doi.org/10.1177/0897190017747424 | PMID: 29277130 | PMCID: PMC6533068
Citations: | AltScore: 3.85
49. Race/Ethnic and Educational Disparities in the Association Between Pathogen Burden and a
Laboratory-Based Cumulative Deficits Index.
Noppert GA, Aiello AE, O'Rand AM, Cohen HJ
J Racial Ethn Health Disparities, 2020 Feb, 7(1): 99-108
https://doi.org/10.1007/s40615-019-00638-0 | PMID: 31642044 | PMCID: PMC6980710
Citations: | AltScore: 0.5
50. Acetylcholinesterase Inhibitors Are Associated with Reduced Fracture Risk among Older Veterans
with Dementia.
Ogunwale AN, Colon-Emeric CS, Sloane R, Adler RA, Lyles KW, Lee RH
J Bone Miner Res, 2020 Mar, 35(3): 440-445
https://doi.org/10.1002/jbmr.3916 | PMID: 31711264 | PMCID: PMC7215241
Citations: | AltScore: 5.35
51. A multi-institutional comparison of younger and older adults with sickle cell disease.
Oyedeji C, Strouse JJ, Crawford RD, Garrett ME, Ashley-Koch AE, Telen MJ
Am J Hematol, 2019 Apr, 94(4): E115-E117
https://doi.org/10.1002/ajh.25405 | PMID: 30663090 | PMCID: PMC6449149
Citations: | AltScore: NA
52. Frailty Is Intertwined With Heart?Failure: Mechanisms, Prevalence, Prognosis, Assessment,
and?Management.
Pandey A, Kitzman D, Reeves G
JACC Heart Fail, 2019 Dec, 7(12): 1001-1011
https://doi.org/10.1016/j.jchf.2019.10.005 | PMID: 31779921 | PMCID: PMC7098068
Citations: 1 | AltScore: 77.25
53. Frailty Among Older Decompensated Heart?Failure Patients: Prevalence, Association With
Patient-Centered Outcomes, and Efficient Detection Methods.
Pandey A, Kitzman D, Whellan DJ, Duncan PW, Mentz RJ, Pastva AM, Nelson MB, Upadhya B, Chen H,
Reeves GR
JACC Heart Fail, 2019 Dec, 7(12): 1079-1088
https://doi.org/10.1016/j.jchf.2019.10.003 | PMID: 31779931
Citations: | AltScore: NA
54. Age-Related Adverse Inflammatory and Metabolic Changes Begin Early in Adulthood.
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Parker D, Sloane R, Pieper CF, Hall KS, Kraus VB, Kraus WE, Huebner JL, Ilkayeva OR, Bain JR,
Newby LK, Cohen HJ, Morey MC
J Gerontol A Biol Sci Med Sci, 2019 Feb 15, 74(3): 283-289
https://doi.org/10.1093/gerona/gly121 | PMID: 29985987 | PMCID: PMC6376106
Citations: 3 | AltScore: 0.75
55. Association of Blood Chemistry Quantifications of Biological Aging With Disability and Mortality in
Older Adults.
Parker DC, Bartlett BN, Cohen HJ, Fillenbaum G, Huebner JL, Kraus VB, Pieper C, Belsky DW
J Gerontol A Biol Sci Med Sci, 2019 Nov 6
pii: glz219. https://doi.org/10.1093/gerona/glz219 | PMID: 31693736
Citations: | AltScore: 3.85
56. Accelerometer-Measured Hospital Physical Activity and Hospital-Acquired Disability in Older
Adults.
Pavon JM, Sloane RJ, Pieper CF, Col?n-Emeric CS, Cohen HJ, Gallagher D, Hall KS, Morey MC,
McCarty M, Hastings SN
J Am Geriatr Soc, 2020 Feb, 68(2): 261-265
https://doi.org/10.1111/jgs.16231 | PMID: 31747050 | PMCID: PMC7002200
Citations: 3 | AltScore: 142.15
57. Physical Activity in the Hospital: Documentation and Influence on Venous Thromboembolism
Prophylaxis.
Pavon JM, Sloane RJ, Pieper CF, Col?n-Emeric CS, Gallagher D, Cohen HJ, Hall KS, Morey MC,
McCarty M, Ortel TL, Hastings SN
J Aging Phys Act, 2019 Nov 17, 28(2): 306-310
https://doi.org/10.1123/japa.2018-0462 | PMID: 31743088 | PMCID: PMC7210062
Citations: | AltScore: 2.5
58. Insights Following Implementation of an Exercise Intervention in Older Veterans with PTSD.
Pebole MM, Hall KS
Int J Environ Res Public Health, 2019 Jul 23, 16(14):
pii: E2630. https://doi.org/10.3390/ijerph16142630 | PMID: 31340588 | PMCID: PMC6678353
Citations: | AltScore: NA
59. An Exploratory Analysis of Potential New Biomarkers of Cognitive Function.
Peterson MJ, Geoghegan S, Lawhorne LW
J Gerontol A Biol Sci Med Sci, 2019 Feb 15, 74(3): 299-305
https://doi.org/10.1093/gerona/gly122 | PMID: 29846522 | PMCID: PMC6376149
Citations: | AltScore: 3.35
60. Influence of Weight Reduction and Enhanced Protein Intake on Biomarkers of Inflammation in
Older Adults with Obesity.
Porter Starr KN, Orenduff M, McDonald SR, Mulder H, Sloane R, Pieper CF, Bales CW
J Nutr Gerontol Geriatr, 2019 Jan-Mar, 38(1): 33-49
https://doi.org/10.1080/21551197.2018.1564200 | PMID: 30810500 | PMCID: PMC6447442
Citations: 2 | AltScore: 27.85
61. Effects of Non-Invasive Brain Stimulation on Clinical Pain Intensity and Experimental Pain
Sensitivity Among Individuals with Central Post-Stroke Pain: A Systematic Review.
Ramger BC, Bader KA, Davies SP, Stewart DA, Ledbetter LS, Simon CB, Feld JA
J Pain Res, 2019, 12: 3319-3329
https://doi.org/10.2147/JPR.S216081 | PMID: 31853195 | PMCID: PMC6916700
Citations: 1 | AltScore: 3.25
62. Meniscus-Derived Matrix Scaffolds Promote the Integrative Repair of Meniscal Defects.
Ruprecht JC, Waanders TD, Rowland CR, Nishimuta JF, Glass KA, Stencel J, DeFrate LE, Guilak F,
Weinberg JB, McNulty AL
Sci Rep, 2019 Jun 18, 9(1): 8719
https://doi.org/10.1038/s41598-019-44855-3 | PMID: 31213610 | PMCID: PMC6582057
Citations: 4 | AltScore: 75.18
63. Cytomegalovirus in Allogeneic Hematopoietic Transplantation: Impact on Costs and Clinical
Outcomes Using a Preemptive Strategy.
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Saullo JL, Li Y, Messina JA, Thompson J, Dalton T, Giri VK, Reed SD, Miller R, Horwitz ME,
Alexander BD, Sung AD
Biol Blood Marrow Transplant, 2020 Mar, 26(3): 568-580
https://doi.org/10.1016/j.bbmt.2019.11.005 | PMID: 31712193 | PMCID: PMC7418947
Citations: | AltScore: 2.85
64. Biopsychosocial Influences on Shoulder Pain: Analyzing the Temporal Ordering of Postoperative
Recovery.
Simon CB, Valencia C, Coronado RA, Wu SS, Li Z, Dai Y, Farmer KW, Moser MM, Wright TW,
Fillingim RB, George SZ
J Pain, 2019 Dec 28
pii: S1526-5900(18)31057-5. https://doi.org/10.1016/j.jpain.2019.11.008 | PMID: 31891763 | PMCID:
PMC7321871
Citations: | AltScore: 13.6
65. Reduction in Mortality after Umbilical Cord Blood Transplantation in Children Over a 20-Year
Period (1995-2014).
Spees LP, Martin PL, Kurtzberg J, Stokhuyzen A, McGill L, Prasad VK, Driscoll TA, Parikh SH, Page
KM, Vinesett R, Severyn C, Sung AD, Proia AD, Jenkins K, Arshad M, Steinbach WJ, Seed PC, Kelly
MS
Biol Blood Marrow Transplant, 2019 Apr, 25(4): 756-763
https://doi.org/10.1016/j.bbmt.2018.11.018 | PMID: 30481599 | PMCID: PMC6453734
Citations: 3 | AltScore: 2.5
66. Lactose drives <i>Enterococcus</i> expansion to promote graft-versus-host disease.
Stein-Thoeringer CK, Nichols KB, Lazrak A, Docampo MD, Slingerland AE, Slingerland JB, Clurman
AG, Armijo G, Gomes ALC, Shono Y, Staffas A, Burgos da Silva M, Devlin SM, Markey KA, Bajic D,
Pinedo R, Tsakmaklis A, Littmann ER, Pastore A, Taur Y, Monette S, Arcila ME, Pickard AJ, Maloy M,
Wright RJ, Amoretti LA, Fontana E, Pham D, Jamal MA, Weber D, Sung AD, Hashimoto D, Scheid C,
Xavier JB, Messina JA, Romero K, Lew M, Bush A, Bohannon L, Hayasaka K, Hasegawa Y, Vehreschild
MJGT, Cross JR, Ponce DM, Perales MA, Giralt SA, Jenq RR, Teshima T, Holler E, Chao NJ, Pamer EG,
Peled JU, van den Brink MRM
Science, 2019 Nov 29, 366(6469): 1143-1149
https://doi.org/10.1126/science.aax3760 | PMID: 31780560 | PMCID: PMC7003985
Citations: 4 | AltScore: 150.424
67. Heart failure with preserved ejection fraction: New approaches to diagnosis and management.
Upadhya B, Kitzman DW
Clin Cardiol, 2020 Feb, 43(2): 145-155
https://doi.org/10.1002/clc.23321 | PMID: 31880340 | PMCID: PMC7021648
Citations: 3 | AltScore: NA
68. Limited health literacy and adverse outcomes among kidney transplant candidates.
Warsame F, Haugen CE, Ying H, Garonzik-Wang JM, Desai NM, Hall RK, Kambhampati R, Crews DC,
Purnell TS, Segev DL, McAdams-DeMarco MA
Am J Transplant, 2019 Feb, 19(2): 457-465
https://doi.org/10.1111/ajt.14994 | PMID: 29962069 | PMCID: PMC6312744
Citations: 9 | AltScore: 14
69. Molecular Measurable Residual Disease Testing of Blood During AML Cytotoxic Therapy for Early
Prediction of Clinical Response.
Wong HY, Sung AD, Lindblad KE, Sheela S, Roloff GW, Rizzieri D, Goswami M, Mul? MP, Ramos NR,
Tang J, Thompson J, DeStefano CB, Romero K, Dillon LW, Kim DY, Lai C, Hourigan CS
Front Oncol, 2018, 8: 669
https://doi.org/10.3389/fonc.2018.00669 | PMID: 30697529 | PMCID: PMC6341003
Citations: 5 | AltScore: 3.1
70. Delaying Elective Surgery in Geriatric Patients: An Opportunity for Preoperative Optimization.
Wong SP, Zietlow KM, McDonald SR, Barbeito A, Colon-Emeric CS, Lagoo-Deenadayalan SA, Loyack
N, Heflin MT
Anesth Analg, 2019 Jul 17
https://doi.org/10.1213/ANE.0000000000004335 | PMID: 31335399 | PMCID: PMC7378881
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Citations: | AltScore: 14.05
71. Association Between Late-Life Blood Pressure and the Incidence of Cognitive Impairment: A
Community-Based Prospective Cohort Study.
Yuan JQ, Lv YB, Chen HS, Gao X, Yin ZX, Wang WT, Kraus VB, Luo JS, Wang JN, Zeng Y, Mao C,
Shi XM
J Am Med Dir Assoc, 2019 Feb, 20(2): 177-182.e2
https://doi.org/10.1016/j.jamda.2018.05.029 | PMID: 30017702 | PMCID: PMC7150587
Citations: 3 | AltScore: 10
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V. EXTERNAL ADVISORY BOARD MEMBERS
Karen Bandeen Roche
John Hopkins University
Serving since 2010 (10 years)
George Kuchel MD
University of Connecticut, Geriatrics and Gerontology
Serving since 2016 (4 years)
Neil Alexander, MD
University of Michigan
Serving since 2016 (4 years)

Generated on: 09/25/2020, 9:55:20 AM

33 of 37

Pepper_Annual_Duke_2019-2020

Generated on: 09/25/2020, 9:55:20 AM

VI. RECOGNITION AND AWARDS (2019-2020)
Amy L. McNulty, PhD (2019)
Selected as a Program Committee Member for the Orthopaedic Research Society
Elected as Chair Elect for the Meniscus Section of the Orthopaedic Research Society
Invited to be Associate Editor for the journal Connective Tissue Research
Amy M. Pastva, PT, MA, PhD, CHSE (2020)
Best Research Platform Presentation from the American Physical Therapy Association’s Cardiovascular
and Pulmonary Section at the 2020 Combined Sections Conference.
Anna Mae Diehl, MD (2020)
American Gastroenterology Association: AGA Institute Council Research Mentor Award for Liver /Biliary
Scientific Advisory Council for the National Institute for Alcohol Addiction and Abuse (NIAAA)
effective July 2020
Charity Oyedeji, MD (2019)
American Society of Hematology (ASH) Research Training Award for Fellows
REACH Equity Pilot Award
Maddox Fellows Award from the Duke Aging Center
Outstanding Poster Award at the 2019 OAIC Annual Meeting
The Centre for Blood Research Earl W. Davie Symposium Trainee Award
Corey Simon, PHD (2019)
Extramural Clinical Research Loan Repayment Program National Institutes of Health, Division of Loan
Repayment Funding Institute: National Institute on Aging Award Amount: $70,000
David Bartlett, PHD (2020)
American Society for Hematology Junior Clinical Faculty Scholarship ($150,000).
Helen Hoenig, MD (2019)
Fellow in the American Congress of Rehabilitation Medicine
John Strouse, MD, PhD (2019)
Award of Distinction from the Saint Joseph AME Church to the Duke Adult Sickle Cell Program led by
John Strouse, MD, PhD
Appointed to the North Carolina Council on Sickle Cell Syndrome by Governor Roy Cooper
Juliessa Pavon, MD (2020)
Duke University, LEADERS, Leadership Development Scholar Epic National Geriatrics Steering Board,
Selected Member
Tideswell AGS-ADGAP UCSF Emerging Leaders in Aging Scholar Clark E, Jolly Graham A, Bellantoni
J, White H, Pavon J. Uncovering errors in transitions from hospital to nursing home: A video telehealth
transitions conference. Selected as North Carolina American College of Physicians best Quality
Improvement Project, and invitation to present at National ACP Annual Meeting.
Association of American Medical College (AAMC) – Early Career Women Faculty Leadership
Development Scholar
US Deprescribing Network Junior Investigator Intensive Scholars Program
Society of Hospital Medicine, Research Committee, Selected Member Junior Investigator Award,
Subcommittee Innovations, Subcommittee
Katherine Hall, Ph.D (2019)
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Became a fellow of the Gerontological Society of America
Took over as Faculty Director of the Aging Center NIA T32 postdoctoral training program
Promoted from Assistant to Associate Professor of Medicine
Kenneth E. Schmader, MD (2020)
Duke School of Medicine Career Mentoring Award in Clinical – Population Health Science
Appointed to COVID-19 Vaccine Work Group, Advisory Committee on Immunization Practices, Centers
for Disease Control
Kevin Caves, ME (2019)
TREAT Award for the Gaitbox and ImUp Devices at the 2019 Rehabilitation Engineering and Assistive
Technology Society of North America Annual Conference
Michael Cary, MD (2019)
Distinguished Educator in Gerontological Nursing by the National Hartford Center of Gerontological
Nursing Excellence (NHCGNE).
Miriam C. Morey, Ph.D. (2020)
VA Rehabilitation Research and Development Service Paul B Magnuson Award
Nazema Siddiqui, MD (2019)
Jeffrey Silverstein Memorial award from AGS
Abstract awarded as a full oral at AGS but canceled due to COVID-19
Orals were the top 10% of submitted abstracts
Patty Lee, MD (2019)
Aging Cell Joint Runner-Up Best Paper Prize 2019” Endothelial toll-like receptor 4 maintains lung
integrity via epigenetic suppression of P16
Recognition for Scientific Accomplishments Award, American Thoracic Society
Asked to serve on the following committees: Education Committee, North American Vascular Biology
Organization (NAVBO) Nominating Committee, Association of Pulmonary, Critical Care, and Sleep
Division Directors (APCCSD/ATS)
Invited Speaker at the following conferences: Invited Speaker, “Innate Immune Control of Oxidant Lung
Injury and Repair”, International Conference, Kaiserin Fredrich Haus, Berlin, Germany Invited Speaker,
“The Terminal Bronchiole as a Specialized Transitional Lung Niche” Gordon Research Conference, Bates
College, Lewiston, Maine Invited Speaker “The Aging Lung” Department of Geriatric Grand Rounds,
Duke University Invited Speaker “Duke CoV19 Challenges from the Intensivists Perspective,” Duke
University School of Medicine, Department of Medicine
Rasheeda Hall, MD, MHS, MBA (2020)
American Society for Clinical Investigation Young Physician-Scientist Award American Geriatrics
Society Best Paper Award for the Clin-Star Paper Session
American Geriatrics Society Arti Hurria Memorial Award
American Geriatrics Society Best Paper Award for the Clin-Star Paper Session
Susan N. Hastings, MD (2019)
2019 Joseph C. Greenfield Research Mentorship Award
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VII. MINORITY RESEARCH
General Brief Description of Minority Activities:

Determinants of maintenance and recovery of function in a representative older
community-resident biracial sample
Gerda Fillenbaum, PhD, co-investigator, Katherine Hall, PhD, Carl Pieper, DPh, Heather
Whitson, MD, MHS, Cathleen Colón-Emeric, MD, MHS, Core leaders
Focus on decline in performance of activities of daily living (ADL) has not been matched by studies of
recovery of function. Advised by a broad conceptual model of physical resilience, we ascertain
characteristics that identify (1) maintenance, (2) decline, and (3) recovery of personal self-maintenance
activities over six years in an older (age 65-105 years), community representative sample (n = 3187;
African American: 54%, White: 45%). All were participants in the Duke Established Populations for
Epidemiologic Studies of the Elderly, and were unimpaired at baseline.
Over six years, ~75% remained unimpaired, of whom 30% were unimpaired when they dropped out or
died. Of ~25% who became impaired, just over half recovered. Analyses, which took into account
demographic characteristics, health conditions, health service use, social services provided and
received, neighborhood safety, and survival status, indicated that those who became impaired were in
poorer health, were younger, and more likely to be African American. Characteristics of recovery
included younger age, not hospitalized in the previous year, and increased social support.
Our analyses indicate that maintenance of health status facilitated continued unimpaired basic activities
of daily living. While decline was associated with poorer health, younger age, and being African
American, recovery was also associated with younger age, and in addition social support, and no
further deterioration in health as measured here.
Following decline in functioning, increased effort is needed to improve health and avoid further
decline, and effort that takes into account not only physical but also personal social conditions.

Fillenbaum GG, Sloane R, Burchett BM, Hall K, Pieper CF, Whitson HE, Colón-Emeric CS.
Determinants of maintenance and recovery of function in a representative older community- resident
biracial sample. J Am Med Dir Assoc. 2020 Feb 6:S1525-8610(19)30891-6. doi:
10.1016/j.jamda.2019.12.021. Online ahead of print. PMID: 32037299 NIHMS 1569426
https://doi.org/10.1016/j.jamda.2019.12.021
Minority Trainee(s):
Candace Brown, Ph.D., Post-Doctoral Trainee - Aging Center
Dr. Candace Brown completed a post-doctoral training program at the Duke Aging Center in 2019 and
participated in numerous training opportunities with the Duke OAIC. Her primary research focus was in
the area of motivation and long-term adherence to exercise. Her primary mentor, Dr. Miriam Morey,
supported research at the Durham VA and with the Duke OAIC. Two papers are in review for this work.
In addition, she published a manuscript derived from the Duke OAIC sponsored Physical Performance
Across the Life Span (PALS) study. Noppert, G., Brown, C.S., Chanti-Ketterl, M., Hall, K., Newby, K.L.,
Cohen, H.J. & Morey, M.C. (2018). The Impact of multiple dimensions of socioeconomic status on
physical functioning across the life course. Journals of Gerontology and Geriatric Medicine, 4, 1-8.
doi.org/10.1177%2F2333721418794021. Following completion of her fellowship, she accepted a
position as an Assistant Professor of Gerontology Gerontology in the Department of Public Health
Sciences at the University of North Carolina, Charlotte.
Charity Oyedeji, MD, PESC Scholar,
Dr. Charity Oyedeji's research focuses on implementing a geriatric assessment into clinical assessments
of older adults with sickle cell disease. Due to advances in care and access, patients with sickle cell
disease (SCD) are living longer than they have in previous generations. SCD is recognized as a condition
that mimics accelerated aging, but little is known about aging with SCD. In particular, SCD patients face
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frequent health stressors including hypoxia, pain crises, and frequent hospitalizations, but little is known
about how aging with SCD affects one’s resilience to these stressors. The objective of this study is to test
the feasibility and safety of focused geriatric assessment and provocative tests that measure physiological
reserve in SCD patients over age 50 and to determine the feasibility of a protocol to assess resilience to
the stressor of hospitalization in older SCD patients. In addition, biomarkers of inflammation,
coagulation, and longevity will be compared in 20 older (age 50-70) people with SCD and 20 younger
(age 18-49) people with SCD. Thus far, the study has demonstrated that focused geriatric assessment,
including provocative performance measures was safe and well-tolerated by older SCD patients. 50% of
the older participants experienced a hospitalization within 12 months of a baseline assessment, indicating
the feasibility of a future study to prospectively measure resilience after hospitalization by following a
cohort of well-characterized participants for 2 years. Measures of physiological reserve in older SCD
patients, on average, were consistent with normative measures from healthy seniors 20-30 years older.
Thus far, Dr. Oyedeji has used these findings to support a successful application for funding from the
American Society of Hematology. She was also the recipient of 3 outstanding abstract awards at national
meetings, and the recipient of the 2019 Duke Maddox Award for Aging Research.
Rasheeda Hall, MD, MHS, MBA, Assistant Professor of Medicine
Pepper REC Scholar 2016-2018 (Duke Minority Supplement Awardee 2012-2014) Beeson Scholar still
mentored by OAIC Rasheeda K. Hall, MD, MHS, MBA Dr. Rasheeda Hall is an Assistant Professor in
Nephrology with an interest in exploring solutions to health system problems for vulnerable populations,
such as low-income, elderly, and uninsured patients with chronic kidney disease (CKD) that rely on
Medicare and Medicaid for healthcare coverage. She completed a diversity supplement to develop a deep
understanding of the health system problems that impact the vulnerable population of nursing home (NH)
residents with CKD. Dr. Hall's primary research interest is in resilience in older dialysis patients. Funding
Since Pepper Support Dr. Hall received funding from the HCSRN-OAICs AGING Initiative for a study
“Development of a CKD Discordance Index to Identify High Healthcare Utilization”. Researchers: Kristi
Reynolds, PhD (KPSC); Barrett Bowling, MD, MPSH (Duke); Rasheeda Hall, MD (Duke). She also
received a NIH Loan Repayment award and a Doris Duke “Fund to Retain Clinical Researcher” award.
She received Paul B. Beeson Emerging Leaders Career Development Award in Aging K76 award and the
American Society of Nephrology Harold Amos Medical Faculty Development Program award.
Minority Grant(s):
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THE JOHNS HOPKINS UNIVERSITY
Claude D. Pepper Older Americans Independence Center
Principal Investigator

Jeremy Walston, M.D.

410-550-1003

jwalston@jhmi.edu

Program Administrator

Brian Buta, MHS

410-502-3412

bbuta@jhu.edu

I. CENTER DESCRIPTION
Since its inception in 2003, the Johns Hopkins University (JHU) Older Americans Independence Center
(OAIC) has pursued a rigorous and distinctive scientific approach considering physical frailty as a
biologically-rooted state of decreased resiliency and reserve, which induces a syndromic phenotype and specific
etiological mechanisms. As evidenced by peer-reviewed publications and associated NIH grant funding, this
specific conceptualization of frailty has provided a highly productive framework for population-based, clinical,
and biological discovery, for the development of potential prevention and treatment strategies, and for the training
of junior investigators for academic careers in frailty and aging research. This center’s mission remains, in many
respects, as it has been throughout the life of our OAIC: To make fundamental etiological discoveries related to
frailty, move these towards frailty-focused interventions, develop evidence-based guidelines for the prevention
and management of adverse outcomes in frail older individuals, identify new investigators dedicated to these ends,
and provide supported investigators with the expertise, resources, and training necessary to lead the next
generation of frailty-related scholarship and practice. Given the rapidly growing interest in frailty, its detection, its
management, and the critical mass of frailty-related knowledge that this OAIC has generated, we have launched an
Information Dissemination Core (IDC) to enable our OAIC to more comprehensively disseminate frailty-related
findings so as to better impact clinical and public health practice. We pursue our mission through the following
specific aims:
1. To stimulate, lead and develop effective frailty-focused interdisciplinary research programs that promote
the maintenance of independence. This has helped to create a vibrant and growing center with scientific
vigor and a rich interdisciplinary milieu of experienced faculty and successful trainees focused on frailty
research.
2. To translate the new knowledge generated in this OAIC into targeted prevention and treatment strategies
that help older adults maintain independence. An existing clinical translational resource core, an IDC, and
the national OAIC network facilitate this effort.
3. To provide the highest quality expertise, support, infrastructure and technology in biological, data analytic
and clinical research methodologies to OAIC investigators.
4. To support the development of new and innovative methodologies, research strategies and technologies
essential to the study of frailty. Aims 3 and 4 are organized through Biostatistics, Biological Mechanisms,
and Clinical Translational cores.
5. To provide tailored training and mentorship to junior investigators interested in developing careers focused
on frailty in older adults. We continue with a leadership team that has demonstrated expertise and
commitment to training the next generation of investigators.
6. To attract outstanding investigators and trainees to frailty research from across the Johns Hopkins
University and beyond. We augment our successful local approach to this by providing highly visible
educational and training activities on a local and national level, and through the IDC.
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II. RESEARCH, RESOURCES AND ACTIVITIES
A. CORES
Information Dissemination Core (IDC)
Leader 1: Jeremy Walston, MD jwalston@jhmi.edu
Leader 2:

Tara Sullivan, PhD

To improve the reach and use of the evidence-based knowledge on frailty that emanates from JHU
OAIC-supported research and elsewhere, we have developed a state-of-the art Information
Dissemination Core (IDC) with a highly experienced partner: Johns Hopkins Center for Communication
Programs (CCP). CCP has long standing, high-profile expertise and experience in knowledge
management (KM) and dissemination science, with clients including USAID, The Bill and Melinda Gates
Foundation, and UNICEF. The development of this close partnership between knowledge management
experts at CCP and the frailty related content experts who lead this OAIC provides a highly rigorous yet
accessible approach to more efficiently and effectively disseminate frailty-related findings and
recommendations to a broader audience using cutting edge approaches. We envision that this
audience will include researchers, students, clinicians, professional societies and foundations,
policymakers, and older adults seeking information on frailty. Indeed, our overarching goal is to have
this IDC become a national and international ‘go-to’ resource for the latest information and resources
related to frailty science from this OAIC and as well as other authoritative sources: We seek ultimately
to accelerate incorporation of best practices for addressing frailty in health practice and promotion, so
as to benefit older adults.

Leadership and Administrative Core (LAC)
Leader 1: Karen Bandeen-Roche, PhD kbandee1@jhu.edu
Leader 2: Jeremy Walston, MD
jwalston@jhmi.edu
The Leadership/Administrative Core (LAC) spearheads the vision for the Johns Hopkins Older Americans
Independence Center (JHU OAIC), sets goals through which to implement it, and assures energy and quality in
accomplishing goals. It leads in identifying the next generation of research on frailty that should be created,
supports research planning and recruitment of investigators, and sets and monitors progress benchmarks. It is the
OAIC base for recruiting and nurturing a critical mass of investigators dedicated to the creation of high impact,
innovative research essential to the prevention and treatment of frailty in older adults. It administrates the OAIC
and its Cores for soundness of operations and accomplishes required reporting. It promotes a stimulating
intellectual environment around scholarship on frailty so as to attract outstanding researchers and knit them into
an interdisciplinary community. It creates visibility for the accomplishments of the OAIC locally and globally: In
the current cycle it leverages a new Information Dissemination Core (IDC) to amplify these efforts. The LAC is
led by OAIC Co-Principal Investigators with broad interdisciplinary scientific expertise and institutional reach.
They work closely with the other OAIC Cores Directors, and with a diverse Leadership Council and Internal
Advisory Committee to develop and promote a frailty-focused agenda across the Johns Hopkins University. An
experienced External Advisory Board reviews this OAIC annually, and provides crucial feedback and additional
scientific vision. The LAC provides essential leadership in planning, integrating, sustaining, implementing and
monitoring OAIC operations. Its goals are to envision and then support research leading to new strategies to
enhance independence in older Americans and to create a new generation of research leaders in the field
Pilot and Exploratory Studies Core (PESC)
Leader 1: Neal Fedarko, PhD ndarko@jhmi.edu
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The major goal of Pilot and Exploratory Studies Core (PESC) is to cultivate and support innovative pilot and
exploratory studies that are needed to develop crucial larger scale and confirmatory studies to advance the
development of effective prevention and/or therapies for frailty, and hence facilitate independence in older adults.
The PESC provides funding, access to biostatistical, biological, and clinical research core resources, and
mentoring and oversight pilot and exploratory studies. Because of the importance of these studies to the
development of new scientific priorities, additional resources are provided to this core to help maximize
flexibility, efficiency, and rapid development of areas of focus for this OAIC. The PESC Core, in close
collaboration with the OAIC Leadership Council, sets ideas the next stages of research most essential to advancing
science on frailty, and then works to identify investigators whose expertise and career goals are applicable to
furthering knowledge in these target areas. The leadership and resources of these cores are then focused on the
development, conduct and eventual translation of high impact pilot studies. The proposed studies must be novel
and either hypothesis-driven or focused on development of methods needed to validly address hypotheses: they
ideally address potential mechanisms, etiologies, or screening approaches for frailty, or lay groundwork for
evaluating potential therapies to prevent or treat the frailty and its consequences and hence maintain independence.
It is expected that PESC-supported studies establish preliminary data that will lead to substantive, long term
external funding that can bring the research initiated to completion. Given our roadmap goals of accelerating
translation of frailty to increase healthspan in clinical and public health settings, elucidating the biological
underpinnings and role of multisystem dysregulation in frailty and resilience, and improving ascertainment of
frailty measurement in settings that challenge measurement, special focus was given to these areas for the PESC
studies articulated in this application.
Research Education Component (REC)
Leader 1: Gary Gerstenblith, MD gblith@jhmi.edu
The purpose of the Research Education Core (REC) is to foster the career development of junior faculty from
multiple disciplines into academic scientists in gerontology and geriatrics, focusing on the theme of exercise and
activity rehabilitation and recovery research. The REC supports mentor-based research training and education to
promote the career development of REC Scholars as well as other junior faculty, fellows, and students pursuing
research careers in aging. The UM-OAIC has a successful history of mentored training that crosses traditional
disciplinary boundaries to develop novel research for improving function and independence in older persons. This
has enriched the cadre of scientists at UM and elsewhere conducting aging research in exercise and rehabilitation
science.
Resource Core 1 (RC1): Biostatistics Core (RC1)
Leader 1: Karen Bandeen-Roche, PhD kbandee1@jhu.edu
Leader 2:

Qian-Li Xue, PhD

qxue1@jhu.edu

The Johns Hopkins Older Americans Independence Center (OAIC) has empowered by many-fold the creation of
significant research, training and practice paradigms for addressing frailty in older adults. The functions supplied
by this Biostatistics Core have been central in this. They include: our key roles in the mentorship and training of
junior colleagues in the statistics of frailty and aging; our development and dissemination of emerging resources
and technologies for data management and analysis; our provision of database and statistical expertise and support
to scholarship on frailty and aging, needed methodological innovation, and collaborative intellectual leadership
for the creation and translation of research on frailty. Outcomes of this Core, in collaboration in this OAIC and
beyond, include advancement of knowledge on the ascertainment, biological and etiological underpinnings, health
consequences, and treatment of frailty, research surmounting significant methodological challenges to the study of
frailty, and the creation of intellectual capital and infrastructure for further advances. These have laid crucial
groundwork for intervening on frailty. For more than 15 years our Biostatistics Core has dedicated a critical mass
of leadership from gerontologically informed biostatisticians toward the amelioration of frailty in older adults
through our OAIC, and its leadership has dedicated the same to research on aging for nearly 30 years. Our
leadership and our external advisory committee consider it crucial that this Core continue to contribute to the
OAIC’s overarching aims through the intellectual innovation, collaboration and support it provides.
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Resource Core 2 (RC2): Biological Mechanisms Core (RC2)
Leader 1: Peter Abadir, MD, PhD pabadir1@jhmi.edu
Leader 2:

Dan Arking, PhD

darking@jhmi.edu

Advances in in understanding of molecular and physiological processes that influence aging
phenotypes, and in methodologies that help to measure these changes, have greatly improved our
ability to identify biological pathways that are potentially relevant to the etiology of frailty. The major
goal of this core is to promote molecular and biological studies of aging and frailty-relevant pathways,
and to translate these findings into relevant diagnostic, preventive and treatment strategies. Building on
our prior cycles, mitochondrial biology, chronic inflammation, renin angiotensin system, and genetics
continue to be a core expertise content offered to investigators from within the core. We have also
gained expertise and collaborators at Johns Hopkins who have considerable “omics” and in
computational biology expertise. These technologies have provided a logical basis for searching and
identifying specific biomarkers associated with human phenotypes and diseases; they can not only
provide markers for human disease that are useful for nosology in heterogeneous clinical phenotypes
but, more importantly, provide deep insight into pathophysiology and disease mechanisms that will form
the bases for future diagnostics and treatments. Consequently, the rationale for RC-2 is to provide the
expertise, technology access and infrastructure, mentoring, and training necessary to facilitate the
highest quality etiologic research in frailty.

Resource Core 3 (RC3): Clinical Translation and Recruitment Core (RC3)
Leader 1: Todd Brown, MD tbrown27@jhmi.edu
In order to more effectively meet JHU OAIC’s goal of translating frailty-related etiological discoveries into
clinical studies that help maintain independence in older adults, and to overcome the substantial barriers to success
in clinical investigation for junior investigators, the leadership of this OAIC made a strategic decision to develop
this resource core. RC-3 provides to supported OAIC investigators: 1) comprehensive training and mentorship in
clinical research that spans from study design through implementation through outcome interpretation, 2) clinical
research space and assistance with all aspects of forms and protocol development, data collection, and recruitment
of human subjects, 3) an active registry of more than 1000 older adults who have consented to be contacted for
aging and frailty related studies, and 4) synergy with other cores in order to optimize all aspects of frailty-related
study design, data collection, and biological measurement and junior faculty training. This synergy is greatly
augmented by our core leaders, Dr. Robert Wise, who has considerable expertise in the development,
implementation, and conduct of clinical physiological studies and clinical trials and who ended his tenure as
leader in 2018. Dr. Todd Brown, an endocrinologist with considerable human subjects research expertise and who
plays a leading role in the ICTR at Johns Hopkins, now leads RC-3. The daily operations are led by a highly
skilled and experienced research program manager with expertise in the measurement of frailty, mobility, and
cognition, as well as expertise in protocol development and implementation and in subject recruitment and
retention, in coordination with our OAIC administrator and Drs. Brown and Walston. This initiative, which is
closely aligned with the JHU Division of Geriatric Medicine and Gerontology goals of better integrating clinical
practice with clinical research, is funded in part by philanthropic resources.
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II. RESEARCH, RESOURCES AND ACTIVITIES (continued...)
B. RESEARCH (28 Projects Listed)
1. Project Title:

INTERSECTION OF PHYSIOLOGIC FRAILTY AND COGNITIVE
PERFORMANCE IN OLDER ADULTS: AN INTEGRATIVE DATA ANALYSIS
Leader(s):
GROSS, ALDEN L.
THE JOHNS HOPKINS UNIVERSITY
NIH K01AG050699 / (2016-2021)
DESCRIPTION (provided by applicant): Alden L. Gross is an Assistant Professor in the Department of
Epidemiology at the Johns Hopkins Bloomberg School of Public Health. He seeks a mentored career
development award to obtain critical knowledge skills in the biology of aging, particularly as it relates to
frailty in older adults, and necessary research experience foran independent career as an epidemiologist in
aging. The training application details a five year plan of formal and informal instruction in the physiological
basis of frailty and aging consisting f mentored research by an established team of experts, coursework,
seminars, guided study in frailty by mentors, collaborations in richly educational working groups, national and
local meetings, and mentored research informed by the training. Short-term career goals include to complete
coursework in the biology of aging and practice, disseminate high-quality mentored research through
publications and presentations, engage in career development activities, and apply for independent R01
funding beginning in the fourth year of the award period. Long-term career goals are to be an independent
psychiatric epidemiologist with content expertise in the biology of aging, particularly as it relates to frailty in
older adults. The specific aims of the research proposed are to develop and validate an objective method for
measuring physiological frailty using combinations of physiological markers of dysregulation across multiple
body systems in an integrative data analysis of three longitudinal datasets, to determine whether physiological
frailty or cognitive impairment predicts subsequent change in the other, and to evaluate reciprocal relationship
between changes in physiological frailty and cognitive decline with attention to implications for future public
health interventions. An ancillary study is proposd to enrich existing biomarker data. Completion of the
proposed aims will provide preliminary findings that will lay the groundwork for mounting interventions to
establish frailty as a window o opportunity for intervention or screening of subsequent cognitive decline.

2. Project Title:

VISION LOSS AND COGNITION: TESTING THE SENSORY CONSEQUENCE
HYPOTHESIS
Leader(s):
SWENOR, BONNIELIN
THE JOHNS HOPKINS UNIVERSITY
NIH K01AG052640 / (2017-2022)
ABSTRACTThis is an application for a K01 Research Career Development Award. The goal of the proposed
project is toprovide the candidate with advanced skills needed to establish an independent research program
examiningthe relationship between vision loss and cognitive decline in older individuals. To facilitate this
long-term goalthe candidate will: (1) characterize the longitudinal relationship between objective measures of
visual functionand cognition in older adults, (2) determine the relationship between vision loss and brain
volume and corticalthickness in older adults, and the role brain volume and thickness may play in the
vision-cognition relationship,and (3) assess the association between vision loss and participation in cognitively
stimulating activities,exploring this participation as a mediator of the vision-cognition relationship. The
candidate proposes acomprehensive training plan, combining formal coursework, meetings and tutorials
overseen by her mentors,participation in applied training experiences, and involvement in seminars and
workshops. Specific traininggoals include: (1) receive training in the neuropsychological and clinical
assessment of older individuals, (2)develop neuroimaging analyses skills, (3) receive training in the
neuroscience of vision, (4) gain advancedknowledge of mediation and experimental study design and
analyses, and (5) continued training in theresponsible conduct of research. The training plan will be executed
in coordination with the set of researchactivities, mentioned above, that are based on preliminary data collected
by the applicant. The preliminary datashow that reduced visual functioning is associated cross-sectionally
with: (1) lower executive function, memory,and language test scores, and (2) reduced gray and white matter
volumes, in the visual cortex and frontallobes. The candidate will expand on these findings, using longitudinal
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data from participants in the BaltimoreLongitudinal Study on Aging (BLSA) who are 60 years and older. The
aim of the project is to test the `sensoryloss consequence hypothesis', using a multi-domain approach to
examine the vision-cognition relationship.The primary hypotheses to be examined are that: (1) reduced visual
function is associated with greaterdeclines in executive function, memory, and language test scores, and an
increased risk of incident dementia,(2) reduced visual function is associated with reduced brain volume and
thickness in regions of interest withinthe frontal cortex and visual pathways, which mediate the
vision-cognition relationship, and (3) age-relatedvision loss is associated with a reduction in the frequency and
variety of participation in cognitively stimulatingactivities, which also influences the vision-cognition
relationship in older adults. Results from this research willbe used to develop a subsequent R01 research
proposal that will facilitate the candidate's transition to anindependent researcher.
3. Project Title:

ALTERATION OF KYNURENINE PATHWAY IN AGE-ASSOCIATED MUSCLE
WEAKNESS
Leader(s):
CHUNG, TAE HWAN
THE JOHNS HOPKINS UNIVERSITY
NIH K08AG058483 / (2018-2023)
PROJECT SUMMARY Decline in skeletal muscle function with aging is a major determinant of disability and
morbidity in late life.However, the neurobiology of such decline in skeletal muscle function in normal aging is
poorly understood.The proposed K08 project is a critical step towards to understanding the underlying
mechanism of age-relateddecline of skeletal muscle function. This study uniquely focuses on the intersection
between kynureninemetabolic pathway, motor neuron, neuromuscular junction (NMJ), and skeletal muscle
function. Kynureninepathway is a major route to the synthesis of Nicotinamide adenine dinucleotide (NAD), a
critical coenzyme thatbalances redox status of all living cells. Many intermediate metabolites of kynurenine
pathway are known to bepotent neurotoxins, and involved in various age-related neurodegenerative diseases.
The preliminary studiesof this project showed alterations of kynurenine pathway in aging peripheral
neuromuscular system. Herein, itis hypothesized that age-related alterations in kynurenine pathway contributes
to neurodegeneration in spinalmotor neurons, eventually causing age-associated muscle weakness. Aim1
propose to identify key alterationsin the kynurenine pathway in the aging spinal motor neurons, using mass
spectrometry, PCR, and Westernblot techniques. Aim2 propose to determine the neurotoxicity of kynurenine
pathway in aging neuromuscularsystem both in vitro and in vivo models. Finally, Aim3 tests the effects of
pharmacological inhibition of akynurenine metabolite synthesis. The findings from this study will likely
identify molecular targets for age-associated muscle weakness, and used for future translational study. The
proposal will take place in the Johns Hopkins School of Medicine under the mentorship of JeremyWalston,
MD, Ahmet Hoke, MD, PhD, and Robert Schwarcz, PhD. An integrated career development andmentoring
plan has been also proposed to ensure Dr. Chung?s successful transition to independence. Thetraining goals are
focused on development of Dr. Chung?s expertise in kynurenine neurobiology, variousmolecular techniques in
neuroscience research, and translational gerontology. The strength of the proposalcomes from the
collaboration between all of his mentors who have world-renowned expertise in aging frailty(Dr. Walston),
peripheral neurodegeneration (Dr. Hoke), and kynurenine neurobiology (Dr. Schwarcz).

4. Project Title:

ASSOCIATION OF FRAILITY WITH POST THYROIDECTOMY ALTERATIONS
IN VOICE, SWALLOWING, AND QUALITY OF LIFE
Leader(s):
MATHUR, AARTI
THE JOHNS HOPKINS UNIVERSITY
NIH K23AG053429 / (2017-2022)
Project SummaryThis project aims to evaluate the association of frailty with post-operative changes in voice,
swallowing, andquality of life following thyroidectomy in older adults. Specifically, Aim 1 is to evaluate the
effect ofthyroidectomy on voice, swallowing, and quality of life in older adults. The literature suggests that
thesealterations occur at a relatively high frequency in younger patients. We aim to quantify frequency
andmagnitude of changes in voice, swallowing, and QOL using subjective assessment with surveys and
semi-structured patient interviews. Additionally we aim to correlate this with objective data obtained from
speech-language pathology evaluations using videostroboscopy and videofluoroscopy. In Aim 2, we will
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explore theassociations between a frailty phenotype with pre-operative findings, thyroid-specific markers, and
post-thyroidectomy alterations in voice, swallowing or decline in QOL. In addition to exploring the role of
frailty topredict these alterations and identify a high-risk group, we will also explore the utility of thyroid or
laryngealspecific markers to augment the predictive power of frailty. In Aim 3, we hope to investigate the role
of pre-operative interventions including tracheal traction exercises and voice therapy to reduce the incidence
ofimpact of post-operative alterations. We will randomize patients to intervention or usual care and evaluate
thefrequency of alterations after thyroidectomy. This work represents an interdisciplinary approach to
establishalterations in voice and swallowing that occur after thyroidectomy in older individuals, the impact of
thesechanges on quality of life, and an attempt to reduce post-surgical disability. Findings from this study will
informthe design of 2 future clinical trials aimed at 1) evaluating pre-operative interventions to reduce
surgicaldisability after thyroidectomy and 2) creating a patient-reported outcome measurement tool
specifically forolder adults undergoing thyroidectomy.
5. Project Title:

PATIENT-CENTERED CARE FOR OLDER ADULTS WITH MULTIPLE
CHRONIC CONDITIONS: RESEARCH AND MENTORING PROGRAM
Leader(s):
BOYD, CYNTHIA MELINDA
THE JOHNS HOPKINS UNIVERSITY
NIH K24AG056578 / (2017-2022)
Project SummaryThe aims of this proposal are to 1) develop the candidate's capacity for research, leadership,
and mentorshipthrough career development in clinical trials, building and leading national collaborations, and
mentoring, 2) toexpand her mentorship of promising junior investigators in patient-oriented aging research,
and 3) to pursue aninnovative research direction to develop and evaluate person-centered interventions to
optimize medicationuse in older people with multiple chronic conditions that will serve as a platform to
engage an expanding groupof mentees. The candidate, a geriatrician who practices in a primary care clinic,
has established a nationally-and internationally-recognized, high impact, well-funded independent clinical
research program with anoutstanding publication record. In the 14 years since completing her geriatrics
fellowship, she has establishedherself as a successful mentor of trainees from all levels who have published
high-impact research, obtainedfunding and necessary research skills, and continue to conduct patient-oriented
research. The candidate hasdeveloped a robust research portfolio focused on patient-centered care for older
adults, particularly those withmultiple chronic conditions. The candidate's work to date has been
transformative both within aging and inother fields by shifting attention from a disease-specific approach to
care to one that recognizes that most olderadults live with multiple chronic conditions. The candidate has a
strong track record of research funding fromAHRQ, PCORI and the NIA to improve the generation and
synthesis of evidence to better inform the care ofpeople with multiple chronic conditions, and to develop
patient- and family-centered approaches to care ofolder adults with multiple chronic conditions. This proposal
will provide the candidate with protected time toincrease her expertise, expand her mentoring program, and
develop new research focused on optimalmedication prescribing to improve patient-centered outcomes for this
population. The candidate will furtherdevelop a formal mentoring program for the engagement and
development of high-caliber mentees who willserve as the next generation of leaders in patient-oriented
research for aging populations. She will work witheach mentee to implement a focused career development
plan in which they complete research projects anddevelop skills including grant and scientific writing, study
design, and presentation skills necessary to besuccessful independent patient-oriented investigators. The
outstanding environment for aging research andclinical research training at Johns Hopkins is fundamental to
this proposal.

6. Project Title: MONITORING CEREBRAL AUTOREGULATION IN PATIENTS UNDERGOING
TRAUMATIC HIP FRACTURE SURGERY TO IMPROVE POSTOPERATIVE
OUTCOMES
Leader(s):
BROWN, CHARLES HUGH
THE JOHNS HOPKINS UNIVERSITY
NIH K76AG057020 / (2017-2021)
PROJECT SUMMARY/ABSTRACTBackground: Surgery for hip fracture can be devastating for older adults,
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PROJECT SUMMARY/ABSTRACTBackground: Surgery for hip fracture can be devastating for older adults,
with complications includingdelirium, increased risk of dementia, and inability to walk. As an anesthesiologist
and clinician-scientist, I havefocused on reducing delirium after surgery. In this proposal, I will build the
foundation for a research careerfocused on the broader goals of reducing neurocognitive and functional
decline after surgery in older adults. Iwill specifically focus on the role of optimizing intraoperative cerebral
perfusion, because of pilot datasuggesting that reduced cerebral perfusion during surgery is a modifiable risk
factor for delirium.Career Development Plan: I am proposing specific educational goals that address gaps in
my currentknowledge. First, I will develop expertise in cerebrovascular physiology and monitoring under the
mentorshipof Dr. Koehler, an expert in cerebral blood flow regulation. Second, I will develop expertise in
neurocognitivetesting and dementia assessment under the mentorship of Dr. Kamath, a neuropsychologist, and
Dr.Gottesman, an expert in dementia adjudication in the research setting. Third, I will gain expertise in
clinicaltrials and measuring functional status through the mentorship of Drs. Sieber and Neuman (experts
inperioperative clinical trials in older adults), and Dr. Walston (a geriatrician with expertise in functional
status).Finally, I will develop as a leader through interactions with my mentors, courses, and leadership
opportunities.Research Proposal: During hip fracture surgery, extreme variations in blood pressure are
common in olderadults, who are susceptible to cerebral ischemia and vulnerable to consequences of
hypotension. However,there is no standard of care as to what constitutes adequate blood pressure during
surgery. Our group haschampioned methodology to define optimal blood pressure in individual patients by
real-time monitoring ofcerebral autoregulation. Using these methods in cardiac surgery, we have shown that
mean arterial pressure(MAP) below the limits of cerebral autoregulation is associated with postoperative
morbidity, and that anintervention to target intraoperative MAP based on this monitoring may reduce
delirium. Although promising,these results in cardiac surgery may not apply in hip fracture surgery. To
address this gap in knowledge, I willextend these methods to hip fracture surgery patients. I will characterize
(a) the extent of, and (b) risk factorsfor intraoperative MAP variation above and below the limits of cerebral
autoregulation during hip fracturesurgery (Aim 1). I will also examine associations of MAP variation with
neurocognitive and functionaloutcomes (Aim 2). Based on these results, I will design a pilot feasibility/safety
trial to determine whethertargeting MAP within the limits of autoregulation could improve
neurocognitive/functional outcomes (Aim 3).Summary: Promising results from this proposal would support a
definitive trial, which would have the potentialto fundamentally alter anesthetic strategies across a wide range
of surgical populations. The educational planin this proposal will support my career goal of improving
outcomes for older adults after surgery.
7. Project Title:

IMPROVING CANCER SCREENING IN OLDER ADULTS WITH LIMITED
LIFE EXPECTANCY
Leader(s):
SCHOENBORN, NANCY
THE JOHNS HOPKINS UNIVERSITY
NIH K76AG059984 / (2018-2022)
PROJECT SUMMARYBackground: Cancer screening can lower cancer-related mortality and morbidity but
may be associated withsignificant harms and burdens in older adults. There is often a lag-time of 10 years
before patients screenedfor breast, colorectal, or prostate cancers actually benefit. On the other hand, multiple
harms from screeningcan occur in the short-term. Older adults with limited life expectancy continue to receive
cancer screening athigh rates even though it exposes them to the harms of screening with little chance of
benefit. Clinicians are amajor driver of over-screening but why they often continue to recommend cancer
screening in older adults withlimited life expectancy is unknown. This proposal aims to improve the cancer
screening of older adults by 1)identifying the factors that facilitate or hinder clinician recommendations to stop
routine screening in olderadults with limited life expectancy, and 2) better supporting clinicians to
appropriately incorporate lifeexpectancy in their screening recommendations.Research proposal: Aim 1 will
use qualitative methods to understand the range of factors that facilitate orhinder clinicians from
recommending screening cessation in older adults with limited life expectancy. Aim 2 willtest these factors in
a national physician survey to determine and quantify their effects on physicians'screening recommendations
in older adults with limited life expectancy. Aim 3 will then develop and pilot test anovel multi-modal
intervention to target the factors that significantly contribute to over-screening. Theintervention will be
developed with input from clinicians and older adults and will use multiple, overlappingstrategies that may
include decision support, communication coaching, and clinician feedback.Career development plan: The
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include decision support, communication coaching, and clinician feedback.Career development plan: The
candidate is a geriatrician who has already demonstrated national andinstitutional leadership in research and a
strong track record of academic scholarship with numerous highimpact publications and early investigator
grants. Her long-term career goal is to be a research leader focusedon incorporating life expectancy to inform
patient-centered, individualized preventive care decisions for olderadults. She has laid out a comprehensive,
feasible career development plan that will enable her to transitioninto an independent investigator and research
leader. She proposes to learn new skills in decision support,clinical trial design, and implementation science, in
addition to continued development of leadership skills. Shehas assembled an exemplary mentoring team with
expertise in the subject area and the relevant researchmethods and works in a rich research environment with
tremendous resources to support her development.Summary: The proposal addresses an important research
gap and produces a novel intervention that mayhave major impact to improve the cancer screening of older
adults. The results from this proposal will support asubsequent large-scale clinical trial to test the intervention.
This proposal will also further foster the careerdevelopment of the candidate into a research leader focused on
individualized preventive care in older adults.
8. Project Title:

THE JOHNS HOPKINS ALZHEIMER'S DISEASE RESOURCE CENTER FOR
MINORITY AGING RESEARCH
Leader(s):
REBOK, GEORGE W.; THORPE, ROLAND J ;
THE JOHNS HOPKINS UNIVERSITY
NIH P30AG059298 / (2018-2023)
The Schools of Medicine, Nursing, and Public Health of the Johns Hopkins University areproposing a new
Alzheimer's-related Resources Center for Minority Aging Research (AD-RCMAR) in response to
RFA-AG-18-002. The aims of this application are to: (1) mentor early-stage investigators from
underrepresented backgrounds in minority aging and health disparitiesresearch, with a focus on Alzheimer's
disease and related disorders (ADRD), using a life courseperspective encompassing biological, behavioral,
and community factors contributing tocognitive impairment and dementia in older minority adults; (2)
conduct epidemiological,preventive, and intervention research that addresses ADRD in later life within a
multi-levelframework that encompasses individuals, families, social networks, and communities; and 3)engage
communities and health care providers ? especially family caregivers, primary carepractices, communities of
faith, and community organizations ? as our partners in recognizingdementia and developing interventions
with the potential to prevent cognitive decline andreduce ADRD dementia risk and disparities in minority
older adults. The Johns Hopkins AD-RCMAR consists of: (1) an Administrative Core whose function is to
provide governance and anadministrative structure, to support research, to foster interactions between Cores
and otherCenters, and to ensure RCMAR Scientists develop mentoring relationships across the
affiliateddepartments, schools, the intramural program at NIA in Baltimore, and nationally; (2) aResearch
Education Component to foster diverse junior investigators and mid-careerinvestigators transitioning into
ADRD-relevant research through support for individual pilotprojects, career mentoring, scholar-to-scholar
interactions, and role modeling; (3) a Community-Liaison and Recruitment Core to ensure the relevance of the
ADRD research and to increaseknowledge of engagement of community members in the research enterprise
with the creationof a Community Resource Institute as a venue for community-investigator interaction; and
(4) anAnalysis Core as a foundation for methodological and statistical mentoring, including educationand
mentoring in mixed-methods research. An Executive Committee includes communityrepresentatives and a
Scientific Advisory Panel consists of distinguished investigators withrelevant expertise in minority aging,
disparities, and ADRD. A pilot project program supportedby all Cores to facilitate the development of
RCMAR Scientists includes three initial pilotprojects focusing on recruitment of minority populations for
ADRD research, early diagnoses ofdementia, and intervention development related to ADRD-related driving
disparities.

9. Project Title:
Leader(s):

NEIGHBORHOODS, COGNITIVE AGING AND MODIFIABLE RISK
FACTORS
CARLSON, MICHELLE C
THE JOHNS HOPKINS UNIVERSITY
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NIH R01AG055404 / (2018-2022)
The role of modifiable risk factors (RF), like physical activity (PA), sleep quality, social engagement,
andcardiovascular (CV) risk is receiving greater attention to promote the cognitive health of an aging
populationand reduce risk of Alzheimer's disease. Each of these risk factors is known to be influenced by
environmentalsources, such as neighborhood walkability, safety, noise, and access to low-cost transportation,
retail, andhealthy food sources. However, little is known about the role of neighborhood factors as drivers of
cognitiveaging and risk for Alzheimer's disease. If neighborhood matters, adaptations in the use of
availableinfrastructures have the potential to impact thousands at a time. Those neighborhood factors that
most impactindividual RF and cognitive health to reduce Alzheimer's disease risk may further differ by race
and sex.Evaluating the role of neighborhood characteristics on cognitive health is difficult to interpret from
more widelyused cross-sectional data due to residual confounding. Therefore, investigating how residentially
stable olderadults are affected by their local stable and changing contexts and how older adults who relocate to
a newneighborhood may respond to their new context by changing health behaviors requires long-term study
duringthe last 1/3 of life years prior to the onset of Alzheimer's disease. The Cardiovascular Health Study
(CHS)represents an ideal cohort for studying interactions between individual health and neighborhood risk
factors forvarious reasons. First, participants were well characterized for key modifiable RF, above, as well as
cognition,and mobility. Second, the cohort is nationally representative, bi-racial and spans socioeconomically
diverse,urban and rural neighborhoods, allowing us to examine the relation between individual risk and
variability inneighborhood factors. Third, our proposal seeks to address the research challenges and
opportunitiesarticulated in the NIA Health Disparities Research Framework by examining interactions between
environment,biology and behavior. We hypothesize that long-term exposure to neighborhood disadvantage
may serve asa common cause of individual risk factors and neurocognitive and functional health, particularly
insocio-demographically at-risk groups. Specific aims are to characterize associations between
long-termneighborhood exposures and: 1) individual rates of decline and impairment in cognition and physical
function;2) individual risk factors (PA, sleep quality, social engagement and CV burden) for Alzheimer's
disease, whichmay mediate neighborhood differences in cognitive and functional risk, and; 3) whether
specific neighborhoodexposures account for racial and sex differences in cognitive and functional risk.
Addressing these questions inthe CHS provides an unmatched opportunity to examine the influence of a range
of neighborhood factors onlong-term trajectories of cognitive and functional aging prior to the onset of
Alzheimer's disease. This work willinform future design of multi-level approaches to target those
neighborhood factors impacting multiple RF tooptimize healthful activity, reduce health disparities, and help
adults remain active and age in place.1
10. Project Title:

AGING, COGNITION, AND HEARING EVALUATION IN ELDERS (ACHIEVE)
RANDOMIZED TRIAL
Leader(s):
LIN, FRANK R; CORESH, JOSEF ;
THE JOHNS HOPKINS UNIVERSITY
NIH R01AG055426 / (2017-2022)
Novel approaches to reduce the risk of age-related cognitive decline, Alzheimer?s disease (AD), and
otherdementias in older adults are urgently needed given the aging of the population. Epidemiologic
studiesdemonstrate that peripheral hearing loss in older adults is strongly and independently associated
withaccelerated cognitive decline and incident dementia. Hypothesized mechanistic pathways underlying
thisobserved association include the effects of poor hearing and distorted peripheral encoding of sound
oncognitive load, brain structure/function, and/or reduced social engagement. Importantly, these pathways
maybe modifiable with comprehensive hearing loss treatment consisting of the use of hearing
technologies(hearing aids, other integrated hearing assistive devices) and rehabilitative training. To date,
however, therehas never been a randomized trial that has investigated whether such therapies could reduce
cognitive declineand the risk of Alzheimer?s disease and other dementias in older adults. Over the past two
years, we havedeveloped the Aging, Cognition, and Hearing Evaluation in Elders (ACHIEVE) randomized
trial. The ACHIEVEtrial will recruit 750 70-84 year-old cognitively-normal older adults with hearing loss
who will be randomized 1:1to the hearing intervention (hearing needs assessment, fitting of hearing devices,
education/counseling) orcontrol intervention (individualized successful aging education sessions with a
health educator coveringhealthy aging topics). The trial will be powered to detect a minimum of a 0.30
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standard deviation (SD)difference in the annual rate of cognitive decline between the hearing intervention
and the successful agingintervention arms over a 3-year follow-up period. The ACHIEVE study brings
together a multidisciplinary groupof investigators and leverages the existing research infrastructure,
scientific expertise, and well-characterizedparticipant cohort of the Atherosclerosis Risk in Communities
Neurocognitive Study (ARIC-NCS). TheACHIEVE trial has the following aims: Aim 1 To determine the
effect of hearing rehabilitative interventionversus a successful aging control intervention on rates of
cognitive decline (primary outcome measure) in 70-84 year-old cognitively-normal older adults with hearing
loss. Aim 2 To determine the effect of hearingrehabilitative intervention versus a successful aging control
intervention on secondary outcome measures ofadjudicated incident dementia, physical and social
functioning, health-related quality of life, and physicalactivity. Secondary Aims: 1) To investigate whether
hearing rehabilitative intervention alters establishedtrajectories of cognitive decline in participants recruited
from ARIC-NCS. 2) To investigate the effect of hearingrehabilitative intervention on rates of cognitive
decline in persons with Alzheimer?s disease risk factors andbiomarkers. Given that nearly two-thirds of all
adults 70 years and older have a clinically-significant hearingloss, conducting the ACHIEVE study to
determine if existing hearing rehabilitative interventions can reduce therate of cognitive decline in older
adults is of substantial public health importance.
11. Project Title:

ESRD-SPECIFIC PHYSIOLOGIC RESERVE: IMPROVING GERIATRIC
TRANSPLANT PROGNOSTICATION - DIVERSITY SUPPLEMENT
Leader(s):
MCADAMS DEMARCO, MARA A.
THE JOHNS HOPKINS UNIVERSITY
NIH R01AG055781 / (2017-2022)
Older adults with end stage renal disease (ESRD) who receive kidney transplantation (KT) double their
lifeexpectancy. The new kidney allocation system, designed to better match longevity of recipients and
allografts,has been in effect for 2 years. During this time, access to KT among older adults has plummeted;
with ratesdeclining 10% for candidates aged 61-70 and 24% for those aged >70. The core problem is that the
UnitedNetwork for Organ Sharing (UNOS) decided that longevity matching for the new allocation system
would bebased on Estimated Post-Transplant Survival (EPTS), a simple model that only includes chronologic
age,diabetes, time on dialysis, and prior transplant. EPTS has poor predictive power among older recipients;
the c-statistic of EPTS for older recipients is 0.59, which is lower than the c-statistic of 0.67 for younger
recipients.We hypothesize that a measure of physiologic reserve will more accurately stratify risk among
older KTrecipients than chronologic age. Our preliminary work suggests that the Fried frailty phenotype, is
associatedwith poor post-KT outcomes. While our findings are encouraging, it is unlikely that this construct
captures allthe dimensions of physiologic reserve associated with ESRD. It is likely that some attributes of
the Fried frailtyphenotype are not even relevant for this population. We believe an ESRD-specific measure
of physiologicreserve, beyond frailty and/or other conventional measures, would greatly improve risk
stratification.UNOS and the transplant community might be reluctant to add a new variable to the
purposefully parsimoniousEPTS score, which was debated for 15 years. Our novel approach, supported by
the upcoming UNOSpresident, is to replace chronologic age with physiologic age in the model. The
overarching goal of ourresearch will be to develop a physiologic age calculator and test whether replacing
chronologic age withphysiologic age improves prognostication for older adults with ESRD.To achieve these
goals, we will leverage existing data and collect new data within an ongoing longitudinalcohort study of
5,500 ESRD patients. We will abstract new data on components of physiologic reserve from theparent study
and enroll an additional 2,342 new ESRD patients in an ancillary study which will directly measurethe
physiologic reserve components that cannot be abstracted. We will test the following aims: 1) To elicit
andevaluate novel constructs that might quantify physiologic reserve in older ESRD patients; 2) To create a
valid,reliable, and generalizable measure of physiologic reserve for ESRD patients; 3) To test if
replacingchronologic age with physiologic age improves prognostication in older recipients.This work would
improve prognostication for older adults with ESRD, which would benefit patient selection,informed
consent, and case-mix adjusted transplant center report cards. Our novel approach to replacingchronologic
age with physiologic age has the support of UNOS leadership and could have an immediateimpact on organ
allocation and prioritization, possibly improving access for older KT candidates.
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12. Project Title:

DOES VESTIBULAR LOSS PREDICT FALLS IN PATIENTS WITH
ALZHEIMER'S DISEASE?
Leader(s):
AGRAWAL, YURI
THE JOHNS HOPKINS UNIVERSITY
NIH R01AG057667 / (2018-2023)
Project summaryThis project investigates whether vestibular loss predicts falls in patients with Alzheimer?s
disease (AD).The proposed research is an observational study of 150 patients with AD to evaluate the
associationbetween baseline vestibular function and 2-year incidence of falls. We will also explore whether
vestibularfunction is associated with balance and gait function, as well as spatial cognitive function, as
potentialmechanisms by which vestibular function contributes to fall risk. Specifically, Aim 1 is to
determinewhether vestibular loss predicts falls in patients with mild-moderate AD. We hypothesize that
poorervestibular function at baseline predicts a higher 2-year incidence of falls. Additionally, we hypothesize
thatthe attributable risk of falls associated with vestibular loss will be substantial enough (>~10%) to
warrantfurther investigation of vestibular therapy as a clinically significant modifier of fall risk. Aim 2 is to
evaluatewhether vestibular loss in AD predicts impaired static and dynamic balance, measured using the
BergBalance Scale (BBS) and the Timed-Up-and-Go (TUG) test. We hypothesize that greater reduction
investibular function over the 2-year follow-up period predicts greater decline in BBS and TUG
performance.Aim 3 is to evaluate whether vestibular loss in AD predicts impaired spatial cognitive skills. We
willadminister cognitive tests of spatial cognition (including the Money Road Map test, the Card
Rotationstest, the Visual Form Discrimination test and the Clock Drawing test), and we will also query
participantsand caregivers about difficulty with driving, losing objects, getting lost and wandering behaviors
asfunctional manifestations of impaired spatial cognition in AD patients. We hypothesize that
greaterreduction in vestibular function over the 2-year follow-up period predicts greater decline in spatial
cognitivetest scores, and a higher incidence of functional spatial cognitive impairment. Moreover, we
hypothesizethat impaired balance measures (from Aim 2) and impaired spatial cognitive skills will both be
independentmediators of the association between vestibular loss and incident falls. To accomplish these aims,
we willleverage well-established resources at Johns Hopkins including the Johns Hopkins Alzheimer?s
DiseaseResearch Center and the Memory and Alzheimer?s Treatment Center. Falls are a major source
ofmorbidity in AD and current interventions are not uniformly effective. If our observational
studiesdemonstrate that vestibular loss is associated with poorer balance and spatial cognition and incident
falls,these results will inform the design of interventional trials to prevent falls in AD patients.

13. Project Title:

FRAILTY, HIV INFECTION, INJECTION DRUG USE AND THE
INFLAMMATORY-MICROBIOME
Leader(s):
PIGGOTT, DAMANI
THE JOHNS HOPKINS UNIVERSITY
NIH R01AG060825 / (2018-2023)
PROJECT SUMMARY/ABSTRACTWith effective antiretroviral therapy (ART), life expectancy for
HIV-infected persons has markedly improved, yetmarked deficits in survival remain for HIV-infected persons
with a history of injecting drugs (PWID). Disparitiesamong PWID have been attributed in part to a shifting
spectrum of disease to aging-associated conditionsdriven by persistent inflammation even with ART. Frailty
is an important aging-related state of vulnerability tostress, with an increased burden in HIV infection,
strongly associated with heightened inflammation, andpredictive of premature mortality and aging-related
morbidity among PWID. Injecting drugs itself can increasethe severity of inflammation in HIV. The human
gut microbial ecosystem (gut microbiome) critically regulatesinflammation and immunity. Alterations in the
gut microbiome (gut dysbiosis) together with associateddisruptions of gut structure and immune integrity
constitute an inflammatory-microbiome signature (gutdysbiosis, increased gut permeability, translocation of
microbial products, immune activation, heightenedinflammation) linked to adverse aging-associated
inflammatory conditions and disease. Proposed is asystematic investigation of the role of HIV infection and
injection drug use (IDU) in defining the inflammatory-microbiome signature and determination of the
relationship of this signature to frailty. Through assessments ofthe fecal and mucosal microbiome in the
AIDS Linked to the IntraVenous Experience (ALIVE) cohort of HIV-infected and epidemiologically
comparable HIV-uninfected PWID, we will determine how HIV infection andactive IDU alter microbiome
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comparable HIV-uninfected PWID, we will determine how HIV infection andactive IDU alter microbiome
composition and function and the relationship of these changes to inflammationand frailty progression over
time. Using a germ free murine model, we will further define the frail humanmicrobial communities and
gene products that precipitate inflammation. These studies will facilitate elucidationof gut microbial
determinants of frailty among HIV-infected PWID and could significantly inform microbiotamodulation
strategies to reduce frailty-associated inflammation beyond ART. Understanding the role of the
gutmicrobiome in relation to HIV, injection drug use, and frailty remains a critical next step to reducing the
markeddisparities in clinical outcomes among HIV-infected PWID.
14. Project Title:

CONTRIBUTION OF SENSORIMOTOR FUNCTION TO RISK AND
PATHOGENIC MECHANISMS OF ALZHEIMER'S DISEASE AND RELATED
DEMENTIAS
Leader(s):
SCHRACK, JENNIFER ANN; AGRAWAL, YURI ; LIN, FRANK R ;
THE JOHNS HOPKINS UNIVERSITY
NIH R01AG061786 / (2019-2023)
PROJECT SUMMARYAlzheimer's disease (AD) is the most common cause of dementia. Underlying
pathological and physiologicalchanges related to the onset and progression of AD are believed to emerge
several years prior to clinicalmanifestations. Sensory impairments, gait abnormalities, and motor slowing
may precede the diagnosis of ADby a decade or more, presenting the exciting possibility that changes in
sensorimotor functioning may act asearly noninvasive biomarkers for AD. Previous work by our group has
identified links between cognitiveperformance and sensory impairment and gait speed and variability,
making them potential preclinical markersof early AD pathology. We propose to use up to 10 years of
existing longitudinal data, and ongoing/new datacollection in approximately 1,000 older adults in the
Baltimore Longitudinal Study of Aging (BLSA), to examinethe roles of sensory function, gait speed and
variability, and free-living measures of daily physical activity (PA)as precursors to cognitive impairment.
We will also determine the link between sensorimotor measures andbiomarkers of AD pathology, including
A? deposition using [11C]-Pittsburgh compound B positron emissiontomography, brain atrophy using
structural magnetic resonance imaging (MRI), Tau and pTau from cerebrospinalfluid, and cognitive
performance. We will further utilize the rich data resources of the BLSA to develop aparsimonius prediction
model for risk of progression to MCI/AD, and validate its performance in theAtherosclerosis Risk in
Communities (ARIC) study. A better understanding of the associations amongsensorimotor changes,
subclinical AD pathology, and cognitive performance may elucidate a high-risk phenotypethat is associated
with increased risk of poor cognitive outcomes over time and increase our understanding ofthe complex
associations among declines in sensory, physical, and cognitive functioning with age. To this end,future
intervention studies of AD prevention might screen for sensorimotor impairments as a high-risk
phenotypereflective of increased risk for developing AD, which could serve as surrogate outcomes in clinical
trials.Moreover, sensorimotor impairments may present feasible and modifiable targets for AD prevention
byidentifying critical threshold(s) for implementation of assistive and rehabilitative technologies such as
hearingaids, corrective lenses, surgical or pharmacologic procedures to correct hearing and/or vision
impairment (e.g.,cataract surgery, cochlear implants), and physical therapy/timing and coordination of
movement training tocorrect gait abnormalities.

15. Project Title:

MITOCHONDRIAL ENERGETICS, EXERCISE INTOLERANCE AND
FATIGABILITY IN OLDER PEOPLE WITH HIV
Leader(s):
WEISS, ROBERT G
THE JOHNS HOPKINS UNIVERSITY
NIH R01AG063661 / (2019-2024)
People living with HIV infection (PLWH) are living longer but with advancing age experienceaccelerated
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People living with HIV infection (PLWH) are living longer but with advancing age experienceaccelerated
functional decline (decreased strength, slowed gait, reduced exercise tolerance) and increasedfrailty, as
compared to non-infected individuals. The syndromes of functional decline and frailty are associatedwith
impaired quality of life, increased vulnerability to superimposed stresses, and the likelihood of
prematuremorbidity and mortality. The mechanisms underlying this accelerated dysfunction and disability,
however, arepoorly understood. The proposed project examines the contribution of altered skeletal muscle
(SM)mitochondrial function and high energy phosphate metabolism to the related, but distinct syndromes of
fatigue,exercise intolerance, and frailty often present in older PLWH. Considerable pre-clinical data and our
pilotclinical studies using a 31P magnetic resonance spectroscopy (MRS) fatigability test during and
following lower-extremity exercise suggest an ?energetic myopathy? as a possible basis for the fatigue and
decreasedperformance in older PLWH individuals. However the extent, underlying responsible factors, and
functionalsignificance of altered SM mitochondrial bioenergetics in this population have not been
characterized. Inaddition, two potential mechanisms responsible for altered SM high energy phosphate
metabolism in otherpopulations, increased inflammation and SM lipid accumulation, have not been
examined and related tomuscle energetics in PLWH and so these too will be examined. The central
hypothesis is that impaired SMmitochondrial energy metabolism, initiated by aging and accelerated in the
setting of contemporary HIV, is acentral contributor to the geriatric syndromes of fatigue, exercise
intolerance, and frailty in older PLWH. Wepropose to use state-of-the art 31P MRS exercise testing, detailed
muscle and whole body compositionmeasures, functional assessments during observed and free-living
conditions, and biomarkers of inflammationand immune activation in 200 older (age>=60) women and men
derived from four local NIH-sponsored cohortsto address these questions. The specific aims are 1) to define
the scope of SM metabolic changes in olderwomen and men living with HIV, 2) to probe whether
inflammation, skeletal fat and other underlying factors arerelated to the energetic abnormalities in older
PLWH and 3) to determine the functional significance of SMenergetic changes in older PLWH by examining
the relationships between the energetic changes and exercisetolerance and other functional assessments as
well as the frailty phenotype. Fatigue, exercise intolerance, andfrailty are common in older PLWH and the
underlying mechanisms remain poorly understood These novel,timely studies will provide new insights and
guide future intervention strategies designed to attenuate orreverse mitochondrial and bioenergetic decline
and thereby reduce the personal and societal toll of thesegeriatric conditions in older women and men living
with HIV.
16. Project Title:

HEMODIALYSIS-BASED INTERVENTIONS TO PRESERVE COGNITIVE
FUNCTION
Leader(s):
MCADAMS DEMARCO, MARA A.
THE JOHNS HOPKINS UNIVERSITY
NIH R01DK114074 / (2018-2022)
ABSTRACTOver 640,000 US adults suffer from ESRD, >95% of whom receive hemodialysis (HD) for the
rest of their life oruntil transplantation. Kidney disease and HD significantly impact cognitive function,
especially higher-orderexecutive function. Only 13% of HD patients have normal cognition; HD patients
experience executive functionimpairment at a rate 3-fold higher than the general population, leading to
hospitalization, disability, and death.Studies of older adults suggest that the only effective interventions for
preserving executive function arecognitive training (CT) and/or exercise training (ET). These modalities
have not been tested for executivefunction preservation in HD patients; even younger HD patients suffer
substantial executive functionimpairment and could benefit from these interventions. HD frequency (3
sessions a week) and duration (4-6hours/session) makes HD patients a ?captive audience? for intradialytic
CT and/or ET to mitigate executivefunction decline. In preliminary studies, HD patients reported spending
most of their time watching TV;intradialytic CT and/or ET could replace these passive activities. In
preliminary studies, 87% of nephrologyproviders believed that their patients would be interested in
intradialytic CT and 83% believed that theirpatients would be interested in intradialytic ET. Among HD
patients, 67% wanted to improve their cognitionthrough CT and 71% wanted to improve their strength and
cognition through ET while undergoing HD.To test the feasibility of intradialytic interventions, we
conducted a pilot RCT of 20 HD patients, comparingstandard of care to CT or ET; even in this pilot, we
found that intradialytic CT and ET preserved executivefunction. As expected, executive function in patients
receiving standard of care declined substantially by 3months (difference=47.4 seconds, P=0.006); however,
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receiving standard of care declined substantially by 3months (difference=47.4 seconds, P=0.006); however,
this decline was not seen among those receiving CT orET. Compared with standard of care, the difference in
mean change was -46.72 seconds (95% CI: -91.12, -2.31; P=0.04) for CT and -56.21 seconds (95% CI:
-105.86, -6.56; P=0.03) for ET. In just 3 months, CT and ETpreserved executive function compared to a
striking decline with standard of care.To properly test the impact of intradialytic CT and/or ET, on the
executive function decline associated with HD,we propose the following aims: 1) To conduct an RCT to
evaluate executive function decline in the setting ofintradialytic CT and/or ET, 2) To quantify the effects of
intradialytic CT and/or ET on ESRD-specific clinicaloutcomes, 3) To quantify the effects of intradialytic CT
and/or ET, on patient-centered outcomes.Through this RCT, we will learn the impact of two potential
non-pharmacological interventions, cognitive andexercise training, in preserving executive function during
HD. If successful, this will improve HD outcomes of>640,000 adults with ESRD. For the first time, we will
have validated, beneficial activities replace the typicalpassive activities of HD patients. Our findings will be
implementable in dialysis centers across the country tohelp reduce the decline in executive function.
17. Project Title:

DEVELOPING PERSONALIZED IMMUNOSUPPRESSION FOR OLDER
KIDNEY TRANSPLANT RECIPIENTS
Leader(s):
MCADAMS DEMARCO, MARA A.
THE JOHNS HOPKINS UNIVERSITY
NIH R01DK120518 / (2018-2022)
ABSTRACT>400,000 older adults (age =55) suffer from end-stage renal disease (ESRD). There has been a
5-foldincrease in the number of kidney transplants (KT) in this age group. Older recipients are a distinct
group due toimpaired homeostasis, higher comorbidity burden, and immune system attenuation. These
physiologic factorsinfluence older KT recipients? response to immunosuppression (IS) medications, a
lifelong treatment.The balance between short-term benefits and long-term adverse outcomes of IS can be
challenging in olderKT recipients. Excellent short-term outcomes (1-year allograft survival>95% and acute
rejection [AR]78,800 older KT recipients KT recipients (2005-2019): (1) national data from the Scientific
Registry ofTransplant Recipients (SRTR); (2) Medicare claims to identify post-KT outcomes and costs; (3)
pharmacyclaims to identify not only IS agents used but also novel lab data of metabolized IS levels (for
14,000 olderrecipients). Using this integrated data, we will: 1) compare the effects of IS regimens on
efficacy, morbidity,and mortality for older KT recipients; 2) develop Markov models and calculate
cost-effectiveness for ISregimens for older KT recipients; and 3) generate individualized reports of predicted
efficacy, morbidity, andmortality along with IS regimen cost for practitioners to use for the clinical
counseling of older KT recipients.Our goal is to provide evidence and communication tools to help move the
field of transplantation away fromcenter-based protocols for IS to personalized IS for older KT recipients.
The ability to predict trade-offs in ARand graft survival against long-term adverse outcomes for specific IS
regimens in older KT recipients will allowpatients and physicians to customize IS choices in a cost-effective
and more informed manner.!

18. Project Title:

MITOCHONDRIAL DNA COPY NUMBER AND GENETIC VARIATION IN
CORONARY HEART DISEASE
Leader(s):
ARKING, DAN E
THE JOHNS HOPKINS UNIVERSITY
NIH R01HL131573 / (2016-2021)
DESCRIPTION (provided by applicant): Coronary heart disease (CHD) continues to be a leading cause of
mortality and morbidity worldwide. Age-related decline in mitochondrial function is a novel mechanism that
may underlie multiple biological changes that increase the risk of atherosclerosis and CHD in the general
population. We determined mtDNA copy number (mtDNA-CN) in whole blood, one of the primary relevant
biological tissues for atherosclerosis, in 16,401 participants from 2 prospective community-based cohorts, the
Atherosclerosis Risk in Communities (ARIC) study and the Cardiovascular Health Study (CHS). mtDNA-CN
was significantly associated with age and was a robust predictor of overall mortality. The age-, sex-, and
collection site-adjusted hazard ratio comparing mortality in the lowest to the highest quintiles of mtDNA-CN
was 1.47 (P=4.24x10-14). Furthermore, lower mtDNA-CN at baseline was associated with an increased
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incidence of CHD (hazard ratio for a 1-SD decrease in mtDNA-CN 1.21, P=3.89x10-19) independent of
traditional CHD risk factors. To establish the role of mtDNA-CN in CHD, we first propose to validate our
findings in two additional longitudinal cohorts, the Multiethnic Study of Atherosclerosis (MESA) and the
Rotterdam Study (RS), and together with ARIC and CHS, combine the rich clinical and genetic data
available from these cohorts to comprehensively evaluate the role of mtDNA-CN in CHD, including
determining whether mtDNA-CN is associated with subclinical atherosclerosis or with the development of
traditional CHD risk factors. Second, we will use DNA from the baseline and 2 follow-up visits in ARIC to
assess how longitudinal changes in mtDNA-CN influence future CHD risk. Third, we will conduct a GWAS,
using both common and rare variants, to identify genetic determinants of mtDNA-CN in ~90,000 participants
from ARIC, CHS, MESA, RS and additional CHARGE cohorts. Associated genetic variants will be used to
determine whether decreased mtDNA-CN is causative for CHD using Mendelian randomization. Finally, we
will functionally identify, characterize, and determine the downstream consequences of GWAS-identified
genes that alter mtDNA-CN through a combination of mitochondrial functional assays, RNAseq, and
computational network/pathway analysis. Computational analysis will identify shared patterns of
dysregulation, interactions between regulatory genes, and pathways responsible for specific physiological
changes. Given the preliminary data suggesting widespread phenotypic variation associated with altered
mtDNA-CN, understanding the regulatory network associated with mtDNA-CN will be critical to elucidating
the mechanisms that both regulate mtDNA-CN and/or drive the downstream phenotypic consequences. This
proposal brings together unique expertise in GWAS, cardiovascular health, and mitochondrial function, and
capitalizes on 4 well-established cohorts with ~5,800 cases of prevalent and incident CHD in over 20 years of
follow-up, to elucidate the causal role of mtDNA-CN in CHD. More importantly, mtDNA-CN represents a
potential novel etiology of CHD not captured by any established or proposed CHD risk factors.
19. Project Title:

MEASUREMENT OF COGNITIVE FUNCTION IN OLDER ADULTS WITH
SENSORY LOSS
Leader(s):
SWENOR, BONNIELIN; DEAL, JENNIFER ANNE ;
THE JOHNS HOPKINS UNIVERSITY
NIH R21AG060243 / (2019-2021)
ABSTRACTThe goal of the proposed project is to determine if estimates of cognitive impairment and
Alzheimer?s diseaseand related dementias (ADRD) are biased among older adults with hearing or vision
impairment. The impact ofthis this potential bias could be significant, as over 55% of Americans 60 years
and older have either hearingor vision impairment. The specific aims of this research are to: (1) Identify and
adjust for potential bias inestimates of cognitive function due to hearing or vision impairment, and (2)
Quantify the across-study variationin methods used to collect and analyze cognitive data in older adults with
hearing or vision loss. For aim 1,data from the Baltimore Longitudinal Study on Aging (BLSA) and the
Atherosclerosis Risk in CommunitiesStudy (ARIC) will be used, as both studies used standard measures of
hearing, vision, and cognition. Analyseswill use cross-sectional data and an item response theory (IRT)
modeling approach to: (1) disentangle the trueeffect of sensory impairment on cognitive function from the
potential bias that sensory impairment may have oncognitive test performance; and (2) if present, correct for
this potential bias and re-estimate cognitiveimpairment and ADRD prevalence. This aim will test the
hypothesis that, after accounting for the level ofcognitive ability (indexed using historical, longitudinal
cognitive test data assessed in the BLSA and ARIC inyears prior to the development of sensory impairment),
older adults with hearing impairment systematicallyperform worse on cognitive tests that rely on hearing
stimuli, and that older adults with vision impairmentsystematically perform worse on cognitive tests that rely
or vision stimuli, compared to participants withoutthese impairments. Aim 2 includes three steps: (1)
Systematically identifying longitudinal cohort studies ofolder adults that collect cognitive testing data; (2)
Administering a survey collecting information on studyprotocols and perform protocol abstraction to assess
how cognitive function is measured and analyzed in olderadults with sensory loss; and (3) Comparing the
data abstracted from these protocols to assess the variationacross studies in: (a) the assessment of hearing or
vision, (b) exclusions from cognitive testing and analysesbased on sensory impairment, (c) accommodations
for sensory loss made during cognitive testing, and (d)adjustment for sensory loss in the analysis of cognitive
data. We hypothesize that fewer than 50% of cohortstudies surveyed use protocols for collecting and
analyzing cognitive data in older adults with hearing or visionloss. The overall results of this project have
crosscutting impact, as correct estimates of the prevalence andincidence of ADRD are paramount for public
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crosscutting impact, as correct estimates of the prevalence andincidence of ADRD are paramount for public
health planning, and etiologic research aimed at identifyingapproaches to reduce ADRD risk. This work will
support: (1) a U13 to develop standard protocols/tools forcollecting and analyzing cognitive data in older
adults with sensory impairment, and (2) an R01 to implementmethodological approaches to ?adjust?
estimates of cognitive function for sensory impairment using longitudinaldata, and a large scale effort to
re-calculate these estimates.
20. Project Title: A RANDOMIZED, BLINDED, PLACEBO-CONTROLLED CLINICAL TRIAL TO
EVALUATE LONGEVERON MESENCHYMAL STEM CELL (LMSC) THERAPY
FOR TREATING THE METABOLIC SYNDROME
Leader(s):
HARE, JOSHUA M; LENG, SEAN XIAO ; OLIVA, ANTHONY ANDREW ;
LONGEVERON LLC
NIH R42AG054322 / (2017-2021)
The metabolic syndrome (MetS) is a cluster of factors that increases the risks for cardiovascular disease, type
2diabetes mellitus, and mortality, and currently affects > 40% of US adults. MetS is associated with
endothelialdysfunction, decreased circulating endothelial progenitor cells (EPCs), and a pro-inflammatory
state. We havemade the exciting discovery that therapy with allogeneic mesenchymal stem cells (MSCs)
restores endothelialdysfunction and circulating EPCs towards normal the levels, and reduces markers of
inflammation. Endothelialfunction represents a key driver of cardiovascular morbidity and mortality in MetS,
and as such, restoringendothelial function could lead to clinical benefits in this patient population. We will
conduct a clinical trial usingLongeveron-produced allogeneic mesenchymal stem cells (LMSCs) delivered to
subjects with MetS. In PhaseI of this study, we will perform a dose-escalation Safety Run-In to first establish
safety of LMSC therapy insubjects with MetS. After a safety review and approval from an independent data
safety monitoring board(DMSB), Phase II of this Fast-Track Study will commence. This will entail a
Randomized, Double-Blinded,Placebo-Controlled Phase on 40 subjects with MetS. The following specific
aims will be examined. Specific Aim #1: To test the hypothesis that LMSCs are safe to
intravenously-administer to subjects with MetS. We will examine for incidence of treatment-emergent
serious adverse events (TE-SAEs); blood chemistry, hematology, coagulation, and urinalysis; and
alloimmune reaction and T and B cell subsets to examine levels of immune activation. Specific Aim #2: To
test the hypothesis that intravenously-administered LMSCs will improve endothelial dysfunction and
increase circulating EPCs in subjects with MetS. We will examine endothelial dysfunction using
flow-mediated vasodilation (FMD), and circulating EPCs by colony assays and flow cytometry. Specific
Aim #3: To test the hypothesis that intravenously-administered LMSCs will improve systemic markers of
inflammation in subjects with MetS. We will use ELISA to examine panels of inflammatory markers.
Specific Aim #4: To test the hypothesis that intravenously-administered LMSCs will lead to clinical
improvement in subjects with MetS. We will examine for changes in glucose control (hemoglobin A1c,
fasting glucose, fasting insulin, HOMA), lipid profile (HDL, LDL, triglycerides, cholesterol), blood pressure
and cardiac function, physical performance, and subject quality of life.We anticipate that the results of this
study will lead to a much needed therapeutic for subjects with MetS.Longeveron is positioned to rapidly
advance this program to a pivotal phase III trial if the results prove positive,and to bring this technology to
market.
21. Project Title:

TRANSITIONS TO FAMILY CAREGIVING AND ITS IMPACT ON HEALTH
INDICATORS
Leader(s):
ROTH, DAVID L
THE JOHNS HOPKINS UNIVERSITY
NIH RF1AG050609 / (2016-2021)
DESCRIPTION (provided by applicant): The growth of the older adult population, increased prevalence of
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DESCRIPTION (provided by applicant): The growth of the older adult population, increased prevalence of
many disabling conditions, and high costs of institutional care are placing heavy demands on family members
to provide informal caregiving services to adults with disabilities. Many previous studies have characterized
caregiving as a chronic stress experience associated with poorer health and biomarker indicators of
inflammation and compromised immunity. However, the vast majority of existing studies have been based
on convenience samples and cross-sectional comparisons, and relatively few studies of caregiving have used
population-based samples or prospectively examined transitions into the caregiving role within individual
participants. The proposed study will identify individuals who have transitioned from a non-caregiving role
into a family caregiving relationship while participating in a large, prospective, epidemiological study. The
REasons for Geographic And Racial Differences in Stroke (REGARDS) project is an ongoing
epidemiological study with over 17,800 active middle-aged and older participants as of May 31, 2015. Pilot
data suggest that over 1,200 of these participants have transitioned from a non-caregiving role at REGARDS
baseline (8-12 years ago) into an informal family caregiving role at the present time. Serum samples were
collected and stored from an initial REGARDS in-home assessment, and follow-up serum samples are now
being collected as part of a 2nd REGARDS in-home assessment. We propose to identify and enroll 300
participants from REGARDS who have transitioned into a family caregiving role between these two
REGARDS in-home assessments and who continue to be caregivers at the 2nd in- home assessment. We will
compare these caregivers to 300 individually-matched non-caregivers. A multi- step matching and
covariate-adjustment procedure will be used to control for many potential confounding variables including
demographics, socioeconomic status, prior health status, and family relationship factors. Changes over a
10-year period on a set of inflammatory biomarkers (e.g., CRP, IL-6, d-dimer, TNF-R1), health biomarkers
(e.g., lipids, HgA1c), and self-reported health outcome measures (e.g., health-related quality of life,
depressive symptoms, health behaviors) will be compared between incident caregivers and matched noncaregivers. Important subgroup comparisons will include a focus on the 30% of caregivers who are expected
to be caring for a family member with Alzheimer's disease or another form of dementia. The proposed
Caregiving Transitions Project will be the first population-based study ever conducted on the impact of
transitioning into a caregiving role on serum-based biomarkers and other important health-related outcomes.
Critical new knowledge will be provided for better understanding the health impact of informal caregiving,
which will be an even more critical healthcare resource in the coming years.
22. Project Title:

REPRODUCTIVE RISK FACTORS FOR ALZHEIMER'S DISEASE DEMENTIA
AND PATHOLOGY
Leader(s):
MIELKE, MICHELLE M
MAYO CLINIC
NIH RF1AG055151 / (2017-2022)
PROJECT SUMMARY/ABSTRACTRecent estimates suggest that almost two-thirds of the individuals
diagnosed with Alzheimer?s disease [AD]are women. The National Institutes of Health and the Alzheimer?s
Association have highlighted the critical needto understand sex differences in the risk factors and clinical
progression of AD. Reproductive and hormonalfactors may be particularly important for women.
Hypertensive pregnancy disorders [HPD] have beenassociated with subjective cognitive complaints or white
matter lesions five to ten years after the HPD, but thelong-term effects of HPD on brain structure and
cognitive function are unknown. Population-based studies areneeded to assess the contribution of HPD and
subtype (i.e., preeclampsia) to the risk of cognitive decline, AD,and neuroimaging measures of amyloid-beta
[A?], neurodegeneration, and cerebrovascular pathologies.Further, observational studies and clinical trials
have examined the effects of early menopause (natural orsurgically-induced) and hormonal therapy [HT] on
the risk of AD and other dementias. However, it is notcurrently known whether the effects of early
menopause, HT use, and their interactions with APOE genotype,are associated with specific type(s) of brain
pathology (i.e., A?, neurodegeneration, cerebrovascular) becausemulti-modal imaging studies have not been
conducted. The overall aims of this proposal are to elucidate theimpact of two hormonally-related
sex-specific factors for women, pregnancy (e.g., number of pregnancies,HPD) and menopause
(surgically-induced or natural), on the risk of cognitive decline, AD, and neuroimagingmeasures of A?,
neurodegeneration, and cerebrovascular pathologies. Because the literature and ourpreliminary data suggest
that risk scores for cardiovascular disease and dementia are less predictive in womencompared to men, we
also propose to incorporate these sex-specific factors to develop a more predictive riskscore of mild cognitive
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also propose to incorporate these sex-specific factors to develop a more predictive riskscore of mild cognitive
impairment and AD for women. To accomplish our goals, we will utilize two existinginfrastructures at the
Mayo Clinic: the Mayo Clinic Study of Aging (MCSA; U01 AG006786) and the RochesterEpidemiology
Project medical records-linkage system (REP; R01 AG034676). Using the REP, we will newlyabstract
information on pregnancy and menopause for 2,370 women enrolled in the MCSA. Because fewstudies
assessing pregnancy and menopause have also adjusted for putative confounding variables, we willalso
abstract this data using the REP to determine whether these sex-specific conditions are independentpredictors
of cognitive decline, AD, and neuroimaging measures of specific brain pathologies. Successfulcompletion of
these aims will be a key step towards understanding whether these sex-specific factors areassociated with the
risk of AD in women, to understanding whether these factors are related to a specific typeof brain pathology
(i.e., A?, neurodegeneration, cerebrovascular), and to developing a better risk score forpredicting cognitive
impairment, dementia, and specific brain changes in women.
23. Project Title:

VITAMIN D SUPPLEMENTS TO PREVENT FALLS IN OLDER ADULTS: A
DOSE-RESPONSE TRIAL
Leader(s):
APPEL, LAWRENCE JOHN
THE JOHNS HOPKINS UNIVERSITY
NIH U01AG047837 / (2014-2020)
DESCRIPTION (provided by applicant): The public health burden of falls in older persons is substantial.
Several lines of evidence suggest that vitamin D supplements might substantially reduce the risk of falls,
potentially by > 25% in persons with low serum 25-hydroxyvitamin D [25(OH)D] levels. However, trial
evidence is insufficient to guide policy. The proposed study is a seamless, two stage, Bayesian
response-adaptive randomized trial for dose-ranging and efficacy confirmation. The trial is designed to
identify the best overall dose of vitamin D supplementation and confirm the level of efficacy of that dose for
fall prevention. Participants wil be community-dwelling adults, aged 70+ (~40% black, ~60% women), with
a baseline serum 25(OH)D level of 10-29 ng/ml, who report at least one fall in the prior year. After an initial
pilt phase to evaluate recruitment strategies and finalize data collection procedures, participants willbe
randomly assigned to 1 of 4 vitamin D3 (cholecalciferol) test doses: 200IU, 1000IU, 2000IU and 4000IU/d.
Participants will take their assigned pills for 2 years with extended follow-up off therapy for 1 more year.
Stage 1 of this design will select the best dose of vitamin D for prevention of falls over a 6m follow-up
period. Participants in the control (200IU) and best dose group will continue seamlessly into Stage 2 with
additional recruitment and continued follow-up of all participants. The principal outcome (Stage 2) is time to
first fall (or death) over 2 years f therapy. Secondary outcomes are fall rates, patterns of falling, gait speed,
balance, muscle strength, frailty, SPPB score, and, in a sample of participants, 400m walk time and
accelerometry. Falls will be ascertained from fall calendars completed daily by participants. Follow-up visits
will occur at 3, 12, 24 and 36m. Subgroups with potential for differential benefitfrom vitamin D
supplementation are pre- specified as: a) race (blacks vs others), b) baseline vitamin D levels (10-19 vs
20-29ng/ml), and c) frailty status (frail, pre-frail, not frail). Our prven capacity to recruit a diverse
population, including large numbers of blacks, allows us to test the effects of vitamin D supplementation in
key subgroups. Strengths of the study include a team of interdisciplinary investigators who have vast
experience and an exceptional track record in the design, conduct, analysis and dissemination of clinical
trials, many of which have guided policy. The investigative team includes individuals with expertise in
vitamin D metabolism, endocrinology, geriatrics, assessment of physical function and falls, biostatistics,
epidemiology, central laboratory procedures, adaptive designs, community engagement, and recruitment.
Building on our record in previous community-based trials, we expect that trial results will be timely,
rigorous, and directly relevant to public health guidelines and will immediately influence fall prevention
policies related to vitamin D supplementation in older persons.

24. Project Title:
Leader(s):

ENERGY RESERVES, PHYSICAL ACTIVITY, AND ALZHEIMER'S DISEASE
IN THE BALTIMORE LONGITUDINAL STUDY OF AGING
SCHRACK, JENNIFER ANN
THE JOHNS HOPKINS UNIVERSITY
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NIH U01AG057545 / (2017-2022)
PROJECT SUMMARYAlzheimer?s disease (AD) is the most common cause of dementia. Underlying
pathological and physiologicalchanges related to the onset and progression of AD are believed to emerge
several years prior to clinicalmanifestations. Gait abnormalities and motor slowing typically precede the
diagnosis of AD by a decade ormore, presenting the exciting possibility that changes in gait may act as early
noninvasive biomarkers for AD.Previous work by our group has identified key markers of impending and/or
accelerated gait speed declinebased on physiological measures of the energy cost of slow walking, peak
energy capacity, and quantities andpatterns of objectively measured free-living physical activity (PA),
making them potential preclinical markers ofearly AD pathology. We propose to use 8 years of existing
longitudinal data, and ongoing/new data collectionin nearly 1,000 older adults in the Baltimore Longitudinal
Study of Aging (BLSA), to examine the roles ofaltered energy reserves, and reduced and fragmented daily
PA as precursors to clinical markers of Alzheimer?sdisease and neuronal injury, which include A?
deposition using [11C]-Pittsburgh compound B positron emissiontomography, brain atrophy using structural
magnetic resonance imaging (MRI), and cognitive performance. Wewill also explore potential vascular
mechanisms linking energy reserves and PA to these outcomes, includingcerebral blood flow, ankle brachial
index, and pulse wave velocity, as well as the role of mediating or modifyingfactors such as inflammation
and the apolipoprotein E genotype. The BLSA is a continuously enrolled cohortstudy of aging that already
contains repeated measures of cognition and adjudication of cognitive status, inwhich a subset completes
repeated MRI and PiB PET scans. Importantly, our preliminary cross-sectional datafrom the BLSA indicate
strong associations among energy reserves, cognitive performance, b-amyloid burden,and diurnal patterns of
daily PA. We propose to investigate the longitudinal associations among thesevariables to identify
physiological thresholds of poor energy reserve and reduced and fragmented patterns ofdiurnal PA as early
precursors to the onset and progression of AD pathology. A better understanding of theassociation between
energy reserves/PA, subclinical AD pathology, and cognitive performance may elucidatea physiological
threshold of diminished energy reserve that is associated with increased risk of poor cognitiveoutcomes over
time, and increase our understanding of the complex association between declines in physicaland cognitive
functioning with age. Moreover, uncovering patterns of daily free-living PA most commonlyassociated with
this threshold will help define a phenotype of reduced and/or fragmented PA that signifiesimpending
emergence and progression of AD. Given the proliferation of wearable devices to monitor PA in
theconsumer and research markets, identifying changes in PA consistent with the development of AD
pathologycould provide evidence for future wide-scale screening for early detection of persons at high risk of AD.
25. Project Title:

VALIDATION OF NUCLEAR MORPHOLOGY AS A BIOMARKER OF AGING
AND AGING-RELATED PHENOTYPES
Leader(s):
WIRTZ, DENIS
THE JOHNS HOPKINS UNIVERSITY
NIH U01AG060903 / (2018-2023)
AbstractAlterations in the nuclear protein lamin and associated structures in the nucleus have beenidentified
as a source of nuclear morphology changes that markedly impact overall cellularfunction. These changes in
nuclear morphology are thought to drive molecular changes thatinfluence a wide range of aging-related
phenotypes and chronic disease states. Importantly, wehave recently used high-throughput measurements of
nuclear morphology to identify outstandingbiomarkers of chronological age. We hypothesize that these
age-related changes in nuclearmorphology are highly correlated with chronological age in healthy
individuals, and that a specificage-related biological change in lamin underlies this phenomenon. Building on
our priordevelopment of these high-throughput and accurate measures of nuclear morphology, we
proposehere to further develop this biological discovery and technology as a valid and reliable biomarkerof
aging-related biological mechanisms. We hypothesize that changes in nuclear morphology canbe rapidly
measured and that age-related alterations correlate with aging-related phenotypes anddisease states
independently of chronological age, consistent with a measure of cellular biologicalage. To test these
hypotheses and move results toward clinical utility, we have assembled a highlysynergistic, interdisciplinary
team propose the following specific aims:Aim 1. Using our validated single-cell technologies, we will
develop a mechanistic understandingof how descriptors of nuclear morphology in human dermal fibroblasts
and B-lymphocytes arerobust biomarkers of aging in healthy individuals. Aim 2. Establish the accuracy and
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precisionwith which our proposed biomarkers identify chronological age for individuals with
varyingdemographic, behavioral, and health characteristics. Aim 3. We will examine the strength withwhich
morphological biomarkers discriminate individuals with adverse phenotypes and outcomesof aging, and at
risk for the development of these, from healthy older adults, above and beyondchronological age.
26. Project Title:

SLEEP APNEA TREATMENT WITH POSITIVE AIRWAY PRESSURE FOR
PREVENTION OF DIABETES MELLITUS
Leader(s):
PUNJABI, NARESH M
THE JOHNS HOPKINS UNIVERSITY
NIH U34DK120051 / (2018-2020)
ABSTRACTThis application is in response to the National Institutes of Diabetes and Digestive and Kidney
Diseases (NIDDK)program announcement PAR-18-423 for implementing a multi-center randomized clinical
trial to test thehypothesis that treatment of obstructive sleep apnea (OSA) with positive airway pressure
(PAP) therapy inpeople with prediabetes will reduce the progression to type 2 diabetes mellitus (T2DM). For
the U34 planningphase, we have established a network of ten clinical sites guided by an experienced team of
investigators withan extensive background in conducting multicenter randomized trials. To provide
leadership for the trial, we havebuilt a consortium of exceptional investigators and include the following: (a)
The Center for Clinical Trials at theJohns Hopkins University Bloomberg School of Public Health to
establish a central Data Coordinating Center;(b) The Clinical Research Center for Sleep at the University of
Pennsylvania to organize a Sleep Reading Centerfor home sleep testing; (c) a PAP adherence core; (d) a
weight loss core at Brown University; and (e) a bioassaycore laboratory at the University of Minnesota. In
this application, we describe our record of conducting andmanaging multi-center research programs;
strategies for assembling and managing a complex research network;and the talented team of coinvestigators
with expertise in pulmonary and sleep medicine, endocrinology, clinicaltrials methodology, weight loss
interventions, epidemiology, and biostatistics. The Specific Aims for the U34planning period are to: (1)
refine the organizational structure and the leadership plan for the trial; (2) finalize thestudy protocol and
associated source documents, provide clinical site training, and develop a manual ofoperations for the Sleep
Reading Center, the PAP Adherence Core, and the Clinical Sites; (3) construct a datamanagement system,
establish methods of data quality assurance, and develop a manual of operations for theDCC; (4) outline
plans for data analysis and handling of study-related publications and presentations; and (5)obtain human
subjects and regulatory approvals from a central IRB. The U34 consortium will develop a U01grant
application for a multi-center clinical trial on the utility of PAP therapy in preventing T2DM in people
withOSA and prediabetes. The Specific Aims of the U01 trial are as follows. Aim 1: To determine whether,
in peoplewith prediabetes and moderate-to-severe OSA, the addition of PAP therapy to a lifestyle
intervention isassociated with lower rate of progression from prediabetes to T2DM. Aim 2: To assess
whether, in people withprediabetes and moderate-to-severe OSA, the addition of PAP therapy to a lifestyle
intervention program isassociated with greater improvements than with lifestyle intervention alone in: (a)
insulin sensitivity, as assessedby the homeostasis model assessment index (HOMA-IR); (b) hemoglobin A1c
modeled as a continuous variable;(c) sympathetic nervous system activity; (d) inflammatory markers
including C-reactive protein (CRP) andinterleukin-6 (IL-6); (e) resting blood pressure; (f) body weight and
measures of central obesity (i.e., waistcircumference); and (g) OSA-related symptoms and quality of life.

27. Project Title:
Leader(s):

SEX AND AGE DIFFERENCES IN IMMUNITY TO INFLUENZA (SADII)
KLEIN, SABRA L.
THE JOHNS HOPKINS UNIVERSITY
NIH U54AG062333 / (2018-2023)
SEX AND AGE DIFFERENCES IN IMMUNITY TO INFLUENZA (SADII) SUMMARYThe NIH Office
of Research on Women?s Health (ORWH) should support a Specialized Center of ResearchExcellence
(SCORE) on sex differences in influenza immunity because despite having antivirals and vaccines,influenza
remains a significant public health threat, causing approximately 100,000 hospitalizations, 30,000deaths, and
approximately $7 billion in lost productivity in the United States, alone. Sex and age are emergingas two host
variables that significantly impact the pathogenesis of influenza virus infection and responses toinfluenza
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vaccines. The Sex and Age Differences in Immunity to Influenza (SADII, pronounced sade) SCOREwill
leverage the internationally recognized research, resources, and educational opportunities at JohnsHopkins
University to transform women?s health and impact the development of and policy decisions aboutinfluenza
vaccine programs, including universal influenza vaccines. The overarching hypothesis being testedthrough
the SADII SCORE Research Projects is that female-biased vaccine-induced immunity to influenzaviruses is
age-dependent and reflects both hormonal and genetic differences between the sexes that impactimmune
responses (i.e., both effector and memory) to influenza vaccine antigens. SADII will bring
togetherinvestigators focused on 1) seasonal influenza vaccination in an existing age and sex stratified
humanpopulation; 2) animal models that can test hypotheses and mechanisms of action that are inferred from
studiesin human populations; and 3) the contributions of age, frailty, sex, and gender to vaccine outcomes
usingquantitative and qualitative statistical models. By using the combined expertise in our research groups,
SADIIis uniquely positioned to identify the biological basis behind sex and age differences in immune
responses toinfluenza vaccination and disseminate those findings to the broader research, clinical, and public
healthcommunities. The overarching mission of the SADII SCORE will be achieved through the following
SpecificAims: 1) To provide leadership and oversight of the SADII SCORE and collaboration with other
entities atJohns Hopkins and elsewhere to develop a translational research program focused on sex and age
differencesin immunology and infectious diseases; 2) To systematically evaluate sex differences in
vaccine-inducedimmune responses across the life course using translational approaches involving human
studies andmechanistic animal models; and 3) To meet the career enhancement needs of diverse translational
scientistsstudying sex differences at Johns Hopkins and beyond. We are prepared to transform women?s
health, sex,and gender research into a signature initiative at Johns Hopkins and in the fields of microbiology
andimmunology.
28. Project Title:

CHARACTERIZING RESILIENCIES TO PHYSICAL STRESSORS IN OLDER
ADULTS: A DYNAMICAL PHYSIOLOGICAL SYSTEMS APPROACH
Leader(s):
WALSTON, JEREMY DAVID; BANDEEN-ROCHE, KAREN J. ; VARADHAN,
RAVI ;
THE JOHNS HOPKINS UNIVERSITY
NIH UH3AG056933 / (2019-2022)
Project SummaryWhen confronted with a major physical stressor, some older adults are able to recover, with
minimal decline,their physical and cognitive function, while others suffer precipitous, irreversible declines in
function. This is thecentral notion behind resiliency. Little is known about the intrinsic (e.g., physiologic and
molecular processes)and extrinsic (e.g., health behaviors) factors that impact resiliency. A two-phase study is
proposed here toaddress this gap in our understanding. In phase 1, data will be generated to characterize
age-related changesin physical resiliencies, their determinants, and their outcomes. Phase 2 will involve
construction and validationof measures of resiliency; assessment of their predictive and clinical value; and
investigation of age-relatedbiological mechanisms determining specific resiliencies.Phase 1 Specific Aims:1.
To define, develop and refine phenotypic measures of resiliency responses to three pre-defined physical
stressors: hip replacement surgery, initiation of hemodialysis, and bone marrow transplantation for
hematologic malignancy.2. To develop and pilot test candidate indicators of physical resiliency to include
static and dynamic, as well as global and stressor-specific, measures.3. To identify pre-stressor determinants
of resilience, including measures of disease states, psychosocial factors, and molecular measures, and to
characterize their measurement and statistical properties.4. To synthesize data developed in Aims 1-3 to
inform the design of Phase 2 studies.Phase 2 Specific Aims:1. For each of clinical stressor to be studied: To
build and evaluate assessments of resiliency incorporating measures identified in phase 1. Promising
candidate measures will be cross-validated and their accuracy in predicting short- and long-term resilient
stressor response rigorously characterized. The relative predictive value of global vs. specific, static vs.
dynamic, and solely EHR-based versus broader resiliency measures will be assessed.2. To characterize and
assess age-related biological mechanisms that contribute to resilience or lack thereof that are specific to each
clinical stressor, as well as mechanisms that are common across three specific physical stressors in older
adults.3. In preparation for the conduct of intervention studies: to cross-validate measures of resiliency at an
external institution and to design pilot studies of strategies to bolster resiliencies based on clinical findings
and biological mechanisms identified in Phase 1.
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II. RESEARCH, RESOURCES AND ACTIVITIES (continued...)
C. PILOT/EXPLORATORY PROJECTS (5 Pilot Projects Listed)
1. Project Title:

Pilot Behavioral Intervention to Address Pain and Frailty in Older
African-American Women
Leader:
Janiece Taylor, PhD, RN, Mary Catherine Beach, PhD; Sarah L. Szanton PhD,
ANP, FAAN, Roland J. Thorpe Jr., PhD
Older African American women are crucial to target for intervention not only because of their
heightened frailty prevalence, but because they are at higher risk of pain than other racial/ethnic
groups and African American men and have exacerbated relationship and outcomes of frailty and
pain. They often experience difficulties communicating with health care providers, moreover, that
may interfere with treatment of symptoms related to pain and frailty: Communication intervention has
well documented potential to lessen these difficulties and result in better disease
management. Specific aims of this study are: 1) To pilot a tailored behavioral activation
intervention focused on improving frailty, chronic pain, and depressive symptoms among community
dwelling older African American women and collect summary data needed to design a confirmatory
intervention trial. Strategies will be non-pharmacologic and aim to improve communication, physical
activity and education. 2) To determine a) feasibility and acceptability of the intervention b) if
strategies and evaluation techniques were appropriate.

2. Project Title:
Exploratory Study of Metabolomics Energy Signatures in Frailty
Leader:
Anne Le, MD, Reyhan Westbrook, PhD
Building on a small PES awarded to Drs. Le and Westbrook that utilized a frail mouse model previously
characterized in RC-2, altered metabolomics signatures were identified that suggest that TCA cycle processes
are a component of dysregulated energy utilization in frailty. Given this background, we hypothesize that
specific patterns of altered energy metabolites linked to glucose metabolism through mitochondrial
bioenergetics, biosynthesis, and redox homeostasis pathways can help to distinguish frail from non-frail older
adults, and that the circulating concentrations of metabolites related to glucose metabolism are measurably
different between frail and non-frail older adults. Utilizing research resources from all three resource cores,
and Dr. Le’s established metabolomics measurement infrastructure (Metabolomics facility) and expertise in
energy metabolism measurement, the following specific aims were proposed: 1) To utilize metabolomics
measurement to reconstruct the relevant metabolic pathways of glucose metabolism related to bioenergetics,
biosynthesis, and redox homeostasis, and determine differences between frail and non-frail participants, and
2) To identify the most promising biomarkers for a frailty-related energetic signature and plan for a future
targeted validation study of diagnostic utility and biological discovery.
3. Project Title:
Association between Sleep Deficiency and Frailty: What harms most?
Leader:
Naresh Punjabi, MD, PhD, Jiawei Bai, PhD
Epidemiologic surveys show that at least 50% of adults over 65 years in age have sleep-related
complaints. Sleep disturbance has been associated with neurohormonal, circadian, and homeostatic
alterations: As many such changes have been evidenced by this OAIC and others to also underlie
frailty, it reasonable to expect interconnections between sleep quality and frailty. We hypothesize
that disordered sleep heightens risk for frailty onset and believe that intervention to improve sleep
can prevent or buffer frailty. Prior studies indicate that poor sleep quality is associated with frailty.
These predominantly have assessed sleep, however, by either self-report or relatively crude
summaries (e.g. time in sleep states) of actigraphy or polysomnography data. This project uses data
from the community-based Sleep Heart Health Study (SHHS) to extract power spectral “curves”
summarizing the history of the overnight sleep EEG, by functional principal components analysis
(fPCA), and identify sleep EEG signatures highly associated with frailty prevalence, incidence and
transitions, and vice versa.
4. Project Title:
Leader:
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One of the most significant aspects of aging is the marked increase in mortality and significant
lifelong disability due to coronary vascular and cerebrovascular disease respectively. There is
heterogeneity in that risk with a significant increase in older individuals with frailty and those with the
prediabetes, both of which are increased with age and independently associated with vascular
disease. Many preclinical and clinical studies indicate that inflammation is a common predisposing
factor but the link between inflammation and vascular disease in older adults and particularly in
those with frailty and pre-diabetes is not well characterized. Decreased endothelial cell (EC)
production and release of nitric oxide (NO), which has potent anti-atherosclerotic effects is a driver of
the development and progression of atherosclerotic vascular disease. Beyond its role in cholesterol
homeostasis, proprotein convertase subtilisin/kexin type 9 (PCSK9, is associated with the future risk
of cardiovascular diseases. Laboratory studies of isolated ECs demonstrate that inflammatory
stimuli increase EC PCSK9 and, in separate experiments, that increased PCSK9 decreases
endothelial nitric oxide synthase (eNOS) and NO bioavailability, decreases which indicate EC
dysfunction independent of low-density lipoprotein cholesterol (LDL-C).

This research will examine whether PCSK9 links proinflammatory stimuli with EC dysfunction by
studying in vivo endothelial- dependent vascular function and in vitro basic studies of ECs. A
comparison of the in vivo and in vitro results will also provide information regarding the extent to
which vascular dysfunction in the older groups is related to systemic, circulating factors and to
mitochondrial dysfunction. In addition to association, we will examine causality by using PCSK9
targeted small interfering RNA in the above basic studies. The significance of the research to the
field of aging, therefore, is the opportunity it offers to understand whether EC PCSK9 is one mediator
of the known cardiovascular risk associated with inflammation in older individuals, which then would
provide a target of intervention as PCSK9 antibodies are available for clinical use.
5. Project Title:

Daily physical activity patterns and the modifying role of inflammatory markers in
frailty
Leader:
Amal Wanigatunga, PhD, MPH, Jennifer A. Schrack, PhD, Lawrence J. Appel,
MD, MPH, Dr. Robert H. Christenson, PhD
Frailty is a common medical syndrome of increased vulnerability in adults aged 70 years and older
that is often accompanied by low daily physical activity (PA) and high chronic inflammation.
Currently, the method by which low PA is quantified and defined relies on coarse measures of
self-reported time spent in a few daily activities, leaving a large knowledge gap regarding the true
manifestation of PA decrements in frailty. Moreover, chronic inflammatory markers such as
interleukin-6 (IL-6) and C-reactive protein (CRP) have been linked to components of frailty, including
high fatigability and functional decline, making it plausible that degradation of daily PA patterns may
be connected to rising circulation of both IL-6 and CRP. This warrants further investigation into
inflammation as a possible underlying mechanism connecting detailed measures of PA and the
onset and progression of frailty with aging. Findings from such investigation would lay the
groundwork towards building the clinical utility of measuring physical activity in non-laboratory,
community-dwelling settings to detect and intervene on trajectories towards frailty and accelerated
aging in ever-expanding older adult populations.

The proposed research aims to examine (1) whether total daily PA and patterns of daily PA
accumulation differ by frailty status (non-frail, pre-frail, and frail), and (2) whether chronic
inflammation modifies this association. We hypothesize that free-living PA patterns are deteriorated
and diminished in those who exhibit pre-frail and frail phenotypes, compared to non-frail individuals.
Further, we hypothesize that these sophisticated measures of PA are sensitive to rising chronic
inflammation (IL-6 and CRP) typically present in frail older adults. The proposed research provides
an exciting opportunity to use cutting-edge methods to extract unique patterns of PA accumulation
from objectively measured PA and assess whether greater deterioration in these PA patterns are
seen with higher inflammation and frailty states.
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II. RESEARCH, RESOURCES AND ACTIVITIES (continued...)
D. DEVELOPMENT PROJECTS (3 Development Projects Listed)
1. Project Title:

Characterizing Longitudinal Interdependence among Multiple Multi-System
Dysregulation (MSD) Biomarkers
Leader:
Karen Bandeen-Roche, PhD
MSD has long been hypothesized as a determinant of frailty but rarely has been assessed other than through
counts of dysregulated systems taken cross-sectionally. This DP lays groundwork for its study as a dynamic
process through specific aims to: (1) Characterize longitudinal interdependence among biomarkers of systems
thought to underlie frailty; (2) Derive summary measures of longitudinal dysregulation in multiple systems;
(3) Validate measures resulting from (2) by assessing their associations with frailty and mortality, and
whether they are stronger predictors of frailty than the count measure.

2. Project Title:
Development of an aptamer to selectively target the angiotensin autoantibody
Leader:
Peter Abadir, MD, Neal Fedarko, PhD
Prior RC-2 studies have focused on the angiotensin system as a potential contributor to frailty and as a target
for intervention development. A recent publication in part supported by RC-1, 2, and 3 described agonistic
autoantibodies (aAbs) against the Angiotensin Type 1 Receptor (AT1R) whose serum levels increased in older
adults and were associated with inflammatory cytokines, hypertension, adverse health outcomes and frailty.
Aptamers are oligonucleotides that bind their targets with high affinity and specificity and are currently used
for in vitro diagnostics, biosensor technologies, and targeted therapies. RNA aptamer agents can be engineered
as allosterically modulated ribozymes - where binding to the targeted aAb activates the selfcleaving ribozyme
domain and a fluorescence quencher is removed, yielding a fluorescent signal. This DP seeks to develop the
lead agents necessary for creating a unique high throughput diagnostic/prognostic quantitative assay.
3. Project Title:

Development and Validation of Age-, Sex-, and Race-specific Thresholds for the
Physical Frailty Phenotype Criteria Among Kidney Transplant Candidates and
Recipients
Leader:
Nadia M. Chu, PhD
The physical frailty phenotype (PFP) is a measure of frailty recognized for its clinical utility. Frailty, based on
the current PFP criteria, is common and associated with adverse outcomes among adult kidney transplant (KT)
candidates and recipients. However, older and African American candidates/recipients are disproportionately
impacted by frailty. Despite differences found between age and racial subgroups in KT, recent studies in
community-dwelling older adults suggest that these variations may be partially due to measurement error, such
that PFP criteria may assess frailty differentially between subgroups, resulting in potential misclassification.
Given that KT populations comprise of a wider age-range and a greater prevalence of males and minority
groups, this potential misclassification of individuals as frail could make it especially challenging for
clinicians to identify candidates that can withstand surgery and benefit from KT. Our overall goal for this
study will be to generate age-, sex-, and race-specific PFP criteria thresholds for KT candidates and recipients
by leveraging an ongoing, prospective, multi-center NIA-funded R01 on frailty and aging in ESRD of 7,803
candidates and 1,383 recipients (aged ?18) linked to the national registry of all KT candidates and recipients.
Specifically, we will aim to (1) test if age-, sex-, and race-specific thresholds for PFP criteria are needed
among KT candidates and recipients; (2) calculate nationally-representative thresholds for continuous PFP
components among KT candidates and recipients and create an updated PFP; and (3) compare predictive
validity of the original PFP and the updated PFP (incorporating new nationally-representative thresholds)
against adverse outcomes including waitlist mortality, longer length of stay, graft loss and post-KT mortality.
Linkage to the national registry provides the unique opportunity to translate measures that were collected at the
cohort-level and project them to the national-level in order to calculate nationally-representative thresholds for
the PFP criteria using creative statistical methodologies. By doing so, we will reduce misclassification in
future studies examining predictors, mechanisms, and consequences of frailty, which can have a direct impact
on clinical practice by improving risk stratification, identifying frail candidates for prehabilitation, and
improving equitable access to KT, particularly for older, robust candidates. Findings from this study will
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support the American Society of Transplantation’s goal to establish a standard, validated measure of frailty in
solid organ transplantation. Additionally, with expert guidance from the OAIC Biostatistics Core, study
findings will provide a benchmark for the operationalization of frailty and a blueprint for gerontologists on
how to identify appropriate thresholds to improve geriatric assessments.
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III. CAREER DEVELOPMENT
REC Scholar, Research & Grants Funded During Pepper Supported Time
Alden Gross, PhD
Associate Professor / Epidemiology
Intersection of Domain-specific Cognitive Performance and Frailty: An Integrative
Data Analysis

Years

Publications

2014-2016 2 (2 1st/Sr)

NIA K01 (2016)

Charles H. Brown IV, MD
Associate Professor / Anesthesiology and Critical Care Medicine
The association between baseline frailty and postoperative delirium or functional
decline after cardiac surgery, and a potential intervention to improve outcomes.

2014-2016 5 (1 1st/Sr)

NIA K76 Beeson (2018)

Charles H. Brown IV, MD
Associate Professor / Anesthesiology and Critical Care Medicine
The association between baseline frailty and postoperative delirium or functional
decline after cardiac surgery, and a potential intervention to improve outcomes.

2014-2016 5 (1 1st/Sr)

NIA K76 Beeson (2018)

Rani Hasan, MD, MHS
Assistant Professor / Cardiology
Frailty in Elderly Patients Undergoing Transcatheter Aortic Valve Replacement
(TAVR) for Symptomatic Severe Aortic Valve Stenosis (AS): Impact on Outcomes,
Effect of TAVR on the Frailty Phenotype, and Association with Inflammation
Tae Chung, MD
Assistant Professor / Physical Medicine and Rehabilitation
Involvement of Kynurenine and NAD Pathways in Frailty

2015-2018 2 (0 1st/Sr)

2016-2018 2 (2 1st/Sr)

NIA K08 (2018)

Abdulla Damluji, MD, PhD
Assistant Professor / Cardiology
Consequences of Frailty in Older Adults after Acute Coronary Syndrome

2017-2019 5 (5 1st/Sr)

K23 submitted

Orla Sheehan, MD, PhD
Assistant Professor / Geriatric Medicine
Frailty and compensatory mechanisms for managing treatment burden, treatment
adherence, and adverse outcomes in homebound older adults

2018-2020 2 (1 1st/Sr)

K23 submitted.

Pei-Hsun Wu, PhD
Associate Research Professor / Institute for NanoBioTechnology
Biophysical cellular characteristics in frail and non-frail older adults
Bharath Ambale-Venkatesh, PhD
Assistant Professor / Radiology and Radiological Science
Pathways leading to frailty: a study of muscle, cardiovascular tissue, and energy
utilizing whole-body magnetic resonance imaging

2018-2020 2 (1 1st/Sr)

2018-2020 0 (0 1st/Sr)

K01 submitted.

Reyhan Westbrook, PhD
Instructor / Geriatric Medicine
Metabolomic differences in energy utilization and Kyn/Trp metabolism pathways in
mouse models of frailty: evidence-based implication for translational studies in
humans

2018-2020 2 (1 1st/Sr)

K01 submitted
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Keenan Walker, PhD
Assistant Professor / Neorology
Examining the bidirectional relationship between physical frailty and
neurodegenerative pathways

2019-2019 2 (2 1st/Sr)

K23 award, “Systemic- and Neuro-Inflammation and the Progression of Alzheimer’s Disease”,
August 2019
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IV. PUBLICATIONS
2020
1. Frailty Prevalence in Younger End-Stage Kidney Disease Patients Undergoing Dialysis and
Transplantation.
Chu NM, Chen X, Norman SP, Fitzpatrick J, Sozio SM, Jaar BG, Frey A, Estrella MM, Xue QL, Parekh
RS, Segev DL, McAdams-DeMarco MA
Am J Nephrol, 2020 Jul 8, 51(7): 501-510
https://doi.org/10.1159/000508576 | PMID: 32640462
Citations: | AltScore: 3.2
2. Derivation of a measure of physiological multisystem dysregulation: Results from WHAS and health
ABC.
Gross AL, Carlson MC, Chu NM, McAdams-DeMarco MA, Mungas D, Simonsick EM, Varadhan R, Xue
QL, Walston J, Bandeen-Roche K
Mech Ageing Dev, 2020 May 11, 188: 111258
https://doi.org/10.1016/j.mad.2020.111258 | PMID: 32423871 | PMCID: PMC7375911
Citations: | AltScore: 5.05
3. Clinically Meaningful Change for Physical Performance: Perspectives of the ICFSR Task Force.
Guralnik J, Bandeen-Roche K, Bhasin SAR, Eremenco S, Landi F, Muscedere J, Perera S, Reginster JY,
Woodhouse L, Vellas B
J Frailty Aging, 2020, 9(1): 9-13
https://doi.org/10.14283/jfa.2019.33 | PMID: 32150208 | PMCID: PMC7286121
Citations: | AltScore: 28.7
4. An overview of frailty in kidney transplantation: measurement, management and future
considerations.
Harhay MN, Rao MK, Woodside KJ, Johansen KL, Lentine KL, Tullius SG, Parsons RF, Alhamad T,
Berger J, Cheng XS, Lappin J, Lynch R, Parajuli S, Tan JC, Segev DL, Kaplan B, Kobashigawa J,
Dadhania DM, McAdams-DeMarco MA
Nephrol Dial Transplant, 2020 Jul 1, 35(7): 1099-1112
https://doi.org/10.1093/ndt/gfaa016 | PMID: 32191296 | PMCID: PMC7417002
Citations: | AltScore: 40.3
5. The Association between Frailty and Uncorrected Refractive Error in Older Adults.
Lee MJ, Varadaraj V, Tian J, Bandeen-Roche K, Swenor BK
Ophthalmic Epidemiol, 2020 Jun, 27(3): 219-225
https://doi.org/10.1080/09286586.2020.1716380 | PMID: 31952461 | PMCID: PMC7080595
Citations: | AltScore: NA
6. Stable ischemic heart disease: how to keep it that way.
Leucker TM, Schulman SP, Gerstenblith G
J Clin Invest, 2020 Mar 2, 130(3): 1055-1057
https://doi.org/10.1172/JCI135959 | PMID: 31985489 | PMCID: PMC7269554
Citations: | AltScore: 8.65
7. Linking early life risk factors to frailty in old age: evidence from the China Health and Retirement
Longitudinal Study.
Li Y, Xue QL, Odden MC, Chen X, Wu C
Age Ageing, 2020 Feb 27, 49(2): 208-217
https://doi.org/10.1093/ageing/afz160 | PMID: 31957780 | PMCID: PMC7047816
Citations: 1 | AltScore: 11.05
8. Evaluation of mitochondrial DNA copy number estimation techniques.
Longchamps RJ, Castellani CA, Yang SY, Newcomb CE, Sumpter JA, Lane J, Grove ML, Guallar E,
Pankratz N, Taylor KD, Rotter JI, Boerwinkle E, Arking DE
PLoS One, 2020, 15(1): e0228166
https://doi.org/10.1371/journal.pone.0228166 | PMID: 32004343 | PMCID: PMC6994099
Citations: 2 | AltScore: 1.5
9. IL10 deficiency promotes alveolar enlargement and lymphoid dysmorphogenesis in the aged murine
lung.
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Malinina A, Dikeman D, Westbrook R, Moats M, Gidner S, Poonyagariyagorn H, Walston J, Neptune ER
Aging Cell, 2020 Apr, 19(4): e13130
https://doi.org/10.1111/acel.13130 | PMID: 32170906 | PMCID: PMC7189990
Citations: 2 | AltScore: 0.25
10. Perceptions and Practices Regarding Frailty in Kidney Transplantation: Results of a National
Survey.
McAdams-DeMarco MA, Van Pilsum Rasmussen SE, Chu NM, Agoons D, Parsons RF, Alhamad T,
Johansen KL, Tullius SG, Lynch R, Harhay MN, Rao MK, Berger J, Cooper M, Tan JC, Cheng XS,
Woodside KJ, Parajuli S, Lentine KL, Kaplan B, Segev DL, Kobashigawa JA, Dadhania D, AST Kidney
Pancreas Community of Practice Workgroup.
Transplantation, 2020 Feb, 104(2): 349-356
https://doi.org/10.1097/TP.0000000000002779 | PMID: 31343576 | PMCID: PMC6834867
Citations: 2 | AltScore: 6.4
11. Functional Outcomes of Frail Patients After Cardiac Surgery: An Observational Study.
Nakano M, Nomura Y, Suffredini G, Bush B, Tian J, Yamaguchi A, Walston J, Hasan R, Mandal K,
Schena S, Hogue CW, Brown CH 4th
Anesth Analg, 2020 Jun, 130(6): 1534-1544
https://doi.org/10.1213/ANE.0000000000004786 | PMID: 32384343
Citations: | AltScore: NA
12. Frailty transitions, inflammation and mortality among persons aging with HIV infection and
injection drug use.
Piggott DA, Bandeen-Roche K, Mehta SH, Brown TT, Yang H, Walston JD, Leng SX, Kirk GD
AIDS, 2020 Apr 13, 34(8): 1217-1225
https://doi.org/10.1097/QAD.0000000000002527 | PMID: 32287069
Citations: | AltScore: 5.5
13. The transition to family caregiving and its effect on biomarkers of inflammation.
Roth DL, Haley WE, Sheehan OC, Huang J, Rhodes JD, Durda P, Howard VJ, Walston JD, Cushman M
Proc Natl Acad Sci U S A, 2020 Jul 14, 117(28): 16258-16263
https://doi.org/10.1073/pnas.2000792117 | PMID: 32581123 | PMCID: PMC7368336
Citations: | AltScore: 67.6
14. Visual Impairment and Frailty: Examining an Understudied Relationship.
Swenor BK, Lee MJ, Tian J, Varadaraj V, Bandeen-Roche K
J Gerontol A Biol Sci Med Sci, 2020 Feb 14, 75(3): 596-602
https://doi.org/10.1093/gerona/glz182 | PMID: 31419280 | PMCID: PMC7328203
Citations: 1 | AltScore: 1
15. Dissecting the Racial/Ethnic Disparity in Frailty in a Nationally Representative Cohort Study with
Respect to Health, Income, and Measurement.
Usher T, Buta B, Thorpe RJ, Huang J, Samuel LJ, Kasper JD, Bandeen-Roche K
J Gerontol A Biol Sci Med Sci, 2020 Mar 9
pii: glaa061. https://doi.org/10.1093/gerona/glaa061 | PMID: 32147727
Citations: | AltScore: 11.65
16. Perceptions, Barriers, and Experiences With Successful Aging Before and After Kidney
Transplantation: A Focus Group Study.
Van Pilsum Rasmussen SE, Warsame F, Eno AK, Ying H, Covarrubias K, Haugen CE, Chu NM, Crews
DC, Harhay MN, Schoenborn NL, Segev DL, McAdams-DeMarco MA
Transplantation, 2020 Mar, 104(3): 603-612
https://doi.org/10.1097/TP.0000000000002848 | PMID: 31283666 | PMCID: PMC6930354
Citations: | AltScore: 2.7
17. Association of peripheral inflammatory markers with connectivity in large-scale functional brain
networks of non-demented older adults.
Walker KA, Gross AL, Moghekar AR, Soldan A, Pettigrew C, Hou X, Lu H, Alfini AJ, Bilgel M, Miller
MI, Albert MS, Walston J
Brain Behav Immun, 2020 Jan 11, 87: 388-396
pii: S0889-1591(19)31061-X. https://doi.org/10.1016/j.bbi.2020.01.006 | PMID: 31935468 | PMCID:
PMC7316598
Generated on: 09/25/2020, 9:55:45 AM

32 of 41

Pepper_Annual_Johns Hopkins_2019-2020

Generated on: 09/25/2020, 9:55:45 AM

Citations: | AltScore: 10.25
18. Single-cell morphology encodes metastatic potential.
Wu PH, Gilkes DM, Phillip JM, Narkar A, Cheng TW, Marchand J, Lee MH, Li R, Wirtz D
Sci Adv, 2020 Jan, 6(4): eaaw6938
https://doi.org/10.1126/sciadv.aaw6938 | PMID: 32010778 | PMCID: PMC6976289
Citations: 1 | AltScore: 64.45
19. Discrepancy in Frailty Identification: Move Beyond Predictive Validity.
Xue QL, Tian J, Walston JD, Chaves PHM, Newman AB, Bandeen-Roche K
J Gerontol A Biol Sci Med Sci, 2020 Jan 20, 75(2): 387-393
https://doi.org/10.1093/gerona/glz052 | PMID: 30789645 | PMCID: PMC7176056
Citations: 1 | AltScore: 2.2
20. Angiotensin II Blood Levels Are Associated with Smaller Hippocampal and Cortical Volumes in
Cognitively Normal Older Adults.
Yasar S, Moored KD, Adam A, Zabel F, Chuang YF, Varma VR, Carlson MC
J Alzheimers Dis, 2020, 75(2): 521-529
https://doi.org/10.3233/JAD-200118 | PMID: 32280103 | PMCID: PMC7293768
Citations: | AltScore: 10
2019
1. Novel missense alleles of SIGMAR1 as tools to understand emerin-dependent gene silencing in
response to cocaine.
Arun AS, Eddings CR, Wilson KL
Exp Biol Med (Maywood), 2019 Nov, 244(15): 1354-1361
https://doi.org/10.1177/1535370219863444 | PMID: 31324122 | PMCID: PMC6880142
Citations: 1 | AltScore: NA
2. Principles and Issues for Physical Frailty Measurement and its Clinical Application.
Bandeen-Roche K, Gross AL, Varadhan R, Buta B, Carlson MC, Huisingh-Scheetz M,
McAdams-DeMarco M, Piggott DA, Brown TT, Hasan RK, Kalyani RR, Seplaki CL, Walston JD, Xue QL
J Gerontol A Biol Sci Med Sci, 2019 Jul 9, 75(6): 1107-1112
pii: glz158. https://doi.org/10.1093/gerona/glz158 | PMID: 31287490 | PMCID: PMC7243579
Citations: 1 | AltScore: 3.45
3. Hierarchical Development of Frailty and Cognitive Impairment: Clues Into Etiological Pathways.
Chu NM, Bandeen-Roche K, Tian J, Kasper JD, Gross AL, Carlson MC, Xue QL
J Gerontol A Biol Sci Med Sci, 2019 Oct 4, 74(11): 1761-1770
https://doi.org/10.1093/gerona/glz134 | PMID: 31120105 | PMCID: PMC6777087
Citations: 1 | AltScore: NA
4. Dynamic Frailty Before Kidney Transplantation: Time of Measurement Matters.
Chu NM, Deng A, Ying H, Haugen CE, Garonzik Wang JM, Segev DL, McAdams-DeMarco MA
Transplantation, 2019 Aug, 103(8): 1700-1704
https://doi.org/10.1097/TP.0000000000002563 | PMID: 31348438 | PMCID: PMC6679826
Citations: 7 | AltScore: NA
5. Authors' Reply.
Chu NM, Gross AL, Shaffer AA, Haugen CE, Norman SP, Xue QL, Sharrett AR, Carlson M,
Bandeen-Roche K, Segev DL, McAdams-DeMarco MA
J Am Soc Nephrol, 2019 Aug, 30(8): 1548-1549
https://doi.org/10.1681/ASN.2019050447 | PMID: 31300483 | PMCID: PMC6683707
Citations: | AltScore: NA
6. Frailty and Changes in Cognitive Function after Kidney Transplantation.
Chu NM, Gross AL, Shaffer AA, Haugen CE, Norman SP, Xue QL, Sharrett AR, Carlson MC,
Bandeen-Roche K, Segev DL, McAdams-DeMarco MA
J Am Soc Nephrol, 2019 Feb, 30(2): 336-345
https://doi.org/10.1681/ASN.2018070726 | PMID: 30679381 | PMCID: PMC6362628
Citations: 13 | AltScore: 51.1
7. Percutaneous Coronary Intervention in Older Patients With ST-Segment Elevation Myocardial
Infarction and Cardiogenic Shock.
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Infarction and Cardiogenic Shock.
Damluji AA, Bandeen-Roche K, Berkower C, Boyd CM, Al-Damluji MS, Cohen MG, Forman DE,
Chaudhary R, Gerstenblith G, Walston JD, Resar JR, Moscucci M
J Am Coll Cardiol, 2019 Apr 23, 73(15): 1890-1900
https://doi.org/10.1016/j.jacc.2019.01.055 | PMID: 30999991 | PMCID: PMC7185801
Citations: 2 | AltScore: 75.05
8. Frailty Among Older Adults With Acute Myocardial Infarction and Outcomes From Percutaneous
Coronary Interventions.
Damluji AA, Huang J, Bandeen-Roche K, Forman DE, Gerstenblith G, Moscucci M, Resar JR, Varadhan
R, Walston JD, Segal JB
J Am Heart Assoc, 2019 Sep 3, 8(17): e013686
https://doi.org/10.1161/JAHA.119.013686 | PMID: 31475601 | PMCID: PMC6755849
Citations: 1 | AltScore: 4.7
9. Reply: Benefit of Primary Percutaneous Coronary Intervention in Elderly Patients With
Cardiogenic Shock.
Damluji AA, Moscucci M
J Am Coll Cardiol, 2019 Aug 13, 74(6): 824-825
https://doi.org/10.1016/j.jacc.2019.06.016 | PMID: 31395138
Citations: | AltScore: NA
10. Temporal Trends of Percutaneous Coronary Interventions in Older Adults With Acute Myocardial
Infarction.
Damluji AA, Resar JR, Gerstenblith G, Gross AL, Forman DE, Moscucci M
Circ Cardiovasc Interv, 2019 May, 12(5): e007812
https://doi.org/10.1161/CIRCINTERVENTIONS.119.007812 | PMID: 31010297 | PMCID: PMC6488214
Citations: | AltScore: 32
11. Accuracy of Samsung Gear S Smartwatch for Activity Recognition: Validation Study.
Davoudi A, Wanigatunga AA, Kheirkhahan M, Corbett DB, Mendoza T, Battula M, Ranka S, Fillingim
RB, Manini TM, Rashidi P
JMIR Mhealth Uhealth, 2019 Feb 6, 7(2): e11270
https://doi.org/10.2196/11270 | PMID: 30724739 | PMCID: PMC6386649
Citations: | AltScore: NA
12. Rare <i>BANF1</i> Alleles and Relatively Frequent <i>EMD</i> Alleles Including 'Healthy Lipid'
Emerin p.D149H in the ExAC Cohort.
Dharmaraj T, Guan Y, Liu J, Badens C, Gaborit B, Wilson KL
Front Cell Dev Biol, 2019, 7: 48
https://doi.org/10.3389/fcell.2019.00048 | PMID: 31024910 | PMCID: PMC6459885
Citations: 2 | AltScore: 0.5
13. Frailty, body composition and the risk of mortality in incident hemodialysis patients: the Predictors
of Arrhythmic and Cardiovascular Risk in End Stage Renal Disease study.
Fitzpatrick J, Sozio SM, Jaar BG, Estrella MM, Segev DL, Parekh RS, McAdams-DeMarco MA
Nephrol Dial Transplant, 2019 Feb 1, 34(2): 346-354
https://doi.org/10.1093/ndt/gfy124 | PMID: 29868775 | PMCID: PMC6365769
Citations: 9 | AltScore: 1
14. Lisinopril Preserves Physical Resilience and Extends Life Span in a Genotype-Specific Manner in
Drosophila melanogaster.
Gabrawy MM, Campbell S, Carbone MA, Morozova TV, Arya GH, Turlapati LB, Walston JD,
Starz-Gaiano M, Everett L, Mackay TFC, Leips J, Abadir PM
J Gerontol A Biol Sci Med Sci, 2019 Nov 13, 74(12): 1844-1852
https://doi.org/10.1093/gerona/glz152 | PMID: 31197356 | PMCID: PMC7329186
Citations: | AltScore: 7.1
15. Targeted Metabolomics Shows Low Plasma Lysophosphatidylcholine 18:2 Predicts Greater Decline
of Gait Speed in Older Adults: The Baltimore Longitudinal Study of Aging.
Gonzalez-Freire M, Moaddel R, Sun K, Fabbri E, Zhang P, Khadeer M, Salem N Jr, Ferrucci L, Semba RD
J Gerontol A Biol Sci Med Sci, 2019 Jan 1, 74(1): 62-67
https://doi.org/10.1093/gerona/gly100 | PMID: 29788121 | PMCID: PMC6298185
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Citations: 6 | AltScore: 1.75
16. Plasma Markers of Inflammation Linked to Clinical Progression and Decline During Preclinical AD.
Gross AL, Walker KA, Moghekar AR, Pettigrew C, Soldan A, Albert MS, Walston JD
Front Aging Neurosci, 2019, 11: 229
https://doi.org/10.3389/fnagi.2019.00229 | PMID: 31555121 | PMCID: PMC6742958
Citations: 1 | AltScore: 10
17. Measuring Aging and Identifying Aging Phenotypes in Cancer Survivors.
Guida JL, Ahles TA, Belsky D, Campisi J, Cohen HJ, DeGregori J, Fuldner R, Ferrucci L, Gallicchio L,
Gavrilov L, Gavrilova N, Green PA, Jhappan C, Kohanski R, Krull K, Mandelblatt J, Ness KK, O'Mara A,
Price N, Schrack J, Studenski S, Theou O, Tracy RP, Hurria A
J Natl Cancer Inst, 2019 Dec 1, 111(12): 1245-1254
https://doi.org/10.1093/jnci/djz136 | PMID: 31321426
Citations: 2 | AltScore: 23.7
18. How Do Older Adults Consider Age, Life Expectancy, Quality of Life, and Physician
Recommendations When Making Cancer Screening Decisions? Results from a National Survey
Using a Discrete Choice Experiment.
Janssen EM, Pollack CE, Boyd C, Bridges JFP, Xue QL, Wolff AC, Schoenborn NL
Med Decis Making, 2019 Aug, 39(6): 621-631
https://doi.org/10.1177/0272989X19853516 | PMID: 31226903 | PMCID: PMC7080208
Citations: | AltScore: 1
19. Association Between Adiposity and Perceived Physical Fatigability in Mid- to Late Life.
Martinez-Amezcua P, Simonsick EM, Wanigatunga AA, Urbanek JK, Chiles Shaffer N, Ferrucci L,
Schrack JA
Obesity (Silver Spring), 2019 Jul, 27(7): 1177-1183
https://doi.org/10.1002/oby.22500 | PMID: 31127707 | PMCID: PMC6591054
Citations: 1 | AltScore: 8.9
20. Frailty and Long-Term Post-Kidney Transplant Outcomes.
McAdams-DeMarco MA, Chu NM, Segev DL
Curr Transplant Rep, 2019 Mar, 6(1): 45-51
https://doi.org/10.1007/s40472-019-0231-3 | PMID: 31768307 | PMCID: PMC6876846
Citations: | AltScore: NA
21. Prehabilitation prior to kidney transplantation: Results from a pilot study.
McAdams-DeMarco MA, Ying H, Van Pilsum Rasmussen S, Schrack J, Haugen CE, Chu NM, Gonz?lez
Fern?ndez M, Desai N, Walston JD, Segev DL
Clin Transplant, 2019 Jan, 33(1): e13450
https://doi.org/10.1111/ctr.13450 | PMID: 30462375 | PMCID: PMC6342659
Citations: 8 | AltScore: 0.85
22. Observational Study Examining the Association of Baseline Frailty and Postcardiac Surgery
Delirium and Cognitive Change.
Nomura Y, Nakano M, Bush B, Tian J, Yamaguchi A, Walston J, Hasan R, Zehr K, Mandal K, LaFlam A,
Neufeld KJ, Kamath V, Hogue CW, Brown CH 4th
Anesth Analg, 2019 Aug, 129(2): 507-514
https://doi.org/10.1213/ANE.0000000000003967 | PMID: 30540612 | PMCID: PMC7243370
Citations: 1 | AltScore: 13.05
23. Comorbidity, Frailty, and Waitlist Mortality among Kidney Transplant Candidates of All Ages.
P?rez Fern?ndez M, Mart?nez Miguel P, Ying H, Haugen CE, Chu NM, Rodr?guez Puyol DM,
Rodr?guez-Ma?as L, Norman SP, Walston JD, Segev DL, McAdams-DeMarco MA
Am J Nephrol, 2019, 49(2): 103-110
https://doi.org/10.1159/000496061 | PMID: 30625489 | PMCID: PMC6374203
Citations: 6 | AltScore: 5.95
24. Association Between Cardiovascular Risk and Perceived Fatigability in Mid-to-Late Life.
Qiao Y, Martinez-Amezcua P, Wanigatunga AA, Urbanek JK, Simonsick EM, Ferrucci L, Schrack JA
J Am Heart Assoc, 2019 Aug 20, 8(16): e013049
https://doi.org/10.1161/JAHA.119.013049 | PMID: 31409206 | PMCID: PMC6759892
Citations: 1 | AltScore: 27
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25. Is Family Caregiving Associated With Inflammation or Compromised Immunity? A Meta-Analysis.
Roth DL, Sheehan OC, Haley WE, Jenny NS, Cushman M, Walston JD
Gerontologist, 2019 Sep 17, 59(5): e521-e534
https://doi.org/10.1093/geront/gnz015 | PMID: 30852588 | PMCID: PMC6857696
Citations: 2 | AltScore: 105.85
26. Transcatheter Aortic Valve Replacement in a Sinus of Valsalva Aneurysm: The Evolving Role of
Structural Cardiac Imaging.
Rout A, Madianos EF, Pfeffer BJ, Damluji AA
Circ Cardiovasc Imaging, 2019 Sep, 12(9): e009386
https://doi.org/10.1161/CIRCIMAGING.119.009386 | PMID: 31451007 | PMCID: PMC7099850
Citations: | AltScore: 0.5
27. Fractures and Subsequent Graft Loss and Mortality among Older Kidney Transplant Recipients.
Salter ML, Liu X, Bae S, Chu NM, Miller Dunham A, Humbyrd C, Segev DL, McAdams-DeMarco MA
J Am Geriatr Soc, 2019 Aug, 67(8): 1680-1688
https://doi.org/10.1111/jgs.15962 | PMID: 31059126 | PMCID: PMC6684377
Citations: 1 | AltScore: 6.95
28. Examining Generalizability of Older Adults' Preferences for Discussing Cessation of Screening
Colonoscopies in Older Adults with Low Health Literacy.
Schoenborn NL, Crossnohere NL, Janssen EM, Pollack CE, Boyd CM, Wolff AC, Xue QL, Massare J,
Blinka M, Bridges JFP
J Gen Intern Med, 2019 Nov, 34(11): 2512-2519
https://doi.org/10.1007/s11606-019-05258-2 | PMID: 31452029 | PMCID: PMC6848333
Citations: 1 | AltScore: NA
29. Demographic, health, and attitudinal factors predictive of cancer screening decisions in older adults.
Schoenborn NL, Xue QL, Pollack CE, Janssen EM, Bridges JFP, Wolff AC, Boyd CM
Prev Med Rep, 2019 Mar, 13: 244-248
https://doi.org/10.1016/j.pmedr.2019.01.007 | PMID: 30719405 | PMCID: PMC6350222
Citations: 1 | AltScore: 0.5
30. Active-to-Sedentary Behavior Transitions, Fatigability, and Physical Functioning in Older Adults.
Schrack JA, Kuo PL, Wanigatunga AA, Di J, Simonsick EM, Spira AP, Ferrucci L, Zipunnikov V
J Gerontol A Biol Sci Med Sci, 2019 Mar 14, 74(4): 560-567
https://doi.org/10.1093/gerona/gly243 | PMID: 30357322 | PMCID: PMC6417447
Citations: 6 | AltScore: 11.65
31. Low plasma lysophosphatidylcholines are associated with impaired mitochondrial oxidative
capacity in adults in the Baltimore Longitudinal Study of Aging.
Semba RD, Zhang P, Adelnia F, Sun K, Gonzalez-Freire M, Salem N Jr, Brennan N, Spencer RG,
Fishbein K, Khadeer M, Shardell M, Moaddel R, Ferrucci L
Aging Cell, 2019 Apr, 18(2): e12915
https://doi.org/10.1111/acel.12915 | PMID: 30719830 | PMCID: PMC6413748
Citations: 5 | AltScore: 0.5
32. Frailty Tools are Not Yet Ready for Prime Time in High-Risk Identification.
Sheehan OC, Leff B, Ritchie CS
J Hosp Med, 2019 Jul, 14(7): 450
https://doi.org/10.12788/jhm.3215 | PMID: 31251723
Citations: | AltScore: NA
33. Racial differences in inflammation and outcomes of aging among kidney transplant candidates.
Shrestha P, Haugen CE, Chu NM, Shaffer A, Garonzik-Wang J, Norman SP, Walston JD, Segev DL,
McAdams-DeMarco MA
BMC Nephrol, 2019 May 17, 20(1): 176
https://doi.org/10.1186/s12882-019-1360-8 | PMID: 31101015 | PMCID: PMC6524264
Citations: | AltScore: 0.5
34. Chronic Systemic Inflammation Is Associated With Symptoms of Late-Life Depression: The ARIC
Study.
Sonsin-Diaz N, Gottesman RF, Fracica E, Walston J, Windham BG, Knopman DS, Walker KA
Am J Geriatr Psychiatry, 2020 Jan, 28(1): 87-98
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https://doi.org/10.1016/j.jagp.2019.05.011 | PMID: 31182350 | PMCID: PMC6868307
Citations: 2 | AltScore: 9.2
35. Warfarin use and the risk of stroke, bleeding, and mortality in older adults on dialysis with incident
atrial fibrillation.
Tan J, Bae S, Segal JB, Zhu J, Alexander GC, Segev DL, McAdams-DeMarco M
Nephrology (Carlton), 2019 Feb, 24(2): 234-244
https://doi.org/10.1111/nep.13207 | PMID: 29219209 | PMCID: PMC5993567
Citations: 2 | AltScore: 3.5
36. A note on proposed estimation procedures for claims-based frailty indexes.
Van Domelen DR, Bandeen-Roche K
Am J Epidemiol, 2019 Nov 1, 189(5): 369-371
pii: kwz247. https://doi.org/10.1093/aje/kwz247 | PMID: 31673711 | PMCID: PMC7413045
Citations: 1 | AltScore: 0.75
37. Near Vision Impairment and Frailty: Evidence of an Association.
Varadaraj V, Lee MJ, Tian J, Ramulu PY, Bandeen-Roche K, Swenor BK
Am J Ophthalmol, 2019 Dec, 208: 234-241
https://doi.org/10.1016/j.ajo.2019.08.009 | PMID: 31465753 | PMCID: PMC6888870
Citations: | AltScore: 12.6
38. Midlife Systemic Inflammation Is Associated With Frailty in Later Life: The ARIC Study.
Walker KA, Walston J, Gottesman RF, Kucharska-Newton A, Palta P, Windham BG
J Gerontol A Biol Sci Med Sci, 2019 Feb 15, 74(3): 343-349
https://doi.org/10.1093/gerona/gly045 | PMID: 29534173 | PMCID: PMC6376088
Citations: 7 | AltScore: 58.6
39. Moving Frailty Toward Clinical Practice: NIA Intramural Frailty Science Symposium Summary.
Walston J, Bandeen-Roche K, Buta B, Bergman H, Gill TM, Morley JE, Fried LP, Robinson TN, Afilalo
J, Newman AB, L?pez-Ot?n C, De Cabo R, Theou O, Studenski S, Cohen HJ, Ferrucci L
J Am Geriatr Soc, 2019 Aug, 67(8): 1559-1564
https://doi.org/10.1111/jgs.15928 | PMID: 31045254 | PMCID: PMC6830521
Citations: 9 | AltScore: 38.05
40. Reply to From Frailty to Gerastenia.
Walston J, Bandeen-Roche K, Ferrucci L
J Am Geriatr Soc, 2019 Oct, 67(10): 2210-2211
https://doi.org/10.1111/jgs.16142 | PMID: 31441501
Citations: | AltScore: 2.5
41. Physical activity fragmentation as a potential phenotype of accelerated aging.
Wanigatunga AA, Ferrucci L, Schrack JA
Oncotarget, 2019 Jan 25, 10(8): 807-809
https://doi.org/10.18632/oncotarget.26631 | PMID: 30783511 | PMCID: PMC6368227
Citations: 1 | AltScore: NA
42. Effect of Hospitalizations on Physical Activity Patterns in Mobility-Limited Older Adults.
Wanigatunga AA, Gill TM, Marsh AP, Hsu FC, Yaghjyan L, Woods AJ, Glynn NW, King AC, Newton
RL Jr, Fielding RA, Pahor M, Manini TM, Lifestyles Intervention and Independence for Elders Study
Investigators.
J Am Geriatr Soc, 2019 Feb, 67(2): 261-268
https://doi.org/10.1111/jgs.15631 | PMID: 30452084 | PMCID: PMC6613645
Citations: 1 | AltScore: 8.25
43. Longitudinal Relationship Between Interleukin-6 and Perceived Fatigability Among
Well-Functioning Adults in Mid-to-Late Life.
Wanigatunga AA, Varadhan R, Simonsick EM, Carlson OD, Studenski S, Ferrucci L, Schrack JA
J Gerontol A Biol Sci Med Sci, 2019 Apr 23, 74(5): 720-725
https://doi.org/10.1093/gerona/gly120 | PMID: 29846512 | PMCID: PMC6941496
Citations: 2 | AltScore: 7.3
44. Limited health literacy and adverse outcomes among kidney transplant candidates.
Warsame F, Haugen CE, Ying H, Garonzik-Wang JM, Desai NM, Hall RK, Kambhampati R, Crews DC,
Purnell TS, Segev DL, McAdams-DeMarco MA
Generated on: 09/25/2020, 9:55:45 AM

37 of 41

Pepper_Annual_Johns Hopkins_2019-2020

Generated on: 09/25/2020, 9:55:45 AM

Am J Transplant, 2019 Feb, 19(2): 457-465
https://doi.org/10.1111/ajt.14994 | PMID: 29962069 | PMCID: PMC6312744
Citations: 9 | AltScore: 14
45. Integrating Frailty and Cognitive Phenotypes: Why, How, Now What?
Xue QL, Buta B, Ma L, Ge M, Carlson M
Curr Geriatr Rep, 2019 Jun, 8(2): 97-106
PMID: 31815092 | PMCID: PMC6897328
Citations: 1 | AltScore: NA
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V. EXTERNAL ADVISORY BOARD MEMBERS
Harvey J. Cohen, M.D.
Division Chief of Geriatrics, Director of the Center for the Study of Aging and Human Development, Duke
University Medical Center
Serving since 2003 (17 years)
Luigi Ferrucci, M.D., Ph.D.
NIA Scientific Director, Senior Investigator and Chief, Longitudinal Studies Section
Serving since 2003 (17 years)
Joan E. Bailey-Wilson, Ph.D.
Head, Statistical Genetics Section; Co-Branch Chief, Inherited Disease Research Branch; National Human
Genome Research Institute; National Institutes of Health
Serving since 2008 (12 years)
Gerald Beck, Ph.D.
Section Head, Clinical Trials; Design and Analysis, Department of Quantitative Health Sciences, Cleveland Clinic
Foundation
Serving since 2013 (7 years)
Howard Bergman, M.D.
Chair, Department of Family Medicine, Professor of Family Medicine, Medicine and Oncology, Dr. Joseph
Kaufmann Professor of Geriatric Medicine, McGill University
Serving since 2013 (7 years)
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VI. RECOGNITION AND AWARDS (2019-2020)
Karen Bandeen-Roche (2019)
Dr. Bandeen-Roche was recognized with two awards in the field of Statistics during the last year—she was
re-elected to the Executive Director board for the International Biometric Society, and she was the
Distinguished Women in Statistics keynote lecturer (Vanderbilt University, April, 2019): work from this
OAIC was featured prominently in this lecture.
Reyhan Westbrook (2019)
REC investigator, Dr. Reyhan Westbrook, won the W. Leigh Thompson Excellence in Research Award,
Basic Research Faculty, for his work on “Altered Metabolome in Frailty Link Chronic Inflammation to
Functional Decline” at the 2019 Johns Hopkins Department of Medicine Research Retreat.
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VII. MINORITY RESEARCH
General Brief Description of Minority Activities:
Janiece Taylor, PhD: Pilot Study. "Pilot Behavioral Intervention to Address Pain and Frailty in Older
African-American Women."
Karen Bandeen-Roche, PhD: RC1 Development Project: includes analyses of frailty measurement variance by
race in the National Health and Aging Trends Study.
Minority Trainee(s):
Janiece Taylor, PhD, Assistant Professor
Janiece Taylor, PhD: Pilot Study. "Pilot Behavioral Intervention to Address Pain and Frailty in Older
African-American Women."
Minority Grant(s):
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UNIVERSITY OF MARYLAND
Claude D. Pepper Older Americans Independence Center

I.

Principal Investigator

Jay Magaziner, Ph.D.

410-706-3553

jmagazin@som.umaryland.edu

Program Administrator

Anne Sullens, M.A

410-706-1695

asullens@som.umaryland.edu

CENTER DESCRIPTION
The mission of the UM-OAIC is to address the process by which function is lost, and the multiple factors that affect the onset and progression of disability. Building on these important perspectives, the UMOAIC focuses on the restoration of function (i.e., enablement) in order to improve function in those with impairments, and
prevent or delay further progression in those who are already disabled. This is accomplished by 1) conducting research that examines the mechanisms underlying the functional impairments associated with stroke, hip fracture, and prevalent chronic diseases in older people; 2) designing novel, efficacious exercise and
activity-based rehabilitation interventions that produce clinically relevant outcomes and study the mechanisms underlying them; 3) translating the most efficacious interventions developed in UM-OAIC clinical laboratories and in other clinical centers for implementation and rigorous evaluation outside the clinic (e.g., home,
senior center, gym); 4) supporting pilot and exploratory studies (PESs), UM-OAIC junior scholar research, development projects (DPs), and externally funded projects (EP) that examine the mechanisms underlying disability and the process of recovery, and that design and test interventions for the restoration and
maintenance of function in clinical laboratories and settings outside the medical center; and 5) fostering the career development of junior faculty/scholars from multiple disciplines into independent, academic scientists with expertise in the study of older persons with disabling diseases through mentor-based, bench-to-bedside
translational research training that includes didactic and experiential/practical-applied training in conducting independent, aging research.
The UM-OAIC has three resource cores (RC): Biostatistics, Informatics and Translational Science (RC1); Applied Physiology and Tissue Mechanisms (RC-2); and Neuromotor Mechanisms and Rehabilitation (RC-3), that serve as a resources for the conduct of innovative exercise and activity-based rehabilitation research. An
enhanced Research Education Core (REC) (formerly RCDC) will provide didactic and experiential training under the guidance of an interdisciplinary mentoring team to prepare the next generation of scientists committed to careers in aging research. Center aims will be accomplished by: 1) using multidisciplinary research
working groups (RWGs) to provide mentoring and guide REC and PES investigators and faculty scholars in designing and conducting their projects, reporting results, and developing future investigations; 2) supporting studies that determine the mechanisms underlying functional impairments and implement exercise and
activity-based rehabilitation interventions to improve clinically relevant outcomes; and 3) translate safe and efficacious interventions into randomized clinical trials outside the medical center with the goal of changing practice for those with disabling diseases and conditions. The restoration of functional independence through
an integrated approach that includes exercise and activity-based rehabilitation will transform the care of older people with disabling diseases and conditions.
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II. RESEARCH, RESOURCES AND ACTIVITIES
A. CORES
Applied Physiology and Tissue Mechanisms
Leader 1:

Alice Ryan, PhD

aryan@grecc.umaryland.edu

Leader 2:

Leslie I. Katzel, MD

lkatzel@grecc.umaryland.edu

Cardiovascular deconditioning, chronic inflammation, and endocrine-metabolic dysfunction are inherent to the pathophysiology of the physical impairments in older persons hindered by disabling chronic diseases of aging. Sarcopenia, poor fitness, inflammation, and acute events causing disability such as falls, stroke, and hip
fracture occur with advancing age, which may worsen mobility and increase risk for cardiovascular disease (CVD) and metabolic abnormalities. RC-2’s hypothesis is that exercise and activity-based rehabilitation can improve multiple physiological systems in older, mobility-limited individuals leading to improved functional
performance, reduced cardiometabolic disease risk, and prevention of functional decline. By determining the composition, molecular, and metabolic abnormalities in skeletal muscle, adipose tissue, and vascular endothelium, and response to exercise rehabilitation, we can optimize exercise interventions to improve muscle
structure, function, metabolism, and CVD risk profiles in older adults with these chronic conditions. Exercise interventions may potentially reduce risk and delay chronic disability in older adults. To achieve this goal, RC2 implements specific aims that:

Biostatistical Design and Analysis Core (BDAC)
Leader 1:

John D. Sorkin, MD, PhD

jsorkin@grecc.umaryland.edu

Leader 2:

Michael Terrin, MD, MPH

mterrin@epi.umaryland.edu

Leader 3:

Laurence Magder, PhD

lmagder@epi.umaryland.edu

The goal of the Biostatistics, Informatics, and Translational Resource Core (RC-1), is to provide biostatistical and informatics support to investigators, to help design interventions that prevent functional decline, promote restoration and maintenance of function, and to facilitate the translation of interventions from laboratory to
clinic and community. We will participate in Research Working Groups (RWGs), a forum in which investigators from multiple disciplines collaborate on the design and conduct of studies. Our informatics system (GERI) will provide an infrastructure that helps us manage studies and facilitates the flow of information and
data. RC-1 draws on the resources and statistical expertise of the UM Department of Epidemiology and Public Health’s Divisions of Biostatistics and Bioinformatics, and Gerontology. We share resources and personnel with the biostatistics cores of the Baltimore VA Geriatrics Research, Education, and Clinical Center
(GRECC), the VA RR&D Maryland Exercise and Robotics Center of Excellence (MERCE), and the UM Nutrition Obesity Research Center (NORC). The resultant synergy saves money and makes the whole more than the sum of its parts. Statistical methods, hardware purchased and software developed by one center are
used by all center.

Leadership and Administrative Core (LAC)
Leader 1:

Jay Magaziner, PhD, MS Hyg.

jmagazin@epi.umaryland.edu

Leader 2:

Leslie I. Katzel, MD

lkatzel@grecc.umaryland.edu

Leader 3:

Alice Ryan, PhD

aryan@grecc.umaryland.edu

The LAC will foster ongoing discussion among core leaders and faculty scholars to ensure that research and research training are carried out in a cohesive, coordinated and integrated manner. The LAC will also engage scientists and educators from across the University of Maryland Baltimore (UMB) community so that
research and research training can take full advantage of the breadth and depth of experience in aging and other relevant areas to facilitate collaborations that advance UM-OAIC goals. The LAC will receive input and guidance and discuss program operations in the Core Leadership Executive Committee (CLEC) of resource
core (RC) leaders; the UM-OAIC Research and Education Advisory Committee (REAC) charged with reviewing proposed Development and Pilot/Exploratory Studies; an Internal Advisory Committee (IAC) charged with evaluating UM-OAIC progress and accomplishments and advising on ways to extend research on
aging to other university centers and departments; and an External Advisory Board (EAB) that will provide guidance to the program and report progress annually to the NIA. In addition, the LAC will support an Internal Data and Safety Monitoring Board (I-DSMB) that will review the conduct of clinical protocols to ensure
patient safety, and an External Data and Safety Monitoring Board (DSMB) that will provide another layer of review by experienced scientists who can remain impartial as they monitor data quality and safety, and report to the NIA annually.
Neuromotor Mechanisms and Rehabilitation
Leader 1:

Richard Macko, MD

rmacko@som.umaryland.edu

Leader 2:

Li-Qun (Larry) Zhang, PhD

l-zhang@som.umaryland.edu

The combination of physical impairments and a sedentary lifestyle with aging and chronic conditions such as stroke, hip fracture, metabolic syndrome and Parkinson’s disease, results in multi-system brain, neuromotor, physiological, behavioral, and cognitive deficits that precipitate loss of functional independence and
disability. The central hypothesis of Resource Core-3 (RC-3) Neuromotor Mechanisms and Rehabilitation is that appropriately selected functional activity and exercise-based rehabilitation interventions can promote beneficial changes in brain [central nervous system (CNS) structure, connectivity, and physiology] and
neuromotor mechanisms to improve motor performance and function and minimize chronic disability in older people.

RC-3 provides support, guidance, and mentoring to UM-OAIC investigators using a multi-system approach focused on whole-body balance, locomotion, and upper limb activities to address the mechanistic bases upon which to build novel rehabilitation strategies to improve motor function and independence and promote
recovery in older people with chronic disease-associated disabilities. Through this framework, functional activity and exercise-mediated brain and neuromotor plasticity can be identified to guide condition-specific and individual-specific rehabilitation approaches for minimizing disability. The complementary and
collaborative relationship between RC-3 and RC-2 -- which focuses on muscle, metabolic, and cardiovascular mechanisms of aging with disability -- forges a strong and comprehensive inter-core synergy for understanding the bases for designing and testing effective new rehabilitation programs to restore and sustain
functional independence and quality of living among older individuals.

Pilot and Exploratory Studies Core (PESC)
Leader 1:

Stephen Seliger, MD, MS

sseliger@som.umaryland.edu

Leader 2:

Marc Hochberg, MD, MPH, MACP, MACR

mhochber@medicine.umaryland.edu

The purpose of the UM-OAIC Pilot and Exploratory Studies Core (PESC) is to provide critical, initial funding for pilot and exploratory studies that are consistent with the Center’s overall goal, which is to build on the sciences and therapeutic applications of exercise and rehabilitation by: 1) advancing our understanding of the
mechanisms by which exercise and activity-based rehabilitation interventions directed at specific impairments affect multiple body systems underlying functional performance; and 2) developing and testing interventions to restore function and minimize disability following acute disabling events and gradual declines related to
serious chronic diseases. To meet this objective, the PESC will provide research support and mentoring of investigators with high quality pilot and exploratory research proposals designed to acquire preliminary data needed for future crucial studies congruent with the Center’s focus: examination of the mechanisms underlying
mobility limitation, physical disability, and recovery from disability in vulnerable older adults, and assessment of functional and clinical responses to novel exercise and activity-based rehabilitation interventions.
Research Education Component (REC)
Leader 1:

Jack Guralnik, MD, PhD, MPH

jguralnik@som.umaryland.edu

Leader 2:

Mary-Claire Roghmann, MD, MS

mroghman@epi.umaryland.edu

The purpose of the Research Education Core (REC) is to foster the career development of junior faculty from multiple disciplines into academic scientists in gerontology and geriatrics, focusing on the theme of exercise and activity rehabilitation and recovery research. The REC supports mentor-based research training and
education to promote the career development of REC Scholars as well as other junior faculty, fellows, and students pursuing research careers in aging. The UM-OAIC has a successful history of mentored training that crosses traditional disciplinary boundaries to develop novel research for improving function and independence
in older persons. This has enriched the cadre of scientists at UM and elsewhere conducting aging research in exercise and rehabilitation science.
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II. RESEARCH, RESOURCES AND ACTIVITIES (continued...)
B. RESEARCH (16 Projects Listed)
1. Project Title:

PREVENTING DIABETIC FOOT ULCERS THROUGH MANIPULATING THE SKIN MICROBIOTA

Leader(s):

ROGHMANN, MARY-CLAIRE
BALTIMORE VA MEDICAL CENTER
VA I01CX001601 / (2018-2023)

Diabetes is common in the Veterans Health Administration (VHA) patient population with a prevalence of24% making it a priority clinical issue for Veterans. Between 10 and 25% of people with diabetes will develop afoot ulcer during their lifetime. Diabetic foot ulcers are a leading cause of hospitalization, as well as the primarycause of lower li
withnon-diabetic veterans. Our preliminary data suggest that there are higher loads of S. aureus and total bacteriaon the feet of diabetic Veterans at high risk for future foot ulcer compared to diabetic Veterans at low risk of afuture foot ulcer. If so, manipulating the skin microbiota of the feet could reduce the risk of foot complications.Thus, we pro
amputation. We hypothesize that the chlorhexidine group will have a lower incidence of chronicfoot ulcer or foot infection or foot amputation than the placebo group. Specific Aim 1B: To determine ifchlorhexidine increases antibiotic resistance among ESKAPE [and diabetic foot infection] pathogens. Wehypothesize that a) the chlorhexidine grou
intervention to preventrecurrent foot ulcers in Veterans with diabetes, and 2) an understanding of the risk of antimicrobial resistancewith long term chlorhexidine use. Our long term goal is to test whether interventions which manipulate the skinmicrobiota prevent foot ulcers in a larger (adequately powered for a clinically relevant endpoint) clinica

2. Project Title:

ASYMPTOMATIC CAROTID STENOSIS: COGNITIVE FUNCTION AND PLAQUE CORRELATES - 2

Leader(s):

LAL, BRAJESH K
BALTIMORE VA MEDICAL CENTER
VA I01CX001621 / (2017-2021)

Vascular cognitive impairment is an insidious disease resulting from accumulated ischemic injury to thebrain. Our VA Merit-funded Asymptomatic Carotid Stenosis and Cognitive Function (ACCOF) found that in thesetting of carotid stenosis, alterations of behavior can occur in the absence of physical manifestations ofstroke. Otherwise asympto
collateralization across the Circle of Willis, influencecerebral perfusion. The implication of these findings is that a subset of carotid stenosis patients has hemodynamiccompromise, and that reversal of the hemodynamic abnormalities by removing the stenosis mayameliorate the associated cognitive impairment. Therefore, treatment for carotid sten
intervention, might be reversible. We propose a longitudinal controlled observational study that assesses whether carotid revascularizationimproves cognitive dysfunction in patients with cerebral hemodynamic compromise. Proof of concept (followedby a clinical trial) is necessary before a shift in clinical practice is considered. If cognitive decline
compromised perfusion (control group). Our Primary Aim will determine if carotid revascularization improves cognitive performance at 1 year inpatients with cerebral hemodynamic compromise at baseline. We hypothesize that among patients withasymptomatic carotid stenosis undergoing carotid endarterectomy, cognitive performance will imp
computational fluid dynamic modeling based on 3D imaging of carotid luminalgeometry, flow measurements, and analysis of the circulation in the Circle of Willis. Secondary Aim 2 willdetermine whether cognitive improvement after revascularization is the result of improved cerebralhemodynamics. We hypothesize that among patients with dela

3. Project Title:

ROLE OF A NOVEL EXERCISE PROGRAM TO PREVENT POST-THROMBOTIC SYNDROME

Leader(s):

LAL, BRAJESH K
BALTIMORE VA MEDICAL CENTER
VA I01RX000995 / (2014-2021)

DESCRIPTION (provided by applicant): Despite standard care, 25%-50% of patients with acute deep vein thrombosis (DVT) progress to chronic post- thrombotic syndrome (PTS) resulting in significant disability, loss of productivity, and healthcare costs. This is a problem encountered frequently among our numerous Veterans undergoing surger
patients with DVT will increase lower extremity venous flow, accelerate thrombus resolution, and decrease the risk of PTS. The primary hypothesis is that increased blood flow across the thrombus (induced by supervised exercise) will accelerate thrombus resolution and decrease PTS. The overall goal is to determine whether exercise can lower th
standard therapy (control group receiving: anticoagulation, compression, ambulation ad-lib) alone, or to exercise plus standard therapy. The study will recruit 164 patientsto achieve 80% power to detect a 50% decrease in prevalence of PTS at 2 years, and a decrease in severity of PTS through 2 years of follow-up in the exercise group vs. standard
exercise aids in the treatment of DVT and prevention of PTS through mechanisms of enhanced thrombus resolution, fibrinolytic and vascular repair, calf muscle pump action, and functional ability. This will be a novel therapeutic intervention for maintenance and restoration of tissue function after DVT.

4. Project Title:

RESISTIVE TRAINING COMBINED WITH NUTRITIONAL THERAPY AFTER STROKE

Leader(s):

RYAN, ALICE S.; IVEY, FREDERICK M. ;
BALTIMORE VA MEDICAL CENTER
VA I01RX001461 / (2015-2020)

DESCRIPTION (provided by applicant): Background: Our VA research team has played a prominent role in documenting the significant skeletal muscle atrophy that accompanies chronic hemiparesis after disabling stroke. Muscle volume is reduced by 24% in paretic vs. non-paretic legs, having significant implications for strength, function, fitne
participants consume 20% less protein than the recommended daily amount for older individuals (0.80 vs. 1.0 g/kg/day) suggesting that relative gains in skeletal muscle could be significantly better in the presence of adequate protein intake. New data also indicates that leg muscle mass predicts resting metabolic rate (RMR) in stroke, implying that
controlled clinical trial comparing the effects of RT+ protein supplementation at 1.2 g/kg/day (RT+PRO) vs. RT+isocaloric placebo (RT+PLA) on body composition, hypertrophy regulation, strength, muscle quality, functional mobility and energy expenditure in chronic stroke. Aim 1: Compare effects of 12 weeks RT+PRO and RT+PLA on whol
activity by 5-day accelerometry. Methods: To accomplish aims, 88 hemiparetic ischemic stroke subjects aged 40-85 years, BMI 20-40 kg/m2 will be randomized to either 3x/week RT+PRO or RT +PLA (equal calories for supplements) with nutritional counseling in both groups. Subjects will undergo strength and fitness tests, body composition sc
conducted in stroke. This Merit directly addresses this gap to change international best practice by introducing the 1st nutritional recommendations in combination with exercise to improve muscle and metabolic health that will reduce disability and defeat sarcopenia for Veteran stroke survivors.

5. Project Title:

ADAPTIVE ANKLE ROBOT CONTROL SYSTEM TO REDUCE FOOT-DROP IN CHRONIC STROKE

Leader(s):

KITTNER, STEVEN J
BALTIMORE VA MEDICAL CENTER
VA I01RX001699 / (2015-2020)

DESCRIPTION (provided by applicant): This proposal investigates a novel ankle robot (anklebot) adaptive control approach integrated with treadmill training to reduce foot drop and improve mobility function in chronic hemiparetic stroke survivors. Currently, stroke survivors with foot drop are trained to live with a cane or othr assistive device,
improve free-walking swing dorsiflexion at foot strike (+400%, +9.7?, N=4/group), floor-walking speed (21% vs. 9%), and the benefits are retained at 6 weeks post- training such that 3 of 4 participants no longer required their AFO's. Notably, swing-phase TMR training improved paretic leg push-off (277% vs. 2%), and center-of-pressure (CoP) s
weeks TMR vs. TM alone on: 1) Independent gait function indexed by gait velocity, swing-phase DF, terminal stance push off, and 48- hour free-living mobility profiles. 2) Balance function indexed by measures of postural sway (CoP), asymmetric loading in quiet standing, peak paretic A-P forces in non-paretic gait initiation, and standardized sc
consensusthat current approaches are inferior to usual care, or even deleterious. We challenge this paradigm by testing an adaptively controlled anklebot guided by sensorimotor learning models to focus specifically on complications due to impaired paretic DF control. The profile of ankle motor learning based on repeat measures of unassisted wal

6. Project Title:

MULTIMODAL EXERCISE AND WEIGHT LOSS IN OLDER VETERANS WITH DYSMOBILITY

Leader(s):

KATZEL, LESLIE I.
BALTIMORE VA MEDICAL CENTER
VA I01RX001813 / (2016-2020)

Background: Obesity is a major risk factor for mobility limitation in older adults. It is estimated that 11 millionolder adults have mobility disability and > 4 million older adults use walking assistive devices. Mobility disabilityresults in decreased economy of gait, physical deconditioning and reduced peak aerobic capacity (VO2peak).Impaired eco
group multimodal balance intervention (MMBI),focusing on lateral movements, lower extremity strengthening and dynamic obstacle negotiation can improvegait, balance, and strength in mobility limited older adults. However, it is no known if weight loss in combinationwith MMBI will provide additive or synergistic improvements in mobility li
60 yr) community-dwelling obese (BMI>30 kg/m2), Veterans with mobility limitations who use walking assistive devices in which we will:Specific aim 1: Compare the effects of a 6-month MMBI intervention alone to a 6-month combination Nutrition+ MMBI on physical functioning and economy of gait.Specific aim 2: Compare the effects of th
performance-based outcome measures include VO2peak, gaitspeed (gait rite), chair stands, lateral mobility and balance (four square step test, figure eight), SPPB, handgripstrength (dynamometry), and economy of gait (portable VO2 measurement during 6 minute walk) andfunctional status (ADL, IADLs); 2) lower extremity strength testing, 3) to
supervised obstacle course, and lower extremity and core strengthening. After 3-, 6-, 12-, and24-months, subjects will repeat the assessments that they had at baseline.Impact: Few exercise rehabilitation studies target older, obese Veterans who use walking assistive device andindeed individuals who use walking assistive devices are often excluded

7. Project Title:

PROGRESSIVE ACTIVITY-BASED REHABILITATION IN VETERAN CANCER SURVIVORS WITH CHRONIC PAIN

Leader(s):

RYAN, ALICE S.
BALTIMORE VA MEDICAL CENTER
VA I21RX002870 / (2018-2020)

Veterans are at a higher risk for lung cancer and so early detection, treatment, and symptommanagement are critical. Treatment for lung cancer in those with early stage local disease includes surgeryand chemotherapy. However, persistent or chronic neuropathic pain, either post-thoracotomy persistent pain(PTPP) or chemotherapy-induced periphe
decline resulting from PTPP and CIPN. There is very limited researchexamining the effects of exercise rehabilitation in those who have undergone lung resection for non-small celllung cancer (NSCLC), which represents about 85% of lung cancer cases. Engaging cancer survivors withchronic post-surgical or post-chemotherapy neuropathic pain i
controlperiod. Twenty-seven Veterans with a NSCLC history and either PTPP or CIPN will be enrolled in a 6-weekdelayed entry control period + 6-week VA Maryland Health Care System (VAMHCS) supervised exerciserehabilitation program.]Specific Aims:[1) To determine the feasibility of conducting an exercise rehabilitation intervention in
exercise trainingwill be a prescription and the first approach for which NSCLC survivors can self-manage chronic neuropathicpain. The ultimate goal of our work is to reduce neuropathic pain for the growing population of cancer survivorswhile simultaneously reducing the need for problematic pharmacologic management. Therefore, results of th

8. Project Title:

EXERCISE AND WEIGHT LOSS TO IMPROVE MOBILITY FUNCTION IN VETERANS WITH PAD

Leader(s):

ADDISON, ODESSA
BALTIMORE VA MEDICAL CENTER
VA IK2RX001788 / (2016-2021)

DESCRIPTION: Peripheral artery disease (PAD) affects an estimated 12 -15 million adults in the US and an estimated 20% of older Veterans. Those with PAD ambulate with slow gait and experience decreased leg strength, dysmobility, reduced quality of life, serious morbidity and often premature death. It is estimated that over 60% of individua
composition, and cardiometabolic risk factors than exercise alone. While these findings likely translate to older adults with PAD, this hypothesis has yet to be tested. This CDA-2 is designed to determine whether weight loss and exercise (WL+EX) versus exercise ( EX ) alone will 1) improve mobility function to a greater extent than exercise alon
obese Veterans with PAD. The goals of this 5 year CDA-2 are for me to conduct a randomized controlled trial to determine the functional and underlying metabolic effects of 6 months of weight loss and exercise (WL+EX) versus exercise training alone (EX) in obese Veterans with Fontaine Stage II PAD to learn skills in the assessment of muscle
weight stabilization baseline testing followed by randomization will occur. Participants will undergo mobility testing (gait speed, modified physical performance test, and six minute walk distance), walking impairment questionnaires, lower extremity muscle strength testing (1RM for major lower extremity muscle groups),and measures of body co
implement a 250-350 kcal diet reduction per day. Post-testing will be done 24 hours after the last bout of exercise. We anticipate this proposal will show the importance of the addition of a weight loss program to exercise programs to improve the health and reduce disability in obese Veterans with PAD. The skills gained in this CDA-2 will greatly

9. Project Title:

NON-INVASIVE TREATMENT OF ABDOMINAL AORTIC ANEURYSM CLINICAL TRIAL (N-TA^3CT )

Leader(s):

TERRIN, MICHAEL L.; BAXTER, BERNARD TIMOTHY ; CURCI, JOHN A ; MATSUMURA, JON STEVEN ;
UNIVERSITY OF MARYLAND BALTIMORE
NIH R01AG037120 / (2011-2020)

DESCRIPTION (provided by applicant): Abdominal aortic aneurysms (AAA) are a common (2-5% of the population e 65 years: 4-9% men; 0.5- 1.5% women) and lethal problem causing 15,000 deaths annually from rupture in the U.S. The only accepted treatment is repair of the AAA which is performed for 40,000 large AAA annually in the U.S
Patients will be randomly assigned to receive placebo or doxycycline (100 mg bid). The primary end point will be aneurysm growth rate determined by semiannual CT scan. The public health impact of testing the safety and efficacy of doxycycline in the treatment of abdominal aortic aneurysms derives from the absence of any medical therapy to a

10. Project Title:
Leader(s):

COMBINING TESTOSTERONE THERAPY AND EXERCISE TO IMPROVE FUNCTION POST HIP FRACTURE
BINDER, ELLEN F; KIEL, DOUGLAS P. ; MAGAZINER, JAY ; ORWIG, DENISE L ; SCHECHTMAN, KENNETH B. ; SCHWARTZ, ROBERT S ; VOLPI, ELENA ;
WASHINGTON UNIVERSITY
NIH R01AG051647 / (2017-2022)

Hip fractures are common among older women and can have a devastating impact on their ability toremain independent. A clinically important functional decline and failure to recover following a hip fracture hasbeen documented as much as a year after the fracture, even among individuals who were functioning at highlevels before the event. Ag
in restoring muscle strengthand physical function after a hip fracture have been documented. However, it remains unclear whether Ttreatment can augment the effects of exercise on mobility and patient-reported function, or whether anyobserved benefits are sustained beyond the period of active treatment. Proposed is a 3-group, multi-center,rand
EX with placebo T treatment (CON), to ascertain the incrementalimpact of adding T to ET in older adult women following hip fracture. The 6-month intervention will be followedby a 6-month no-treatment sustainability phase. The primary outcome measure is the Six Minute WalkDistance (6MWD). Secondary outcome measures include: 1) dua
parameters, and factors related to adherence to the interventions. Information from this study has the potential to alter treatment of hip fracture in older women, a problemthat contributes to significant morbidity and mortality, and has a large public health impact. The proposedstudy is highly aligned with NIA?s mission of identifying intervention

11. Project Title:
Leader(s):

HIP MUSCLE POWER, LATERAL BALANCE FUNCTION, AND FALLS IN AGING
GRAY, VICKI L.
UNIVERSITY OF MARYLAND BALTIMORE
NIH R01AG060051 / (2018-2023)

Project Summary/Abstract Falls and their consequences are among the major problems in the medical care of older individuals.The long-term goal of this research is to a mechanistically derived therapeutic intervention to enhance musclepower, weight-shifting capability, and lateral balance to prevent falls. When human balance is challenged,pro
muscle power generation. Moreover, we hypothesize that thesefunctional and neuromotor impairments can be improved with high velocity muscle resistance power training.The specigic aims are: Aim 1. To determine the age-associated changes in neuromuscular and biomechanicalperformance of the hip joint AB-AD musculature by evaluating
powerproduction may be reversible, we will determine the effects of velocity dependent muscle resistance powertraining (3 x/week x 10 weeks) compared with strength training on neuromuscular, biomechanical, andfunctional performance outcomes. Overall, the studies will identify age-related neuromotor mechanisms ofabnormal hip AB-AD m

12. Project Title:

INFLUENCE OF ATTENTIONAL CONTROL ON PROTE

Leader(s):

WESTLAKE, KELLY
UNIVERSITY OF MARYLAND BALTIMORE
NIH R03AG060290 / (2018-2020)

PROJECT?SUMMARY??As?a?leading?cause?of?fatal?and?non-?fatal?injuries?in?older?individuals,?falls?are?a?significant?health?concern?and?one? of? the? most? feared? consequences? of? aging.? ? Although? numerous? rehabilitation? interventions? have? been?developed? to? improve? balance? in? older? adults,? these? improvements?
stable? surfaces? and? secure? balance? or? protect? against? ground?impact?become?crucial?to?the?prevention?of?head?trauma?and?other?major?injuries.?Another?key?consideration?is?that?online?sensory?information?detecting?base?of?support?perturbations?such?as?slips?or?trips?is?often?unreliable?with?age,?potentially?rendering?a?ref
attention?switching?on?reach-?grasp?stabilizing?responses?during?fall-?induced?perturbations.?The?central?hypothesis?is?that?added? challenges? to? attention? shifting? from? internally-?directed,? highly? engaging? and? stressful? thoughts? towards?external?sensory?stimuli?reflecting?balance?instability?will?delay?the?triggering?of?reach
overall? public? health? significance? of? the? proposed?research? is? that? once? the? underlying? neurocognitive? mechanisms? to? reactive? balance? responses? have? been?identified,?we?will?have?the?necessary?steps?to?support?evaluation?of?a?novel?attention?shifting-?reactive?balance?training?program?to?enhance?balance?and?preve

13. Project Title:
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zation, as well as the primarycause of lower limb amputations. About 5% of patients with a foot ulcer require an amputation each year,typically due to the development of infection at the site of the foot ulcer. Because foot ulcers are a leadingcause of disability in people with diabetes, more effective prevention is needed. The role of the skin microbiotaon the development of chronic
ce the risk of foot complications.Thus, we propose the following aims to test our central hypotheses that the skin microbiota is part of the causalpathway in the development of chronic ulcers. Using a randomized, double-blind clinical trial, 200 adults with diabetes and a prior foot ulcer will berandomly assigned to chlorhexidine or placebo wipes for daily foot care over one year. Spe
Wehypothesize that a) the chlorhexidine group will not be colonized with E. cloacae, S. aureus, K. pneumoniae, A.baumannii, P. aeruginosa and E. faecium (ESKAPE) [and diabetic foot infection] pathogens with a higher MIC tochlorhexidine than the placebo group and b) the chlorhexidine group will not be colonized with ESKAPE [anddiabetic foot infection] pathogens with a hi
ered for a clinically relevant endpoint) clinical trial inorder to reduce the risk of amputation associated with diabetic foot ulcers.

l manifestations ofstroke. Otherwise asymptomatic patients with carotid stenosis had worse cognitive performance than controls.In addition, approximately 40% of patients with stenosis had cerebral hemodynamic compromise at baseline;and hemodynamic compromise correlated with cognitive impairment. Not all patients with carotid stenosis havereduced cerebral perfusion. The g
pairment. Therefore, treatment for carotid stenosis might need to bebroadened to include preservation of cognition-related Quality of Life (QoL). The demonstration that somepatients with carotid stenosis are living with reversible cognitive impairment would have important public-healthimplications. Carotid stenosis affects 2-12% of people. With 23 million Veterans in the country,
ical practice is considered. If cognitive decline can bereversed in these patients, we will have established a new indication for carotid revascularization independentof stroke prevention. We will enroll 138 patients with asymptomatic high-grade (=70%) carotid stenosisundergoing planned carotid endarterectomy. Approximately 40% (n=55 patients) of patients are anticipated tohave c
darterectomy, cognitive performance will improve more inthose with impaired cerebral perfusion at baseline versus those with normal baseline perfusion. OurSecondary Aim 1 will determine whether cerebral hemodynamic compromise is the result of pressure dropacross the carotid artery stenosis. We hypothesize that among all patients enrolled, the degree of PWI-TTPdelay at bas
We hypothesize that among patients with delayed PWI-TTP at baseline, the degree ofimprovement in cognition after revascularization will correlate with the improvement in pressure drop.Secondary Aim 3 will determine whether differences in cognitive outcome between the two groups impactquality of life. We hypothesize that 1 year after revascularization, quality of life will imp

ong our numerous Veterans undergoing surgery, anesthesia, traumatic and acute injury, and surgical critical care. Venous valvular reflux from an organized thrombus is the primary cause of PTS. Veins with rapid and complete thrombus resolution have a lower incidence of reflux. We have observed that thrombus resolution is enhanced by increased blood flow and that moderate upp
is to determine whether exercise can lower the risk of PTS in patients with acute DVT, and to investigate possible mechanisms by which this occurs. We propose a 2-year randomized clinical trial of standard therapy compared to standard therapy plus exercise in patients with acute lower extremity DVT. Aim 1 will test whether a 3-month exercise training program prevents PTS an
f follow-up in the exercise group vs. standard care. Aim 2 will investigate mechanisms by which the exercise program may act to prevent PTS, namely systemic markers of fibrinolysis and thrombus resolution. Aim 3 will investigate alternate mechanisms of decreased PTS that are more direct results of the exercise therapy, namely: improving venous hemodynamics and functional c
T.

icant implications for strength, function, fitness, metabolism and general health. Our previous work establishes progressive, high-intensity resistive training (RT) as an effective rehabilitation strategy for oldr stroke survivors, producing thigh muscle hypertrophy on both the paretic and non-paretic sides. Protein supplementation can significantly augment gains in muscle mass after R
metabolic rate (RMR) in stroke, implying that a combined nutrition and RT therapy aimed at maximizing muscle gains would translate into improved energy balance, a key factor in rehabilitation success. A better understanding of the true potential for aggressive RT interventions to address stroke-related atrophy and related problems for maximum benefit awaits clinical trials direct
of 12 weeks RT+PRO and RT+PLA on whole body lean tissue mass by DXA and thigh region muscle volume by CT. Aim 2: Assess changes to key regulators of skeletal muscle mass (myostatin, mTOR and their downstream signaling network) in RT+PRO vs. RT+PLA in stroke survivors. Aim 3: Determine the effects of RT+PRO and RT+PLA on leg strength, strength per unit m
strength and fitness tests, body composition scans, bilateral skeletal muscle biopsies, functional outcomes tests and energy expenditure assessments before and after 3 months of RT+PRO or RT+PLA. Impact: The proposed Merit study has clinical and practical implications for Veterans suffering from the consequences of stroke-related muscle wasting. Although healthy populations

ed to live with a cane or othr assistive device, and often ankle foot orthotics (AFO's) for safety. Neither mediates task-practice or neuromotor recovery. We have developed an adaptive anklebot controller that detects gait cycle sub-events for precise timing of graded robotics assist to enable deficit severity adjusted ankle motor learning in the context of walking. Our Merit pilot findin
277% vs. 2%), and center-of-pressure (CoP) sway on standing balance (-25% vs. +30%), indicating generalized benefits to other elements of gait and balance, beyond those robotically targeted toward foot drop. This randomized study investigates the hypothesis that 6 weeks TMR is more effective to durably improve gait biomechanics, static and dynamic balance, and mobility func
non-paretic gait initiation, and standardized scales (Berg Balance, Dynamic Gait Index, and ABC for Falls Efficacy and; 3) Long-term mobility outcomes, assessed by repeated measures of all key gait and balance outcomes at 6 weeks and 6 months after formal training cessation. While upper extremity robotics has proven effective, and altered national care standards for stroke, in c
g based on repeat measures of unassisted walking reveals a power law pattern with ~80% of gains

eak aerobic capacity (VO2peak).Impaired economy of gait and decreased physiological reserve may lead to increased fatigue, reducedendurance, and ultimately contribute to reduced functional independence. The optimal intervention to improvemobility limitations in older, obese adults is not known, particular in those who use walking assistive devices,and there is limited informat
ive or synergistic improvements in mobility limited older, obese Veterans.We hypothesize that our MMBI program in combination with a hypocaloric nutritional intervention (Nutrition)will be more effective than MMBI alone in improving muscle quality, physical function and economy of gait. Inaddition, we hypothesize that the Nutrition + MMBI will be more effective than MM
gait.Specific aim 2: Compare the effects of the two interventions on body composition, muscle mass, strength andrelative sarcopenia.Specific aim 3: Assess the effects of the two interventions at baseline, 6, 12 and 24 months on their self-reported measures of function and disability using the Late-Life Function and Disability Instrument (LLFDI).Methods: Veterans enrolled into the
DLs); 2) lower extremity strength testing, 3) total body DXA scan, and a CT scan ofthe abdomen, hips and thighs for determination of lower extremity and core muscle composition; and 4)biomarkers. After completion of baseline testing, the Veterans will be randomized to one of the twointerventions. Nutrition classes will be led by a GRECC dietitian. The goal is for subjects to lose
e walking assistive devices are often excluded from the studies. This researchdirectly benefits Veterans as it may lead to more effective interventions that improve mobility, reduce fall risk,and reduce injury-related hospitalization and death in older Veterans with mobility limitations. This nutritionaland multimodal balance intervention is readily exportable to the community and wit

pain(PTPP) or chemotherapy-induced peripheral neuropathy (CIPN) occurs in a majority of patients. Thus, not onlyis this neuropathic pain widespread; there is no way to prevent its development, and long-term use of opioidsfor control of symptoms could result in addiction. Ultimately, PTPP and CIPN can lead to long-term sufferingand disability during the post-treatment phase. E
gical or post-chemotherapy neuropathic pain in this SPiRE meets a unique VA SPiRE directiveand serves an understudied population. [We hypothesize that lung cancer survivors with chronic pain havereduced fitness and strength, poor muscle quality, and high levels of fatigue. Our global hypothesis is thatactivity rehabilitation will reduce pain symptoms; which will be associated w
cting an exercise rehabilitation intervention in Veterans with NSCLCand PTPP or CIPN.2) To determine the effects of a VAMHCS-supervised activity rehabilitation program on chronic pain andsensory thresholds (thermal, static, and dynamic) compared to delayed control.3) To assess changes in fitness, strength, physical function, fatigue, and quality of life (QoL) after activity-bas
acologic management. Therefore, results of thisstudy have potential for high impact on symptom care because it will allow effective neuropathic pain treatmentto be in full control of the Veteran, and likely restore function that is lost during the chronic pain experience.

ath. It is estimated that over 60% of individuals with PAD are overweight or obese. While PAD itself worsens mobility, obesity adds a further functional burden to older adults with PAD. Individuals diagnosed with PAD, who are also obese typically claudicate 40% more quickly than non-obese individuals and take 20% longer to recover after claudication. Studies of older obese ad
function to a greater extent than exercise alone and 2) determine the mechanisms underlying changes in mobility function by measuring muscle microvascular perfusion, systemic and muscle inflammation, cardiometabolic risk, and muscle composition. We hypothesize that a combined intervention of weight loss and exercise (aerobic and resistive) will result in greater improvemen
AD to learn skills in the assessment of muscle perfusion, inflammation and lipid infiltration. The specific aims are: Aim 1: To compare the effects of WL+EX vs EX on mobility function in Veterans with PAD. Aim 2: To compare the effects of WL+EX vs EX on the mechanisms underlying changes in mobility function measured as muscle perfusion, inflammation and lipid infiltrati
mity muscle groups),and measures of body composition (DXA and CT scan) and muscle perfusion (contrast enhanced ultrasonography). Muscle biopsies and blood draws will determine inflammatory levels (IL- 6 and TNF-a). All participants will participate in a gradul and progressive walking and strength training program 3x/week in our clinic and a home walking 2x/week for 6 m
D. The skills gained in this CDA-2 will greatly enhance my development into an independent investigator while the information gained from this study will allow us to make new clinical guidelines that include weight loss to improve mobility function in older Veterans with PAD. These findings may potentially result in reduced healthcare utilization, costs of treatment, and hospitaliz

med for 40,000 large AAA annually in the U.S. With recent, widespread screening, many more small ( 40%) the growth of small (3.5 - 5.0 cm in men, 3.5 - 4.5 cm in women) infrarenal AAA. We will determine the effects of doxycycline on the expansion rate of small AAA over a 24-month period for all patients with allowance made for outcomes missing for cause (death or aneury
s from the absence of any medical therapy to avoid open surgery or endograft repair. Without medical therapy, ultrasound screening is considered cost-effective in selected patients only. Effective medical therapy would make early detection even more acceptable by providing an alternative to invasive repair of AAA.

functioning at highlevels before the event. Age-associated androgen deficiency in women contributes to deficits in muscle mass,strength and power that are common in this patient population before the fracture, and are exacerbatedafterward. A pilot study of testosterone (T) supplementation in elderly female hip fracture patients hasdemonstrated the feasibility of T treatment in this
ment. Proposed is a 3-group, multi-center,randomized, placebo-controlled, double-blinded, parallel group clinical trial in frail elderly female hip fracturepatients. 300 female hip fracture patients will be enrolled from 6 clinical sites, using objective screening criteriafor T deficiency (serum total testosterone level < 30 ng/dl) and physical frailty (Modified Physical PerformanceTest (PP
Secondary outcome measures include: 1) dual energy x-ray absorptiometry (DXA)measurements of whole body and appendicular LBM and bone mineral density of the unfractured proximalfemur; 2) maximal skeletal muscle strength (1-RM) for leg extension in both limbs; 3) objective physicalperformance measures; and 4) self-reported performance of activities of daily living an
ith NIA?s mission of identifying interventions that target common geriatric conditions,and improve treatment options for older adults with multiple morbidities or risk factors.

falls. When human balance is challenged,protective stepping is a vital strategy for preventing a fall during activities of daily life. Many older people at riskfor falls have particular difficulties with successfully stepping sideways as a protective response to loss ofbalance in the lateral direction. We propose that age-related declines in lateral balance function throughimpaired weight tr
hip joint AB-AD musculature by evaluating the isolated maximum torque and powerproduction and neuromuscular activation patterns. Aim 2. To determine the aging changes in neuromotorperformance of the hip AB-AD musculature during the pre-step weight transfer phase of waist-pull induced sidestepping and voluntary reaction time stepping. Aim 3. To establish a first line of
motor mechanisms ofabnormal hip AB-AD muscle power production that impair lateral weight transfer, balance stability, and mobilityfunction. Establishing a first line of support for the superiority of velocity dependent power training overstrength training on muscle performance and protective balance and functional mobility outcomes, will lead to afuture comparative intervention

ATTENTIONAL CONTROL ON PROTECTIVE ARM RESPONSES TO BALANCE PERTURBATIONS IN OLDER ADULTS.

LLY

F MARYLAND BALTIMORE

90 / (2018-2020)

nce? in? older? adults,? these? improvements? do? not? effectively? reduce? the? incidence? of?falls?and?fall?related?injuries.??Moreover,?such?interventions?have?been?nearly?exclusively?focused?on?enhancing?lower?limb?responses,?while?training?directed?towards?the?upper?limb?is?commonly?overlooked.?In?confined?areas,?such? as? the? bathroom,? where? the? majori
eliable?with?age,?potentially?rendering?a?reflexively?triggered?stepping?or?protective?arm?response?ineffective?due?to?timing?delays,? direction? errors,? or? reduced? extent.? We,? and? others,? have? shown? an? increased? use? of? the? reach-?grasp?response?in?older?compared?to?younger?adults,?but?with?markedly?decreased?effectiveness,?particularly?among?those? w
instability?will?delay?the?triggering?of?reach?execution?timing?and?reduce?grasping? accuracy? that? will? be? improved? with? cognitive-?sensorimotor? training.? This? research? will? mark? the? first?characterization? of? the? role? of? attention? shifting? on? protective? arm? responses? and? fall? rate? during? a? balance?perturbation? paradigm? and? the? first? fully? integ
ning?program?to?enhance?balance?and?prevent?falls.?
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kin microbiotaon the development of chronic foot ulcers after minor trauma is unknown. Prior work has shown that the feet of diabetic Veterans had a higher load of S. aureus compared
bo wipes for daily foot care over one year. Specific Aim 1A: Todetermine if chlorhexidine reduces the recurrence of foot complications including chronic foot ulcer, footinfection or foot
nddiabetic foot infection] pathogens with a higher MIC to key antibiotics than the placebo group. We expect to gain: 1) an assessment of the feasibility of chlorhexidine as a daily

stenosis havereduced cerebral perfusion. The geometry of the plaque (degree of stenosis, length and shape of the plaque)and, as we have demonstrated, the extent of intra-cerebral
ople. With 23 million Veterans in the country, approximately1 million (4.3%) will have a stenosis. ACCOF shows that these patients are at risk for cognitive impairmentwhich, with
55 patients) of patients are anticipated tohave compromised cerebral perfusion at baseline (study group); the remaining 60% (n=83) will have carotidstenosis but will not have
enrolled, the degree of PWI-TTPdelay at baseline will correlate with the degree of pressure drop across the carotid stenosis. Pressure drop willbe measured by patient-specific
after revascularization, quality of life will improve more in patientswith impaired baseline cerebral perfusion versus those without impairment.

y increased blood flow and that moderate upper or lower extremity exercise result in increased venous blood flow. Hence, we postulate that a progressive exercise training program in
th exercise training program prevents PTS and improves quality of life over 2 years of follow-up. Patients with acute lower extremity DVT (iliac-femoral-popliteal) will be randomized to
roving venous hemodynamics and functional capacity. Collectively, these results will allow us to understand the basis of a novel conceptual model that progressive aerobic and resistive

ficantly augment gains in muscle mass after RT in healthy populations, but no experiments have yet been conducted in stroke. New preliminary data from our group indicates that stroke
r maximum benefit awaits clinical trials directly comparing RT with and without nutritional therapy. Objectives: We propose to be the first to conduct a 12-week randomized placebo
d RT+PLA on leg strength, strength per unit muscle volume (muscle quality, MQ), functional mobility (6-minute walk distance, 10-meter walk time), RMR and free-living physical
muscle wasting. Although healthy populations show enhanced muscle protein synthesis and inhibited breakdown following post exercise dietary protein intake, no work has yet been

the context of walking. Our Merit pilot findings show that 6 weeks treadmill training with robot (TMR) timed to assist swing phase dorsiflexion only, is more effective than TM alone to
static and dynamic balance, and mobility function in chronic stroke survivors with dorsiflexion deficits, compared to TM alone. Aims are to determine the compare effectiveness of 6
altered national care standards for stroke, in contrast, lower extremity robotics that has primaril focused on repetitive, multi-joint patterning of gait cycles, remains controversial, with

assistive devices,and there is limited information on whether improvements in physical function can be sustained over time.Preliminary studies demonstrate that our novel progressive
ion + MMBI will be more effective than MMBI alone at improving self-reported measures of function and disability.Objective: We propose a randomized clinical trial in 120 older (age >
t (LLFDI).Methods: Veterans enrolled into the study will have baseline testing at the Baltimore GRECC and VAMHCSHuman Performance Laboratory consisting of 1)
RECC dietitian. The goal is for subjects to lose 10% of theirweight over the first 6 months with gradual weight loss after that. The MMBI will consist of a group dynamicbalance class, a
s readily exportable to the community and with additional resources couldbe widely implemented at other VAs as part of clinical care.

d disability during the post-treatment phase. Exercise, a non-pharmacologic intervention, holds promise as a new modality for reducing treatment-related neuropathic pain and functional
uce pain symptoms; which will be associated with improved fitness, functionalmobility, and reduced fatigue in lung cancer survivors with chronic pain compared to a delayed entry
gue, and quality of life (QoL) after activity-based rehabilitation compared to control period.]This is the first project of its kind and the potential impact of this research is large, because

er after claudication. Studies of older obese adults without PAD have demonstrated that the combination of exercise and weight loss is more effective at improving physical function, body
nd resistive) will result in greater improvements in mobility function through improved muscle perfusion, reduced inflammation and reduced muscle fat infiltration than exercise alone in
cle perfusion, inflammation and lipid infiltration. We will study 76 older (60+ years) obese Veterans with PAD. Prior to baseline testing all participants will be weight stabilized. After
our clinic and a home walking 2x/week for 6 months. Individuals randomized to the weight loss group will also attend weekly classes where they will receive instructions on how to
e utilization, costs of treatment, and hospitalization relatd to poor circulation and mobility dysfunction in those with PAD.

r outcomes missing for cause (death or aneurysm repair) or undetermined reasons. This will be done through a prospective, double blind, placebo controlled clinical trial of 248 patients.

onstrated the feasibility of T treatment in this population, and showed gains in lean body mass (LBM) andmuscle strength with active drug, compared to placebo. The benefits of exercise
railty (Modified Physical PerformanceTest (PPT) Score < 28). The trial will compare the effects of supervised exercise training (EX) alone, EXcombined with T therapy (EX+T) and no
ed performance of activities of daily living and quality of life, includingthe Hip Rating Questionnaire (HRQ). We plan to carefully monitor testosterone levels, adverse events,biochemical

al balance function throughimpaired weight transfer and protective stepping linked with falls, result from neuromuscular and biomechanicallimitations in hip abductor-adductor (AB-AD)
me stepping. Aim 3. To establish a first line of evidence showing thathypothesized aging deficits in sidestepping caused by neuromotor impairments in hip AB-AD muscle
s, will lead to afuture comparative intervention trial to enhance these functions and prevent falls in older adults.

such? as? the? bathroom,? where? the? majority? of? indoor? falls? occur,? lower? limb? stepping? recovery? strategies? are?restricted? and? movements? of? the? arms? to? grasp?
d?effectiveness,?particularly?among?those? who? have? previously? fallen.? The? overall? objective? of? this? proposal? is? to? investigate? the? effect? of?
bation? paradigm? and? the? first? fully? integrated? cognitive? and? physical? rehabilitation? intervention,? moving?beyond? correlative? designs? and? parallel? treatments.? The?
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GRAY, VICKI L.
UNIVERSITY OF MARYLAND BALTIMORE
NIH R21AG060034 / (2018-2020)

Project Summary/AbstractStroke is the leading cause of long-term disability is the U.S. Individuals with hemiparesis due to stroke oftenhave difficulty bearing weight on the paretic lower extremity and transferring weight from one leg to the other.Impaired weight transfer and limb loading contribute to lateral instability and are associated with de
loading force during weight acceptance is an important component offunctional limb loading. . Because altered neuromuscular control is common in persons with stroke, it ispossible that these abnormalities may impair limb loading ability. The long term objective of this project is todevelop a mechanism-based framework for designing and testin
improving limb loading responses and mobility function. We propose to applya sudden unilateral lowering of support surface to induce lateral weight transfer that forces limb loading.Kinetic, kinematic, and lower extremity muscle activation patterns will be recorded. We expect that, comparedto healthy controls, individuals with stroke will show
we expect theknee muscle co-activation duration will be reduced, with increased knee joint torque, and the paretic singlestance/double support time will increase, reflecting improved paretic limb loading ability during gait followingtraining.

14. Project Title:
Leader(s):

ADVANCING GERIATRICS INFRASTRUCTURE & NETWORK GROWTH (AGING) INITIATIVE
GURWITZ, JERRY H
UNIV OF MASSACHUSETTS MED SCH WORCESTER
NIH R33AG057806 / (2018-2023)

PROJECT SUMMARY / ABSTRACTThe Health Care Systems Research Network (HCSRN)-Older Americans Independence Centers (OAICs)AGING (Advancing Geriatrics Infrastructure and Network Growth) Initiative, funded under an R24 grantmechanism (R24 AG045050), was initiated in 2014 to foster collaborations between HCSRN an
university-based centers established by the National Institute on Aging (theOAICs). Under the R24, efforts relevant to advancing MCCs science have centered around: (1) characterizingand sharing unique data resources; (2) supporting innovative, collaborative pilot projects; (3) mentoring newand early-stage investigators; and (4) disseminating r
and itsWorkgroups and External Advisory Committee, is to elaborate on the successful programs and infrastructure ofthe R24, while taking our AGING Initiative in new, more ambitious directions. We will create new coreresources, career development opportunities, and funding opportunities, aligning patients' interests with thoseof scientists. O
cohort of MCCs scholars, who are prepared to establishproductive collaborations early in their careers to catalyze an expansion of interdisciplinary research relevant tothe science of MCCs; (3) to create a new core function as part of an elaborated infrastructure that promotespatient-centered research by engaging patients and care partners in all st

15. Project Title:
Leader(s):

RESEARCH TRAINING IN THE EPIDEMIOLOGY OF AGING.
MAGAZINER, JAY
UNIVERSITY OF MARYLAND BALTIMORE
NIH T32AG000262 / (1998-2023)

AbstractThe aging of the United States population highlights the need for increased interdisciplinary research on diseasesand disabilities that affect older persons. The objective of years 21 ? 25 of this successful program is to continuetraining 5 pre- and 2 postdoctoral fellows to conduct independent and original research in the epidemiology ofag
contribute to an interdisciplinary research team under the supervision of aprimary mentor expert in the epidemiology of aging and secondary mentors expert in epidemiology methodsand/or biostatistics, gerontology and content areas relevant to trainee research; 2) develop a research question,articulate hypotheses, and design and perform an epid
principles ofresponsible conduct of research; and 9) be prepared for transition to a research career in academia,government, industry or non-profit sector using capabilities in the epidemiology of aging.The program is located within the Department of Epidemiology and Public Health (EPH) of the University ofMaryland School of Medicine. Majo
ability to capitalize onBaltimore/Washington corridor to leverage resources across multiple domains (academia, government, industry,and non-profit). We expect the training program, with its team of dedicated faculty, will continue to serve traineesin launching successful careers as leaders in the epidemiology of aging. The program director is re

16. Project Title:
Leader(s):

DEVELOPING AN NIA RESEARCH CENTERS COLLABORATIVE NETWORK (RCCN)
KRITCHEVSKY, STEPHEN B.; LEDERMAN, STEPHANIE ;
WAKE FOREST UNIVERSITY HEALTH SCIENCES
NIH U24AG058556 / (2018-2021)

Project Summary/AbstractThe problems associated with an aging society transcend the boundaries of any specificdiscipline and play out across multiple biologic and societal domains ranging from individualcells, to organs and organ systems, to persons, to communities, to national and worldeconomies. The six National Institute on Aging center
center programs. The U24 willimplement 5 complementary and synergistic strategies to: 1) identify intellectual opportunitiesthat are best advanced by inter-center collaboration; 2) stimulate the development of cross-center collaborations; 3) provide new opportunities for early career faculty to interact across thecenter programs to expand their m
themes each relevant to at least4 of the 6 centers programs and inter-center pilot grants targeting identified research priorities.Proceedings will be disseminated for the benefit of the larger aging research community and thepublic. Pilots tied to the conference series will provide seed money to build new inter-centerresearch partnerships; 3. Provide
of faculty/resources across allcenters programs. The RCCN will establish a new website on behalf of the Roybal program;and 5. Use the RCCN to foster the development of applications to foundations, the CTSAprogram or other potential sponsors with interests aligned with the NIA's broader mission.
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to lateral instability and are associated with decreasedwalking speed and increased risk of falling. Consequently, restoring limb loading ability is an important goal forrehabilitation post-stroke. Despite considerable rehabilitation efforts aimed at enhancing paretic limb loading,their effectiveness on improving neuromotor and functional outcomes remains limited possibly due to poor
ism-based framework for designing and testing the effectiveness of novel rehabilitationinterventions to enhance lower limb weight transfer and limb loading to improve balance and mobility. Thisproject aims to (1) identify the neuromuscular and biomechanical abnormalities in limb loadingresponses in individuals post-stroke, (2) determine the underlying mechanisms responsible f
hy controls, individuals with stroke will show increased muscle co-activation of the knee musculaturewith decreased knee flexion and torque production, and irregular impact force regulation during loading that willdisrupt weight transfer and loading of the paretic limb. Furthermore, we hypothesize that compared to aconventional clinical weight-shift rehabilitation training program

4 to foster collaborations between HCSRN and OAIC (akaPepper Centers) investigators in order to advance an interdisciplinary research agenda focused on advancingthe science of multiple chronic conditions (MCCs) in older adults. The AGING Initiative is a highly productive,collaborative, transdisciplinary endeavor involving scientists from 18 HCSRN research centers, embedd
ly-stage investigators; and (4) disseminating research methods and findings. This collaboration hasidentified several understudied, high priority research domains, as well as an urgent need for formal careerdevelopment support for new and early-stage scientists committed to aging research on etiology, prevention,and treatment, relevant to the care of older persons with MCCs. The
ng patients' interests with thoseof scientists. Our specific aims are: (1) to expand on and further develop innovative methods related tomeasurement and analytics, observational research, and pragmatic clinical trial design and implementation, toinform the development and testing of novel interventions that improve the care and outcomes of older personswith MCCs; (2) to foster the
y engaging patients and care partners in all stages of the research process; and(4) to fund a series of ?P-2-R? (?Pilot-to-R award?) grants that will advance the R33 research priorities relevantto the science of MCCs. The ?P-2-R? grants will serve to promote the development and implementation oflarger, multi-disciplinary, multi-site studies laying a foundation upon which to continu

nd original research in the epidemiology ofaging, with an emphasis on the prevention of late life disability and functional decline and the maximization offunction in those with existing disabilities and disabling conditions. The program emphasizes four broadsubstantive areas in which program faculty have gerontologic research experience and are conducting ongoingprojects: musc
e hypotheses, and design and perform an epidemiologic study to address hypotheses; 3) become expertin at least one substantive area relevant to functional decline and the maximization of function in those withdisabilities and disabling conditions; 4) demonstrate excellence in conducting independent, innovative research;5) gain experience presenting research results; 6) master a co
versity ofMaryland School of Medicine. Major program strengths include: 1) availability of core epidemiology of agingfaculty, and faculty expert in gerontology, epidemiology, biostatistics, and substantive areas that are focus ofprogram; 2) interdisciplinary training and research opportunities in aging and related areas; 3) graduate trainingopportunities including advanced coursewo
demiology of aging. The program director is recognized forhis leadership nationally and within the University of Maryland; as such, he is in an excellent position to fosterthe development of trainees through participation in interdisciplinary research programs locally and nationally.Leaders of the Doctoral Programs Epidemiology and Human Genetics and in Gerontology will serve a

es. The six National Institute on Aging center programs address important topics inaging but typically they do this from a specific disciplinary perspective, and there is currently nomechanism to foster cross-disciplinary collaborations. This proposed U24 Research CentersCoordinating Network (RCCN) is led by the American Federation for Aging Research and theWake Forest Sch
t across thecenter programs to expand their multidisciplinary collaborative network; and 4) leverage theRCCN activities to bring additional resources to multidisciplinary aging research. To achievethese goals, we propose five specific aims: 1. Convene RCCN steering, executive, andcoordinating center committees to set the program's overall direction, organize and deliverprogram a
w inter-centerresearch partnerships; 3. Provide educational activities for early-career faculty to buildcompetencies in multidisciplinary and cross-institutional research, including educationalsessions at each conference and a webinar series focusing on key conceptual issues andmethodologies to foster the development of a new cohort of scholars trained for multidisciplinaryinvestigati
n.

Generated on: 09/25/2020, 9:55:58 AM

11 of 21

Pepper_Annual_Maryland_2019-2020

Generated on: 09/25/2020, 9:55:58 AM

utcomes remains limited possibly due to poorlyunderstood limb loading mechanisms and the reluctance to use the paretic limb. The coordination ofneuromuscular actions to regulate
mine the underlying mechanisms responsible for thedeficits in limb loading, and (3) test the short-term effectiveness of a 6-week perturbation-induced limbload training program on
al weight-shift rehabilitation training program, the imposed limb loading group will showgreater improvements during voluntary stepping and walking following training. Specifically,

sts from 18 HCSRN research centers, embeddedwithin healthcare delivery systems caring for nearly 2 million persons aged 65 and older, in partnership withinvestigators from 15 premier,
to the care of older persons with MCCs. The overarching aim of our expanded R33program, conceived and developed by the R24 HCSRN-OAICs AGING Initiative Steering Committee,
of older personswith MCCs; (2) to foster the career development and success of new and early-stage investigators, includingunderrepresented minorities, and create a nation-wide
es laying a foundation upon which to continue to grow the AGINGInitiative.

nce and are conducting ongoingprojects: musculoskeletal epidemiology; neuroepidemiology; genetic epidemiology; and pharmacoepidemiology.The program prepares trainees to: 1)
nce presenting research results; 6) master a core curriculum in epidemiology and biostatistics; 7)be knowledgeable about basic biological and psychosocial processes of aging; 8) master
ngopportunities including advanced coursework through the Doctoral Programs in Epidemiology and HumanGenetics, Gerontology, and Pharmaceutical Health Services Research; and 4)
man Genetics and in Gerontology will serve as programassociate directors.

n for Aging Research and theWake Forest School of Medicine. It will initiate new cross-disciplinary collaborative networksbringing together key thought leaders from each of the 6 NIA
verall direction, organize and deliverprogram activities, and facilitate information dissemination; 2. Stimulate cross-centercollaboration through 5 conferences on cross-cutting scientific
cholars trained for multidisciplinaryinvestigation; 4. Work with existing NIA center coordinating centers to disseminate RCCNactivities and develop methods to facilitate the identification
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II. RESEARCH, RESOURCES AND ACTIVITIES (continued...)
C. PILOT/EXPLORATORY PROJECTS (4 Pilot Projects Listed)
1. Project Title:
Leader:

Relations of Glucose Variability with Cognitive Function and Functional Status among Older Adults at Risk for Diabetes
Tasneem Khambaty, PhD

Abstract: Type 2 diabetes (T2DM) is an independent risk factor for dementia and less severe forms of cognitive dysfunction and may compromise functional status. Metrics derived from continuous glucose monitoring (CGM) technology – i.e., glucose variability – may facilitate the detection of impaired glycemia
much earlier than the conventional glycemic metrics. We propose a robust characterization of intra- and inter-day variability in glucose regulation and a deeper understanding of the extent to which this variability influences cognitive aging and functional decline in persons at risk for diabetes. Understanding this early
aging trajectory is an important step towards discerning the mechanisms underlying various aspects of glycemia and neurocognition.
Hypotheses: Our central hypothesis is that even before diabetes onset, glucose variability will be associated with worse cognitive function and lower functional status among older adults. Our specific aims are to examine the association of glucose variability derived from CGMS over a 10-day self-monitoring period
with cognitive function, and functional status among individuals with prediabetes, aged 50 or older.

2. Project Title:
Leader:

A combination of ultrasound and CT for investigation of muscle and functional changes in hip OA across the disease spectrum
Christa Nelson, PT, DPT, PhD

Abstract: Muscle changes, including muscle atrophy and fat infiltration, can impact muscle function and have been observed in the hip muscles in individuals at risk for falls. The extent of muscle adaptation in the hip and lumbar muscles in individuals at various stages of hip osteoarthritis is not yet fully known,
despite hip OA being a common cause of disability in older adults. This study proposes to utilize multiple imaging methods, including CT and ultrasound imaging, to quantify muscle adaptation in the hip and lumbar spine in individuals with and without hip osteoarthritis. In addition, we will correlate imaging findings to
measures of balance, strength, and function as measured with the Short Physical Performance Battery, the Four-Square step test, Biodex strength testing, and the 30-second chair stand test.
Hypotheses: We hypothesize that muscle atrophy and fat infiltration in the hip and lumbar muscles will be higher in the affected hip compared to that of healthy controls. Additionally, we hypothesize that the amount of muscle atrophy and fat infiltration will correlate to the disease severity, where individuals with more
severe hip osteoarthritis will have significantly more muscle atrophy and fat infiltration than those in earlier stages of the disease.

3. Project Title:
Leader:

Immune mechanisms responsible for the impaired B cell responses to new antigens in the elderly
Franklin Toapanta, PhD

Abstract: Development of humoral responses to new antigens are impaired in older adults (>65 years). Alterations at multiple levels of the immune system are likely implicated and, to date, there is little information about the intrinsic B cell factors responsible for the poor antibody responses in older adults. We have
used Hepatitis B virus vaccination as a model to study potential alterations on B cell responses. We hypothesized that older adults, compared to young adults, have a reduced pool of circulating antigen-specific B cells to novel antigens. Furthermore, we hypothesized that in older adults, antigen-specific B memory
cells induced by vaccination will have reduced antibody production capacity due to higher activation thresholds. These studies were proposed to be carried out in cryopreserved specimens (PBMC) of volunteers vaccinated with Recombivax-HB (HBV vaccine).

4. Project Title:
Leader:

Home Exercise (HEX) for Homebound Older Adults
Alyssa Stookey, PhD

Abstract:Little is known about the feasibility and utility of pragmatic home-based exercise in older homebound adults with severe mobility disability. We propose a feasibility study to design and implement a pragmatic 12-week home exercise program (HEX) intervention program to improve physical functioning and
quality of life in homebound older adults with mobility disability.
Hypothesis: Our general hypothesis is HEX will prove feasible and effective in maintaining and restoring physical functioning and perceived quality of life. Aim #1: We will work with providers and patients to develop a feasible and pragmatic, multi-component home exercise program targeting mobility, strength, and
performance of task-oriented ADLs. Aim #2: Perform a small study to better assess feasibility and determine the effect(s) of the home-based intervention created in Aim 1 on functional outcomes and QOL(at baseline, 6 weeks, and 12 weeks) in older, homebound adults.
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II. RESEARCH, RESOURCES AND ACTIVITIES (continued...)
D. DEVELOPMENT PROJECTS (0 Development Projects Listed)

No development projects.
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III. CAREER DEVELOPMENT
REC Scholar, Research & Grants Funded During Pepper Supported Time

Years

Publications

F. Rainer von Coelln, Dr. med
Assistant Professor / Department of Neurology, School of Medicine, University of Maryland Baltimore
Towards Next Generation Phenotyping in Parkinson Disease: Quantitative Analysis of Gait and Balance Using a Portable Biosensor Device
NIA/UM-OAIC ADRD Supplement: Investigation of Efficacy of Rivastigmine for Cognitive and Motor Impairments in Parkinson Disease Dementia

2017-2020

14 (6 1st/Sr)

Tasneem Khambaty, PhD
Assistant Professor / Department of Psychology, University of Maryland Baltimore County
Depressive Symptoms, Executive Function, and Trajectories of Diabetes Biomarkers: Relations to Functional Status and Race-Related Disparities in the HANDLS study
UM-OAIC Pilot Award: Relations of Glucose Variability with Cognitive Function and Functional Status among Older Adults at Risk for Diabetes
NIH/NIA Extramural Loan Repayment Program: Depressive Symptoms, Executive Function, and Trajectories of Diabetes Biomarkers: Relations to Functional Status and Race-Related Disparities in the HANDLS study

2018-2021

22 (6 1st/Sr)
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IV. PUBLICATIONS
2020
1. Effect of Doxycycline on Aneurysm Growth Among Patients With Small Infrarenal Abdominal Aortic Aneurysms: A Randomized Clinical Trial.
Baxter BT, Matsumura J, Curci JA, McBride R, Larson L, Blackwelder W, Lam D, Wijesinha M, Terrin M, N-TA3CT Investigators.
JAMA, 2020 May 26, 323(20): 2029-2038
https://doi.org/10.1001/jama.2020.5230 | PMID: 32453369 | PMCID: PMC7251450
Citations: | AltScore: 159.35
2. An Outreach Rehabilitation Program for Nursing Home Residents after Hip Fracture may be Cost-Saving.
Beaupre LA, Lier D, Magaziner JS, Jones CA, Johnston DWC, Wilson DM, Majumdar SR
J Gerontol A Biol Sci Med Sci, 2020 Mar 26
pii: glaa074. https://doi.org/10.1093/gerona/glaa074 | PMID: 32215562
Citations: | AltScore: 1
3. Vitamin D, Folate, and Cobalamin Serum Concentrations Are Related to Brain Volume and White Matter Integrity in Urban Adults.
Beydoun MA, Shaked D, Hossain S, Beydoun HA, Katzel LI, Davatzikos C, Gullapalli RP, Seliger SL, Erus G, Evans MK, Zonderman AB, Waldstein SR
Front Aging Neurosci, 2020, 12: 140
https://doi.org/10.3389/fnagi.2020.00140 | PMID: 32523528 | PMCID: PMC7261885
Citations: | AltScore: NA
4. A Propensity Score Matched Study of the Positive Impact of Infectious Diseases Consultation on Antimicrobial Appropriateness in Hospitalized Patients with Antimicrobial Stewardship Oversight.
Bork JT, Claeys KC, Heil EL, Banoub M, Leekha S, Sorkin JD, Kleinberg M
Antimicrob Agents Chemother, 2020 Jul 22 , 64(8):
pii: e00307-20. https://doi.org/10.1128/AAC.00307-20 | PMID: 32423952
Citations: | AltScore: 18.5
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Citations: | AltScore: NA
7. Two Approaches to Classifying and Quantifying Physical Resilience in Longitudinal Data.
Col?n-Emeric C, Pieper CF, Schmader KE, Sloane R, Bloom A, McClain M, Magaziner J, Huffman KM, Orwig D, Crabtree DM, Whitson HE
J Gerontol A Biol Sci Med Sci, 2020 Mar 9, 75(4): 731-738
https://doi.org/10.1093/gerona/glz097 | PMID: 30993327 | PMCID: PMC7328208
Citations: 2 | AltScore: NA
8. The SENIEUR protocol and the efficacy of hepatitis B vaccination in healthy elderly persons by age, gender, and vaccine route.
Edelman R, Deming ME, Toapanta FR, Heuser MD, Chrisley L, Barnes RS, Wasserman SS, Blackwelder WC, Handwerger BS, Pasetti M, Siddiqui KM, Sztein MB
Immun Ageing, 2020, 17: 9
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Citations: 1 | AltScore: NA
39. Quality Assurance for Carotid Stenting in the CREST-2 Registry.
Lal BK, Roubin GS, Rosenfield K, Heck D, Jones M, Jankowitz B, Jovin T, Chaturvedi S, Dabus G, White CJ, Gray W, Matsumura J, Katzen BT, Hopkins LN, Mayorga-Carlin M, Sorkin JD, Howard G, Meschia JF, Brott TG
J Am Coll Cardiol, 2019 Dec 24, 74(25): 3071-3079
https://doi.org/10.1016/j.jacc.2019.10.032 | PMID: 31856962 | PMCID: PMC7012370
Citations: | AltScore: NA
40. Cardiac Biomarkers and Risk of Atrial Fibrillation in Chronic Kidney Disease: The CRIC Study.
Lamprea-Montealegre JA, Zelnick LR, Shlipak MG, Floyd JS, Anderson AH, He J, Christenson R, Seliger SL, Soliman EZ, Deo R, Ky B, Feldman HI, Kusek JW, deFilippi CR, Wolf MS, Shafi T, Go AS, Bansal N, CRIC Study Investigators.
J Am Heart Assoc, 2019 Aug 6, 8(15): e012200
https://doi.org/10.1161/JAHA.119.012200 | PMID: 31379242 | PMCID: PMC6761652
Citations: 2 | AltScore: 10.43
41. Telomere length and cognitive function: Differential patterns across sociodemographic groups.
Leibel DK, Shaked D, Beatty Moody DL, Liu HB, Weng NP, Evans MK, Zonderman AB, Waldstein SR
Neuropsychology, 2020 Feb, 34(2): 186-198
https://doi.org/10.1037/neu0000601 | PMID: 31613132 | PMCID: PMC6987004
Citations: | AltScore: 0.25
42. Overweight and Obese Have Similar Burden of Hip Fracture as Normal Weight Older Adults.
Lloyd JT, Waldstein SR, Hochberg MC, Orwig DL, Alley DE
J Gen Intern Med, 2019 Nov, 34(11): 2333-2335
https://doi.org/10.1007/s11606-019-05151-y | PMID: 31325126 | PMCID: PMC6848362
Citations: | AltScore: 1
43. Effect of a Multicomponent Home-Based Physical Therapy Intervention on Ambulation After Hip Fracture in Older Adults: The CAP Randomized Clinical Trial.
Magaziner J, Mangione KK, Orwig D, Baumgarten M, Magder L, Terrin M, Fortinsky RH, Gruber-Baldini AL, Beamer BA, Tosteson ANA, Kenny AM, Shardell M, Binder EF, Koval K, Resnick B, Miller R, Forman S, McBride R, Craik RL
JAMA, 2019 Sep 10, 322(10): 946-956
https://doi.org/10.1001/jama.2019.12964 | PMID: 31503309 | PMCID: PMC6737521
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Citations: | AltScore: 73.55
44. Cancer-attributable mortality among solid organ transplant recipients in the United States: 1987 through 2014.
Noone AM, Pfeiffer RM, Dorgan JF, Magder LS, Bromberg JS, Lynch CF, Morris CR, Pawlish KS, Engels EA
Cancer, 2019 Aug 1, 125(15): 2647-2655
https://doi.org/10.1002/cncr.32136 | PMID: 31034602 | PMCID: PMC6625902
Citations: 1 | AltScore: 2
45. Short Communication: Low Muscle Mass Is Associated with Osteoporosis in Older Adults Living with HIV.
Oursler KK, Iranmanesh A, Jain C, Birkett KL, Briggs BC, Garner DC, Sorkin JD, Ryan AS
AIDS Res Hum Retroviruses, 2020 Apr, 36(4): 300-302
https://doi.org/10.1089/AID.2019.0207 | PMID: 31762303 | PMCID: PMC7185343
Citations: | AltScore: 2.6
46. Association of Diastolic Dysfunction with Reduced Cardiorespiratory Fitness in Adults Living with HIV.
Oursler KK, O'Boyle HM, Briggs BC, Sorkin JD, Jarmukli N, Katzel LI, Freiberg MS, Ryan AS
AIDS Patient Care STDS, 2019 Dec, 33(12): 493-499
https://doi.org/10.1089/apc.2019.0149 | PMID: 31821043 | PMCID: PMC6918848
Citations: | AltScore: 0.25
47. Development of a systemic lupus erythematosus cardiovascular risk equation.
Petri MA, Barr E, Magder LS
Lupus Sci Med, 2019, 6(1): e000346
https://doi.org/10.1136/lupus-2019-000346 | PMID: 31749976 | PMCID: PMC6827738
Citations: 1 | AltScore: NA
48. The Telemedicine for Patients With Inflammatory Bowel Disease (TELE-IBD) Clinical Trial: Qualitative Assessment of Participants' Perceptions.
Quinn CC, Chard S, Roth EG, Eckert JK, Russman KM, Cross RK
J Med Internet Res, 2019 Jun 3, 21(6): e14165
https://doi.org/10.2196/14165 | PMID: 31162128 | PMCID: PMC6746080
Citations: 3 | AltScore: 1.5
49. Differences in geometric strength at the contralateral hip between men with hip fracture and non-fractured comparators.
Rathbun AM, Magaziner J, Shardell MD, Beck TJ, Yerges-Armstrong LM, Orwig D, Hicks GE, Ryan AS, Hochberg MC
Bone, 2020 Mar, 132: 115187
https://doi.org/10.1016/j.bone.2019.115187 | PMID: 31812699 | PMCID: PMC7037571
Citations: | AltScore: 1.35
50. Pain Assessment, Management, and Impact Among Older Adults in Assisted Living.
Resnick B, Boltz M, Galik E, Holmes S, Vigne E, Fix S, Zhu S
Pain Manag Nurs, 2019 Jun, 20(3): 192-197
https://doi.org/10.1016/j.pmn.2019.02.008 | PMID: 31080144 | PMCID: PMC6591095
Citations: | AltScore: 0.25
51. Genotype, resilience and function and physical activity post hip fracture.
Resnick B, Klinedinst NJ, Yerges-Armstrong L, Magaziner J, Orwig D, Hochberg MC, Gruber-Baldini AL, Dorsey SG
Int J Orthop Trauma Nurs, 2019 Aug, 34: 36-42
https://doi.org/10.1016/j.ijotn.2019.03.005 | PMID: 31257007 | PMCID: PMC7069656
Citations: 1 | AltScore: NA
52. Old age increases microglial senescence, exacerbates secondary neuroinflammation, and worsens neurological outcomes after acute traumatic brain injury in mice.
Ritzel RM, Doran SJ, Glaser EP, Meadows VE, Faden AI, Stoica BA, Loane DJ
Neurobiol Aging, 2019 May, 77: 194-206
https://doi.org/10.1016/j.neurobiolaging.2019.02.010 | PMID: 30904769 | PMCID: PMC6486858
Citations: 7 | AltScore: NA
53. Age-Associated Heterogeneity of Ty21a-Induced T Cell Responses to HLA-E Restricted <i>Salmonella</i> Typhi Antigen Presentation.
Rudolph ME, McArthur MA, Magder LS, Barnes RS, Chen WH, Sztein MB
Front Immunol, 2019, 10: 257
https://doi.org/10.3389/fimmu.2019.00257 | PMID: 30886613 | PMCID: PMC6409365
Citations: 1 | AltScore: 1
54. Insulin suppression of fatty acid skeletal muscle enzyme activity in postmenopausal women, and improvements in metabolic flexibility and lipoprotein lipase with aerobic exercise and weight loss.
Ryan AS, Ortmeyer HK
Int J Obes (Lond), 2019 Feb , 43(2): 276-284
https://doi.org/10.1038/s41366-018-0068-3 | PMID: 29907844 | PMCID: PMC6471671
Citations: | AltScore: 3.25
55. Gait and Balance Biomechanics in Older Adults With and Without Human Immunodeficiency Virus.
Ryan AS, Roy A, Oursler KK
AIDS Res Hum Retroviruses, 2019 Nov/Dec, 35(11-12): 1089-1094
https://doi.org/10.1089/AID.2019.0102 | PMID: 31547668 | PMCID: PMC6862957
Citations: | AltScore: 1.85
56. Brain-derived neurotrophic factor, epigenetics in stroke skeletal muscle, and exercise training.
Ryan AS, Xu H, Ivey FM, Macko RF, Hafer-Macko CE
Neurol Genet, 2019 Jun, 5(3): e331
https://doi.org/10.1212/NXG.0000000000000331 | PMID: 31192302 | PMCID: PMC6515940
Citations: 2 | AltScore: 6.05
57. Aging effects of motor prediction on protective balance and startle responses to sudden drop perturbations.
Sanders O, Hsiao HY, Savin DN, Creath RA, Rogers MW
J Biomech, 2019 Jun 25 , 91: 23-31
https://doi.org/10.1016/j.jbiomech.2019.05.005 | PMID: 31128842 | PMCID: PMC7239495
Citations: 1 | AltScore: NA
58. Aging changes in protective balance and startle responses to sudden drop perturbations.
Sanders O, Hsiao HY, Savin DN, Creath RA, Rogers MW
J Neurophysiol, 2019 Jul 1, 122(1): 39-50
https://doi.org/10.1152/jn.00431.2018 | PMID: 31017835 | PMCID: PMC6689787
Citations: | AltScore: 0.75
59. Metabolomics of Aerobic Exercise in Chronic Stroke Survivors: A Pilot Study.
Serra MC, Accardi CJ, Ma C, Park Y, Tran V, Jones DP, Hafer-Macko CE, Ryan AS
J Stroke Cerebrovasc Dis, 2019 Dec, 28(12): 104453
https://doi.org/10.1016/j.jstrokecerebrovasdis.2019.104453 | PMID: 31668688 | PMCID: PMC6996235
Citations: | AltScore: 0.75
60. Disparities in Diffuse Cortical White Matter Integrity Between Socioeconomic Groups.
Shaked D, Leibel DK, Katzel LI, Davatzikos C, Gullapalli RP, Seliger SL, Erus G, Evans MK, Zonderman AB, Waldstein SR
Front Hum Neurosci, 2019, 13: 198
https://doi.org/10.3389/fnhum.2019.00198 | PMID: 31244633 | PMCID: PMC6581723
Citations: | AltScore: NA
61. Sociodemographic disparities in corticolimbic structures.
Shaked D, Millman ZB, Moody DLB, Rosenberger WF, Shao H, Katzel LI, Davatzikos C, Gullapalli RP, Seliger SL, Erus G, Evans MK, Zonderman AB, Waldstein SR
PLoS One, 2019, 14(5): e0216338
https://doi.org/10.1371/journal.pone.0216338 | PMID: 31071128 | PMCID: PMC6508895
Citations: 2 | AltScore: NA
62. Conceptual Framework for an Episode of Rehabilitative Care After Surgical Repair of Hip Fracture.
Sheehan KJ, Smith TO, Martin FC, Johansen A, Drummond A, Beaupre L, Magaziner J, Whitney J, Hommel A, Cameron ID, Price I, Sackley C
Phys Ther, 2019 Mar 1, 99(3): 276-285
https://doi.org/10.1093/ptj/pzy145 | PMID: 30690532
Citations: | AltScore: 5.6
63. Continuous Glucose Monitoring in General Wards for Prevention of Hypoglycemia: Results From the Glucose Telemetry System Pilot Study.
Singh LG, Levitt DL, Satyarengga M, Pinault L, Zhan M, Sorkin JD, Fink JC, Umpierrez GE, Spanakis EK
J Diabetes Sci Technol, 2019 Nov 28, 14(4): 783-790
https://doi.org/10.1177/1932296819889640 | PMID: 31777280
Citations: | AltScore: NA
64. Association of Glucose Concentrations at Hospital Discharge With Readmissions and Mortality: A Nationwide Cohort Study.
Spanakis EK, Umpierrez GE, Siddiqui T, Zhan M, Snitker S, Fink JC, Sorkin JD
J Clin Endocrinol Metab, 2019 Sep 1, 104(9): 3679-3691
https://doi.org/10.1210/jc.2018-02575 | PMID: 31042288 | PMCID: PMC6642668
Citations: 3 | AltScore: 157.348
65. Neighborhood crime is differentially associated with cardiovascular risk factors as a function of race and sex.
Sprung MR, Faulkner LMD, Evans MK, Zonderman AB, Waldstein SR
J Public Health Res, 2019 Dec 4, 8(3): 1643
https://doi.org/10.4081/jphr.2019.1643 | PMID: 31857988 | PMCID: PMC6902308
Citations: | AltScore: NA
66. Serum 25(OH)D is associated with an altered bone turnover marker response after a hip fracture.
Stewart CC, O'Hara NN, Orwig D, Hochberg MC, Sprague S, Magaziner J, Slobogean GP
J Orthop Res, 2019 Mar, 37(3): 535-540
https://doi.org/10.1002/jor.24200 | PMID: 30578572 | PMCID: PMC6484430
Citations: | AltScore: 0.5
67. Adaptive Physical Activity for Stroke: An Early-Stage Randomized Controlled Trial in the United States.
Stuart M, Dromerick AW, Macko R, Benvenuti F, Beamer B, Sorkin J, Chard S, Weinrich M
Neurorehabil Neural Repair, 2019 Aug, 33(8): 668-680
https://doi.org/10.1177/1545968319862562 | PMID: 31296113 | PMCID: PMC7039337
Citations: | AltScore: 1.75
68. Quantitative mobility metrics from a wearable sensor predict incident parkinsonism in older adults.
von Coelln R, Dawe RJ, Leurgans SE, Curran TA, Truty T, Yu L, Barnes LL, Shulman JM, Shulman LM, Bennett DA, Hausdorff JM, Buchman AS
Parkinsonism Relat Disord, 2019 Aug, 65: 190-196
https://doi.org/10.1016/j.parkreldis.2019.06.012 | PMID: 31272924 | PMCID: PMC6774889
Citations: | AltScore: 7
69. Alterations of Proximal Tubular Secretion in Autosomal Dominant Polycystic Kidney Disease.
Wang K, Zelnick LR, Chen Y, Hoofnagle AN, Watnick T, Seliger S, Kestenbaum B
Clin J Am Soc Nephrol, 2020 Jan 7, 15(1): 80-88
https://doi.org/10.2215/CJN.05610519 | PMID: 31628117 | PMCID: PMC6946073
Citations: | AltScore: 3.35
70. Survival Associated With Sirolimus Plus Tacrolimus Maintenance Without Induction Therapy Compared With Standard Immunosuppression After Lung Transplant.
Wijesinha M, Hirshon JM, Terrin M, Magder L, Brown C, Stafford K, Iacono A
JAMA Netw Open, 2019 Aug 2, 2(8): e1910297
https://doi.org/10.1001/jamanetworkopen.2019.10297 | PMID: 31461151 | PMCID: PMC6716294
Citations: | AltScore: 82.85
71. Multiple Influences on Cognitive Function Among Urban-Dwelling African Americans.
Wright RS, Waldstein SR, Gerassimakis CS, Sprung MR, Moody DLB, Taylor AD, Al'Najjar E, McNeely JM, Zhang Z, Evans MK, Zonderman AB
J Racial Ethn Health Disparities, 2019 Aug, 6(4): 851-860
https://doi.org/10.1007/s40615-019-00584-x | PMID: 30915683 | PMCID: PMC7418872
Citations: 1 | AltScore: NA
72. Impaired posture, movement preparation, and execution during both paretic and nonparetic reaching following stroke.
Yang CL, Creath RA, Magder L, Rogers MW, McCombe Waller S
J Neurophysiol, 2019 Apr 1, 121(4): 1465-1477
https://doi.org/10.1152/jn.00694.2018 | PMID: 30785824 | PMCID: PMC6734070
Citations: | AltScore: 14.45
73. The Relationship Between Alcohol Consumption and Hip Fracture Recovery Among Older Adults.
Zanjani F, Gruber-Baldini AL, Resnick B, Orwig D, Hochberg M, Magaziner J
J Appl Gerontol, 2019 Apr 26, 39(9): 1046-1051
https://doi.org/10.1177/0733464819845802 | PMID: 31027444 | PMCID: PMC7041881
Citations: | AltScore: NA
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V. EXTERNAL ADVISORY BOARD MEMBERS
Thomas M. Gill, MD
Yale University
Serving since 2006 (14 years)
Bret Goodpaster, PhD
Sanford Burnham Prebys Medical Discovery Institute
Serving since 2011 (9 years)
Karen Bandeen-Roche, PhD
Johns Hopkins University
Serving since 2011 (9 years)
Mark Redfern, PhD
University of Pittsburgh
Serving since 2011 (9 years)
Stephen Kritchevsky, PhD (chair)
Wake Forest University Baptist Medical Center
Serving since 2011 (9 years)
Cynthia Boyd, MD, MPH
Johns Hopkins University
Serving since 2016 (4 years)
LaDora Thompson, PhD, PT
Boston University
Serving since 2018 (2 years)
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VI. RECOGNITION AND AWARDS (2019-2020)
Derik Davis, MD (2019)
Butler-Williams Scholar award
Appointed as member to the Editorial Board of the American Journal of Sports Medicine.
Mary Rodgers, PT, PhD (2019)
Scientific Advisory Board Member, Insight Centre for Data Analytics, Science Foundation Ireland
Tasneem Khambaty, PhD (2020)
Early Stage Investigator Fellowship Award from the Academy of Behavioral Medicine Research
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VII. MINORITY RESEARCH
General Brief Description of Minority Activities:
Not defined.
Minority Trainee(s):
Alan Rathbun, PhD, MPH, Assistant Professor of Epidemiology and Public Health, School of Medicine, University of Maryland Baltimore
Dr. Rathbun is a musculoskeletal epidemiologist whose current research career is focused in musculoskeletal disorders, epidemiological theory, research study design, causal inference, and applied biostatistics. He currently has a K01 award and collaborating with OAIC investigators on this project.
Danielle Beatty Moody, PhD, Assistant Professor of Psychology, University of Maryland Baltimore County
Dr. Beatty Moody’s area of interest includes relations of early life social disadvantage and perceived discrimination to cardiometabolic and brain health endpoints as a function of race, SES, gender and age. Dr. Shari Waldstein is her department mentor and primary mentor for Dr. Moody’s current K01 (see details below).
This year she received a diversity supplement funded from NIA through the OAIC.
Derik Davis, MD, Assistant Professor of Diagnostic Radiology and Nuclear Medicine, School of Medicine, University of Maryland Baltimore
Dr. Davis’ current research career is focused in musculoskeletal radiology examining the effects of increased visceral adipose tissue (VAT) and reduced skeletal muscle (SMM) on cardiovascular disease (CVD), diabetes and functional outcomes in older adults. He collaborates with Claude D. Pepper OAIC studies
performing radiology imaging and reading with Dr. Alice Ryan. He also currently has a Diversity Supplement funded from NIA through the OAIC.
Dongwon Kim, PhD, Visiting Post-Doctoral Fellow of Physical Therapy and Rehabilitation Science, University of Maryland School of Medicine
Dr. Kim’s area of interest includes rehabilitation robotics and is currently working with Dr. Li-Qun Zhang, in his laboratory in bioengineering and in his Neuromechanics Lab in SOM, UMB. Dr. Kim is also part of the University of Maryland Baltimore Institute for Clinical & Translational Research (ICTR) / Clinical and
Translational Science Award (CTSA) Postdoctoral Fellowship, which supports him to be a clinical research scholar and also taking courses to finish a master degree in area of clinical research.
Eduardo Alsina, PhD Candidate, PhD Student, Psychology Department, University of Maryland Baltimore County
Mr. Alsina's interests include disparities in the relations of cardiovascular risk factors (e.g., left ventricular mass) to cognitive function and magnetic resonance imaging assessed subclinical brain pathology as a function of race and socioceoncomic status. His master's thesis examined interactive relations left ventricular
mass and sociodemographic factors on cognitive outcomes in urban-dwelling African American and White adults. Dr. Shari Waldstein currently serves as his mentor and dissertation chair
Peter Maciver, PhD Candidate, PhD Student, Psychology Department, University of Maryland Baltimore County
Mr. Maciver’s interests include disparities in relations of cardiovascular risk factors (e.g., blood pressure) to cognitive function and MRI-assessed subclinical brain pathology as a function of race and socioeconomic status. His master’s thesis examines relations of arterial stiffening (assessed by pulse wave velocity) to
cognitive function and associated sociodemographic variation. Dr. Shari Waldstein currently serves as his mentor and master’s thesis chair.
Rebecca Fenderson, 3rd year medical student, University of Maryland School of Medicine
Ms. Fenderson is working with Dr. Rainer von Coelln on his current research project that is funded by the UM-OAIC entitled “Towards Next-Generation Phenotyping in Parkinson Disease: Quantitative Analysis of Gait and Balance Using a Portable Biosensor Device”. Working on this project with Dr. von Coelln is part
of the Foundations of Research and Critical Thinking program, which is a requirement of the SOM.
Regina Sims Wright, PhD, Associate Professor of Nursing & Associate Dean of Diversity, University of Delaware
Dr. Sims Wright's area of interest include race-related disparities in cognitive and brain aging as a function of subclinical vascular disease indices (endothelial function, pulse wave velocity, carotid intimal medial thickening). Dr. Shari Waldstein is primary mentor for her NIGMS project.
Minority Grant(s):
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UNIVERSITY OF MICHIGAN
Claude D. Pepper Older Americans Independence Center

Principal Investigator

Raymond Yung, M.D.

734-647-9746

ryung@umich.edu

Program Administrator

Stephanie Gatica, B.A.

734-763-1118

sgatica@umich.edu

I. CENTER DESCRIPTION
Funded by the NIA as the nations first Geriatric Research and Training Center in 1989, the University of
Michigan (UM) Pepper Center has evolved to meet the objectives of the OAIC program with successful
competing renewals as an OAIC in 1994, 1999, 2004, 2009, 2015, and 2020. Thus, our Center is
completing its 31st consecutive year of operation in 2020. The overarching goal of the UM Pepper
Center is to create, enhance and maintain a cohesive intellectual, technological, and administrative
environment to maximize geriatrics research that will promote health and functional independence in
older adults. Drawing on the large base of research currently underway in the fields of geriatrics and
gerontology at UM, the UM Pepper Center fosters collaborative multidisciplinary research to integrate
basic science, clinical science, and health services research relevant to the health care problems of
older adults. The UM Pepper Center grant supports important research activities of the UM Geriatrics
Center. Founded in 1987, the Geriatrics Center is the umbrella organization for geriatrics research,
education, and patient care at the University of Michigan.
The specific goals of the UM Pepper Center are:
1. To support research that will improve understanding of how metabolic factors and inflammation
interact with age-related diseases and comorbidities to determine key health outcomes related to
mobility and functional status.
2. To support translational research on the interaction of metabolic factors and inflammation with
age-related diseases and comorbidities to improve health outcomes related to mobility and
functional status.
3. To provide Resource Cores that support and assist investigator-initiated projects related to the
UM Pepper Center’s research focus.
4. Through its Research Education Core (REC), to strengthen the UM environment for training
of future academic leaders in geriatrics and aging who can conduct research related to the UM
Pepper Center’s research focus.
5. Through its Pilot and Exploratory Studies Core (PESC), to attract UM junior faculty, as well as
selected senior faculty not previously involved in aging research, to develop new research projects
related to the UM Pepper Center’s research focus.
Faculty from the following UM Schools and Institutes are involved: the Institute of Gerontology, School
of Public Health, Institute for Social Research, Medical School, College of Engineering, School of
Nursing, School of Social Work, and College of Literature, Science, and the Arts. As of 2018 there were
89 active NIA grants at the UM with over $60 million/year of total costs. The UM OAIC’s faculty
participant data base includes a total of 239 current UM faculty who have 221 current external grants
relevant to the UM Pepper Center’s focus totaling over $57 million/year direct costs.
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II. RESEARCH, RESOURCES AND ACTIVITIES
A. CORES
Biomechanics
Leader 1: James Ashton-Miller, PhD jaam@umich.edu
Leader 2:

Neil Alexander, MD

nalexand@umich.edu

The Biomechanics Core provides an array of techniques and equipment for the precise
experimental quantification of physical functioning of healthy and frail elders in order to
investigate attributes of the aging phenotype. It also supplies support for theoretical
investigations in the form of computer simulation models to analyze the elements of those
functional abilities and to establish the major determinants of abilities to perform motor acts in
an effective manner. The Core is physically based in the
Biomechanics Research Laboratory
(directed by Dr. Ashton-Miller) and the
Mobility Research Center
(directed by Dr. Alexander).
Physical disabilities are epidemic in the elderly. Whatever the underlying pathologies, these
disabilities express themselves in biomechanical terms: reduced muscular strengths and rates
of developing strengths, limited ranges and speeds of motion, reduced afferent feedback,
inappropriate body segment coordination patterns, difficulty with balance and fall arrests, and
even impaired pelvic floor and continence system function.
The Biomechanics Core will contribute to the development of academic leaders in geriatrics by
helping interested faculty and their fellows to analyze a range of geriatric problems through
biomechanical research techniques. Thus, it will train them through directed study involving
background reviews, hypothesis generation, interdisciplinary pilot research projects, and data
analysis and interpretation to examine issues adversely affecting the physical abilities of the
elderly.

Core Facility for Aged Rodents (CFAR)
Leader 1: Richard Miller, MD, PhD millerr@umich.edu

The Core Facility for Aged Rodents, CFAR, has been a major feature of the University of
Michigan Claude Pepper Center since its inception in 1989. CFAR serves the needs of Pepper
Center investigators through four Specific Aims.
1. CFAR will provide advice to all OAIC investigators, from student through faculty levels, in
the use of rodents for research into the biology of aging and its role in late life disease.
2. CFAR will support specialized colonies of mice particularly well suited for research on the
biology of aging and its relationship to late-life disease. These include (a) genetically
heterogeneous mice of the UM-HET3 stock; (b) calorically restricted UM-HET3 mice; and
(c) mice of the long-lived Snell dwarf (dw/dw) stock, carrying the Pit1 dw mutation. Mice
from these colonies will be provided to faculty members working on Pilot Studies
Exploratory Core (PESC) and Research Career Development Core (RCDC) research
projects, as well as to Geriatrics Center faculty members who wish to conduct pilot studies
on mouse aging supported by other sources of NIA funds.
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3. CFAR funds will support the development of new animal models for specific purposes. In
the first year, these will include a new four-way cross suitable for studies of late-life
hearing loss.

Design, Data, and Biostatistics Core (DDBC)
Leader 1: Andrzej Galecki, PhD, MD agalecki@umich.edu
Leader 2:

Julie Bynum, M.D., M.Ph.

bynumju@umich.edu

The Design, Data, and Biostatistics Core (DDBC) will provide technical support and training of
investigators developing or performing intervention and other geriatric research projects
examining the aging phenotype and outcomes research. It will also develop new instruments,
methodologies, and data archives to enable future studies. Thus the DDBC will both address
techniques for appropriate design and execution of current experiments and set the foundation
for future research studies. Building on our experience with the UM Pepper Center, the DDBC
will address the needs of OAIC investigators, and especially junior investigators, for assistance
in the design of intervention experiments, and the collection, maintenance, analysis, and
interpretation of their data.
Human Subjects and Assessment (HSAC)
Leader 1: Raymond Yung, MD
ryung@med.umich.edu
Leader 2:

Kenneth Langa, MD, PhD klanga@umich.edu

The Human Subjects and Assessment Core (HSAC) supports activities involving human
subjects at the University of Michigan Claude D. Pepper Center. It has four specific aims:
HSAC will establish, maintain, and facilitate access to human subjects and related data
sets.
HSAC will expand, promote and facilitate access to minority human subjects through
collaborative linkages with the Wayne State University Institute of Gerontology (WSU IoG).
HSAC aims to provide selected efficient physical health measures, which will complement
our existing collection of self-reported health, health care utilization, and psychosocial
measures in subject selection.
HSAC will provide training and consultation to investigators on issues related to (a)
recruitment and retention of human subjects, and (b) measurement of quality of life and
psychosocial factors closely linked with aging phenotype.

Leadership and Administrative Core (LAC)
Leader 1: Raymond Yung, MD
ryung@med.umich.edu
Leader 2:

Lona Mody, MD, MSc lonamody@umich.edu

A well-defined and effective Leadership Administrative Core (LAC) that supports the rich activities of the
OAIC is already in place. The faculty and staff in the LAC have proven leadership and administrative
skills. The LAC will foster critical interactions among the OAIC Program Director, the OAIC Core
Directors/Co-Directors and the leadership structure of the Institution as a whole. These linkages are
fostered by the proven administrative structure, which requires meetings of the OAIC leadership on a
regular and ongoing basis, and of key advisory committees: the UM Geriatrics Center’s Research
Operating Committee (ROC) and the OAIC External Advisory Board (EAB). The ROC, led by two
fellowship-trained geriatricians/physician scientists (Yung, Mody) with complementary expertise and
research interests, provides strategic planning, coordination and oversight for all OAIC activities. The
membership of the ROC includes the LAC Leader and Co-Leader, the former OAIC Director, the ten
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other OAIC Core Directors/Co-Directors, and Geriatrics Center administrative leaders.

Pilot and Exploratory Studies Core (PESC)
Leader 1: Lona Mody, MD
lonamody@med.umich.edu
Leader 2:

Daniel R. Goldstein, MD drgolds@umich.edu

The goal of the Pilot and Exploratory Studies Core is to provide support for studies that will
develop and test new research ideas of high relevance to the Center's overall theme:
“To improve understanding of how metabolic factors and inflammation interact with age-related
diseases and comorbidities to determine key health outcomes related to mobility and functional
status”
The PESC will thus fund pilot research studies over a wide range of disciplines, ranging from
basic genetics and physiology through behavioral and health services research.

Research Education Component (REC)
Leader 1: Neil B. Alexander, MD
nalexand@med.umich.edu
Leader 2:

Lillian Min, MD, MSHS

Leader 3:

Carrie Karvonen-Gutierrez ckarvone@umich.edu

lmin@umich.edu

The REC is a component of the Claude D. Pepper Older Americans Independence Center,
funded by the National Institute on Aging. The primary goal of the Research Education Core is
to recruit, select, support, mentor, and train junior faculty to become independent investigators
in aging-related research and academic leaders in geriatrics and gerontology within their
respective disciplines. The REC focuses on stimulating the translation between basic and
clinical research across the spectrum of its training activities, including the
annual research education core retreat
. To this end it serves a critical function in supporting the overall OAIC focus by training the
next generation of investigators whose research will lead to an improved understanding of the
predictors and modulators of the aging phenotype.
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II. RESEARCH, RESOURCES AND ACTIVITIES (continued...)
B. RESEARCH (0 Projects Listed)
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II. RESEARCH, RESOURCES AND ACTIVITIES (continued...)
C. PILOT/EXPLORATORY PROJECTS (12 Pilot Projects Listed)
1. Project Title:

Type 2 Diabetes Self-Management in Older African American Men: A Peer Leader
Pilot Intervention
Leader:
Jaclyn Hawkins
PESC Year 16 (7/1/20-6/30/21)
The overall objectives of the proposed study are to: (1) systematically adapt and preliminarily validate a peer
leader type 2 diabetes (T2D) self-management support intervention designed to improve diabetes-related
lifestyle and self-management behaviors in older Black men with T2D and (2) to evaluate the relevance and
acceptability of the adapted intervention in preparation for subsequent trials.

2. Project Title:
De-escalation of bDMARDS in Rheumatoid Arthritis in Older Adults with RA
Leader:
Jiha Lee
PESC Year 16 (7/1/20-6/30/21)
The overarching goal of this project is to test the feasibility of identifying de-escalation of bDMARDs using
Medicare claims data necessary for me to study drivers of variation in de-escalation of bDMARDs among
older adults with RA.
3. Project Title: Home-delivered Meals to Prevent Recurrent Hepatic Encephalopathy in Older Adults
Leader:
Elliot Tapper
PESC Year 16 (7/1/20-6/30/21)
The goal is to determine if home delivered meal programs reduce the recurrent risk of hepatic
encephalophaty
4. Project Title:

Pathway to De-escalation: Characterizing antibiotic prescribing cascades in older
adults
Leader:
Valerie Vaughn
PESC Year 16 (7/1/20-6/30/21)
The goal is to describe the full phenotype of non-specific signs and symptoms in older adults entering into the
antibiotic prescribing cascade and identify risk factors associated with such symptoms.

5. Project Title: Probing the relationship of the neuromuscular junction on muscle stem cells in aging
Leader:
Carlos Aguilar
PESC Year 15 (7/1/19-6/30/20)
6. Project Title: Exploring the impact of neuronal vulnerability to aging-related disorders on spatial
learning in C. elegans model organism
Leader:
Daniela Ponce-Balbuena
PESC Year 15 (7/1/19-6/30/20)
7. Project Title: Ectonucleotidase modulation of age determined vascular calcification and fibrosis
Leader:
Nadia Sutton
PESC Year 15 (7/1/19-6/30/20)
Generated on: 09/25/2020, 9:56:11 AM

6 of 22

Pepper_Annual_Michigan_2019-2020

Generated on: 09/25/2020, 9:56:10 AM

8. Project Title: Diet-induced cellular senescence and thermogenic fat function
Leader:
Jun Wu
PESC Year 15 (7/1/19-6/30/20)
9. Project Title: Exploring the impact of neuronal vulnerability to aging-related disorders on spatial
learning in C. elegans model organism
Leader:
Eleni Gourgou
PESC Year 15 (7/1/19-6/30/20)
10. Project Title: Recommendations and Alerting for Delirium Alleviation in Real-Time (RADAR): Pilot
Trial
Leader:
Phillip Vlisides
PESC Year 15 (7/1/19-6/30/20)
11. Project Title: Towards a Culturally Responsive Intervention for Black Caregivers of Persons with
Dementia
Leader:
Sheria Robinson-Lane
PESC Year 15 (7/1/19-6/30/20)
12. Project Title: How metabolic profiles change with aging and are affected by protein aggregation
Leader:
Matthias Truttman
PESC Year 15 (7/1/19-6/30/20)
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II. RESEARCH, RESOURCES AND ACTIVITIES (continued...)
D. DEVELOPMENT PROJECTS (2 Development Projects Listed)
1. Project Title:
Design, Data and Biostatistics Core Development Project
Leader:
Andrzej Galecki; Julie Bynum
Software tools for separable covariance models in multivariate longitudinal data/repeated measures
analysis.
2. Project Title: Biomechanics Core Development Project
Leader:
James Ashton-Miller
Develop a real time sensor to detect hyponatremia
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III. CAREER DEVELOPMENT
REC Scholar, Research & Grants Funded During Pepper Supported Time
Marco Cassone, MD, PhD
Research Investigator / University of Michigan, Geriatrics & Palliative Medicine
An environmentally focused assessment of MDRO transmission in post-acute and
long-term care
Jaclynn Hawkins
Assistant Professor / University of Michigan School of Social Work
A Peer-Led Diabetes Self-Management Support Intervention for Older Black Men
with Type 2 Diabetes
“Developing and Implementing a Program to Treat Depression in Black Men with Type 2
Diabetes Enrolled in Medicaid.” Michigan Department of Health and Human Services
Medicaid Matching Grant, 2020-2021 ($37,000).
“Peer Led Diabetes Social Support Intervention for Older Black Men with Type 2 Diabetes: A
Pilot Feasibility Study” Claude D. Pepper Older Americans Independence Center
Pilot/Feasibility Grant, ($40,000).
“Testing the Feasibility of Cognitive Behavioral Therapy (CBT) and Community-Based
Exercise Intervention for Black Men with Type 2 Diabetes and Depression: A Pilot Study”
Michigan Center for Diabetes Translational Research Pilot/Feasibility Grant, 2020-2021
($50,000).
“Increasing Access to Health Care for Men: The Michigan Men’s Health Fair,” Michigan
Institute for Clinical and Health Research, Seed Grant, 2019-2020, ($4,954).

Years

Publications

2018-2020 56 (12 1st/Sr)

2019-2020 25 (11 1st/Sr)

Xiaoling Xiang
Assistant Professor / University of Michigan School of Social Work
Acceptability of home care worker-supported, technology-based treatment for
late-life depression in non-skilled home care
Blue Cross Blue Shield of Michigan Foundation (#02748.II) Happy@Home: Training personal
care aides to administer online therapy for depression in homecare seniors Role: Principal
Investigator Direct cost: $65,000 Dates: 04/01/2019-09/30/2020
Michigan-HHS/DHHS-Medicare/Medicaid (E20202768-00) MIP: Implementation of
technology-assisted psychotherapy in non-skilled home care. Role: Principal Investigator
Direct cost: $36,872 Dates: 10/01/2019-09/30/2020
Michigan-HHS/DHHS-Medicare/Medicaid (E20193400-00) MIP: Implementation of
technology-assisted psychotherapy in non-skilled home care. Role: Principal Investigator
Direct cost: $28,128 Dates: 04/01/2019-09/30/2019
University of Michigan Mcubed Diamond Cube (#9501) Improving Quality of Care for
Memory Loss Patients Role: Co-Investigator (PI: D. Maust) Direct cost: $60,000 Dates:
06/01/2019-05/31/2020

Jiha Lee, MD, MHS
Assistant Professor / University of Michigan
Assistant Professor
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IV. PUBLICATIONS
2020
1. The Relationship of Loneliness to End-of-Life Experience in Older Americans: A Cohort Study.
Abedini NC, Choi H, Wei MY, Langa KM, Chopra V
J Am Geriatr Soc, 2020 Mar 3, 68(5): 1064-1071
https://doi.org/10.1111/jgs.16354 | PMID: 32128789 | PMCID: PMC7234919
Citations: 1 | AltScore: 46.95
2. A Randomized Trial of a Multifactorial Strategy to Prevent Serious Fall Injuries.
Bhasin S, Gill TM, Reuben DB, Latham NK, Ganz DA, Greene EJ, Dziura J, Basaria S, Gurwitz JH,
Dykes PC, McMahon S, Storer TW, Gazarian P, Miller ME, Travison TG, Esserman D, Carnie MB,
Goehring L, Fagan M, Greenspan SL, Alexander N, Wiggins J, Ko F, Siu AL, Volpi E, Wu AW, Rich J,
Waring SC, Wallace RB, Casteel C, Resnick NM, Magaziner J, Charpentier P, Lu C, Araujo K, Rajeevan
H, Meng C, Allore H, Brawley BF, Eder R, McGloin JM, Skokos EA, Duncan PW, Baker D, Boult C,
Correa-de-Araujo R, Peduzzi P, STRIDE Trial Investigators.
N Engl J Med, 2020 Jul 9, 383(2): 129-140
https://doi.org/10.1056/NEJMoa2002183 | PMID: 32640131 | PMCID: PMC7421468
Citations: 1 | AltScore: 245.906
3. So Close and Yet So Irritating: Negative Relations and Implications for Well-being by Age and
Closeness.
Birditt KS, Sherman CW, Polenick CA, Becker L, Webster NJ, Ajrouch KJ, Antonucci TC
J Gerontol B Psychol Sci Soc Sci, 2020 Jan 14, 75(2): 327-337
https://doi.org/10.1093/geronb/gby038 | PMID: 29596623 | PMCID: PMC7179808
Citations: 2 | AltScore: 9.08
4. Identifying predictors of upper extremity muscle elasticity with healthy aging.
Chodock E, Hahn J, Setlock CA, Lipps DB
J Biomech, 2020 Apr 16, 103: 109687
https://doi.org/10.1016/j.jbiomech.2020.109687 | PMID: 32147243 | PMCID: PMC7168868
Citations: | AltScore: NA
5. Serum Urate Lowering with Allopurinol and Kidney Function in Type 1 Diabetes.
Doria A, Galecki AT, Spino C, Pop-Busui R, Cherney DZ, Lingvay I, Parsa A, Rossing P, Sigal RJ,
Afkarian M, Aronson R, Caramori ML, Crandall JP, de Boer IH, Elliott TG, Goldfine AB, Haw JS, Hirsch
IB, Karger AB, Maahs DM, McGill JB, Molitch ME, Perkins BA, Polsky S, Pragnell M, Robiner WN,
Rosas SE, Senior P, Tuttle KR, Umpierrez GE, Wallia A, Weinstock RS, Wu C, Mauer M, PERL Study
Group.
N Engl J Med, 2020 Jun 25, 382(26): 2493-2503
https://doi.org/10.1056/NEJMoa1916624 | PMID: 32579810 | PMCID: PMC7375708
Citations: 1 | AltScore: 313.11
6. Several Roads Lead to Rome: Operationalizing Antibiotic Stewardship Programs in Nursing Homes.
Furuno JP, Mody L
J Am Geriatr Soc, 2020 Jan, 68(1): 11-14
https://doi.org/10.1111/jgs.16279 | PMID: 31825520
Citations: | AltScore: 7.55
7. Optimizing Retention in a Pragmatic Trial of Community-Living Older Persons: The STRIDE
Study.
Gill TM, McGloin JM, Shelton A, Bianco LM, Skokos EA, Latham NK, Ganz DA, Nyquist LV, Wallace
RB, Carnie MB, Dykes PC, Goehring LA, Doyle M, Charpentier PA, Greene EJ, Araujo KL
J Am Geriatr Soc, 2020 Mar 25, 68(6): 1242-1249
https://doi.org/10.1111/jgs.16356 | PMID: 32212395
Citations: 1 | AltScore: 5.7
8. ResearchCOVID-19 Preparedness in Michigan Nursing Homes.
Jones KM, Mantey J, Mills JP, Montoya A, Min L, Gibson K, Mody L
J Am Geriatr Soc, 2020 May, 68(5): 937-939
https://doi.org/10.1111/jgs.16490 | PMID: 32293023 | PMCID: PMC7262293
Citations: 1 | AltScore: 96.45
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9. Sestrins are evolutionarily conserved mediators of exercise benefits.
Kim M, Sujkowski A, Namkoong S, Gu B, Cobb T, Kim B, Kowalsky AH, Cho CS, Semple I, Ro SH,
Davis C, Brooks SV, Karin M, Wessells RJ, Lee JH
Nat Commun, 2020 Jan 13, 11(1): 190
https://doi.org/10.1038/s41467-019-13442-5 | PMID: 31929512 | PMCID: PMC6955242
Citations: 5 | AltScore: 564.378
10. Physical and Functional Impairment Among Older Adults With a History of Traumatic Brain
Injury.
Kornblith ES, Langa KM, Yaffe K, Gardner RC
J Head Trauma Rehabil, 2020 Jul/Aug, 35(4): E320-E329
https://doi.org/10.1097/HTR.0000000000000552 | PMID: 31996604 | PMCID: PMC7335322
Citations: | AltScore: 5.3
11. The GATOR2-mTORC2 axis mediates Sestrin2-induced AKT Ser/Thr kinase activation.
Kowalsky AH, Namkoong S, Mettetal E, Park HW, Kazyken D, Fingar DC, Lee JH
J Biol Chem, 2020 Feb 14, 295(7): 1769-1780
https://doi.org/10.1074/jbc.RA119.010857 | PMID: 31915252 | PMCID: PMC7029113
Citations: | AltScore: 9.45
12. Mild Cognitive Impairment and Receipt of Treatments for Acute Myocardial Infarction in Older
Adults.
Levine DA, Langa KM, Galecki A, Kabeto M, Morgenstern LB, Zahuranec DB, Giordani B, Lisabeth LD,
Nallamothu BK
J Gen Intern Med, 2020 Jan, 35(1): 28-35
https://doi.org/10.1007/s11606-019-05155-8 | PMID: 31410812 | PMCID: PMC6957594
Citations: 2 | AltScore: 78.03
13. Muscle-dependent regulation of adipose tissue function in long-lived growth hormone-mutant mice.
Li X, Frazier JA, Spahiu E, McPherson M, Miller RA
Aging (Albany NY), 2020 May 28, 12(10): 8766-8789
https://doi.org/10.18632/aging.103380 | PMID: 32464603 | PMCID: PMC7288969
Citations: | AltScore: 14.858
14. Life-span Extension Drug Interventions Affect Adipose Tissue Inflammation in Aging.
Mau T, O'Brien M, Ghosh AK, Miller RA, Yung R
J Gerontol A Biol Sci Med Sci, 2020 Jan 1, 75(1): 89-98
https://doi.org/10.1093/gerona/glz177 | PMID: 31353414 | PMCID: PMC6909899
Citations: 1 | AltScore: 5.35
15. Association of Physical Function With Driving Space and Crashes Among Older Adults.
Ng LS, Guralnik JM, Man C, DiGuiseppi C, Strogatz D, Eby DW, Ryan LH, Molnar LJ, Betz ME, Hill L,
Li G, Crowe CL, Mielenz TJ
Gerontologist, 2020 Jan 24, 60(1): 69-79
https://doi.org/10.1093/geront/gny178 | PMID: 30624694 | PMCID: PMC7317610
Citations: 1 | AltScore: 2.35
16. Multiple Chronic Conditions in Spousal Caregivers of Older Adults With Functional Disability:
Associations With Caregiving Difficulties and Gains.
Polenick CA, Leggett AN, Webster NJ, Han BH, Zarit SH, Piette JD
J Gerontol B Psychol Sci Soc Sci, 2020 Jan 1, 75(1): 160-172
https://doi.org/10.1093/geronb/gbx118 | PMID: 29029293 | PMCID: PMC6909432
Citations: 7 | AltScore: 18.686
17. A novel geriatric assessment tool that predicts postoperative complications in older adults with
cancer.
Pollock Y, Chan CL, Hall K, Englesbe M, Diehl KM, Min L
J Geriatr Oncol, 2020 Jun, 11(5): 866-872
https://doi.org/10.1016/j.jgo.2019.09.013 | PMID: 31699673 | PMCID: PMC7196495
Citations: | AltScore: 0.25
18. Brain Protein Synthesis Rates in the UM-HET3 Mouse Following Treatment With Rapamycin or
Rapamycin With Metformin.
Reid JJ, Linden MA, Peelor FF, Miller RA, Hamilton KL, Miller BF
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J Gerontol A Biol Sci Med Sci, 2020 Jan 1, 75(1): 40-49
https://doi.org/10.1093/gerona/glz069 | PMID: 30864661 | PMCID: PMC7175973
Citations: 2 | AltScore: 3.6
19. Female adipose tissue has improved adaptability and metabolic health compared to males in aged
obesity.
Varghese M, Griffin C, McKernan K, Eter L, Abrishami S, Singer K
Aging (Albany NY), 2020 Jan 26, 12(2): 1725-1746
https://doi.org/10.18632/aging.102709 | PMID: 31983693 | PMCID: PMC7053605
Citations: | AltScore: NA
20. Gut microbiota features on nursing home admission are associated with subsequent acquisition of
antibiotic resistant organism colonization.
Wang J, Cassone M, Gibson K, Lansing B, Mody L, Snitkin ES, Rao K
Clin Infect Dis, 2020 Jun 1
pii: ciaa662. https://doi.org/10.1093/cid/ciaa662 | PMID: 32478813
Citations: | AltScore: 2.5
21. Is social capital protective against hospital readmissions?
Zlotnick H, Hoffman GJ, Nuliyalu U, Engler TA, Langa KM, Ryan AM
BMC Health Serv Res, 2020 Mar 24, 20(1): 248
https://doi.org/10.1186/s12913-020-05092-x | PMID: 32209077 | PMCID: PMC7092426
Citations: | AltScore: 8.5
2019
1. Preventing Early Renal Loss in Diabetes (PERL) Study: A Randomized Double-Blinded Trial of
Allopurinol-Rationale, Design, and Baseline Data.
Afkarian M, Polsky S, Parsa A, Aronson R, Caramori ML, Cherney DZ, Crandall JP, de Boer IH, Elliott
TG, Galecki AT, Goldfine AB, Haw JS, Hirsch IB, Karger AB, Lingvay I, Maahs DM, McGill JB,
Molitch ME, Perkins BA, Pop-Busui R, Pragnell M, Rosas SE, Rossing P, Senior P, Sigal RJ, Spino C,
Tuttle KR, Umpierrez GE, Wallia A, Weinstock RS, Wu C, Mauer M, Doria A, PERL Study Group.
Diabetes Care, 2019 Aug, 42(8): 1454-1463
https://doi.org/10.2337/dc19-0342 | PMID: 31186299 | PMCID: PMC6647051
Citations: 5 | AltScore: 13.75
2. Comparison of Treadmill Trip-Like Training Versus Tai Chi to Improve Reactive Balance Among
Independent Older Adult Residents of Senior Housing: A Pilot Controlled Trial.
Aviles J, Allin LJ, Alexander NB, Van Mullekom J, Nussbaum MA, Madigan ML
J Gerontol A Biol Sci Med Sci, 2019 Aug 16, 74(9): 1497-1503
https://doi.org/10.1093/gerona/glz018 | PMID: 30668636 | PMCID: PMC6696709
Citations: 2 | AltScore: 3.6
3. Vibrotactile display design: Quantifying the importance of age and various factors on reaction times.
Bao T, Su L, Kinnaird C, Kabeto M, Shull PB, Sienko KH
PLoS One, 2019, 14(8): e0219737
https://doi.org/10.1371/journal.pone.0219737 | PMID: 31398207 | PMCID: PMC6688825
Citations: | AltScore: 1.25
4. Chronic Stress and Negative Marital Quality Among Older Couples: Associations With Waist
Circumference.
Birditt KS, Newton NJ, Cranford JA, Webster NJ
J Gerontol B Psychol Sci Soc Sci, 2019 Jan 10, 74(2): 318-328
https://doi.org/10.1093/geronb/gbw112 | PMID: 27664418 | PMCID: PMC6327652
Citations: 4 | AltScore: 108.05
5. Validation of the Pittsburgh Fatigability Scale in a mixed sample of adults with and without chronic
conditions.
Carlozzi NE, Boileau NR, Murphy SL, Braley TJ, Kratz AL
J Health Psychol, 2019 Sep 18 1359105319877448
https://doi.org/10.1177/1359105319877448 | PMID: 31530191 | PMCID: PMC7078014
Citations: 1 | AltScore: 0.5
6. Concurrent activation of growth factor and nutrient arms of mTORC1 induces oxidative liver
Generated on: 09/25/2020, 9:56:11 AM

12 of 22

Pepper_Annual_Michigan_2019-2020

Generated on: 09/25/2020, 9:56:10 AM

6. Concurrent activation of growth factor and nutrient arms of mTORC1 induces oxidative liver
injury.
Cho CS, Kowalsky AH, Namkoong S, Park SR, Wu S, Kim B, James A, Gu B, Semple IA, Tohamy MA,
Solanki S, Cho US, Greenson JK, Shah YM, Kim M, Lee JH
Cell Discov, 2019, 5: 60
https://doi.org/10.1038/s41421-019-0131-9 | PMID: 31754457 | PMCID: PMC6868011
Citations: | AltScore: 0.25
7. The E3 ubiquitin ligase parkin is dispensable for metabolic homeostasis in murine pancreatic ? cells
and adipocytes.
Corsa CAS, Pearson GL, Renberg A, Askar MM, Vozheiko T, MacDougald OA, Soleimanpour SA
J Biol Chem, 2019 May 3, 294(18): 7296-7307
https://doi.org/10.1074/jbc.RA118.006763 | PMID: 30877201 | PMCID: PMC6509499
Citations: 5 | AltScore: 1.25
8. Vision Impairment and Receipt of Eye Care Among Older Adults in Low- and Middle-Income
Countries.
Ehrlich JR, Stagg BC, Andrews C, Kumagai A, Musch DC
JAMA Ophthalmol, 2019 Feb 1, 137(2): 146-158
https://doi.org/10.1001/jamaophthalmol.2018.5449 | PMID: 30477016 | PMCID: PMC6440432
Citations: 5 | AltScore: 9.45
9. Naturally occurring osteoarthritis in male mice with an extended lifespan.
Ewart D, Harper L, Gravely A, Miller RA, Carlson CS, Loeser RF
Connect Tissue Res, 2020 Jan, 61(1): 95-103
https://doi.org/10.1080/03008207.2019.1635590 | PMID: 31530037 | PMCID: PMC6884676
Citations: 1 | AltScore: 1
10. Challenges of Dual-Physician Couples-Reply.
Ferrante L, Mody L
JAMA, 2019 Oct 15, 322(15): 1520
https://doi.org/10.1001/jama.2019.13156 | PMID: 31613345
Citations: | AltScore: NA
11. Dual-Physician Households: Strategies for the 21st Century.
Ferrante L, Mody L
JAMA, 2019 Jun 11, 321(22): 2161-2162
https://doi.org/10.1001/jama.2019.4413 | PMID: 31074762
Citations: 2 | AltScore: 197
12. 17-a estradiol ameliorates age-associated sarcopenia and improves late-life physical function in male
mice but not in females or castrated males.
Garratt M, Leander D, Pifer K, Bower B, Herrera JJ, Day SM, Fiehn O, Brooks SV, Miller RA
Aging Cell, 2019 Apr, 18(2): e12920
https://doi.org/10.1111/acel.12920 | PMID: 30740872 | PMCID: PMC6413653
Citations: 3 | AltScore: 6.7
13. Adipose Tissue Senescence and Inflammation in Aging is Reversed by the Young Milieu.
Ghosh AK, O'Brien M, Mau T, Qi N, Yung R
J Gerontol A Biol Sci Med Sci, 2019 Oct 4, 74(11): 1709-1715
https://doi.org/10.1093/gerona/gly290 | PMID: 30590424 | PMCID: PMC6777079
Citations: 5 | AltScore: 25.908
14. Indwelling urethral versus suprapubic catheters in nursing home residents: determining the safest
option for long-term use.
Gibson KE, Neill S, Tuma E, Meddings J, Mody L
J Hosp Infect, 2019 Jun, 102(2): 219-225
https://doi.org/10.1016/j.jhin.2018.07.027 | PMID: 30056015 | PMCID: PMC6348043
Citations: | AltScore: NA
15. Acarbose improves health and lifespan in aging HET3 mice.
Harrison DE, Strong R, Alavez S, Astle CM, DiGiovanni J, Fernandez E, Flurkey K, Garratt M, Gelfond
JAL, Javors MA, Levi M, Lithgow GJ, Macchiarini F, Nelson JF, Sukoff Rizzo SJ, Slaga TJ, Stearns T,
Wilkinson JE, Miller RA
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Aging Cell, 2019 Apr, 18(2): e12898
https://doi.org/10.1111/acel.12898 | PMID: 30688027 | PMCID: PMC6413665
Citations: 6 | AltScore: 59.8
16. Predictors of methicillin-resistant Staphylococcus aureus and vancomycin-resistant enterococci
co-colonization among nursing facility patients.
Heinze K, Kabeto M, Martin ET, Cassone M, Hicks L, Mody L
Am J Infect Control, 2019 Apr, 47(4): 415-420
https://doi.org/10.1016/j.ajic.2018.09.026 | PMID: 30502107 | PMCID: PMC6443432
Citations: 4 | AltScore: 10.75
17. Role of Post-Acute Care in Readmissions for Preexisting Healthcare-Associated Infections.
Hoffman GJ, Min LC, Liu H, Marciniak DJ, Mody L
J Am Geriatr Soc, 2020 Feb, 68(2): 370-378
https://doi.org/10.1111/jgs.16208 | PMID: 31644835
Citations: | AltScore: 123.55
18. Models and Studies of Aging: Executive Summary of a Report from the U13 Conference Series.
Hurria A, Carpenter CR, McFarland F, Lundebjerg NE, de Cabo R, Ferrucci L, Studenski SA, Barzilai N,
Briggs JP, Ix JH, Kitzman DW, Kuchel GA, Musi N, Newman JC, Rando TA, Smith AK, Walston JD,
Kirkland JL, Yung R
J Am Geriatr Soc, 2019 Mar, 67(3): 428-433
https://doi.org/10.1111/jgs.15788 | PMID: 30693953 | PMCID: PMC6403012
Citations: 1 | AltScore: 41.8
19. The Church Challenge: A community-based multilevel cluster randomized controlled trial to
improve blood pressure and wellness in African American churches in Flint, Michigan.
Johnson-Lawrence V, Bailey S, Sanders PE, Sneed R, Angel-Vincent A, Brewer A, Key K, Lewis EY,
Johnson JE
Contemp Clin Trials Commun, 2019 Jun, 14: 100329
https://doi.org/10.1016/j.conctc.2019.100329 | PMID: 30886933 | PMCID: PMC6402374
Citations: | AltScore: 2.75
20. Probing short-latency cortical inhibition in the visual cortex with transcranial magnetic stimulation:
A reliability study.
Khammash D, Simmonite M, Polk TA, Taylor SF, Meehan SK
Brain Stimul, 2019 May - Jun, 12(3): 702-704
https://doi.org/10.1016/j.brs.2019.01.013 | PMID: 30700394 | PMCID: PMC6486866
Citations: 1 | AltScore: 0.5
21. Characterising potential bone scan overuse amongst men treated with radical prostatectomy.
Kirk PS, Borza T, Caram MEV, Shumway DA, Makarov DV, Burns JA, Shelton JB, Leppert JT,
Chapman C, Chang M, Hollenbeck BK, Skolarus TA
BJU Int, 2019 Jul, 124(1): 55-61
https://doi.org/10.1111/bju.14551 | PMID: 30246937 | PMCID: PMC6431565
Citations: 1 | AltScore: NA
22. Development of a person-centered conceptual model of perceived fatigability.
Kratz AL, Murphy SL, Braley TJ, Basu N, Kulkarni S, Russell J, Carlozzi NE
Qual Life Res, 2019 May, 28(5): 1337-1347
https://doi.org/10.1007/s11136-018-2093-z | PMID: 30604341 | PMCID: PMC7395299
Citations: | AltScore: 2.25
23. Blood Pressure and Cognitive Decline Over 8 Years in Middle-Aged and Older Black and White
Americans.
Levine DA, Galecki AT, Langa KM, Unverzagt FW, Kabeto MU, Giordani B, Cushman M, McClure LA,
Safford MM, Wadley VG
Hypertension, 2019 Feb, 73(2): 310-318
https://doi.org/10.1161/HYPERTENSIONAHA.118.12062 | PMID: 30624986 | PMCID: PMC6450556
Citations: 4 | AltScore: 48.4
24. Cardioprotective roles of sestrin 1 and sestrin 2 against doxorubicin cardiotoxicity.
Li R, Huang Y, Semple I, Kim M, Zhang Z, Lee JH
Am J Physiol Heart Circ Physiol, 2019 Jul 1, 317(1): H39-H48
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https://doi.org/10.1152/ajpheart.00008.2019 | PMID: 31026186 | PMCID: PMC6692737
Citations: 2 | AltScore: 1.25
25. Bacteria Detected in both Urine and Open Wounds in Nursing Home Residents: a Pilot Study.
Libertucci J, Bassis CM, Cassone M, Gibson K, Lansing B, Mody L, Young VB, Meddings J
mSphere, 2019 Aug 28, 4(4):
pii: e00463-19. https://doi.org/10.1128/mSphere.00463-19 | PMID: 31462413 | PMCID: PMC6714893
Citations: | AltScore: 11.9
26. Can Hearing Aids Delay Time to Diagnosis of Dementia, Depression, or Falls in Older Adults?
Mahmoudi E, Basu T, Langa K, McKee MM, Zazove P, Alexander N, Kamdar N
J Am Geriatr Soc, 2019 Nov, 67(11): 2362-2369
https://doi.org/10.1111/jgs.16109 | PMID: 31486068
Citations: 1 | AltScore: 320.92
27. Technique development and measurement of cross-sectional area of the pubovisceral muscle on
MRI scans of living women.
Masteling M, Ashton-Miller JA, DeLancey JOL
Int Urogynecol J, 2019 Aug, 30(8): 1305-1312
https://doi.org/10.1007/s00192-018-3704-5 | PMID: 29974138 | PMCID: PMC6320718
Citations: | AltScore: NA
28. Predicting Risk of Potentially Preventable Hospitalization in Older Adults with Dementia.
Maust DT, Kim HM, Chiang C, Langa KM, Kales HC
J Am Geriatr Soc, 2019 Oct, 67(10): 2077-2084
https://doi.org/10.1111/jgs.16030 | PMID: 31211418 | PMCID: PMC6896207
Citations: | AltScore: 10.05
29. Perception of Dementia Risk and Preventive Actions Among US Adults Aged 50 to 64 Years.
Maust DT, Solway E, Langa KM, Kullgren JT, Kirch M, Singer DC, Malani P
JAMA Neurol, 2019 Nov 15
https://doi.org/10.1001/jamaneurol.2019.3946 | PMID: 31730178 | PMCID: PMC6865327
Citations: 1 | AltScore: 606.658
30. Glycine supplementation extends lifespan of male and female mice.
Miller RA, Harrison DE, Astle CM, Bogue MA, Brind J, Fernandez E, Flurkey K, Javors M, Ladiges W,
Leeuwenburgh C, Macchiarini F, Nelson J, Ryazanov AG, Snyder J, Stearns TM, Vaughan DE, Strong R
Aging Cell, 2019 Jun, 18(3): e12953
https://doi.org/10.1111/acel.12953 | PMID: 30916479 | PMCID: PMC6516426
Citations: 4 | AltScore: 35.108
31. Measurement of Fall Injury With Health Care System Data and Assessment of Inclusiveness and
Validity of Measurement Models.
Min L, Tinetti M, Langa KM, Ha J, Alexander N, Hoffman GJ
JAMA Netw Open, 2019 Aug 2, 2(8): e199679
https://doi.org/10.1001/jamanetworkopen.2019.9679 | PMID: 31433480 | PMCID: PMC6707014
Citations: 1 | AltScore: 8.7
32. 11-Oxygenated C19 Steroids Do Not Decline With Age in Women.
Nanba AT, Rege J, Ren J, Auchus RJ, Rainey WE, Turcu AF
J Clin Endocrinol Metab, 2019 Jul 1, 104(7): 2615-2622
https://doi.org/10.1210/jc.2018-02527 | PMID: 30753518 | PMCID: PMC6525564
Citations: 8 | AltScore: 5.1
33. The effects of five sessions of continuous theta burst stimulation over contralesional sensorimotor
cortex paired with paretic skilled motor practice in people with chronic stroke.
Neva JL, Brown KE, Wadden KP, Mang CS, Borich MR, Meehan SK, Boyd LA
Restor Neurol Neurosci, 2019, 37(3): 273-290
https://doi.org/10.3233/RNN-190916 | PMID: 31227676
Citations: | AltScore: NA
34. Cellular energetics and mitochondrial uncoupling in canine aging.
Nicholatos JW, Robinette TM, Tata SVP, Yordy JD, Francisco AB, Platov M, Yeh TK, Ilkayeva OR,
Huynh FK, Dokukin M, Volkov D, Weinstein MA, Boyko AR, Miller RA, Sokolov I, Hirschey MD,
Libert S
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Geroscience, 2019 Apr, 41(2): 229-242
https://doi.org/10.1007/s11357-019-00062-6 | PMID: 30937823 | PMCID: PMC6544733
Citations: 2 | AltScore: 25.9
35. Reconstruction of body motion during self-reported losses of balance in community-dwelling older
adults.
Ojeda LV, Adamczyk PG, Rebula JR, Nyquist LV, Strasburg DM, Alexander NB
Med Eng Phys, 2019 Feb, 64: 86-92
https://doi.org/10.1016/j.medengphy.2018.12.008 | PMID: 30581048 | PMCID: PMC6398340
Citations: 1 | AltScore: NA
36. Predictors of Secondary Role Strains Among Spousal Caregivers of Older Adults With Functional
Disability.
Polenick CA, DePasquale N
Gerontologist, 2019 May 17, 59(3): 486-498
https://doi.org/10.1093/geront/gnx204 | PMID: 29325105 | PMCID: PMC6784276
Citations: 2 | AltScore: 1
37. Driving Cessation and Social Isolation in Older Adults.
Qin W, Xiang X, Taylor H
J Aging Health, 2019 Aug 20 898264319870400
https://doi.org/10.1177/0898264319870400 | PMID: 31431103
Citations: | AltScore: 43
38. Aging and Postintensive Care Syndrome- Family: A Critical Need for Geriatric Psychiatry.
Serrano P, Kheir YNP, Wang S, Khan S, Scheunemann L, Khan B
Am J Geriatr Psychiatry, 2019 Apr, 27(4): 446-454
https://doi.org/10.1016/j.jagp.2018.12.002 | PMID: 30595492 | PMCID: PMC6431265
Citations: 1 | AltScore: 10.5
39. Variations in Risk of End-Stage Renal Disease and Risk of Mortality in an International Study of
Patients With Type 1 Diabetes and Advanced Nephropathy.
Skupien J, Smiles AM, Valo E, Ahluwalia TS, Gyorgy B, Sandholm N, Croall S, Lajer M, McDonnell K,
Forsblom C, Harjutsalo V, Marre M, Galecki AT, Tregouet DA, Wu CY, Mychaleckyj JC, Nickerson H,
Pragnell M, Rich SS, Pezzolesi MG, Hadjadj S, Rossing P, Groop PH, Krolewski AS
Diabetes Care, 2019 Jan, 42(1): 93-101
https://doi.org/10.2337/dc18-1369 | PMID: 30455333 | PMCID: PMC6300701
Citations: 4 | AltScore: 7.9
40. Changes in the gut microbiome and fermentation products concurrent with enhanced longevity in
acarbose-treated mice.
Smith BJ, Miller RA, Ericsson AC, Harrison DC, Strong R, Schmidt TM
BMC Microbiol, 2019 Jun 13, 19(1): 130
https://doi.org/10.1186/s12866-019-1494-7 | PMID: 31195972 | PMCID: PMC6567620
Citations: 6 | AltScore: 7.35
41. Aging effects on pelvic floor support: a pilot study comparing young versus older nulliparous
women.
Swenson CW, Masteling M, DeLancey JO, Nandikanti L, Schmidt P, Chen L
Int Urogynecol J, 2020 Mar, 31(3): 535-543
https://doi.org/10.1007/s00192-019-04063-z | PMID: 31388719
Citations: | AltScore: 1.25
42. Identification and Application of Gene Expression Signatures Associated with Lifespan Extension.
Tyshkovskiy A, Bozaykut P, Borodinova AA, Gerashchenko MV, Ables GP, Garratt M, Khaitovich P,
Clish CB, Miller RA, Gladyshev VN
Cell Metab, 2019 Sep 3, 30(3): 573-593.e8
https://doi.org/10.1016/j.cmet.2019.06.018 | PMID: 31353263 | PMCID: PMC6907080
Citations: 5 | AltScore: 158.544
43. Sex Differences in Inflammatory Responses to Adipose Tissue Lipolysis in Diet-Induced Obesity.
Varghese M, Griffin C, McKernan K, Eter L, Lanzetta N, Agarwal D, Abrishami S, Singer K
Endocrinology, 2019 Feb 1, 160(2): 293-312
https://doi.org/10.1210/en.2018-00797 | PMID: 30544158 | PMCID: PMC6330175
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Citations: 7 | AltScore: 4.2
44. Social Networks and Physical Activity in Senior Housing: A Pilot Feasibility Study.
Webster NJ, Antonucci TC, Alexander NB
Ethn Dis, 2019, 29(Suppl 1): 201-208
https://doi.org/10.18865/ed.29.S1.201 | PMID: 30906170 | PMCID: PMC6428167
Citations: | AltScore: 0.25
45. Physical Functioning Decline and Mortality in Older Adults With Multimorbidity: Joint Modeling
of Longitudinal and Survival Data.
Wei MY, Kabeto MU, Galecki AT, Langa KM
J Gerontol A Biol Sci Med Sci, 2019 Jan 16, 74(2): 226-232
https://doi.org/10.1093/gerona/gly038 | PMID: 29529179 | PMCID: PMC6599282
Citations: 7 | AltScore: 80.78
46. The Association Between Differing Grip Strength Measures and Mortality and Cerebrovascular
Event in Older Adults: National Health and Aging Trends Study.
Whitney DG, Peterson MD
Front Physiol, 2018, 9: 1871
https://doi.org/10.3389/fphys.2018.01871 | PMID: 30666214 | PMCID: PMC6330303
Citations: 1 | AltScore: 13
47. Trajectories of major depression in middle-aged and older adults: A population-based study.
Xiang X, Cheng J
Int J Geriatr Psychiatry, 2019 Oct, 34(10): 1506-1514
https://doi.org/10.1002/gps.5161 | PMID: 31179582 | PMCID: PMC6742519
Citations: 1 | AltScore: 14
48. Perceptions and practice behaviors regarding late-life depression among private duty home care
workers: a mixed-methods study.
Xiang X, Cheng J, Zuverink A, Wang X
Aging Ment Health, 2019 Jul 4 1-8
https://doi.org/10.1080/13607863.2019.1636207 | PMID: 31271041 | PMCID: PMC6942236
Citations: | AltScore: NA
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V. EXTERNAL ADVISORY BOARD MEMBERS
Kenneth Schmader
Duke University
Serving since 2017 (3 years)
Nathan LaBrasseur
Mayo Clinic
Serving since 2017 (3 years)
Stephen Kritchevsky
Wake Forest University
Serving since 2017 (3 years)
Kenneth Covinsky
UCSF
Serving since 2020 (0 years)
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VI. RECOGNITION AND AWARDS (2019-2020)
Henry Paulson (2020)
2016 elected Fellow in the American Association for the Advancement of Sciences
American Academy of Neurology Annual Movement Disorders Research Award, 2020
NINDS Landis 2020 Outstanding Mentor Award
Langa, Kenneth (2019)
2019 Elected Fellow, American Association for the Advancement of Science
2018 Sylvan Cohen Visiting Scholar, Institute on Aging, Univ of Pennsylvania
2017 Plenary Lecture, NIH Research Summit on Dementia Care
2017 Plenary Lecture, Canadian Conference on Dementia
2015-2017 Member, National Academy of Medicine Committee on Dementia Prevention 2015 Plenary
Lecture, NIH Alzheimer’s Disease Research Summit
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VII. MINORITY RESEARCH
General Brief Description of Minority Activities:

The following lists recent articles focusing on minority health and disparities authored by University of
Michigan Pepper Center faculty and trainees.

1. Akinyemi E, Watkins DC, Kavanagh J, Johnson-Lawrence V, Lynn S, Kales HC. A
qualitative comparison of DSM depression criteria to language used by older church-going
African-Americans. Aging Ment Health. 2018 Sep;22(9):1149-1155. doi:
10.1080/13607863.2017.1337717. Epub 2017 Jun 14. PMID: 28612654
2. Allen JO, Watkins DC, Chatters L, Geronimus AT, Johnson-Lawrence V. Cortisol and
Racial Health Disparities Affecting Black Men in Later Life: Evidence From MIDUS II. Am J
Mens Health. 2019 Jul-Aug;13(4):1557988319870969. doi: 10.1177/1557988319870969.
PMID: 31423887
3. Allen JO, Watkins DC, Chatters L, Johnson-Lawrence V. Mechanisms of Racial Health
Disparities: Evidence on Coping and Cortisol from MIDUS II. J Racial Ethn Health Disparities.
2020 Apr;7(2):207-216. doi: 10.1007/s40615-019-00648-y. Epub 2019 Nov 5. PMID:
31691170
4. Briceño EM, Mehdipanah R, Gonzales X, Heeringa S, Levine DA, Langa KM, Garcia N,
Longoria R, Morgenstern LB. Methods and Early Recruitment of a Community-Based Study
of Cognitive Impairment Among Mexican Americans and Non-Hispanic Whites: The
BASIC-Cognitive Study. J Alzheimers Dis. 2020;73(1):185-196. doi: 10.3233/JAD-190761.
PMID: 31771059
5. Briceño EM, Mehdipanah R, Gonzales XF, Langa KM, Levine DA, Garcia NM, Longoria R,
Giordani BJ, Heeringa SG, Morgenstern LB. Culture and Diagnosis of MCI in Hispanics:

A Literature Review. Arch Clin Neuropsych. 2019;34(7): 1239.
doi:10.1093/arclin/acz029.06
6. Briceño EM, Mehdipanah R, Gonzales XF, Langa KM, Levine DA, Garcia NM, Longoria R,
Giordani BJ, Heeringa SG, Morgenstern LB. Neuropsychological assessment of mild
cognitive impairment in Latinx adults: A scoping review. Neuropsychology. 2020
Jul;34(5):493-510. doi: 10.1037/neu0000628. Epub 2020 Apr 13. PMID: 32281811
7. Choi H, Schoeni RF, Martin LG, Langa KM. Trends in the Prevalence and Disparity in Cognitive
Limitations of Americans 55-69 Years Old. J Gerontol B Psychol Sci Soc Sci. 2018 Apr
16;73(suppl_1):S29-S37. PMCID: PMC6019031
8. Davis MA, Guo C, Sol K, Langa KM, Nallamothu BK. Trends and Disparities in the Number of
Self-reported Healthy Older Adults in the United States, 2000 to 2014. JAMA Intern Med. 2017 Nov
1;177(11):1683-1684. PMCID: PMC5753793
9. Dean DAL, Griffith DM, McKissic SA, Cornish EK, Johnson-Lawrence V. Men on the
Move-Nashville: Feasibility and Acceptability of a Technology-Enhanced Physical Activity
Pilot Intervention for Overweight and Obese Middle and Older Age African American Men.
Am J Mens Health. 2018 Jul;12(4):798-811. doi: 10.1177/1557988316644174. Epub 2016
Apr 19. PMID: 27099346
10. Hawkins J, Mitchell J, Piatt G, Ellis D. Older African American Men's Perspectives on
Factors That Influence Type 2 Diabetes Self-Management and Peer-Led Interventions.
Geriatrics (Basel). 2018 Jul 6;3(3):38. doi: 10.3390/geriatrics3030038. PMID: 31011076
11. Hawkins J, Watkins D, Allen JO, Mitchell J. Identifying subgroups of Black, Hispanic and
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11. Hawkins J, Watkins D, Allen JO, Mitchell J. Identifying subgroups of Black, Hispanic and
Asian men at increased risk for comorbid depression and overweight or obesity. Prev Med
Rep. 2018 Oct 27;12:268-270. doi: 10.1016/j.pmedr.2018.10.022. eCollection 2018 Dec.
PMID: 30406004
12. Hawkins JM. Type 2 Diabetes Self-Management in Non-Hispanic Black Men: A Current
State of the Literature. Curr Diab Rep. 2019 Feb 11;19(3):10. doi:
10.1007/s11892-019-1131-8. PMID: 30741346
13. Hazard Vallerand A, Hasenau SM, Robinson-Lane SG, Templin TN. Improving Functional
Status in African Americans With Cancer Pain: A Randomized Clinical Trial. Oncol Nurs
Forum. 2018 Mar 1;45(2):260-272. doi: 10.1188/18.ONF.260-272. PMID: 29466352
14. Johnson-Lawrence V, Bailey S, Sanders PE, Sneed R, Angel-Vincent A, Brewer A, Key
K, Lewis EY, Johnson JE. The Church Challenge: A community-based multilevel cluster
randomized controlled trial to improve blood pressure and wellness in African American
churches in Flint, Michigan. Contemp Clin Trials Commun. 2019 Feb 2;14:100329. doi:
10.1016/j.conctc.2019.100329. eCollection 2019 Jun. PMID: 30886933
15. Johnson-Lawrence V, Scott JB, James SA. Education, perceived discrimination and risk
for depression in a southern black cohort. Aging Ment Health. 2019 Aug 7:1-7. doi:
10.1080/13607863.2019.1647131. Online ahead of print. PMID: 31389255
16. Levine DA, Galecki AT, Langa KM, Unverzagt FW, Kabeto MU, Giordani B, Cushman M,
McClure LA, Safford MM, Wadley VG. Blood Pressure and Cognitive Decline Over 8 Years in
Middle-Aged and Older Black and White Americans. Hypertension. 2019 Feb;73(2):310-318.
PMCID: PMC6450556
17. Levine DA, Galecki AT, Langa KM, Unverzagt FW, Kabeto MU, Giordani B, Cushman M,
McClure LA, Safford MM, Wadley VG. Blood Pressure and Cognitive Decline Over 8 Years in
Middle-Aged and Older Black and White Americans. Hypertension. 2019 Feb;73(2):310-318.
doi: 10.1161/HYPERTENSIONAHA.118.12062. PMID: 30624986
18. Levine DA, Gross AL, Briceño EM, Tilton N, Kabeto MU, Hingtgen SM, Giordani BJ,
Sussman JB, Hayward RA, Burke JF, Elkind MSV, Manly JJ, Moran AE, Kulick ER,
Gottesman RF, Walker KA, Yano Y, Gaskin DJ, Sidney S, Yaffe K, Sacco RL, Wright CB,
Roger VL, Allen NB, Galecki AT. Association Between Blood Pressure and Later-Life
Cognition Among Black and White Individuals. JAMA Neurol. 2020 Apr 13;77(7):1-10. doi:
10.1001/jamaneurol.2020.0568. Online ahead of print. PMID: 32282019
19. Levine DA, Wadley VG, Langa KM, Unverzagt FW, Kabeto MU, Giordani B, Howard G,
Howard VJ, Cushman M, Judd SE, Galecki AT. Risk Factors for Poststroke Cognitive
Decline: The REGARDS Study (Reasons for Geographic and Racial Differences in Stroke).
Stroke. 2018 Apr;49(4):987-994. Epub 2018 Mar 16. PMCID: PMC6419761.
20. Levine DA, Wadley VG, Langa KM, Unverzagt FW, Kabeto MU, Giordani B, Howard G,
Howard VJ, Cushman M, Judd SE, Galecki AT. Risk Factors for Poststroke Cognitive
Decline: The REGARDS Study (Reasons for Geographic and Racial Differences in Stroke).
Stroke. 2018 Apr;49(4):987-994. doi: 10.1161/STROKEAHA.117.018529. Epub 2018 Mar 16.
PMID: 29581343
21. McGrath R, Robinson-Lane SG, Peterson MD, Bailey RR, Vincent BM. Muscle Strength
and Functional Limitations: Preserving Function in Older Mexican Americans. J Am Med Dir
Assoc. 2018 May;19(5):391-398. doi: 10.1016/j.jamda.2017.12.011. Epub 2018 Jan 19.
PMID: 29371128
22. Mezuk B, Tarraf W, Johnson-Lawrence V, Ilardo J, Lichtenberg PA, Jackson JS. Analytic
Training for Junior Investigators in Minority Aging Research: The Michigan Model.
Gerontologist. 2020 Apr 30:gnaa001. doi: 10.1093/geront/gnaa001. Online ahead of print.
PMID: 32352144
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23. Mitchell JA, Johnson-Lawrence V, Williams EG, Thorpe R Jr. Characterizing Mobility
Limitations Among Older African American Men. J Natl Med Assoc. 2018
Apr;110(2):190-196. doi: 10.1016/j.jnma.2017.05.002. Epub 2017 Jun 7. PMID: 29580454
24. Perry RG, Mitchell JA, Hawkins J, Johnson-Lawrence V. The Role of Age and
Multimorbidity in Shaping Older African American Men's Experiences with Patient?Provider
Communication. Geriatrics (Basel). 2018 Oct 24;3(4):74. doi:
10.3390/geriatrics3040074.PMID: 31011109
25. Perry RG, Mitchell JA, Hawkins J, Johnson-Lawrence V. The Role of Age and
Multimorbidity in Shaping Older African American Men's Experiences with Patient?Provider
Communication. Geriatrics (Basel). 2018 Oct 24;3(4):74. doi: 10.3390/geriatrics3040074.
PMID: 31011109
26. Robinson-Lane SG, Vallerand AH. Pain Treatment Practices of Community-Dwelling
Black Older Adults. Pain Manag Nurs. 2018 Feb;19(1):46-53. doi:
10.1016/j.pmn.2017.10.009. Epub 2017 Dec 14. PMID: 29248605
27. Robinson-Lane SG. Adapting to chronic pain: A focused ethnography of black older
adults. Geriatr Nurs. 2019 Aug 31:S0197-4572(19)30188-0. doi:
10.1016/j.gerinurse.2019.08.001. Online ahead of print. PMID: 31481258
28. Sneed RS, Key K, Bailey S, Johnson-Lawrence V. Social and psychological
consequences of the COVID-19 pandemic in African-American communities: Lessons from
Michigan. Psychol Trauma. 2020 Jul;12(5):446-448. doi: 10.1037/tra0000881. Epub 2020
Jun 11. PMID: 32525371
29. Spencer MS, Kieffer EC, Sinco B, Piatt G, Palmisano G, Hawkins J, Lebron A, Espitia N,
Tang T, Funnell M, Heisler M. Outcomes at 18 Months From a Community Health Worker
and Peer Leader Diabetes Self-Management Program for Latino Adults. Diabetes Care. 2018
Jul;41(7):1414-1422. doi: 10.2337/dc17-0978. Epub 2018 Apr 27. PMID: 29703724
30. Tipirneni R, Ganguli I, Ayanian JZ, Langa KM. Reducing Disparities in Healthy Aging Through
an Enhanced Medicare Annual Wellness Visit. Public Policy Aging Rep. 2019 Jan;29(1):26-32.
PMCID: PMC6529776 [Available on 2019-12-18]
Minority Trainee(s):
Carlos Aguilar, Ph.D, Assistant Professor, University of Michigan Biomedical Engineering
PESC 2019: Probing the relationship of the neuromuscular junction muscle stem cells in aging
Daniela Ponce-Balbuena, Ph.D, Research Investigator, University of Michigan Cardiovascular Medicine
PESC 2019: Exploring the impact of neuronal vulnerability to aging-related disorders on spatial learning
in C. elegans model organism
Jaclynn Hawkins, Ph.D. , Assistant Professor, University of Michigan School of Social Work, Associate
Director of the Gender and Health Research Lab’
REC & PESC Recipient 2020 Type 2 Diabetes Self-Management in Older African American Men: A
Peer Leader Pilot Intervention
Sheria Robinson-Lane, Ph.D, Assistant Professor, University of Michigan School of Nursing
PESC 2019: Towards a Culturally Responsive Intervention for Black Caregivers of Persons with
Dementia
Minority Grant(s):

Generated on: 09/25/2020, 9:56:11 AM

22 of 22

Pepper_Annual_Mount Sinai_2019-2020

Generated on: 09/25/2020, 9:56:34 AM

MOUNT SINAI MEDICAL CENTER
Claude D. Pepper Older Americans Independence Center
Principal Investigator

Albert L. Siu, M.D.

albert.siu@mssm.edu

Program Administrator

Christain Espino

christian.espino@mssm.edu

I. CENTER DESCRIPTION
The Mount Sinai OAIC’s goal is to stimulate, develop, and fund research directed at improving quality of life and
independence of older adults with serious illness and their caregivers. In the first five years, our OAIC became a
national resource for research training in geriatric palliative care, as well as a key contributor in the movement to
improve quality of care for our nation’s sickest patients. The OAIC’s specific aims are:
1. To expand a comprehensive transdisciplinary research program focused on: a) improving quality of life,
independence, and function and b) developing and testing models of improving care for older adults living
with serious illness.
2. To identify, recruit, and train leaders in aging and palliative care research through: a) mentoring
relationships with successful investigators; b) strengthening and expanding Mount Sinai’s existing research
training programs in aging and palliative care; and c) support for pilot projects, statistical and analytic
consultation, and instrument development and measurement.
3. To expand a research infrastructure that will a) support new and ongoing research in the care of seriously ill
older adults by providing expertise in research design, measurement, and analysis, b) develop and apply
innovative research designs, analytic techniques, and measures, and c) apply to aging research methods not
currently in widespread use (e.g. item response theory, propensity score methods), but which are highly
applicable to geriatrics and gerontology because of the populations studied.
4. To develop a research center that bridges the transdisciplinary specialties of geriatrics and palliative care
that will serve as a model for research that has not been well addressed by these two specialties.
The overall goal of our center is to bring together a diverse, transdisciplinary group of distinguished investigators
with a strong history of collaboration and research in pain and other symptoms, functional outcomes,
patient-oriented research, research design, biostatistics,
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II. RESEARCH, RESOURCES AND ACTIVITIES
A. CORES
Data and Analysis Core (DAC)
Leader 1: Jeanne Teresi, PhD teresimeas@aol.edu
No Description
Leadership and Administrative Core (LAC)
Leader 1: Albert Siu, MD, MSPH albert.siu@mssm.edu
The Leadership and Administrative Core is housed in the offices of the Chairman of the Mount Sinai Department
of Geriatrics. Core staff consists of: Center Primary Investigator and Core Leader: Albert L. Siu, MD The Leaders
of the Research Education Component: Nathan Goldstein, MD, R. Sean Morrison, MD, and Juan Wisnivesky,
MD, PhD; Pilot and Exploratory Studies Core leaders: Kenneth Boockvar, MD; Population Research and
Effectiveness Core leaders: Melissa Aldridge, PhD; Measurement and Data Management Core: Jeanne Teresi,
PhD Vice Chair for Education of the Department of Geriatrics and Palliative Medicine: Rosanne Leipzig, MD,
PhD Director of the Center to Advance Palliative Care: Diane Meier, MD Three standing committees advise the
Center regarding policy and conduct of its programs: An OAIC Executive Committee (OAIC EC or EC) of OAIC
core leaders and institutional leadership A Research Advisory Committee (RAC) of senior investigators not
currently involved in the OAIC as investigators or mentors
Pilot and Exploratory Studies Core (PESC)
Leader 1: Kenneth Boockvar, MD, MS kenneth.boockvar@mssm.edu
The Pilot and Exploratory Studies Core (PESC), builds upon a 15-year foundation of research in palliative care,
disability, and function at Mount Sinai; an established record of successful mentorship by the OAIC senior
investigators; and a strong and consistent track record in conducting collaborative and interdisciplinary research
that will accomplish the following specific aims: Facilitate pilot and exploratory studies that will examine the
relationship of pain and other distressing symptoms to independence, function, and disability; develop
interventions directed at the treatment of pain and other distressing symptoms in older adults; and explore
interventions to improve quality of life and promote function and independence for older adults living with serious
and chronic illness Encourage the development of junior faculty by providing a mechanism to obtain mentored,
hands-on research training and develop preliminary data in aging and palliative care that will lead to the
development of larger federally or foundation-funded research projects and career development awards focused
on improving care and promoting independence for older adults with advanced illness Support senior and
mid-level faculty who are conducting studies in palliative care and aging who are embarking on new research
projects requiring pilot data; palliative care research in younger populations who would like to expand or shift
their research into aging; and aging research unrelated to palliative care who would like to refocus their work to fit
within our OAIC theme Foster collaborative research among investigators from different disciplines, specialties,
and institutions
Population & Research Effectiveness Core
Leader 1: Melissa Aldridge, PhD melissa.aldridge@mssm.edu
The Population Research and Effectiveness (PRE) Core contributes to the goals of the OAIC by providing
statistical, methodological, and programming expertise, as well as mentoring in those areas, to investigators in the
School’s OAIC. This core has been highly productive in providing consultations and support for numerous OAIC
investigators confronted with methodological and analytic issues that occur in the study of older adults with
serious illness. Our Core’s consultants have a broad range of knowledge regarding research methods to serve as
potential consults to OAIC investigators. Resources and expertise are provided in a variety of ways and
throughout all phases of the research process—from design to interpretation and presentation of findings to: To
provide sophisticated, cutting edge methodological, statistical, and programming support to OAIC investigators.
To apply advanced research and statistical methodology (e.g., propensity scores, instrumental variable estimation,
competing risk analysis) used in other fields but not commonly applied to aging-related research. To collaborate
closely with the RCDC and RCDSC to ensure that junior faculty obtain research methods training to advance their
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current knowledge and expertise. To develop the infrastructure for population based research by hiring and
training data analysts who will conduct data management and programming functions and provide statistical
expertise in cutting edge research methods.
Research Education Component (REC)
Leader 1: R. Sean Morrison, MD
sean.morrison@mssm.edu
Leader 2:

Nathan Goldstein, MD

nathan.goldstein@mssm.edu

Leader 3: Juan Wisnivesky, Md, PhD juan.wisnivesky@mountsinai.org
The OAIC’s Research Education Component (REC) at the Icahn School of Medicine reinforces junior faculty’s
interest in improving the care of seriously ill, older adults with educational activities and training experiences
while promoting the development of future research leaders. The REC’s specific objectives are to: Recruit talented
faculty from different disciplines who are committed to academic careers improving the care of older adults with
serious illness Provide advanced training in research methodologies needed to conduct high quality, ethical, and
multidisciplinary palliative care research for seriously ill older adults Provide multidisciplinary mentorship and
individually tailored career development plans Support trainees in conducting and disseminating research studies
to assess questions related to the health and independence of older adults or related palliative care issues Facilitate
attainment of academic and life skills to sustain long-term success as independent investigators and future leaders
in geriatric and palliative care medicine Prepare and assist trainees in obtaining external funding to continue an
academic research career
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II. RESEARCH, RESOURCES AND ACTIVITIES (continued...)
B. RESEARCH (0 Projects Listed)
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II. RESEARCH, RESOURCES AND ACTIVITIES (continued...)
C. PILOT/EXPLORATORY PROJECTS (1 Pilot Projects Listed)
1. Project Title:
Leader:

Assessing the feasibility of a mind-body intervention for early stage lung cancer
surgical patients
Rebecca Schwartz

The main aims of the study are to: 1) conduct a formative phase evaluation in order to effectively
adapt a mind-body intervention so that it is relevant for older early stage lung cancer post-surgical
patients and 2) to pilot the intervention with older adult early stage lung cancer post-surgical
patients to determine whether the study methodology is feasible and acceptable for use with early
stage lung cancer post-surgical patients.
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II. RESEARCH, RESOURCES AND ACTIVITIES (continued...)
D. DEVELOPMENT PROJECTS (0 Development Projects Listed)
No development projects.
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III. CAREER DEVELOPMENT
REC Scholar, Research & Grants Funded During Pepper Supported Time

Years

Publications

Lili Chan
Assistant Professor / Mount Sinai Division of Nephrology
Effect of provider counseling and symptom recognition on patient centered outcomes 2019-2020 10 (2 1st/Sr)
Claude Pepper REC Award
K23 DK124645-01A1 Title: Improving risk prediction of adverse outcomes in hemodialysis
patients by incorporating non-traditional risk factors Impact score: 20
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IV. PUBLICATIONS
2020
1. A Randomized Trial of a Multifactorial Strategy to Prevent Serious Fall Injuries.
Bhasin S, Gill TM, Reuben DB, Latham NK, Ganz DA, Greene EJ, Dziura J, Basaria S, Gurwitz JH,
Dykes PC, McMahon S, Storer TW, Gazarian P, Miller ME, Travison TG, Esserman D, Carnie MB,
Goehring L, Fagan M, Greenspan SL, Alexander N, Wiggins J, Ko F, Siu AL, Volpi E, Wu AW, Rich J,
Waring SC, Wallace RB, Casteel C, Resnick NM, Magaziner J, Charpentier P, Lu C, Araujo K, Rajeevan
H, Meng C, Allore H, Brawley BF, Eder R, McGloin JM, Skokos EA, Duncan PW, Baker D, Boult C,
Correa-de-Araujo R, Peduzzi P, STRIDE Trial Investigators.
N Engl J Med, 2020 Jul 9, 383(2): 129-140
https://doi.org/10.1056/NEJMoa2002183 | PMID: 32640131 | PMCID: PMC7421468
Citations: 1 | AltScore: 245.906
2. Comparing Outcomes Between Thiazide Diuretics and Other First-line Antihypertensive Drugs in
Long-term Nursing Home Residents.
Boockvar KS, Song W, Lee S, Intrator O
Clin Ther, 2020 Apr, 42(4): 583-591
https://doi.org/10.1016/j.clinthera.2020.02.016 | PMID: 32229030 | PMCID: PMC7214198
Citations: | AltScore: 1
3. Association Between the Implementation of Hospital-Based Palliative Care and Use of Intensive
Care During Terminal Hospitalizations.
Hua M, Lu Y, Ma X, Morrison RS, Li G, Wunsch H
JAMA Netw Open, 2020 Jan 3, 3(1): e1918675
https://doi.org/10.1001/jamanetworkopen.2019.18675 | PMID: 31913493 | PMCID: PMC6991248
Citations: | AltScore: 102.8
4. Estimating cost implications of potentially avoidable hospitalizations among Oncology Care Model
patients with prostate cancer.
Smith WH, Parikh AB, Li L, Sanderson M, Liu M, Mazumdar M, Isola LM, Dharmarajan KV
J Cancer Policy, 2020 Mar, 23:
pii: 100218. https://doi.org/10.1016/j.jcpo.2020.100218 | PMID: 32351875 | PMCID: PMC7189771
Citations: | AltScore: 3
2019
1. Hypertension Treatment in US Long-Term Nursing Home Residents With and Without Dementia.
Boockvar KS, Song W, Lee S, Intrator O
J Am Geriatr Soc, 2019 Oct, 67(10): 2058-2064
https://doi.org/10.1111/jgs.16081 | PMID: 31328791 | PMCID: PMC6820134
Citations: 1 | AltScore: 102.4
2. Hospital at Home-Plus: A Platform of Facility-Based Care.
DeCherrie LV, Wajnberg A, Soones T, Escobar C, Catalan E, Lubetsky S, Leff B, Federman A, Siu A
J Am Geriatr Soc, 2019 Mar, 67(3): 596-602
https://doi.org/10.1111/jgs.15653 | PMID: 30481382
Citations: 2 | AltScore: 4.5
3. \Doc
Forman DE, Zieman SJ
I Think My Meds Are Killing Me! Please Help?\: Transdisciplinary Forces Unite to Refocus
Pharmacotherapy for Older Adults., J Am Geriatr Soc, 2019 Feb(67): 2
Comment; Editorial | PMID: 30536783 | PMCID: PMC6367001
Citations: | AltScore: doi: 10.1111/jgs.15706
4. Overall Survival Trends and Clinical Characteristics of Plasmacytoma in the United States: A
National Cancer Database Analysis.
Ghiassi-Nejad Z, Ru M, Moshier E, Chang S, Jagannath S, Dharmarajan K
Clin Lymphoma Myeloma Leuk, 2019 May, 19(5): 310-319
https://doi.org/10.1016/j.clml.2019.01.004 | PMID: 30878315 | PMCID: PMC6555681
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Citations: | AltScore: 0.25
5. Improving Communication in Heart?Failure Patient Care.
Goldstein NE, Mather H, McKendrick K, Gelfman LP, Hutchinson MD, Lampert R, Lipman HI, Matlock
DD, Strand JJ, Swetz KM, Kalman J, Kutner JS, Pinney S, Morrison RS
J Am Coll Cardiol, 2019 Oct 1, 74(13): 1682-1692
https://doi.org/10.1016/j.jacc.2019.07.058 | PMID: 31558252 | PMCID: PMC7000126
Citations: 1 | AltScore: 77.55
6. Managing Pain in Chronically Ill Homebound Patients Through Home-Based Primary and
Palliative Care.
Major-Monfried H, DeCherrie LV, Wajnberg A, Zhang M, Kelley AS, Ornstein KA
Am J Hosp Palliat Care, 2019 Apr, 36(4): 333-338
https://doi.org/10.1177/1049909118820846 | PMID: 30587000 | PMCID: PMC6647018
Citations: | AltScore: 1.25
7. Development and Spanish translation of the Weinberg Center Risk and Abuse Prevention Screen
(WC-RAPS).
Ramirez M, Solomon J, Riquelme M, Santoro B, Reingold D, Teresi JA
J Elder Abuse Negl, 2019 Jan-Feb, 31(1): 38-55
https://doi.org/10.1080/08946566.2018.1531099 | PMID: 30406734 | PMCID: PMC6424593
Citations: 1 | AltScore: 1
8. Paid Caregiver Communication With Homebound Older Adults, Their Families, and the Health
Care Team.
Reckrey JM, Geduldig ET, Lindquist LA, Morrison RS, Boerner K, Federman AD, Brody AA
Gerontologist, 2019 May 21, 60(4): 745-753
pii: gnz067. https://doi.org/10.1093/geront/gnz067 | PMID: 31112604 | PMCID: PMC7228443
Citations: 2 | AltScore: 8.3
9. Living in the Community With Dementia: Who Receives Paid Care?
Reckrey JM, Morrison RS, Boerner K, Szanton SL, Bollens-Lund E, Leff B, Ornstein KA
J Am Geriatr Soc, 2020 Jan, 68(1): 186-191
https://doi.org/10.1111/jgs.16215 | PMID: 31696511 | PMCID: PMC6957088
Citations: | AltScore: 13.9
10. Beyond Functional Support: The Range Of Health-Related Tasks Performed In The Home By Paid
Caregivers In New York.
Reckrey JM, Tsui EK, Morrison RS, Geduldig ET, Stone RI, Ornstein KA, Federman AD
Health Aff (Millwood), 2019 Jun, 38(6): 927-933
https://doi.org/10.1377/hlthaff.2019.00004 | PMID: 31158023 | PMCID: PMC6685545
Citations: 2 | AltScore: 19.95
11. The National Palliative Care Registry: A Decade of Supporting Growth and Sustainability of
Palliative Care Programs.
Rogers M, Meier DE, Heitner R, Aldridge M, Hill Spragens L, Kelley A, Nemec SR, Morrison RS
J Palliat Med, 2019 Sep, 22(9): 1026-1031
https://doi.org/10.1089/jpm.2019.0262 | PMID: 31329016 | PMCID: PMC6735315
Citations: 1 | AltScore: 14.6
12. The effect of adapting Hospital at Home to facilitate implementation and sustainment on program
drift or voltage drop.
Siu AL, Zimbroff RM, Federman AD, DeCherrie LV, Garrido M, Morano B, Lubetsky S, Catalan E, Leff
B
BMC Health Serv Res, 2019 Apr 29, 19(1): 264
https://doi.org/10.1186/s12913-019-4063-8 | PMID: 31035973 | PMCID: PMC6489357
Citations: | AltScore: 0.25
13. Psychometric Properties of a Spanish-Language Version of a Short-Form FAMCARE: Applications
to Caregivers of Patients With Alzheimer's Disease and Related Dementias.
Teresi JA, Ocepek-Welikson K, Ramirez M, Ornstein KA, Bakken S, Siu A, Luchsinger JA
J Fam Nurs, 2019 Nov, 25(4): 557-589
https://doi.org/10.1177/1074840719867345 | PMID: 31423925 | PMCID: PMC6891123
Citations: | AltScore: 7.6
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14. Methodological approaches to the analyses of elder abuse screening measures: Application of latent
variable measurement modeling to the WC-RAPS.
Teresi JA, Ocepek-Welikson K, Ramirez M, Solomon J, Reingold D
J Elder Abuse Negl, 2019 Jan-Feb, 31(1): 1-24
https://doi.org/10.1080/08946566.2018.1523766 | PMID: 30346897 | PMCID: PMC6457242
Citations: | AltScore: NA
15. Development and Validation of the ACP-CAT for Assessing the Quality of Advance Care Planning
Communication.
Yuen JK, Kelley AS, Gelfman LP, Lindenberger EE, Smith CB, Arnold RM, Calton B, Schell J, Berns SH
J Pain Symptom Manage, 2020 Jan, 59(1): 1-8.e3
https://doi.org/10.1016/j.jpainsymman.2019.09.001 | PMID: 31520727 | PMCID: PMC7189328
Citations: | AltScore: 1
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V. EXTERNAL ADVISORY BOARD MEMBERS
Christine Ritchie
UCSF
Serving since 2011 (9 years)
Jay Magaziner
University of Maryland
Serving since 2011 (9 years)
Vincent Mor
Brown University
Serving since 2011 (9 years)
Ken Langa
University of Michigan
Serving since 2017 (3 years)
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VI. RECOGNITION AND AWARDS (2019-2020)
Al Siu (2019)
Received the Presidential Poster Award for Comparing Disposition and Bounce Backs Following
Treatment for Pneumonia between Hospital at Home and Traditional Hospitalization at the American
Geriatrics Society Annual Conference.
Claire Ankuda (2019)
Received the Health in Aging Foundation New Investigator Award at the American Geriatrics Society
Annual Conference. 2019
Selected as Emerging Leader in Hospice and Palliative Medicine by the American Academy of Hospice
and Palliative Medicine for her career accomplishments, involvement in the Academy, mentoring of
residents and students, and participation in charitable work. 2019
Received the 2020 Hastings Center Cunniff-Dixon Physician Award from The Hastings Center. 2020
Melissa Aldridge (2019)
Promoted to Professor at the Icahn School of Medicine at Mount Sinai
Nathan Goldstein (2019)
Elected President of the American Academy of Hospice and Palliative Medicine 2020-2021.
Dr. Goldstein was named among Castle Connolly’s Top Doctors in Hospice and Palliative Medicine.
Sean Morrizon (2019)
Dr. Morrison was named among Castle Connolly’s Top Doctors in Geriatrics.
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VII. MINORITY RESEARCH
General Brief Description of Minority Activities:
Not defined.
No minority trainee information specified.
No minority grant information specified.

Generated on: 09/25/2020, 9:56:34 AM

13 of 13

Pepper_Annual_NW_2019-2020

Generated on: 09/25/2020, 9:56:55 AM

NORTHWESTERN UNIVERSITY
Claude D. Pepper Older Americans Independence Center
Principal Investigator

Michael S Wolf, PhD, MPH

Program Administrator

Julia Benavente

312-503-1499 mswolf@northwestern.edu
312-503-1499 julia.benavente@northwestern.edu

I. CENTER DESCRIPTION
Coming soon...
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II. RESEARCH, RESOURCES AND ACTIVITIES
A. CORES
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II. RESEARCH, RESOURCES AND ACTIVITIES (continued...)
B. RESEARCH (0 Projects Listed)
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II. RESEARCH, RESOURCES AND ACTIVITIES (continued...)
C. PILOT/EXPLORATORY PROJECTS (0 Pilot Projects Listed)
No pilot/exploratory projects.
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II. RESEARCH, RESOURCES AND ACTIVITIES (continued...)
D. DEVELOPMENT PROJECTS (0 Development Projects Listed)
No development projects.
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III. CAREER DEVELOPMENT
REC Scholar, Research & Grants Funded During Pepper Supported Time

Years Publications

None specified.
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IV. PUBLICATIONS
2020

2019
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V. EXTERNAL ADVISORY BOARD MEMBERS
No EAB Members specified.
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VI. RECOGNITION AND AWARDS (2019-2020)
Recognition and Awards not specified.

Generated on: 09/25/2020, 9:56:55 AM

9 of 10

Pepper_Annual_NW_2019-2020

Generated on: 09/25/2020, 9:56:55 AM

VII. MINORITY RESEARCH
General Brief Description of Minority Activities:
Not defined.
No minority trainee information specified.
No minority grant information specified.
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UNIVERSITY OF PITTSBURGH
Claude D. Pepper Older Americans Independence Center
Principal Investigator

Susan L. Greenspan, M.D.

412-692-2477

greenspn@pitt.edu

Program Administrator

Naama Balass

412-692-2477

nab5@pitt.edu

I. CENTER DESCRIPTION
Balance disorders in older persons are common, disabling and complex. In order to prevent and treat these
disorders, a concentrated, multidisciplinary effort to understand causes and consequences, and to develop
innovative treatments, is needed. The team of investigators at Pittsburgh offers complementary expertise,
outstanding research productivity, and ongoing studies to address this need through a Claude D. Pepper Older
Americans Independence Center. This program includes investigators from medicine, bioengineering,
rehabilitation, epidemiology/public health, biostatistics, psychology, pharmacology, biology, imaging, informatics,
and health services research. Our long range goals are: to address the critical need to improve mobility, balance,
and falls risk, both through improved understanding of their causes and through development of preventive and
therapeutic interventions.
Our specific aims for the current cycle are to:
1. Promote multidisciplinary research into the causes, consequences and treatment of age-related changes in
mobility and balance.
2. Building on the exceptional expertise of our research team, extend our successful work into two new high
potential areas: a) the biologic and physiologic causes and clinical consequences of interactions between
multiple body tissues (nerve, muscle, bone and fat) as they impact on aging, mobility and balance; and b)
community and health system uptake of interventions to enhance mobility and balance.
3. Train young investigators from multiple disciplines in an intellectually vibrant, collaborative environment.
4. Serve as a resource and partner to investigators, research programs, institutions, OAICs and the public.
The Program has 6 Cores:
Leadership/Administration Core
Pilot Exploratory Studies Core
Research Career Development Core
Clinical Populations Outcomes Core
Integrative Systems Core
Data Management, Analysis and Informatics Core
Training support is provided directly to Pepper Scholars and also to trainees in related programs.
Research strategies to achieve OAIC goals:
1. Use Resource Cores to share expertise among projects and investigators.
2. Use pilot and developmental funds to extend existing studies and develop new studies.
3. Promote and reward collaborative multidisciplinary teams of investigators with complementary expertise by
prioritizing them for funds and support 4
4. ncourage new partnerships with highly productive investigators and programs by offering to partner with
our expertise and resources.
5. Reward development of new methods and techniques.
6. Facilitate the use of a common set of core measures of mobility, balance and falls in human studies so
results can be merged or compared.
7. Leverage resources by collaborating with other Centers at Pitt, other OAICs, and Centers around the US.
8. ponsor seminar series to promote general awareness of expertise and resources, review progress in ongoing
projects and facilitate new collaborations.
9. Support the new OAIC KL2 career development program with salary funded Pepper Scholars in addition to
resource support for Novice, Transition to Independence, and Visiting Scholars, with a focus on
multidisciplinary teamwork, thematic knowledge, and specific skills.
Generated on: 09/25/2020, 9:56:21 AM

1 of 36

Pepper_Annual_Pittsburgh_2019-2020

Generated on: 09/25/2020, 9:56:21 AM

10. Promote national discussion through programs at national meetings and other dissemination methods.
11. Provide administrative infrastructure, intellectual leadership, and oversight.
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II. RESEARCH, RESOURCES AND ACTIVITIES
A. CORES
Clinical and Population Outcomes Core (CPOC)
Leader 1: Steven Albert, PhD, MSPH smalbert@pitt.edu
Leader 2:

Jen Brach, PhD, PT

jbrach@pitt.edu

The Clinical and Population Outcomes Core (CPOC) is dedicated to promoting multidisciplinary research on
mobility, balance, and aging through 1) access to human subjects for studies and advice on screening, recruitment,
and consent, 2) access to existing data sets from Pitt aging studies for secondary analysis, and 3) resources and
space for clinical assessment of mobility and balance. To meet these aims, we provide registries of interested
community-dwelling older participants and a Long-Term Care (LTC) Registry of residents from participating
institutions, a searchable database on existing Pitt Aging data sets from longitudinal and clinical trial studies, a
library of tests and scales with instructions, scoring and advice on implementation, and information on use of our
Senior Mobility in Aging Research and Training (SMART) Center space for clinical studies. We successfully
launched the Platinum LTC Registry (seniors residing in assisted living and skilled nursing facilities who have
consented to research contact). To date, over 40 facilities signed agreements to participate as recruitment sites,
and over 400 residents consented to be contacted. Our Community Registry, with over 2500 older participants,
was a key recruitment source for 60 research studies. The CPOC SMART Center provided clinical research space
for multiple pilot and external projects. Our Community Advisory Board (CAB) continued to foster community
collaboration, stakeholder involvement and feedback on OAIC activities. Our specific aims are to: 1. Engage older
adults from the community and LTC settings in research by expanding large registries of consented and
well-characterized older adults accessible to investigators. 2. Provide training to investigators on appropriate
contact, screening, and consent strategies for research with older populations. 3. Recruit and maintain a diverse
community advisory board of older adults and leaders in aging services to review proposed research and advise
the OAIC. 4. Provide access to ongoing and completed Pitt cohort studies, specimens, clinical trials, and existing
databases. 5. Provide expertise in clinical assessment methodology by providing a standardized set of forms and
instructions to promote a common dataset of core assessments for mobility, balance, and falls. 6. Use noninvasive,
portable technology to examine mobility, balance, and physical activity in clinics and in the field through our
novel mobile laboratory. 7. Provide access to space and equipment for OAIC-related studies through our SMART
Center. 8. Promote dissemination of our findings within and outside the Pittsburgh community.

Data Management, Analysis and Informatics Core (DMAIC)
Leader 1: Subashan Perera, PhD pereras@dom.pitt.edu
The overarching goal of the Data Management, Analysis and Informatics Core (DMAIC) is to ensure
data and analytic integrity, transparency and reproducibility by continuing to serve as a central source of
methodological expertise and a service provider to the researchers of the Pittsburgh Older Americans
Independence Center (OAIC). Methodological expertise is most beneficial when provided by a team
such as DMAIC familiar with the balance and mobility in aging theme, specialized measures and
methods of the OAIC. Our specific aims are to:1. Meet data management requirements of Pittsburgh
OAIC PESC, REC, developmental and external projects. 2. Support quantitative and facilitate
qualitative analysis needs of Pittsburgh OAIC projects. 3. Provide informatics expertise to Pittsburgh
OAIC projects. 4. Support the training mission of the Pittsburgh OAIC with Pepper Scholars and other
trainees. 5. Develop new techniques, as wells as novel application of existing methods to address
OAIC-related unmet needs and methodological challenges. 6. Collaborate with other Cores and units
within and outside the institution on OAIC theme-related activities.
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Integrative Systems Core (ISC)
Leader 1: Caterina Rosano, MD, MPH car2350@pitt.edu
Leader 2: Tim Greenamyre MD, PhD Tim.Greenamyre@pitt.edu
Problems of mobility and balance in the aged require multidisciplinary study because they are complex and
multifactorial. Advances require integrating expertise and technical resources from biomechanics, physiology,
neural control of movement and biology. Thus, the goal of the Integrative Systems Core (ISC), previously referred
to as the “Technology” Core, is to provide integrative, multidisciplinary knowledge, skills and techniques that
foster an understanding of the biomechanical, structural, functional, physiological and biological influences on
age-related mobility and balance. The Specific Aims of the Integrative Systems Core are to: 1. Provide expertise
through use of an integrative systems approach spanning neuroimaging, biomechanics, physiology and biology. 2.
Provide consultation to investigators about existing infrastructure and facilitate the use of laboratories. 3.
Coordinate and prioritize the utilization of resources within the Core. 4. Develop new technologies and
integrative, complimentary approaches for investigators. 5. Support the research training mission of the Pepper
Center. 6. Collaborate with other cores and units within and outside the institution on OAIC theme-related
activities.
Leadership and Administrative Core (LAC)
Leader 1: Susan Greenspan, MD
greenspn@pitt.edu
Leader 2: Anne Newman, MD MPH newmana@edc.pitt.edu
The Leadership Administration Core is responsible for the overall coordination, monitoring, compliance and
reporting functions of the OAIC. It promotes internal coordination, institutional interactions and external
relationships. It supports the External Advisory Committee and sponsors a seminar series, annual retreat, website,
publications committee, visiting professor series, topical workgroups, grant planning retreats and national and
local conferences. Our specific aims are to: 1. Foster communication and multidisciplinary collaboration among
OAIC investigators, cores and projects. 2. Promote increased attention and involvement in our work with relevant
investigators and research programs in and outside the University of Pittsburgh. 3. Represent the OAIC to the
University through an Institutional and Community Advisory Boards. 4. Represent the OAIC to other OAICs, the
larger academic, NIH, clinical and lay communities. 5. Through the External Advisory Committee, maintain
independent oversight of OAIC processes, resources and progress toward goals. 6. Through the External Advisory
Committee and ad hoc reviewers, provide independent oversight to the pilot, developmental projects and Pepper
Scholar programs. 7. Through the REC Advisory Committee provide oversight for the REC Scholars program. 8.
Establish and operate a SafetyMonitoring Board for all OAIC human studies. 9. Sponsor a Research Seminar
series, an Annual Retreat, a Visiting Professor Series, Workgroups, publication/communication committee, formal
grant reviews, and new partnership initiatives. 10. Increase basic and translational research partnerships. 11.
Maintain meticulous financial records. 12. Provide administrative support and oversight for the REC, PESC and
three research cores. 13. Promote quality and timeliness in all OAIC activities. 14. Collaborate outside the
Institution for OAIC related themes.
Pilot and Exploratory Studies Core (PESC)
Leader 1: Toren Finkel
finkelt@pitt.edu
Leader 2: Daniel Forman formand@pitt.edu
The goal of the Pilot/Exploratory Studies Core (PESC) of the Pittsburgh OAIC is to promote and fund innovative
multidisciplinary pilot research in the topic areas of mobility, balance and aging and their interfaces. The expected
outcomes for funded pilot studies are their successful completion in a timely manner, that the findings be
presented at a national scientific meeting and submitted for publication in the peer review literature. Moreover, the
findings from these pilot studies are expected to support the development of mentored career development awards
and independent federally funded grant applications. The Specific Aims of the PESC are to: 1. Promote innovative
multidisciplinary research on mobility, balance and aging 2. Encourage supplements to ongoing studies 3.
Promote innovative techniques and methods for research on mobility, balance and aging 4. Partner with other
UPITT groups [i.e., Clinical and Translational Science Institute (CTSI) and Aging Institute] that also offer pilot
study awards to increase overall funding for individual pilot projects 5. Promote, evaluate, and select for funding
Standard pilot projects, Small pilots, and Developmental projects 6. Conduct post-award processes (e.g., monitor
adherence to ethics, safety, privacy, tracking of subsequent productivity and other related matters) for Standard,
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adherence to ethics, safety, privacy, tracking of subsequent productivity and other related matters) for Standard,
Small REC pilot projects, and Developmental projects
Research Education Component (REC)
Leader 1: Neil Resnick, MD resnickn@pitt.edu
Center (OAIC) is to provide a comprehensive, individualized career development program to prepare future
investigators for mobility, balance, and aging research. Our ultimate goal is to develop highly qualified
investigators to conduct high quality and high impact research in the field of mobility, balance, and aging and who
will become leaders in this field nationally and internationally. We continue to improve our programs with input
from our trainees, mentors, Executive Committee, and External Advisory Committee. Our specific aims are to: 1.
Promote careers in mobility, balance, and aging research for Pepper Scholars (junior faculty who have achieved
an initial level of expertise and productivity and have salary support from OAIC funds for 2-3 years). 2. Promote
careers of Novice (mentees in the initial levels of training) and Transition to Independence investigators (those
who have received independent career awards) whose salary sources are from outside the OAIC. 3. Provide
structured career development through mentored multidisciplinary research experiences, research and career
development seminars, retreats, and formal didactic programs for basic and clinical research skills through the
Clinical and Translational Science Institute education programs. 4. Promote translational and cross-training
between clinical and basic science. 5. Coordinate access to experienced mentors. 6. Provide feedback, career
guidance, and support to trainees and mentors and advise trainees on their training and career development. 7.
Oversee the promotion, recruitment, selection, monitoring, and evaluation of trainees and the program. 8. Provide
financial support for trainees through stipends, pilot funds, and additional resources. 9. Manage REC resources.
10. Collaborate with other cores and units within and outside the institution for OAIC related themes.
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II. RESEARCH, RESOURCES AND ACTIVITIES (continued...)
B. RESEARCH (12 Projects Listed)
1. Project Title:

TRAINING IN MOLECULAR EPIDEMIOLOGY: LINKING GENES TO
PHYSICAL FUNCTION IN OLDER ADULTS
Leader(s):
SANTANASTO, ADAM J
THE UNIVERSITY OF PITTSBURGH
NIH K01AG057726 / (2018-2023)
Age-related declines in physical function are common and lead to increased health care costs,
institutionalization andmortality. As a traditional epidemiologist with unique expertise in skeletal muscle aging
and physical function, I haveresearched lifestyle interventions (weight loss, aerobic and resistance training) to
prevent age-related declines in physicalfunction. However, lifestyle changes are difficult to adopt, especially
for those at the highest risk for functional decline. Toextend the benefits of these interventions, it is imperative
to understand biological processes underlying changes in functionwith aging and following intervention. As
such, the current proposal will provide the candidate with advanced training inmolecular epidemiology and
biology of aging, yield novel insight on the genetic and biological basis of physical functionamong older
adults and lay the foundation for future research. Specially, Aim 1 will identify genes and genetic variants
forphysical function and changes in physical function with aging. Aim 2 will examine blood RNA expression
for componentsof the transforming growth factor beta (TGF-?) pathway, which is implicated in muscle
dysfunction and pathogenic fibrosis,with physical function and its change with aging. Aim 3 will test if serum
levels of TGF-? and procollagen type 3 N-terminal propeptide (P3NP - a biomarker of pathogenic fibrosis) are
related physical function among older adults. I willleverage robustly collected physical function measures,
biological samples, and an ultra-high-density genome-widepolymorphism map from the NIA-funded Long
Life Family Study (LLFS), a multi-center study of exceptional aging andlongevity in families and fromThe
Cohorts for Heart and Aging Research in Genomic Epidemiology (CHARGE)Consortium. The proposed
research and training is very innovative. First, despite being implicated in several age-relatedconditions there
have been no human studies that have examined the relationship between TGF-? or P3NP and
physicalfunction. Further, LLFS has a large number of ?oldest old?, who are understudied and at the highest
risk for functionaldecline. There has also been limited research on the genetics of physical function. The
proposed career development awardwill provide the applicant with essential new mentorship, knowledge and
skills in human genetics and molecularepidemiology including but not limited to blood RNA expression and
protein biomarker development (Aim 2 and 3),genome wide association (GWA) and linkage analyses (Aim 1),
meta-analysis(Aim 1) and bioinformatics (Aim 1)approaches to follow-up association and linkage analyses.
Finally, this award will be critical for facilitating my transitionto an independent research career in aging and
molecular epidemiology with a focus on physical function. As anepidemiologist with expertise in both
traditional and molecular methods,I will be well-positioned to contribute to theadvancement of the evolving
field of GeroScience.

2. Project Title: TELE-RECOVERY: ENGAGING STAKEHOLDERS TO ADAPT AND PILOT TEST
A SCALABLE TRANSITIONAL REHABILITATION INTERVENTION FOR
OLDER, RURAL ICU SURVIVORS
Leader(s):
SCHEUNEMANN, LESLIE PAGE
THE UNIVERSITY OF PITTSBURGH
AHRQ K08HS027210 / (2019-2024)
ABSTRACTAccess to high-quality post-intensive care unit (ICU) recovery services is a major problem for
thousands ofolder Americans living in rural communities who survive critical illness each year. They and their
families oftenexperience uncoordinated care, poor health, reduced independence and quality of life, and high
ongoinghealthcare utilization. Any scalable solution will require the flexibility to address multimorbidity,
physical, cogni-tive, and psychological dysfunction, caregiver stress, and end-of-life transitions, all of which
are common. Toaddress this problem: (1) The principal investigator will acquire new skills that position her as
an independentimplementation physician scientist specializing in improving the quality of geriatric critical
care in the post-ICUperiod. She will complete a career development plan including didactic courses,
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experiential research, and in-tensive transdisciplinary mentoring with her team from geriatric psychiatry,
occupational therapy, critical care,and biostatistics. It will equip her with expertise in stakeholder engagement,
transitional care, rehabilitation,telehealth, and implementation science; (2) The proposed research will develop
and pilot test a scalable,stakeholder-informed, evidence-based ICU recovery intervention called
TeleRecovery. In TeleRecovery, anurse practitioner and occupational therapist will deliver transitional care,
family training and support, andskills-based rehabilitation to rural-dwelling older adults, starting at ICU
transfer. From discharge until gradua-tion back to primary care, they will partner with home health providers
via telehealth to implement the careplan. Instead of developing TeleRecovery de novo, we will use
stakeholder engagement to adapt transitionalcare (Transitional Care Model) and skills-based rehabilitation
(Patient-Driven Skills Training) interventions.These interventions have proven success among clinical
populations with key similarities to ICU survivors;combining them will comprehensively address
rural-dwelling, older ICU survivors? complex needs. The firststep in developing TeleRecovery will be
semi-structured interviews and focus groups with a full range of stake-holders ? patients, families, hospitaland community-based providers, and healthcare administrators includingpayers ? to identify priorities,
barriers, and facilitators in delivering ICU recovery care for older ICU survivors.We will integrate results into
a model of care delivery that is patient-centered and improves health-system qual-ity, affordability, and
access. Second, we will conduct stakeholder workshops, telehealth software modification,interventionist
training, and user testing to apply the model from Aim 1 to develop TeleRecovery for rural, olderICU
survivors. Finally, we will conduct a pilot study to evaluate its feasibility and acceptability among rural,older
ICU survivors. This research will generate: (1) partnerships among institutional leaders in critical care,home
health, healthcare administration and finance, rehabilitation, and telehealth to facilitate further research;(2) a
pilot tested TeleRecovery intervention that is ready for testing in a clinical trial; (3) an independent
imple-mentation physician scientist capable of seeing TeleRecovery through implementation and dissemination.
3. Project Title:

THE AGING BRAIN AND THE COGNITION-MOBILITY INTERFACE IN
CLINICALLY NORMAL OLDER ADULTS
Leader(s):
NADKARNI, NEELESH K
THE UNIVERSITY OF PITTSBURGH
NIH K23AG049945 / (2015-2020)
DESCRIPTION (provided by applicant):This Mentored Patient-Oriented Research Career Development
Award (K23) application is designed to enable the candidate, Neelesh Nadkarni, MD, PhD, FRCPC, to
become an independent investigator through the study of the influence of three major brain pathologies
(amyloidosis, neurodegeneration and small-vessel disease) on the cognition-mobility interface in older adults.
Dr. Nadkarni is a licensed practicing geriatricia with residency and fellowship training acquired in the United
States and Canada in internal medicine, geriatric medicine, geriatric and cognitive neurology, and hospital
medicine. Dr. Nadkarni also completed a PhD in medical sciences and neurosciences following completion of
his clinical training. This K23 award will train Dr. Nadkarni to develop research skills in the application of
advanced neuroimaging to study brain amyloidosis and neurodegeneration and enhance his knowledge of
small-vessel disease imaging. It will also train him to develop the cognition-mobility interface (COMBINE)
through the refinement of a protocol of dual-tasks (gait- cognition tasks). The K23 research application will
test the hypothesis that amyloidosis, neurodegeneration and small-vessel disease are related to the COMBINE,
which can predict impending cognitive and/or mobility decline in clinically normal older adults (defined here
as those without cognitive or mobility impairment). This application is based on the premise that in clinically
normal older adults, progressive functional impairment stemming from cognitive or mobility decline is a
continuum that commences with deficits in cognition and/or mobility. Concurrent performance of cognitive
tasks while walking assesses the COMBINE, which can serve as 'stress tests' of the brain. Pathological
age-related disease burden in brain regions important to cognitive or mobility processes, can manifest as
deficits in the COMBINE in clinically normal older adults. This study will quantify amyloidosis by measuring
Pittsburgh B ligand retention on Positron Emission Tomography (PET), small-vessel disease by determining
volume of white matter hyperintensities on magnetic resonance imaging (MRI), and neurodegeneration by
measuring fluoro-2-deoxy-glucose uptake on PET. The study will evaluate the relationships between the three
pathologies affecting the COMBINE in 120 cognitively normal older adults, who will be recruited from an
ongoing longitudinal study of brain amyloid deposition (RF1 AG025516; PI: Klunk). The findings from this
research can provide new insights into mechanisms and clinical approaches for early detection of cognitive
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research can provide new insights into mechanisms and clinical approaches for early detection of cognitive
and mobility decline in older adults, ultimately leading to novel targets for interventions to prevent adverse
outcomes of aging. This K23 training and research application involves a stellar multidisciplinary team of
experts in dementia, PET and MRI neuroimaging, neuropsychology, locomotion measurement, statistics,
cognitive and motor aging, postural control and geriatrics. This team of renowned leaders is committed to
provide the candidate with mentorship and consultation on a regular basis through the entire duration of this
award. The K23 related training and research activities will be conducted at the University of Pittsburgh which
is ideallysuited to undertake this work. This K23 award will ultimately enable the geriatrician-candidate to
become an independent investigator conducting patient-oriented research and a leader in brain aging and the
cognition-mobility interface.
4. Project Title:

MIDCAREER INVESTIGATOR AWARD IN TRANSLATIONAL
PATIENT-ORIENTED RESEARCH IN AGING
Leader(s):
BRACH, JENNIFER S
THE UNIVERSITY OF PITTSBURGH
NIH K24AG057728 / (2017-2022)
Midcareer Investigator Award in Translational Patient-Oriented Research in AgingThis application is for a
K24 Midcareer Investigator Award in Patient-Oriented Research to promote mentoringand career development
in dissemination and implementation research that improves mobility and preventsdisability in
community-dwelling older adults. Dr. Jennifer Brach, PI of the proposed award, is a physicaltherapist,
epidemiologist and scientist committed to mentoring health professional trainees and junior facultyand
working to improve the mobility and quality of life of older adults. For over 15 years, she has
conductedpatient-oriented research studies focused on increasing successful aging among vulnerable older
adults andshe has built a strong multi-disciplinary network of research collaborators who are available to
co-mentortrainees and junior faculty. Her long-term goal is to bridge the gap between clinical research, public
health, andeveryday practice by transferring the findings from clinical trials to practice settings and
communities, wherethe findings will improve mobility and prevent disability in older adults and to train health
professionals andjunior faculty for a successful career in academic investigation. Dr. Brach seeks support from
a NIA K24 careeraward to: 1) establish a research training and mentoring program that will prepare beginning
scholars tobecome successful, independent patient-oriented researchers in disability prevention in aging, 2)
obtainadditional training and participate in practical experiences in dissemination and implementation science
thatwill enhance her translational research skills, and 3) extend her currently funded work to bridge the
gapbetween clinical research and practice settings and the community. Dr. Brach has a substantial and
growingtrack record of mentorship of trainees from a variety of disciplines; the requested K24 support would
allow herto curtail teaching and administrative responsibilities so that she can focus the majority of her time
on researchand mentoring.

5. Project Title:

TASK SPECIFIC TIMING AND COORDINATION EXERCISES TO IMPROVE
MOBILITY IN OLDER ADULTS
Leader(s):
BRACH, JENNIFER S
THE UNIVERSITY OF PITTSBURGH
NIH R01AG045252 / (2015-2020)
DESCRIPTION (provided by applicant): Walking difficulty is common and costly in older adults. While
traditional exercise has been shown to promote physical and mental health and may prevent walking difficulty,
such exercise has focused on strength and endurance, and has overlooked a critical component of walking
ability; the timing and coordination of movement. Aging and disease alter timing and coordination as reflected
by slowed neuromotor performance, increased gait variability and reduced smoothness of movement. Task
specific timing and coordination exercise that includes practice of smooth coordinated aspects of gait over
multiple walking conditions has the potential to improve walking ability greater than a standard program. Our
preliminary data suggest that interventions on timing and coordination of gait impact mobility greater than the
standard strength and endurance program. The next key step and the objective of this proposal is to combine
the two interventions to determine if potential gains in mobility, activity and participation obtained from a
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standard plus timing and coordination program, are larger than the gains obtained from the standard program
alone. Therefore, the primary aim of the proposed project is to evaluate the impact of adding timing and
coordination training to standard strength and endurance training on mobility. Secondary aims include
examining 1) additional outcomes representing the components of the intervention and measures of activity
and participation, 2) the delayed and sustained effects of the intervention, and 3) the effects of the intervention
within various other subgroups of interest. This randomized clinical trial in older adults who walk slowly (i.e.
< 1.20 m/s) will compare a 372community-dwelling non-intervention attention control and a standard 12
week strength, endurance and flexibility program to a 12 week 'standard- plus' program of strength,
endurance, flexibility plus task specific timing and coordination training. The primary outcome is gait speed at
12 weeks. We will also examine secondary and tertiary outcomes representing components of the intervention
and measures of activity and participation and the delayed and sustained effects at 24 and 36 weeks. The
findings from this efficacy trial will provide evidence for the added value of task specific timing and
coordination training for promoting walking abilityin older adults and will form the basis for future
effectiveness trials. Future work includes translation to nonprofessional exercise leaders with the long-term
goal to incorporate neurological training into standard exercise programs for health promotion for older adults.
6. Project Title:

INVESTIGATING GAINS IN NEUROCOGNITION IN AN INTERVENTION
TRIAL OF EXERCISE SUPPLEMENT
Leader(s):
ERICKSON, KIRK I; BURNS, JEFFREY MURRAY ; KRAMER, ARTHUR F. ;
MCAULEY, EDWARD ;
THE UNIVERSITY OF PITTSBURGH
NIH R01AG053952 / (2016-2021)
AbstractDespite the ubiquity of normal age-related cognitive decline there is an absence of effective
approaches forimproving neurocognitive health. Fortunately, moderate intensity physical activity (PA) is a
promising methodfor improving brain and cognitive health in late life, but its effectiveness remains a matter
of continuedskepticism and debate because of the absence of a Phase III clinical trial. Here we propose a
Phase III multi-site randomized clinical trial called IGNITE (Investigating Gains in Neurocognition in an
Intervention Trial ofExercise) to more definitively address whether exercise influences cognitive and brain
health in cognitivelynormal older adults. We are proposing a 12-month, multi-site, randomized dose-response
exercise trial (i.e.,brisk walking) in 639 cognitively normal adults between 65-80 years of age. Participants
will be randomized toa (a) moderate intensity aerobic exercise condition at the public health recommended
dose of 150minutes/week (N=213), (b) a moderate intensity exercise condition at 225 minutes/week (N=213),
or (c) to astretching-and-toning control condition for 150 minutes per week (N=213). Participants will meet 3
days/weekfor site-based exercise and do home-based activity on two more days of the week for 12 months.
Acomprehensive state-of-the-science battery of cognitive, MRI, amyloid imaging, physiological
biomarkers,cardiorespiratory fitness, physical function, and quality of life measures will be assessed at
baseline and aftercompletion of the intervention. We have assembled a highly creative, productive, and
interdisciplinary teamwith a long history of collaboration and experience conducting exercise interventions in
older adults to test thefollowing aims: Aim 1: Using a comprehensive neuropsychological battery and the NIH
Toolbox, we will testwhether a 12-month moderate intensity exercise intervention improves cognitive
performance in older adultsand (b) test whether the improvements occur in a dose-dependent manner. Aim 2:
We will test whether a 12-month PA intervention augments MRI markers of brain health and whether these
changes happen in a dose-dependent manner. Aim 3: We will test the hypothesis that cardiometabolic,
inflammatory, and neurotrophicchanges mediate improvements in brain and cognition. Aim 4: We will
examine subgroups (i.e., individualdifferences) that attenuate or magnify the effect of the intervention on
cognitive, brain, and physiologicalsystems to better understand the factors that predict `responders' versus
`non-responders' to the intervention.We will explore three categories of variables: (1) demographic (e.g., age)
(2) genetic (e.g., APOE), and (3)baseline A? burden. Exploratory Aims: We will explore (a) whether baseline
brain health metrics predictadherence and compliance to 12-months of PA, and (b) the utility of multi-modal
brain imaging analyticalapproaches to more comprehensively understand the effects of PA on the aging brain.
The results from thistrial could transform scientific-based policy and health care recommendations for
approaches to improvecognitive function in cognitively normal older adults.
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7. Project Title:
Leader(s):

RHYTHM EXPERIENCE AND AFRICANA CULTURE TRIAL (REACT)
ERICKSON, KIRK I
THE UNIVERSITY OF PITTSBURGH
NIH R01AG060741 / (2018-2023)
Abstract African Americans are almost two times more likely than whites (i.e., Caucasians) to experience
Alzheimer'sdisease or other dementias. For those over the age of 65, the prevalence of cognitive impairment is
8.8% in whitesand 23.9% in African Americans. Even in the age range of 55-64, African Americans are 4
times more likely toexperience cognitive impairment than their age-matched white counterparts. Increased risk
of dementia amongAfrican Americans may be attributed to lower levels and quality of education, lower
socioeconomic status (SES),and higher prevalence of vascular diseases, Type II diabetes, hypertension, and
obesity, all of which arerecognized as risk factors for dementia. A critical public health question emerges from
these statistics that weintend to address in this proposal: Is there an effective method for reducing or
eliminating the race disparitiesin cognitive and brain health? Fortunately, physical activity (PA) interventions
may be effective at improvingneurocognitive function and reducing risk for dementia. Despite these promising
results, prior PA interventionshave had few African Americans making it difficult to stratify results by race to
determine whether AfricanAmericans respond to PA in a similar manner and magnitude as whites. In addition,
the terms `physical activity'and `exercise' are often considered unpleasant, painful, and fatiguing, which can
negatively influence interest,enrollment, and long-term adherence. Methods that increase PA without using the
term PA (e.g., dancing) couldbe effective at improving health outcomes while simultaneously having a wider
impact on translation and long-term adherence. Here we propose an innovative and culturally sensitive
method of increasing PA in older (60-80 yrs) African Americans. We propose a randomized intervention
where 180 older African Americans areassigned to either a moderate intensity African Dance group 3 days per
week (N=90) or to an AfricanEducation group 3 days per week (N=90) for 6-months. Both before and at the
completion of the intervention,we will collect a comprehensive neuropsychological battery and MRI metrics
of brain health and function toidentify biological pathways by which PA influences neurocognitive health in
an African American population.This proposal has the potential to utilize community-based activities to
improve health of older AfricanAmericans. In addition, it could establish a platform (i.e., dance) to implement
future interventions targetingminority populations to reduce health disparities. We have three primary aims:
Aim 1. Examine whether a 6-month African Dance intervention improves cognitive performance compared to
an educational control group.Aim 2. Examine whether African Dance influences brain morphology,
task-evoked neural responses, cerebralblood flow, and resting state connectivity. Aim 3. Explore potential
physiological and socioemotionalmechanisms of the dance intervention. We will collect measures of physical
and psychosocial health such as waistcircumference, blood pressure, blood glucose and lipid levels, mood,
anxiety, depression, and loneliness andexamine whether intervention-related changes to these measures
mediate improvements in cognitiveperformance.

8. Project Title:

THE ASPIROMETER: A NONINVASIVE TOOL TO DETECT SWALLOWING
SAFETY AND EFFICIENCY
Leader(s):
SEJDIC, ERVIN; COYLE, JAMES ;
THE UNIVERSITY OF PITTSBURGH
NIH R01HD074819 / (2013-2023)
ABSTRACTImpaired swallowing (oropharyngeal dysphagia or OPD) causes nearly 150,000 annual
hospitalizations andover 220,000 additional hospital days, and prolongs hospital lengths of stay by 40%. OPD
risk is typicallyidentified through subjective standard institutional screening (SIS) protocols and those
identified throughscreening undergo gold standard imaging testing such as videofluoroscopy (VF). However,
SIS methods over-or underestimate risk, and completely fail to identify patients with silent OPD who silently
aspirate food intotheir lungs, raising their risk of pneumonia and other adverse events. Pre-emptive detection
of silent or near-silent aspiration is essential. Our long-term goal is to develop an instrumental dysphagia
screening approachbased on high-resolution cervical auscultation (HRCA) to accurately predict OPD-related
adverse events, andinitiate more timely intervention measures to mitigate them. The overall objective here is to
develop accurate,advanced data analysis approaches to translate HRCA signals to swallowing events observed
in VF images.Our strong preliminary data has led us to our central hypothesis: HRCA coupled with advanced
data analyticstools are powerful approaches to automate and improve existing dysphagia screening protocols.
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data analyticstools are powerful approaches to automate and improve existing dysphagia screening protocols.
The rationaleis that a reliable, robust early-warning instrumental OPD screening approach will reduce adverse
events inpatients with silent aspiration/dysphagia, shorten length of stay, reduce cost, and improve patient
health.Guided by strong preliminary data, we will pursue the following three specific aims: (1) define HRCA
signalsignatures that characterize the entire continuum swallowing safety from unimpaired to severely
impaired; (2)translate HRCA swallow signal signatures and equate them to validated measures of swallowing
impairment;and (3) prospectively assess the effectiveness of our HRCA system in predicting clinically
significant OPD andaspiration in a randomized, controlled trial. Under the first aim, we will collect HRCA
swallow signatures fromunimpaired people, and combine and analyze them along with our large database of
swallows of people withOPD to characterize the entire range of swallowing function from unimpaired through
severe OPD. Under thesecond aim, we will develop HRCA OPD severity cutoffs and match them to gold
standard derived OPDimpairment cutoffs to establish HRCA?s ability as a diagnostic surrogate that
differentiates clinically significantOPD and aspiration from benign swallowing impairments. Under the third
aim, we will test HRCA in a clinicalsetting by deploying HRCA with consenting patients, and comparing the
accuracy of independent HRCA,independent SIS, and HRCA+SIS to VF data from all participants. The
approach is innovative, as it willcombine technology with clinical judgment to shift the OPD screening
paradigm and fundamentally improveefforts to reduce morbidity and mortality caused by OPD. Our work is
significant, because it will translate to anearly-warning HRCA screening tool that will elevate the current
standard of patient care by ensuring thatpatients with OPD are correctly identified before adverse events can
occur.
9. Project Title: INSTRUMENTAL SCREENING FOR DYSPHAGIA BY COMBINING
HIGH-RESOLUTION CERVICAL AUSCULTATION WITH ADVANCED DATA
ANALYSIS TOOLS TO IDENTIFY SILENT DYSPHAGIA AND SILENT ASPIRATION
Leader(s):
SEJDIC, ERVIN
THE UNIVERSITY OF PITTSBURGH
NIH R01HD092239 / (2017-2021)
ABSTRACTDysphagia (disordered swallowing) causes nearly 150,000 annual hospitalizations and over
220,000 additionalhospital days, and prolongs hospital lengths of stay by 40%. Dysphagia risk is typically
identified throughsubjective screening methods and those identified through screening undergo gold standard
imaging testingsuch as videofluoroscopy (VF). However, screening methods over- or underestimate risk, and
completely fail toidentify patients with silent dysphagia (e.g., silent aspiration) that can cause pneumonia and
other adverseevents. Pre-emptive detection of silent or near-silent aspiration is essential. The long term goal is
to developan instrumental dysphagia screening approach based on high-resolution cervical auscultation
(HRCA) in orderto early predict dysphagia-related adverse events, and initiate intervention measures to
mitigate them. Theoverall objective here is to develop accurate, advanced data analysis approaches to translate
HRCA signals toswallowing events observed in VF images. Our strong preliminary data has led us to our
central hypothesis:advanced data analytics tools are suitable approaches for the analysis of HRCA in order to
automatedysphagia screening. The rationale is that a reliable, robust early-warning instrumental dysphagia
screeningapproach will reduce adverse events in patients with silent aspiration/dysphagia, shorten length of
stay andimprove overall clinical outcomes. Guided by strong preliminary data, we will pursue the following
three specificaims: (1) develop machine learning algorithms to differentiate HRCA signals produced by
swallowingphysiologic events from similar, non-swallow related signals produced during swallowing; (2)
translate HRCAswallowing-signal signatures to actual swallow physiologic events to detect abnormal
swallowing physiology;and (3) discriminate normal from abnormal airway protection and swallow physiology
via machine-learninganalysis of HRCA signals with similar accuracy as VF. Under the first aim, a machine
learning approach will beused to detect pharyngeal swallowing events and differentiate them from speech,
cough and other non-swallow events, with 90% accuracy, when compared to a human expert?s interpretation
of our VF data sets.Under the second aim, objective swallowing physiology observations from VF will be
matched to swallowingevents observed with HRCA in order to show that abnormal swallow physiology and
airway protection willproduce distinctive HRCA signal signatures that predict the same events identified with
VF. Under the thirdaim, analytical algorithms will be used to detect signs of disordered airway protection in
HRCA signalsignatures with 90% accuracy when compared to a human expert?s airway protection ratings
from VF images.The approach is innovative, as it will produce analysis tools that will infer about dysphagia
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from VF images.The approach is innovative, as it will produce analysis tools that will infer about dysphagia
and aspirationbased on the analysis of HRCA with unprecedented accuracy, before patients are placed in
harm?s way. Ourwork is significant, because it will translate to an early-warning HRCA screening tool that
predicts dysphagia-related adverse events in asymptomatic patients reducing medical adverse events, and
length of stay.
10. Project Title:
Leader(s):

EFFECT OF REDUCING SEDENTARY BEHAVIOR ON BLOOD PRESSURE
BARONE GIBBS, BETHANY
THE UNIVERSITY OF PITTSBURGH
NIH R01HL134809 / (2017-2022)
PROJECT ABSTRACTElevated blood pressure (BP), including hypertension (HTN) and preHTN, affects 2
in 3 American adults and isa major contributor to cardiovascular disease (CVD) morbidity, mortality, and
healthcare costs. Despitewidespread use of pharmacotherapy, only about half of HTN is controlled,
highlighting a need for innovativestrategies to decrease the burden of elevated BP. Though regular exercise
in the form of moderate-to-vigorousphysical activity (MVPA) occurring in bouts of at least 10 minutes is
recommended to decrease BP, we proposethat reducing time spent sitting or `sedentary behavior' (SED) is a
distinct, novel strategy that could lower BP inindividuals with preHTN and HTN. Recent occupational and
leisure changes (e.g., computers, video streaming)have resulted in more than half of the American day being
spent in SED. At the same time, many observationalstudies have linked excessive SED with adverse
outcomes, including HTN and CVD. Moreover, same daylaboratory studies suggest that reducing or
interrupting SED decreases BP acutely and our preliminary datasuggest that systolic BP (SBP) is reduced by
4-6 mmHg after a 12-week SED intervention. Yet, there have beenno robust, randomized trials of sufficient
size and duration to demonstrate that reducing SED has sustainedbenefits on BP. Before clinical or public
health SED recommendations can be made, such experimental evidenceis imperative. Thus, the goal of this
application is to demonstrate the efficacy of SED reduction to decrease BPin a 3-month randomized, clinical
trial (intervention vs. control) in 300 adults (150 per group) with pre-to-Stage IHTN who have structured,
prolonged SED as desk workers. We will use our proven approach that intervenes onmultiple levels
(individual, environmental modification with a sit-stand desk attachment) and utilizes behavioralstrategies
(individual counseling, self-monitoring, external prompting with a wrist-worn monitor light-intensityphysical
activity (LPA) (standing, light movement) and short spurts (

11. Project Title:

IMPACT OF BEHAVIORAL TREATMENT OF INSOMNIA ON NIGHTTIME
URINE PRODUCTION
Leader(s):
TYAGI, SHACHI
THE UNIVERSITY OF PITTSBURGH
NIH R21AG060292 / (2018-2020)
PROJECT SUMMARYPrevalent, morbid, and costly ($61 billion/year in 2012), nocturia is a major problem,
especially for older adults.It increases the risk of falls, fractures, depression, nursing home placement, and
death. Yet management ofnocturia remains inadequate. Most behavior and pharmacotherapies for nocturia
focus on bladder-relatedetiologies, and it?s most prevalent attribute nocturnal polyuria (NP), or increased
urine production during sleepremains poorly understood and inadequately treated with little advancement
over the last 50 years. Disruptionof diurnal excretory pattern, with higher nighttime urine production is
common in older adults. While studies inyoung adults show that sleep plays a critical role in regulating
nighttime urine production, among older adultsthe role of poor sleep in NP is under-investigated.Urine
production follows a circadian pattern in which transition from wake to sleep is followed by a
pronounceddecrease in excretion of water, electrolytes and other osmotically active substances. Studies in
youngpopulation have established that physiological urine production follows a circadian rhythm, which is
regulatedby diurnal variation in secretion of hormones controlling water and salt excretion such as arginine
vasopressin,renin-angiotensin-aldosterone system, and atrial natriuretic peptide. Sleep deprivation blunts
nocturnal surge ofthese hormones and consequently alter water and salt excretion thereby increase nighttime
urine volumeleading to NP.Recent evidence suggests that poor sleep quality, frequent sleep interruptions
especially in the first part of thenight and shorter duration of first uninterrupted sleep period are associated
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with NP but its pathophysiology isnot fully understood. Additionally, among older adults with poor sleep, we
have shown that a behavioralintervention directed solely towards sleep (BBTI- brief behavioral treatment of
insomnia an efficaciousmultimodal behavioral treatment for insomnia) not only improves sleep, but also
nocturia. Hence, we postulatethat sleep interruptions in the first part of the sleep impacts the hormonal
regulation of nighttime urineproduction causing NP. In addition, we postulate that interventions to prolong
the first uninterrupted sleepperiod will decrease NP and hence nocturia.The, aims of the present proposal are
to: 1) examine the impact of BBTI on duration of the first ofuninterrupted sleep period and NP in elderly with
nocturia; and 2) establish NP and duration of firstuninterrupted sleep as mechanisms by which BBTI impacts
nocturia. Our hypothesis is that BBTI improvesnocturia not only by improving sleep, (and specifically,
duration of the first uninterrupted sleep period), but alsoby decreasing NP.To accomplish our goals we will
recruit 60 community dwelling adults (aged >65) with nocturia and NP. Sleepwill be assessed subjectively
with the Insomnia Severity Index and objectively by 7-day sleep diary and wristactigraph. Concurrently we
will collect 3-day bladder diary data to document their voiding pattern and volumeduring day and night.
Participants will be randomized to receive the 4-week behavioral sleep intervention BBTIby a trained
therapist or an information control intervention. The participants will repeat the study
measurespost-intervention.The study results will provide important insights into shared pathological
mechanisms underlying poor sleep,nocturia and nighttime urine production. We will use these findings to
construct a larger R01 to explore in theelderly biological mechanisms of NP, circadian rhythms of hormones
regulating salt and water excretion, andthe impact of sleep treatment on these rhythms.
12. Project Title:

NEUROBIOLOGICAL DRIVERS OF MOBILITY RESILIENCE: THE
DOPAMINERGIC SYSTEM
Leader(s):
ROSANO, CATERINA; BOHNEN, NICOLAAS IDA ;
THE UNIVERSITY OF PITTSBURGH
NIH U01AG061393 / (2018-2023)
ABSTRACT In older age, walking becomes slower and less automated, requiring more attention and
prefrontal resources.Common causes of age-related walking impairments are cerebral small vessel disease
(cSVD) and changes inperipheral systems. We have recently discovered that ~20% of older adults maintain
fast gait speed even in thepresence of common locomotor risk factors, thus appearing resilient. Our work
suggests that the nigrostriataldopamine (DA) system may be a source of this resilience. We hypothesize that
higher nigrostriatal DAneurotransmission drives resilience to locomotor risk factors via higher connectivity
with sensorimotornetworks, thus reducing prefrontal-mediated motor control and restoring automated control
of walking. Resilience due to the nigrostriatal DA system is a novel and highly promising area of inquiry.
Unlike vascularlesions and brain structural impairments, DA neurotransmission is potentially modifiable,
thereby offering novelapproaches to reduce age-related walking impairments. Although of substantial
potential value to wellbeing inaging, there is a critical gap in knowledge of age-related mobility with
simultaneous measures of nigrostriatalDA system, cSVD and peripheral system impairments. Our aims are:
AIM 1: Quantify the DA-related contribution to mobility resilience, cross-sectionally and longitudinally.We
hypothesize that nigrostriatal DA neurotransmission predicts walking performance, during usual and dualtask
conditions and reduces the negative effects of cSVD and peripheral system impairment on
walkingperformance. AIM 2: Assess DA-related automated control of walking, cross-sectionally and
longitudinally. Wehypothesize nigrostriatal DA neurotransmission acts synergistically with connectivity of
sensorimotor networksto predict higher walking performance and lower prefrontal activation while walking.
As a first translational step in testing the effects of DA on resilience, we propose to collect pilot data for
amechanistic target-engagement study in slow-walking older adults with cSVD and pronounced
age-associatedstriatal DA loss. Exploratory AIM 3: To assess the effects of 1 week of L-DOPA
administration on connectivityand gait speed as a function of molecular markers of striatal DA release in
non-resilient elderly withpronounced age-associated striatal DA losses. This research is innovative in that it
goes beyond explaining impairments, to revealing resilience factors andtheir mechanisms as the basis for
novel interventions. It has high impact because recent findings suggest thatpharmacological and behavioral
interventions can improve DA signaling. Our team has unique expertise in theuse of novel technologies and
represents decades as thought leaders in the study of aging, brain and mobility.
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II. RESEARCH, RESOURCES AND ACTIVITIES (continued...)
C. PILOT/EXPLORATORY PROJECTS (8 Pilot Projects Listed)
1. Project Title:
Medical Marijuana and Chronic Pain in Older Adults
Leader:
Neelesh NadKarni, MD, PhD, FRCPC; Debra Weiner, MD, FACP
Background: Challenges with conventional treatments for chronic pain have led to many older adults
considering medical marijuana (MM) as a treatment option. Older chronic pain sufferers may be vulnerable
to the effects of MM from age-related changes in pharmacokinetic and pharmacodynamic function, and from
changes in the brain that control mobility and cognition. Whether potential benefits from alleviation of chronic
pain with MM are counteracted by its adverse effects on mobility in older adults on MM is unknown.
Specific Aims: We will compare adults 60 and over who are pain free (PF) to those with chronic pain not on
MM (CP), and those with chronic pain on MM (CP-MM) on mobility, cognition, gait-cognitive dual-task
measures, mood, anxiety, physical function and quality of life measures. The main hypotheses are that: 1) the
CP-MM group will perform the worst on measures of gait speed, physical function, executive function and
dual- task gait and cognitive performance (i.e., the interface between gait and cognitive function), and 2) the
CP group will perform the worst on other measures of mood, anxiety and quality of life.
Summary of Methods: This pilot will recruit 20 participants in each group, PF, CP and CP-MM. The CP-MM
group will be recruited from Solevo Wellness, a Pittsburgh MM dispensary using targeted mailings. We will
recruit the PF and CP participants from the Pepper Registry and pain clinics. We will assess mobility
performance with the short physical performance battery (SPPB) and the Timed-up-Go. We will assess gait
parameters with and without dual tasking on the Gait mat II. We will administer standardized tests of
executive function, memory, language and visuospatial function. Accuracy and reaction time will be captured
on working memory, response inhibition and motor sequencing tasks performed while standing and while
walking (dual- tasking). Mood will be assessed with the PHQ-9 anxiety with the GAD-7, physical function
with the late life function and disability index, and quality of life with the EuroQoL. We will also capture
details of MM type, blood levels of active MM compounds, dosage, administration, and severity of pain on the
BPI.
Future use of data: This data will be used to support a prospective cohort study (R01 application) in response
to the FOA from NIA/NIDA (PA-17-196) that will address the relative impact of MM as compared with
chronic pain itself on mobility, cognitive function, and other geriatric-specific outcomes in older MM users.

2. Project Title:

Smartphone Analysis for Prediction of Older Adult Fall Risk in the Emergency
Department
Leader:
Adam Frisch, MD, MS; Ervin Sejdic, PhD
Specific Aims: The specific aims of this pilot project are: 1) To determine the optimal smartphone sensor
features and machine learning classifier/architecture for fall prediction. 2) To determine whether sensor data
are superior to clinical impression and Timed Up & Go (TUG) task for identifying patients with falls at
3-months.
Background: Preventing falls in older adults is a major priority worldwide. Gait and balance abnormalities, if
identified in a timely manner, could assist prevention strategies. Existing objective gait and balance
assessments require the use of expensive equipment that is restricted to lab use, limiting clinical application.
Current smartphone technology incorporates easily accessible technology that could be used to identify
positional and movement patterns in vulnerable patient populations. We will use these movement patterns to
predict older adult fall risk at 30 and 90 days.
Methods: We will perform a prospective observational study evaluating a convenience sample of community
dwelling older adults (?65 years old) presenting to local emergency departments. Patients will be screened for
fall risk and then asked to complete a bedside TUG. Patients will wear a smartphone during the TUG and data
will be collected on positioning, speed and acceleration. We will first parse the sensor data (i.e. gyroscope, 3axis accelerometer, magnometer) into sub-segments of the TUG task (e.g. sit-to-stand) and extract and
generate feature sets (e.g. spatia-temporal gait parameters). We will then identify the top 20 smartphone sensor
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generate feature sets (e.g. spatia-temporal gait parameters). We will then identify the top 20 smartphone sensor
features for classifying fallers from non-fallers in a training set (60% of sample) using correlation and
information gain procedures and build initial machine learning (ML) models (e.g. Random Forest). We will
then compare receiver-operator curves for models predicting falls within 3 months that include individually
and in combination: GAPS algorithm, ED physician impression for fall risk, time on TUG task, patient
self-reported risks (CDC Checklist), risky medications (e.g. antihypertensives, sedatives), and medical
comorbidities (e.g. diabetes, neurological conditions).
Future Use of Data: Data from this pilot project will be useful in developing future algorithms and smartphone
technology which will allow for the identification of older adults most at risk for future falls. Early
identification and personalized intervention in this vulnerable population has the potentially to significantly
impact morbidity and mortality.
3. Project Title:
Mechanistic Study of Mitophagy on Aging-associated Osteoarthritis
Leader:
Hang Lin, PhD; Michael Jurczak, PhD
Specific aims: Aim 1: Compare the mitophagy in chondrocytes isolated from young or old, healthy or
osteoarthritis cartilage. Aim 2: Examine the role of mitophagy on the initiation of aging-associated
osteoarthritis.
Brief background: Osteoarthritis (OA), a chronic degenerative joint disease, affects about 60% of men and
70% of women above 65 years of age. The relationship between aging and OA, however, has not been fully
studied. Mitochondrial dysfunction has been observed in aging and OA cartilage. Despite its critical role in
clearing damaged mitochondria, aging-associated alterations in mitophagy, a mitochondrial-selective form of
autophagy, has not been well characterized in chondrocytes (the major cell type in cartilage). In addition,
whether reduced mitophagy in aging chondrocytes directly contributes to the onset of OA remains largely
unknown. In this study, we hypothesize that mitophagy is reduced in aged chondrocytes, and that restoration
of mitophagy will maintain the homeostasis of aging chondrocytes, thereby reducing the onset of OA.
Summary of methods: In Aim 1, we propose to analyze the changes of mitophagy during the aging of human
chondrocytes, which will be isolated from healthy or OA, young (<45 years) or old (>70 years), cartilage
samples. Specifically, we will use western blot to analyze the expression level of mitophagic markers, and
monitor mitophagy flux through colocalization of mitochondrial markers with the autophagic machinery, such
as LC3, as well as delivery of mitochondria to the lysosome using mitotracker. Additionally, we will utilize a
recently developed mitophagy reporter mouse, mtKeima, to measure mitophagic flux in chondrocytes. In Aim
2, we will pretreat old chondrocytes with urolithin A, a compound shown to induce mitophagy and prolong
lifespan in C.elegans, and examine whether such pretreatment can mitigate IL1?-induced OA. Finally, we will
conduct a pilot in vivo study to test the utility of urolithin A treatment on the prevention of OA.
IL1?-challenged cartilage constructs (from old chondrocytes), with or without pretreatment of urolithin A will
be intramuscularly implanted into SCID mice for 3 weeks. The phenotype of cartilage will be analyzed as
described above.
Future use of data: Results from these studies will develop a set of criteria to fully delineate mitophagy
alteration in chondrocyte aging, which has not been reported before. Successful completion of these studies
will also reveal whether targeting mitophagy can suppress aging-associated OA. The preliminary data will be
used for the writing of a manuscript, and for the application of NIH R03 or R01 grant to study
aging-associated OA model in mice.
4. Project Title:

Investigating Biological Aspects of Aging through Molecular Epidemiology:
Linking Genes to Physical Function in Older Adults
Leader:
Adam J. Santanasto, PhD MPH; Joseph M. Zmuda, PhD; Zsolt Urban, PhD; Ryan
L. Minster, PhD, MSIS
Specific Aims: To examine the association of RNA expression profiles of the transforming growth factor-beta
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Specific Aims: To examine the association of RNA expression profiles of the transforming growth factor-beta
(TGF-ß) pathway with baseline and 7-10-year change in physical function among older adults. Brief
Background: The TGF-ß signaling pathway is a strong biological candidate pathway that may negatively
impact skeletal muscle and physical function with aging. TGF-ß induces pathogenic tissue fibrosis, negatively
regulates skeletal muscle differentiation and repair, and contributes to mitochondrial dysfunction. TGF-ß is
also implicated in inducing pathogenic fibrosis, muscle wasting and primary myopathies, all of which can
impact physical function. Methods: We propose to assay the expression of genes involved in the TGF-ß
signaling pathway, using a custom-designed TGF-ß pathway expression array. We will examine the
relationship between mRNA expression and the Short Physical Performance Battery, a comprehensive
lower-extremity performance battery that includes gait-speed, balance and timed chair-rise tests. Future use of
Data: The data generated from the Pepper Pilot will be used in future NIH grant proposals to examine
tissue-specific (skeletal muscle) expression of genes involved in TGF-ß signaling and their effect on
age-related changes to physical function. Further, this dataset will be integrated with data from PI Dr.
Santanasto’s K01, which investigates the association of genome-wide genetic markers, circulating TGF-ß, and
other biomarkers, to better understanding of biological mechanisms underlying age-related declines in physical
function.
5. Project Title:
Trunk Extension Endurance and Walking Difficulty within Older Adults
Leader:
Peter Coyle PT, PhD; Jennifer Brach PT, PhD; Subashan Perera, PhD
Specific Aims: This proposal seeks to evaluate the importance of trunk extension endurance relative to
walking difficulty in community-dwelling older adults. We propose to conduct an ancillary study within an
ongoing large randomized controlled trial of an exercise intervention for older adults with walking difficulty.
Aim 1) is to examine the cross-sectional relationships between trunk extension endurance and the energy cost,
smoothness, endurance, and speed of walking. Aim 2) is to evaluate the impact that a walking intervention has
on trunk extension endurance. Aim 3) is to examine the longitudinal relationship between trunk extension
endurance and the aforementioned walking outcomes.
Background: Walking difficulty is common, costly, and elevates the risk of adverse health outcomes for older
adults. Thus, identification of clinically modifiable factors that contribute to walking difficulty is important.
Poor trunk extension endurance is emerging as an important risk factor for decline in overall physical function,
but its relationship with mobility is not well understood. If trunk extension endurance is an important factor
relative to walking difficulty, then it will be an important target in future exercise interventions that are
designed to improve mobility among older adults.
Methods: We propose to conduct a study ancillary to that of ongoing randomized controlled trial of an
intervention that is aimed at improving the timing and coordination of walking (PRIMA). Within PRIMA, the
following walking difficulty outcomes are already being collected at all assessment time points: energy cost,
smoothness, endurance, and speed of walking. We will implement a trunk extension endurance test to all
assessment time points (baseline, 12-weeks/post-intervention, 24-weeks, and 36-weeks). The cross-sectional
and longitudinal relationships between trunk extension endurance and walking difficulty, as well as
intervention-related change in trunk extension endurance, will be evaluated.
Future Use of Data: This study will serve as the basis for at least one manuscript for a peer-reviewed journal.
In addition, it will serve as preliminary data to help inform a future pilot intervention that incorporates trunk
exercises to improve mobility among older adults, which will be a component of a future K-award application
by Dr. Peter Coyle.
6. Project Title:
Leader:

Cellular senescence, SASP and Metabolites as biomarkers for early aging
Aditi U. Gurkar, PhD; Susan Greenspan, MD; Neil M. Resnick, MD; Subashan
Perera, PhD
Specific Aims: The aims of the current proposal are to (1) Design assays for measuring senescence and
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Specific Aims: The aims of the current proposal are to (1) Design assays for measuring senescence and
SASP in whole blood/ serum from the Solve-IT study. (2) Perform global metabolomics on serum to
quantitate 600+ metabolites and estimate effects of sex, and physical aging using statistical and bioinformatics
methods (3) Perform statistical analysis to identify differentiating biomarkers of interest and their
co-occurrence patterns. These biomarkers will be selected from the measured metabolites, senescence and
SASP markers.
Background: Aging comprises of a diverse array of phenotypes influenced by multiple factors
including genetics, epigenetics, environmental influences, diet, exercise and the microbiome. Cellular
senescence and senescence associated secretory phenotype (SASP) are known to correlate with age and
ablation of such cells drastically improves health span, albeit in model organisms. This hints that cellular
senescence can possibly drive aging-related degenerative change. Metabolites are circulating small molecules
that are supremely suited to account for biological aging influenced by a number of these factors. This study
will simultaneously identify the metabolite profile, and the immune, as well as senescence markers that
collectively play an important role in biological aging.
Methods: Cellular senescence and SASP markers will be measured by ELISA and Luminex based assays from
whole-blood and serum samples from the Solve-IT study. Metabolomics profiling will be performed from
randomly selected 60 participants. Using statistical and bioinformatic approaches we will analyze (a) which
metabolites and combination of metabolites best discriminate the cohorts of interest; (b) which senescence
markers and combination of markers best discriminate the cohorts of interest; (c) which combinations of
metabolites and senescence markers best discriminate the cohorts of interest. By constructing co-occurrence
networks we will identify groups of features/phenotypes that co-occur, potentially suggesting the entities that
are be involved in a
biological model for aging.
Future Uses: The assays can be applied to other patient cohorts to determine if the unique signature obtained
here significantly correlates with falls, mobility, frailty, critical care patient outcome, risk of aging-related
degenerative diseases, healthy aging, etc. In particular, this pilot study will provide critical data for a grant
application to fund a larger study to understand the relationship of these measures to outcomes of aging. Our
approach has the potential to identify metabolic pathways that may drive cellular senescence, immune system
and aging, thus providing a mechanistic insight into healthy aging. This will provide an opportunity to develop
novel strategies to modulate aging and simultaneously delay the onset of multiple chronic degenerative
diseases.

7. Project Title:
De-prescribing of Antidementia Medications
Leader:
Joshua Niznik, PharmD; Carolyn Thorpe, PhD, MPH
Specific Aims: The overarching goal of this project is to generate evidence regarding risks and benefits
associated with de-prescribing acetylcholinesterase inhibitors (AchEIs) in nursing home (NH) residents with
advanced dementia, to support improved shared decision-making about continued use of these drugs as
dementia progresses. We will examine the implications of de-prescribing of AchEIs in NH residents with
advanced dementia through two aims: 1) Examine the effect of de-prescribing de-prescribing of AchEIs on
changes in behavioral outcomes (aggression, depression), polypharmacy, and use of potentially inappropriate
anticholinergic or antipsychotic medications; 2) Examine the effect of de-prescribing of AchEIs on time to
experiencing an all-cause negative event (hospitalization, ED use, and/or death). Background: The continued
use of AchEIs once dementia has progressed to the advanced stage is controversial, due to a lack of consistent
evidence regarding effects of withdrawing these medications on outcomes other than cognition, including
behavioral symptoms, negative events, and the need for other medications related to side effects of AchEIs.
Past research has suffered from limitations including small sample sizes, variability in dementia severity of
subjects, and lack of rigorous control of confounding. Summary of Methods: This study will use 2015-2016
Medicare claims, Part D prescription drug event data, and Minimum Data Set (MDS) version 3.0 resident
assessments to follow a national cohort of fee-for-service beneficiaries with advanced dementia residing in
NHs. Aim 1 will use a repeated measures design to investigate differences in behavioral outcomes and
prescribing outcomes between those who stop therapy and those who continue. Aim 2 will use Cox
proportional hazards models to identify differences in time to all-cause negative events. To address
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confounding by indication, our analyses will incorporate propensity score methods.
Future Use of Data: Study results are intended to be used by health professionals, NH residents with dementia,
and their family members to inform evidence-based, shared treatment decisions about continuing or
discontinuing treatment in the setting of advanced dementia. We will work with stakeholders, specifically the
Pepper Center and UPMC Senior Communities, to disseminate findings via an educational outreach program
to improve AchEI prescribing locally and nationally. In addition, it is anticipated that the cohort and dataset
constructed for this study can be used to support future studies to examine de-prescribing of other chronic
medications in patients with dementia.
8. Project Title:

Study of the association of financial subsidies in the Medicare Savings and Part D
Low-Income Subsidy Programs with low-income Medicare beneficiaries’ use of
preventive care, medication adherence, and health status
Leader:
Eric T. Roberts, PhD; Julie M. Donohue, PhD; Lindsay M. Sabik, PhD
Aims: Aim 1: To assess the association of subsidy “cliffs” in the Medicare Savings and Part D Low-Income
Subsidy Programs with low-income Medicare beneficiaries’ use of physician services, receipt of disease
appropriate prescription drugs, and medication adherence. Assess heterogeneity in these associations by
comparing subpopulations of low-income beneficiaries with disability and/or multiple co-morbidities who
have high recurring health care costs. Aim 2: To assess the effects of subsidy cliffs in the Medicare Savings
and Part D Low-Income Subsidy Programs with Medicare beneficiaries’ acute care use, associated costs of
care, and self-reported health status, both overall and in subpopulations of beneficiaries with disability and/or
multiple co-morbidities.
Background: Owing to social disadvantages and frailty, low-income Medicare beneficiaries often have
recurring, complex needs for care but limited means to pay for services that Medicare does not cover in full.
The Medicare Savings Programs and Part D Low-Income Subsidy were established to help reduce Medicare
beneficiaries’ out-of-pocket health care costs, but eligibility is restricted to individuals with income and assets
below specific thresholds. The structure of these programs therefore creates subsidy “cliffs,” by which small
differences in household income or assets can result in large differences in financial support. This project will
assess the association of these subsidy cliffs with Medicare beneficiaries’ use of care and health.
Methods: Using detailed data on household income and assets in the Health and Retirement Study (HRS) and
linked Medicare claims, we will use a regression discontinuity design to compare individuals just above vs.
below eligibility thresholds for the Medicare Savings Programs and Part D Low-Income Subsidy, thereby
isolating the association of these programs’ subsidy cliffs with beneficiaries’ receipt of physician services,
prescription drug use and adherence, acute care visits, and health status. To enhance power, we will pool
multiple years of the HRS and use regression analysis to estimate discontinuities in these health outcomes at
the programs’ eligibility thresholds. These analyses will inform policymakers about the impacts of financial
support programs on access to care and health for low-income Medicare beneficiaries, including those with
disability and multiple chronic illnesses who have high health care costs.
Future use of data: Preliminary analyses from the HRS and linked Medicare claims will be conducted in
support of Dr. Roberts’ application for a career development award (K01), which he anticipates submitting to
the National Institute on Aging in 2018 (June cycle). Aims 1 and 2 will be components of the K01 application.
Other analyses using HRS-linked Medicare claims will undergird additional study aims in the K01 proposal
and future research projects to be conducted by Dr. Roberts and his mentors at the University of Pittsburgh.
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II. RESEARCH, RESOURCES AND ACTIVITIES (continued...)
D. DEVELOPMENT PROJECTS (3 Development Projects Listed)
1. Project Title:

Refinement of an Interactive Voice Response (IVR) Phone System for Fall and
Physical Activity Assessment during a Randomized Clinical Trial of Group-Based
Exercise
Leader:
Jennifer S. Brach PhD, PT; Steven Albert PhD; Bethany Barone Gibbs PhD
Significance: Fall reduction is a focus of the OAIC and PCORI. An efficient and valid tool for all fall
assessment is needed. A challenge for public health is to reduce falls without reducing physical activity;
therefore any fall assessment should also consider physical activity. We developed an Interactive Voice
Response (IVR) phone system to assess falls and physical activity and have implemented this system within a
statewide fall prevention program.Hypothesis: Reported physical activity and falls, as measured by the IVR
system, will be positively correlated with an objective measure of physical activity (i.e., Actigraph
accelerometer recording). Approach: The IVR system is an automated monthly calling system which
generates two calls each day for up to 8 days until the phone is answered and the interview is completed.
Currently the automated call elicits whether a person has fallen, weekly physical activity, hospitalization, and
emergency department us in the prior 3 days. We will add the IVR system to out currently funded PCORI trial
(PCORI #6301, Brach PI), which will examine the effectiveness of the On the Move exercise program. To
validate the IVR system measurement we will compare the weekly physical activity data obtained from the
IVR to an objective measure of physical activity (Actigraph accelerometer - worn for 7 days) and established
measures of mobility and physical function. Innovation: The study will examine the validity of the IVR
assessment of weekly physical activity and falls assessment in the community. This project illustrates an area
of our Pepper's growth utilizing innovative technology in a community intervention. Core
Collaborations/grants: ISC, CPOC, DMAIC, EP-4. Future Proposals: Once refined, the IVE system will
be used in future Pepper studies examining falls and will serve as preliminary data for future grants.

2. Project Title:
Leader:

The Aging Brain and Environmental Negotiation in Older Adults
Andrea Rosso PhD; Caterina Rosano MD; Howard Aizenstein MD, PhD; Jennifer
Brach PT, PhD; Ted Huppert, PhD

Significance: Community mobility, the ability to maintain independence outside the home, is
determined by many factors beyond functional and cognitive status and includes environmental
factors. While mobility research has focused on individual gait and CNS contributions by using
dual-tasking paradigms, few have included real world challenges that reflect environmental
limitations of mobility in the elderly. This DP applies a translational approach to bring real world
challenges into the laboratory setting in order to further our understanding of mobility control while
being exposed to stimuli and challenges that are similar to those experienced in the community. We
anticipate that the neural mechanisms involved in negotiating environmental conditions are different
than those involved with steady-state gait in environmentally sterile conditions. This experimental
paradigm may also be used in the future to test the ability of interventions to improve community
mobility. Hypothesis: Exposure to real world challenges will negatively affect gait characteristics
(e.g. speed, variability) of older adults compared to unchallenged walking. Older adults with the least
amount of difficulty with these tasks will be those who have the greatest prefrontal activation as
measured by near-infrared spectroscopy (NIRS). Approach: The goal is to recreate in the lab
characteristics of the community environment that are typically experienced as challenges or
obstacles to mobility (for example: uneven surfaces, obstacles, noise). A second goal is to study
changes in mobility characteristics and brain function in participants negotiating community
challenges while wearing a wireless NIRS system and walking on a gait mat. We will test 20 elderly
adults recruited from the Pepper registry and compare gait performance, executive function,
structural MRI, and NIRS activation during unchallenged and challenged conditions. Innovation:
This project will develop new mobility tests that will add real-world challenges to the standard
dual-tasking paradigms in order to better understand the role of the aging brain in community mobility. Core
collaborations: ISC (Optical Brain Imagining Lab, Biomechanics/gait), CPOC (SMART Center,
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Pepper Registry), DMAIC. Future proposals: Dr. Rosso, a previous RCDC Novice and new
Assistant Professor of Epidemiology, was recently awarded a CTSI KL2 award. This project will
provide pilot data for this Transition to Independence RCDC member for future R21 and R01 awards
to test this paradigm in other populations including long term care residents.
3. Project Title:
Leader:

Scaling Exponent Estimation from Stride Interval Time Series and Steps ahead
Prediction
Ervin Sejdic, PhD; Jennifer Brach PT, PhD; Subashan Perera, PhD

Significance: With increasing use of technologies such as accelerometers, we are able to obtain
stride interval time series that are sufficiently long to apply sophisticated time series analytic
methods to identify the structure of longitudinal dependence among strides, and use the said
structure to potentially predict the next stride with a certain degree of accuracy. The dominant
approach for uncovering complex inter-dependencies among stride intervals is long-range (fractal)
modeling and scaling exponent ? estimation, where ? describes the structure of dependence. But
controversies remain about the method of estimation of ?. Commonly used de-trended fluctuation
analysis estimation method depends on the choice of initiation parameters, has many other
drawbacks such as irrelevance, false positives, equivalent results from short-range models,
nonlinear trend artifacts, estimator bias, lack of robustness, and difficulties with short walks. 45-58 In
contrast, we have previously shown wavelet-based estimation methods are more accurate for
scaling exponent analysis. Aims- (1) Systematically evaluate, via simulation, several methods for
predicting the next stride; (2) understand how many strides ahead we can accurately predict; and (3)
apply the methods to subpopulations with gait abnormalities. Approach-First, we will simulate 1,000
series of 10,000 stride intervals each from walks with a known ?=0.5- 1.5 associated with gait.
Second, we will use wavelet methods for prediction of several future strides. Third, predictive
accuracy will be quantified using mean square error (MSE) of predicted stride intervals against the
“observed truth” in simulated data. Fourth, we will repeat simulations with shorter series of
length=150-200 strides to mimic a typical 6-minute walk. Fifth, the method with the smallest MSE is
clearly preferable, and we will provide a computational evidence-based recommendation of a
prediction method either uniformly better in all situations, better in certain situations involving
short/long series and/or for specific subpopulations with gait abnormalities such as Parkinson’s
disease (PD) based on their ?. Finally, using the recommended methods from simulation above, we
will predict last few stride intervals from our previous OAIC pilot study and Physionet (de-identified
data) including PD (N=118), peripheral neuropathy (N=10), Huntington’s disease (N=20),
amyotrophic lateral sclerosis (N=13) and healthy controls (N=99); and compare to observed values.
We will use MATLAB software (The MathWorks, Inc., Natlick, Massachusetts) for simulation and ?
estimation, and SAS (SAS Institute, Inc., Cary, North Carolina) for summarization of results. Upon
completion, we will provide evidence-based recommendations of prediction methods to be used with
stride interval time series to predict future strides. Innovation-We bring state-of-the-art time
series/signal processing and simulation methods to identify a technique to predict the next few
strides. If accuracy is reasonable, early warning of a stride leading to greater instability is possible.
Core Collaboration-Sejdic (ISC and DMAIC), Brach (CPOC) and Perera (DMAIC). Future
Direction-If accuracy is reasonable, with availability of technology for real time measurement and
computation (accelerometers and smartphones) it will directly lead to the development and
evaluation of a mobile device and/or software for real time stride monitoring/warning system.
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III. CAREER DEVELOPMENT
REC Scholar, Research & Grants Funded During Pepper Supported Time

Years

Publications

Mary Kotlarczyk, PhD
Research Assistant Professor / University of Pittsburgh School of Medicine
Sarcopenia and sedentary behavior in long-term care and senior living residents
NIH/NIA - Kotlarczyk (Co-I) - 06/01/20 - 05/31/25 - Innovative Approach to Geriatric
Osteoporosis
Pittsburgh Claude D. Pepper Older Americans Independence Center - Pilot - Kotlarczyk (Co-I) 11/01/17 - 12/31/18 - Pilot Proposal to Investigate the Association between Sarcopenia and
Influenza Vaccine Response in Older Adults
Pittsburgh Claude D. Pepper Older Americans Independence Center - Pilot - Kotlarczyk (PI) 02/01/17 - 12/31/18 - Determinants of Sedentary Behavior Across the Senior Living Continuum
Pittsburgh Claude D. Pepper Older Americans Independence Center - Pilot - Kotlarczyk (Co-I) 02/01/17 - 12/31/18 - Sit Less for Successful Aging

2017-2020 18 (4 1st/Sr)

Emily Rocha PhD
Research Assistant Professor / University of Pittsburgh School of Medicine
Developing therapeutic targets and testing novel small-moleculaes to alter
age-related lysomal dysfunction
Michael J. Fox Foundation - Rocha (PI) - 01/01/19 - 06/30/21 - Characterizing the link between
LRRK2 kinase activity and glucocerebrosidase deficits in idiopathic Parkinson's disease.
Michael J. Fox Foundation - Rocha (Co-I) - 06/01/19 - 05/31/20 - Investigating vulnerability of
recently identified subsets of dopaminergic neurons in the rodent and human substantia nigra.
Parkinson's Disease Foundation - Rocha (PI) - 06/01/16 - 05/31/18 - Loss of glucocerebrosidase
increases dopaminergic neuronal vulnerability by impairing autophagic flux.

2019-2020 26 (8 1st/Sr)

Lena Makaroun MD, MS
Assistant Professor of Medicine / University of Pittsburgh/VA Pittsburgh Center for
Health
Elder Abuse and Function: Risk Factors and Outcomes in Veteran Popluation
GRECC Competitive Pilot Award - Makaroun (PI) - 10/01/19 - 09/30/20 - Provider Perspectives
on Elder Abuse Among Veterans
VA-HSR&D Innovation Initiative - Makaroun (Co-I) - 10/01/19 - 3/30/21 - Building a Model
VA-State Partnership to Support Non-Institutional Long-Term Care for Veterans
VA QUERI - Makaroun (Consultant) - 06/01/20 - 9/30/20 - Using Implementation Science to
Address Racial Disparities in HCC Screening and Treatment
Completed - Center for Health Equity Research and Promotion Competitive Pilot Award Makaroun (PI) - 10/01/18 - 09/30/19 - Describing Characteristics and Identifying Protentional
Risk Factors for Older Veterans Who may be Experiencing Abuse and Neglect
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IV. PUBLICATIONS
2020
1. Psychometric properties of instrumented postural sway measures recorded in community settings in
independent living older adults.
Alqahtani BA, Sparto PJ, Whitney SL, Greenspan SL, Perera S, Brach JS
BMC Geriatr, 2020 Feb 28, 20(1): 82
https://doi.org/10.1186/s12877-020-1489-0 | PMID: 32111166 | PMCID: PMC7048114
Citations: | AltScore: NA
2. Association of Fish Oil and Physical Activity on Mobility Disability in Older Adults.
Balachandran A, Gundermann DM, Walkup MP, King AC, Ambrosius WT, Kritchevsky SB, Pahor M,
Newman AB, Manini TM
Med Sci Sports Exerc, 2020 Apr, 52(4): 859-867
https://doi.org/10.1249/MSS.0000000000002195 | PMID: 31688650 | PMCID: PMC7123515
Citations: | AltScore: 4.85
3. A Randomized Trial of a Multifactorial Strategy to Prevent Serious Fall Injuries.
Bhasin S, Gill TM, Reuben DB, Latham NK, Ganz DA, Greene EJ, Dziura J, Basaria S, Gurwitz JH,
Dykes PC, McMahon S, Storer TW, Gazarian P, Miller ME, Travison TG, Esserman D, Carnie MB,
Goehring L, Fagan M, Greenspan SL, Alexander N, Wiggins J, Ko F, Siu AL, Volpi E, Wu AW, Rich J,
Waring SC, Wallace RB, Casteel C, Resnick NM, Magaziner J, Charpentier P, Lu C, Araujo K, Rajeevan
H, Meng C, Allore H, Brawley BF, Eder R, McGloin JM, Skokos EA, Duncan PW, Baker D, Boult C,
Correa-de-Araujo R, Peduzzi P, STRIDE Trial Investigators.
N Engl J Med, 2020 Jul 9, 383(2): 129-140
https://doi.org/10.1056/NEJMoa2002183 | PMID: 32640131 | PMCID: PMC7421468
Citations: 1 | AltScore: 245.906
4. Potential long-term impact of \On The Move\ group-exercise program on falls and healthcare
utilization in older adults: an exploratory analysis of a randomized controlled trial.
Coyle PC, Perera S, Albert SM, Freburger JK, VanSwearingen JM, Brach JS
BMC Geriatr, 2020 Mar 16, 20(1): 105
https://doi.org/10.1186/s12877-020-1506-3 | PMID: 32178633 | PMCID: PMC7075006
Citations: | AltScore: NA
5. Recommendations for Mandatory Influenza Vaccinations for Health Care Personnel From AMDA's
Infection Advisory Subcommittee.
Frentzel E, Jump RLP, Archbald-Pannone L, Nace DA, Schweon SJ, Gaur S, Naqvi F, Pandya N, Mercer
W, Infection Advisory Subcommittee of AMDA, The Society for Post-Acute and Long-Term Care
Medicine.
J Am Med Dir Assoc, 2020 Jan, 21(1): 25-28.e2
https://doi.org/10.1016/j.jamda.2019.11.008 | PMID: 31888863 | PMCID: PMC6996022
Citations: 3 | AltScore: 5.6
6. Application of Cut-Points for Low Muscle Strength and Lean Mass in Mobility-Limited Older
Adults.
Grosicki GJ, Travison TG, Zhu H, Magaziner J, Binder EF, Pahor M, Correa-de-Araujo R, Cawthon PM,
Bhasin S, Orwig D, Greenspan S, Manini T, Massaro J, Santanasto A, Patel S, Fielding RA
J Am Geriatr Soc, 2020 Jul 7, 68(7): 1445-1453
https://doi.org/10.1111/jgs.16525 | PMID: 32633836
Citations: | AltScore: NA
7. Changes in Cortical Activation During Dual-Task Walking in Individuals With and Without Visual
Vertigo.
Hoppes CW, Huppert TJ, Whitney SL, Dunlap PM, DiSalvio NL, Alshebber KM, Furman JM, Kwon YH,
Rosso AL
J Neurol Phys Ther, 2020 Apr, 44(2): 156-163
https://doi.org/10.1097/NPT.0000000000000310 | PMID: 32168158 | PMCID: PMC7112165
Citations: | AltScore: 0.5
8. Classification of human physical activity based on raw accelerometry data via spherical coordinate
transformation.
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Kos M, Bogdan M, Glynn NW, Harezlak J
Stat Med, 2020 Jun 1
https://doi.org/10.1002/sim.8582 | PMID: 32478905
Citations: | AltScore: NA
9. Early changes in bone turnover predict longer-term changes in bone mineral density but not
trabecular bone score in frail older women.
Kotlarczyk MP, Perera S, Resnick NM, Nace DA, Greenspan SL
Arch Osteoporos, 2020 May 26, 15(1): 79
https://doi.org/10.1007/s11657-020-00749-w | PMID: 32458096
Citations: | AltScore: NA
10. Clinical and neuroimaging correlates of progression of mild parkinsonian signs in
community-dwelling older adults.
Miller-Patterson C, Han J, Yaffe K, Rosso AL, Launer LJ, Kritchevsky SB, Boudreau RM, Rosano C
Parkinsonism Relat Disord, 2020 Jun, 75: 85-90
https://doi.org/10.1016/j.parkreldis.2020.05.023 | PMID: 32505084 | PMCID: PMC7415586
Citations: | AltScore: 23.75
11. Are Antibiograms Ready for Prime Time in the Nursing Home?
Nace DA, Fridkin SK
J Am Med Dir Assoc, 2020 Jan, 21(1): 8-11
https://doi.org/10.1016/j.jamda.2019.11.021 | PMID: 31888866
Citations: | AltScore: NA
12. Accelerating the Search for Interventions Aimed at Expanding the Health Span in Humans: The
Role of Epidemiology.
Newman AB, Kritchevsky SB, Guralnik JM, Cummings SR, Salive M, Kuchel GA, Schrack J, Morris
MC, Weir D, Baccarelli A, Murabito JM, Ben-Shlomo Y, Espeland MA, Kirkland J, Melzer D, Ferrucci L
J Gerontol A Biol Sci Med Sci, 2020 Jan 1, 75(1): 77-86
https://doi.org/10.1093/gerona/glz230 | PMID: 31722007 | PMCID: PMC7175971
Citations: | AltScore: 4.85
13. Reply to: Acetylcholinesterase Inhibitors and Dementia: Over Both Sides of the Atlantic Ocean.
Niznik JD, Zhao X, Aspinall SL, Hanlon JT, Hanson LC, Nace D, Thorpe JM, Thorpe CT
J Am Geriatr Soc, 2020 Aug 10
https://doi.org/10.1111/jgs.16746 | PMID: 32776517
Citations: | AltScore: 7
14. Impact of deprescribing AChEIs on aggressive behaviors and antipsychotic prescribing.
Niznik JD, Zhao X, He M, Aspinall SL, Hanlon JT, Nace D, Thorpe JM, Thorpe CT
Alzheimers Dement, 2020 Apr, 16(4): 630-640
https://doi.org/10.1002/alz.12054 | PMID: 32052930 | PMCID: PMC7138718
Citations: | AltScore: 34.8
15. Impact and Lessons From the Lifestyle Interventions and Independence for Elders (LIFE) Clinical
Trials of Physical Activity to Prevent Mobility Disability.
Pahor M, Guralnik JM, Anton SD, Ambrosius WT, Blair SN, Church TS, Espeland MA, Fielding RA, Gill
TM, Glynn NW, Groessl EJ, King AC, Kritchevsky SB, Manini TM, McDermott MM, Miller ME,
Newman AB, Williamson JD
J Am Geriatr Soc, 2020 Apr, 68(4): 872-881
https://doi.org/10.1111/jgs.16365 | PMID: 32105353 | PMCID: PMC7187344
Citations: | AltScore: 13
16. Assessing gait efficacy in older adults: An analysis using item response theory.
Perera S, VanSwearingen J, Shuman V, Brach JS
Gait Posture, 2020 Mar, 77: 118-124
https://doi.org/10.1016/j.gaitpost.2020.01.028 | PMID: 32028078 | PMCID: PMC7061088
Citations: | AltScore: NA
17. Older Patient and Caregiver Perspectives on Medication Value and Deprescribing: A Qualitative
Study.
Pickering AN, Hamm ME, Dawdani A, Hanlon JT, Thorpe CT, Gellad WF, Radomski TR
J Am Geriatr Soc, 2020 Apr, 68(4): 746-753
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https://doi.org/10.1111/jgs.16370 | PMID: 32067226 | PMCID: PMC7252489
Citations: | AltScore: 33.48
18. Effect of vitamin D3 supplementation on vascular and metabolic health of vitamin D-deficient
overweight and obese children: a randomized clinical trial.
Rajakumar K, Moore CG, Khalid AT, Vallejo AN, Virji MA, Holick MF, Greenspan SL, Arslanian S,
Reis SE
Am J Clin Nutr, 2020 Apr 1, 111(4): 757-768
https://doi.org/10.1093/ajcn/nqz340 | PMID: 31950134 | PMCID: PMC7138671
Citations: 1 | AltScore: 123.15
19. Sex Disparities and Functional Outcomes after a Critical Illness.
Scheunemann LP, Leland NE, Perera S, Skidmore ER, Reynolds CF, Pandharipande PP, Jackson JC, Ely
EW, Girard TD
Am J Respir Crit Care Med, 2020 Apr 1, 201(7): 869-872
https://doi.org/10.1164/rccm.201902-0328LE | PMID: 31751152 | PMCID: PMC7124713
Citations: | AltScore: 11.05
20. Post-Intensive Care Unit Care. A Qualitative Analysis of Patient Priorities and Implications for
Redesign.
Scheunemann LP, White JS, Prinjha S, Hamm ME, Girard TD, Skidmore ER, Reynolds CF 3rd, Leland
NE
Ann Am Thorac Soc, 2020 Feb, 17(2): 221-228
https://doi.org/10.1513/AnnalsATS.201904-332OC | PMID: 31726016 | PMCID: PMC6993800
Citations: | AltScore: 52.4
21. Shared neural substrates of cognitive function and postural control in older adults.
Sparto PJ, Rosso AL, Divecha AA, Metti AL, Rosano C
Alzheimers Dement, 2020 Apr, 16(4): 621-629
https://doi.org/10.1002/alz.12053 | PMID: 32147950 | PMCID: PMC7138697
Citations: | AltScore: 0.5
22. \I want to feel like I used to feel\: a qualitative study of causes of low libido in postmenopausal
women.
Thomas HN, Hamm M, Hess R, Borrero S, Thurston RC
Menopause, 2020 Mar, 27(3): 289-294
https://doi.org/10.1097/GME.0000000000001455 | PMID: 31834161 | PMCID: PMC7047535
Citations: | AltScore: 12.45
23. PERCEPTION OF ENERGY AND OBJECTIVE MEASURES OF PHYSICAL ACTIVITY IN
OLDER ADULTS.
Tian Q, Glynn NW, Ehrenkranz RC, Sprague BN, Rosso AL, Rosano C
J Am Geriatr Soc, 2020 Jun 8, 68(8): 1876-1878
https://doi.org/10.1111/jgs.16577 | PMID: 32510584 | PMCID: PMC7432989
Citations: | AltScore: NA
24. Sedentary Time is Associated with Worse Attention in Parkinson's Disease: A Pilot Study.
Troutman SBW, Erickson KI, Grove G, Weinstein AM
J Mov Disord, 2020 May, 13(2): 146-149
https://doi.org/10.14802/jmd.20015 | PMID: 32498498 | PMCID: PMC7280940
Citations: | AltScore: NA
25. Long-term rates of change in musculoskeletal aging and body composition: findings from the
Health, Aging and Body Composition Study.
Westbury LD, Syddall HE, Fuggle NR, Dennison EM, Cauley JA, Shiroma EJ, Fielding RA, Newman
AB, Cooper C
Calcif Tissue Int, 2020 Jun, 106(6): 616-624
https://doi.org/10.1007/s00223-020-00679-2 | PMID: 32125471 | PMCID: PMC7188697
Citations: 1 | AltScore: 8.35
2019
1. The Dynamics of Frailty Among Older Adults.
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1. The Dynamics of Frailty Among Older Adults.
Albert SM
JAMA Netw Open, 2019 Aug 2, 2(8): e198438
https://doi.org/10.1001/jamanetworkopen.2019.8438 | PMID: 31373644
Citations: | AltScore: 41.5
2. Motivations for attempting suicide in mid- and late-life.
Alessi M, Szanto K, Dombrovski A
Int Psychogeriatr, 2019 Jan, 31(1): 109-121
https://doi.org/10.1017/S1041610218000571 | PMID: 29923479 | PMCID: PMC6309291
Citations: 2 | AltScore: NA
3. Psychometric Properties of Lower Extremity Strength Measurements Recorded in Community
Settings in Independent Living Older Adults.
Alqahtani BA, Sparto PJ, Whitney SL, Greenspan SL, Perera S, Brach JS
Exp Aging Res, 2019 May-Jun, 45(3): 282-292
https://doi.org/10.1080/0361073X.2019.1609145 | PMID: 31014223 | PMCID: PMC6583921
Citations: | AltScore: NA
4. Effect of Community-Based Group Exercise Interventions on Standing Balance and Strength in
Independent Living Older Adults.
Alqahtani BA, Sparto PJ, Whitney SL, Greenspan SL, Perera S, VanSwearingen J, Brach JS
J Geriatr Phys Ther, 2019 Oct/Dec, 42(4): E7-E15
https://doi.org/10.1519/JPT.0000000000000221 | PMID: 31592997 | PMCID: PMC6788762
Citations: 1 | AltScore: 1.6
5. Central Nervous System Medication Burden and Risk of Recurrent Serious Falls and Hip Fractures
in Veterans Affairs Nursing Home Residents.
Aspinall SL, Springer SP, Zhao X, Cunningham FE, Thorpe CT, Semla TP, Shorr RI, Hanlon JT
J Am Geriatr Soc, 2019 Jan, 67(1): 74-80
https://doi.org/10.1111/jgs.15603 | PMID: 30306541
Citations: 4 | AltScore: 13.85
6. The Adiponectin Paradox in the Elderly: Associations With Body Composition, Physical
Functioning, and Mortality.
Baker JF, Newman AB, Kanaya A, Leonard MB, Zemel B, Miljkovic I, Long J, Weber D, Harris TB
J Gerontol A Biol Sci Med Sci, 2019 Jan 16, 74(2): 247-253
https://doi.org/10.1093/gerona/gly017 | PMID: 29438496 | PMCID: PMC6333931
Citations: 7 | AltScore: 0.75
7. Knee Osteoarthritis and the Risk of Medically Treated Injurious Falls Among Older Adults: A
Community-Based US Cohort Study.
Barbour KE, Sagawa N, Boudreau RM, Winger ME, Cauley JA, Nevitt MC, Fujii T, Patel KV,
Strotmeyer ES
Arthritis Care Res (Hoboken), 2019 Jul, 71(7): 865-874
https://doi.org/10.1002/acr.23725 | PMID: 30133173 | PMCID: PMC6384154
Citations: 2 | AltScore: 9.5
8. The Role of the Environment on Sedentary Behavior in Community-Dwelling Older Adults.
Brach JS, Almeida GJ, Perera S, Hergenroeder A, Kotlarczyk M, Gibbs BB
J Hous Elderly, 2019, 33(1): 31-40
https://doi.org/10.1080/02763893.2018.1451799 | PMID: 31073258 | PMCID: PMC6502477
Citations: | AltScore: NA
9. Program to improve mobility in aging (PRIMA) study: Methods and rationale of a task-oriented
motor learning exercise program.
Brach JS, VanSwearingen JM, Gil A, Nadkarni NK, Kriska A, Cham R, Perera S
Contemp Clin Trials, 2019 Dec 12, 89: 105912
https://doi.org/10.1016/j.cct.2019.105912 | PMID: 31838258 | PMCID: PMC6945812
Citations: | AltScore: NA
10. Klotho: An Elephant in Aging Research.
Cheikhi A, Barchowsky A, Sahu A, Shinde SN, Pius A, Clemens ZJ, Li H, Kennedy CA, Hoeck JD, Franti
M, Ambrosio F
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J Gerontol A Biol Sci Med Sci, 2019 Jun 18, 74(7): 1031-1042
https://doi.org/10.1093/gerona/glz061 | PMID: 30843026 | PMCID: PMC7330474
Citations: 5 | AltScore: 6.7
11. Pain Provocation and the Energy Cost of Walking: A Matched Comparison Study of Older Adults
With and Without Chronic Low Back Pain With Radiculopathy.
Coyle PC, Pugliese JM, Sions JM, Eskander MS, Schrack JA, Hicks GE
J Geriatr Phys Ther, 2019 Oct/Dec, 42(4): E97-E104
https://doi.org/10.1519/JPT.0000000000000212 | PMID: 30998562 | PMCID: PMC6783346
Citations: | AltScore: 1
12. Gray Matter Regions Associated With Functional Mobility in Community-Dwelling Older Adults.
DiSalvio NL, Rosano C, Aizenstein HJ, Redfern MS, Furman JM, Jennings JR, Whitney SL, Sparto PJ
J Am Geriatr Soc, 2019 Dec 30, 68(5): 1023-1028
https://doi.org/10.1111/jgs.16309 | PMID: 31889301 | PMCID: PMC7234898
Citations: 1 | AltScore: 5.3
13. Value-Based Choice, Contingency Learning, and?Suicidal Behavior in Mid- and Late-Life
Depression.
Dombrovski AY, Hallquist MN, Brown VM, Wilson J, Szanto K
Biol Psychiatry, 2019 Mar 15, 85(6): 506-516
https://doi.org/10.1016/j.biopsych.2018.10.006 | PMID: 30502081 | PMCID: PMC6380943
Citations: 2 | AltScore: 2.75
14. Interim Estimates of 2018-19 Seasonal Influenza Vaccine Effectiveness - United States, February
2019.
Doyle JD, Chung JR, Kim SS, Gaglani M, Raiyani C, Zimmerman RK, Nowalk MP, Jackson ML,
Jackson LA, Monto AS, Martin ET, Belongia EA, McLean HQ, Foust A, Sessions W, Berman L, Garten
RJ, Barnes JR, Wentworth DE, Fry AM, Patel MM, Flannery B
MMWR Morb Mortal Wkly Rep, 2019 Feb 15, 68(6): 135-139
https://doi.org/10.15585/mmwr.mm6806a2 | PMID: 30763298 | PMCID: PMC6375657
Citations: 9 | AltScore: 832.18
15. Adenoviral gene transfer of a single-chain IL-23 induces psoriatic arthritis-like symptoms in NOD
mice.
Flores RR, Carbo L, Kim E, Van Meter M, De Padilla CML, Zhao J, Colangelo D, Yousefzadeh MJ,
Angelini LA, Zhang L, Pola E, Vo N, Evans CH, Gambotto A, Niedernhofer LJ, Robbins PD
FASEB J, 2019 Aug, 33(8): 9505-9515
https://doi.org/10.1096/fj.201900420R | PMID: 31170010 | PMCID: PMC6662986
Citations: 1 | AltScore: 3
16. Cardiac Rehabilitation to Optimize Medication Regimens in Heart Failure.
Goyal P, Gorodeski EZ, Marcum ZA, Forman DE
Clin Geriatr Med, 2019 Nov, 35(4): 549-560
https://doi.org/10.1016/j.cger.2019.06.001 | PMID: 31543185 | PMCID: PMC7233375
Citations: | AltScore: 1
17. Physical Activity and Performance Impact Long-term Quality of Life in Older Adults at Risk for
Major Mobility Disability.
Groessl EJ, Kaplan RM, Rejeski WJ, Katula JA, Glynn NW, King AC, Anton SD, Walkup M, Lu CJ,
Reid K, Spring B, Pahor M
Am J Prev Med, 2019 Jan, 56(1): 141-146
https://doi.org/10.1016/j.amepre.2018.09.006 | PMID: 30573142 | PMCID: PMC6309909
Citations: 2 | AltScore: 1.75
18. Exercise for Depression: A Feasibility Trial Exploring Neural Mechanisms.
Gujral S, Aizenstein H, Reynolds CF 3rd, Butters MA, Grove G, Karp JF, Erickson KI
Am J Geriatr Psychiatry, 2019 Jun, 27(6): 611-616
https://doi.org/10.1016/j.jagp.2019.01.012 | PMID: 30797651 | PMCID: PMC6511318
Citations: 2 | AltScore: 1
19. Dynamic knee joint stiffness and contralateral knee joint loading during prolonged walking in
patients with unilateral knee osteoarthritis.
Gustafson JA, Anderton W, Sowa GA, Piva SR, Farrokhi S
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Gait Posture, 2019 Feb, 68: 44-49
https://doi.org/10.1016/j.gaitpost.2018.10.032 | PMID: 30453143 | PMCID: PMC6370490
Citations: | AltScore: 2.75
20. Development and validation of a kinematically-driven discrete element model of the patellofemoral
joint.
Gustafson JA, Elias JJ, Debski RE, Farrokhi S
J Biomech, 2019 May 9, 88: 164-172
https://doi.org/10.1016/j.jbiomech.2019.03.032 | PMID: 31003752 | PMCID: PMC7307598
Citations: | AltScore: 7.8
21. Cognitive Function as a Predictor of Major Mobility Disability in Older Adults: Results From the
LIFE Study.
Handing EP, Chen H, Rejeski WJ, Rosso AL, Balachandran AT, King AC, Kritchevsky SB
Innov Aging, 2019 May, 3(2): igz010
https://doi.org/10.1093/geroni/igz010 | PMID: 31065597 | PMCID: PMC6499408
Citations: 1 | AltScore: 1.35
22. The IOU Consensus Recommendations for Empirical Therapy of Cystitis in Nursing Home
Residents.
Hanlon JT, Perera S, Drinka PJ, Crnich CJ, Schweon SJ, Klein-Fedyshin M, Wessel CB, Saracco S,
Anderson G, Mulligan M, Nace DA
J Am Geriatr Soc, 2019 Mar, 67(3): 539-545
https://doi.org/10.1111/jgs.15726 | PMID: 30584657
Citations: 2 | AltScore: 17.8
23. Obesity and Nursing Home Care in the United States: A Systematic Review.
Harris JA, Castle NG
Gerontologist, 2019 May 17, 59(3): e196-e206
https://doi.org/10.1093/geront/gnx128 | PMID: 29253135 | PMCID: PMC6524472
Citations: 2 | AltScore: 2.75
24. Statins for Primary Prevention in Those Aged 70 Years and Older: A Critical Review of Recent
Cholesterol Guidelines.
Hawley CE, Roefaro J, Forman DE, Orkaby AR
Drugs Aging, 2019 Aug, 36(8): 687-699
https://doi.org/10.1007/s40266-019-00673-w | PMID: 31049807 | PMCID: PMC7245614
Citations: 3 | AltScore: 6.75
25. Accuracy and Acceptability of Commercial-Grade Physical Activity Monitors in Older Adults.
Hergenroeder AL, Barone Gibbs B, Kotlarczyk MP, Perera S, Kowalsky RJ, Brach JS
J Aging Phys Act, 2019 Apr 1, 27(2): 222-229
https://doi.org/10.1123/japa.2018-0036 | PMID: 30117355 | PMCID: PMC7023914
Citations: 3 | AltScore: NA
26. An observational treatment-based gait pattern classification method for targeting interventions for
older adult males with mobility problems: Validity based on movement control and biomechanical
factors.
Huang WW, VanSwearingen J
Gait Posture, 2019 Jun, 71: 192-197
https://doi.org/10.1016/j.gaitpost.2019.04.008 | PMID: 31078008
Citations: | AltScore: 0.5
27. Qualitative neurological gait abnormalities, cardiovascular risk factors and functional status in older
community-dwellers without neurological diseases: The Healthy Brain Project.
Inzitari M, Metti A, Rosano C, Udina C, P?rez LM, Carrizo G, Verghese J, Newman AB, Studenski S,
Rosso AL
Exp Gerontol, 2019 Sep, 124: 110652
https://doi.org/10.1016/j.exger.2019.110652 | PMID: 31288087 | PMCID: PMC6690485
Citations: | AltScore: 0.75
28. Corrective Muscle Activity Reveals Subject-Specific Sensorimotor Recalibration.
Iturralde PA, Torres-Oviedo G
eNeuro, 2019 Mar/Apr, 6(2):
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pii: ENEURO.0358-18.2019. https://doi.org/10.1523/ENEURO.0358-18.2019 | PMID: 31043463 |
PMCID: PMC6497908
Citations: 6 | AltScore: 3.45
29. A Stimulus-Response Framework to Investigate the Influence of Continuous Versus Interval
Walking Exercise on Select Serum Biomarkers in Knee Osteoarthritis.
Jayabalan P, Gustafson J, Sowa GA, Piva SR, Farrokhi S
Am J Phys Med Rehabil, 2019 Apr, 98(4): 287-291
https://doi.org/10.1097/PHM.0000000000001068 | PMID: 30300230 | PMCID: PMC6579045
Citations: | AltScore: 1
30. Accelerometry data in health research: challenges and opportunities.
Karas M, Bai J, Straczkiewicz M, Harezlak J, Glynn NW, Harris T, Zipunnikov V, Crainiceanu C,
Urbanek JK
Stat Biosci, 2019 Jul, 11(2): 210-237
https://doi.org/10.1007/s12561-018-9227-2 | PMID: 31762829 | PMCID: PMC6874221
Citations: 2 | AltScore: NA
31. Familial and social transmission of suicidal behavior in older adults.
Kenneally LB, Szucs A, Sz?nt? K, Dombrovski AY
J Affect Disord, 2019 Feb 15, 245: 589-596
https://doi.org/10.1016/j.jad.2018.11.019 | PMID: 30445383 | PMCID: PMC6351150
Citations: 1 | AltScore: NA
32. Optimization of photocrosslinked gelatin/hyaluronic acid hybrid scaffold for the repair of cartilage
defect.
Lin H, Beck AM, Shimomura K, Sohn J, Fritch MR, Deng Y, Kilroy EJ, Tang Y, Alexander PG, Tuan RS
J Tissue Eng Regen Med, 2019 Aug, 13(8): 1418-1429
https://doi.org/10.1002/term.2883 | PMID: 31066519 | PMCID: PMC6739828
Citations: 3 | AltScore: NA
33. Heterogeneity of healthy aging: comparing long-lived families across five healthy aging phenotypes
of blood pressure, memory, pulmonary function, grip strength, and metabolism.
Marron MM, Wojczynski MK, Minster RL, Boudreau RM, Sebastiani P, Cosentino S, Thyagarajan B,
Ukraintseva SV, Schupf N, Christensen K, Feitosa M, Perls T, Zmuda JM, Newman AB, Long Life
Family Study.
Geroscience, 2019 Aug, 41(4): 383-393
https://doi.org/10.1007/s11357-019-00086-y | PMID: 31332674 | PMCID: PMC6815318
Citations: 1 | AltScore: NA
34. Neuroimaging correlates of lateral postural control in older ambulatory adults.
Massa RE, Rosso A, Metti AL, Sparto PJ, Aizenstein H, Ferrucci L, Divecha A, Rosano C, Health ABC
Study.
Aging Clin Exp Res, 2019 May, 31(5): 611-619
https://doi.org/10.1007/s40520-018-1028-4 | PMID: 30168099 | PMCID: PMC6573008
Citations: | AltScore: 0.25
35. Chronic kidney disease and peripheral nerve function in the Health, Aging and Body Composition
Study.
Moorthi RN, Doshi S, Fried LF, Moe SM, Sarnak MJ, Satterfield S, Schwartz AV, Shlipak M,
Lange-Maia BS, Harris TB, Newman AB, Strotmeyer ES
Nephrol Dial Transplant, 2019 Apr 1, 34(4): 625-632
https://doi.org/10.1093/ndt/gfy102 | PMID: 29757410 | PMCID: PMC6452189
Citations: 1 | AltScore: 3.25
36. Metabolites Associated With Risk of Developing Mobility Disability in the Health, Aging and Body
Composition Study.
Murphy RA, Moore S, Playdon M, Kritchevsky S, Newman AB, Satterfield S, Ayonayon H, Clish C,
Gerszten R, Harris TB
J Gerontol A Biol Sci Med Sci, 2019 Jan 1, 74(1): 73-80
https://doi.org/10.1093/gerona/glx233 | PMID: 29186400 | PMCID: PMC6298186
Citations: 5 | AltScore: 4.35
37. A systematic review and meta-analysis of the effect of bisphosphonate drug holidays on bone
Generated on: 09/25/2020, 9:56:21 AM

29 of 36

Pepper_Annual_Pittsburgh_2019-2020

Generated on: 09/25/2020, 9:56:21 AM

mineral density and osteoporotic fracture risk.
Nayak S, Greenspan SL
Osteoporos Int, 2019 Apr, 30(4): 705-720
https://doi.org/10.1007/s00198-018-4791-3 | PMID: 30623214 | PMCID: PMC6499675
Citations: 2 | AltScore: 9.3
38. Risk for Health Events After Deprescribing Acetylcholinesterase Inhibitors in Nursing Home
Residents With Severe Dementia.
Niznik JD, Zhao X, He M, Aspinall SL, Hanlon JT, Hanson LC, Nace D, Thorpe JM, Thorpe CT
J Am Geriatr Soc, 2020 Apr, 68(4): 699-707
https://doi.org/10.1111/jgs.16241 | PMID: 31769507
Citations: | AltScore: 153.05
39. Factors Associated With Deprescribing Acetylcholinesterase Inhibitors in Older Nursing Home
Residents With Severe Dementia.
Niznik JD, Zhao X, He M, Aspinall SL, Hanlon JT, Nace D, Thorpe JM, Thorpe CT
J Am Geriatr Soc, 2019 Sep, 67(9): 1871-1879
https://doi.org/10.1111/jgs.15985 | PMID: 31162642
Citations: 1 | AltScore: 44.6
40. Mortality in Relation to Changes in a Healthy Aging Index: The Health, Aging, and Body
Composition Study.
O'Connell MDL, Marron MM, Boudreau RM, Canney M, Sanders JL, Kenny RA, Kritchevsky SB, Harris
TB, Newman AB
J Gerontol A Biol Sci Med Sci, 2019 Apr 23, 74(5): 726-732
https://doi.org/10.1093/gerona/gly114 | PMID: 29733331 | PMCID: PMC6477637
Citations: 3 | AltScore: 2.85
41. Never Too Old for Cardiac Rehabilitation.
O'Neill D, Forman DE
Clin Geriatr Med, 2019 Nov, 35(4): 407-421
https://doi.org/10.1016/j.cger.2019.07.001 | PMID: 31543175 | PMCID: PMC7241425
Citations: | AltScore: 0.5
42. The importance of physical function as a clinical outcome: Assessment and enhancement.
O'Neill D, Forman DE
Clin Cardiol, 2020 Feb, 43(2): 108-117
https://doi.org/10.1002/clc.23311 | PMID: 31825137 | PMCID: PMC7021659
Citations: 2 | AltScore: NA
43. Validation of the Spanish version of the Pittsburgh Fatigability Scale for older adults.
P?rez LM, Roqu? M, Glynn NW, Santanasto AJ, Ramoneda M, Molins MT, Coll-Planas L, Vidal P,
Inzitari M
Aging Clin Exp Res, 2019 Feb, 31(2): 209-214
https://doi.org/10.1007/s40520-018-0959-0 | PMID: 29736892 | PMCID: PMC6222011
Citations: 2 | AltScore: 18.15
44. Optic flow and attention alter locomotion differently in the young and old.
Pechtl KS, Jennings JR, Redfern MS
Gait Posture, 2020 Feb, 76: 1-6
https://doi.org/10.1016/j.gaitpost.2019.10.022 | PMID: 31704508
Citations: | AltScore: NA
45. Gene Expression and Cardiometabolic Phenotypes of Vitamin D-Deficient Overweight and Obese
Black Children.
Rajakumar K, Yan Q, Khalid AT, Feingold E, Vallejo AN, Demirci FY, Kamboh MI
Nutrients, 2019 Aug 28, 11(9):
pii: E2016. https://doi.org/10.3390/nu11092016 | PMID: 31466225 | PMCID: PMC6770908
Citations: 1 | AltScore: 0.25
46. Inhibition and decision-processing speed are associated with performance on dynamic
posturography in older adults.
Redfern MS, Chambers AJ, Sparto PJ, Furman JM, Jennings JR
Exp Brain Res, 2019 Jan, 237(1): 37-45
Generated on: 09/25/2020, 9:56:21 AM

30 of 36

Pepper_Annual_Pittsburgh_2019-2020

Generated on: 09/25/2020, 9:56:21 AM

https://doi.org/10.1007/s00221-018-5394-0 | PMID: 30302490 | PMCID: PMC6438625
Citations: 1 | AltScore: NA
47. Association Of State Policies With Medicaid Disenrollment Among Low-Income Medicare
Beneficiaries.
Roberts ET, Hayley Welsh J, Donohue JM, Sabik LM
Health Aff (Millwood), 2019 Jul, 38(7): 1153-1162
https://doi.org/10.1377/hlthaff.2018.05165 | PMID: 31260363 | PMCID: PMC6690844
Citations: | AltScore: 16.15
48. State variation in the characteristics of Medicare-Medicaid dual enrollees: Implications for risk
adjustment.
Roberts ET, Mellor JM, McInerney M, Sabik LM
Health Serv Res, 2019 Dec, 54(6): 1233-1245
https://doi.org/10.1111/1475-6773.13205 | PMID: 31576563 | PMCID: PMC6863237
Citations: 1 | AltScore: 4.7
49. Preventing disability in older adults with mild cognitive impairment: A Strategy Training
intervention study.
Rodakowski J, Golias KW, Reynolds CF 3rd, Butters MA, Lopez OL, Dew MA, Skidmore ER
Contemp Clin Trials Commun, 2019 Sep, 15: 100368
https://doi.org/10.1016/j.conctc.2019.100368 | PMID: 31111114 | PMCID: PMC6512744
Citations: | AltScore: NA
50. Complex Walking Tasks and Risk for Cognitive Decline in High Functioning Older Adults.
Rosso AL, Metti AL, Faulkner K, Redfern M, Yaffe K, Launer L, Elizabeth Shaaban C, Nadkarni NK,
Rosano C
J Alzheimers Dis, 2019, 71(s1): S65-S73
https://doi.org/10.3233/JAD-181140 | PMID: 30814353 | PMCID: PMC6703970
Citations: 4 | AltScore: 9.75
51. Association of Biomarker and Physiologic Indices With Mortality in Older Adults: Cardiovascular
Health Study.
Sanders JL, Arnold AM, Boudreau RM, Hirsch CH, Kizer JR, Kaplan RC, Cappola AR, Cushman M,
Jacob ME, Kritchevsky SB, Newman AB
J Gerontol A Biol Sci Med Sci, 2019 Jan 1, 74(1): 114-120
https://doi.org/10.1093/gerona/gly075 | PMID: 29659743 | PMCID: PMC6298182
Citations: 3 | AltScore: 1.25
52. Body Composition Remodeling and Incident Mobility Limitations in African Ancestry Men.
Santanasto AJ, Miljkovic I, Cvejkus RC, Gordon CL, Bunker CH, Patrick AL, Wheeler VW, Zmuda JM
J Gerontol A Biol Sci Med Sci, 2019 Feb 15, 74(3): 400-405
https://doi.org/10.1093/gerona/gly067 | PMID: 29659706 | PMCID: PMC6376082
Citations: 1 | AltScore: 8.45
53. Amyloidosis of the Brain and Heart: Two Sides of the Same Coin?
Schaich CL, Maurer MS, Nadkarni NK
JACC Heart Fail, 2019 Feb, 7(2): 129-131
https://doi.org/10.1016/j.jchf.2018.12.014 | PMID: 30704604 | PMCID: PMC6515925
Citations: | AltScore: 7
54. Aging and Postintensive Care Syndrome- Family: A Critical Need for Geriatric Psychiatry.
Serrano P, Kheir YNP, Wang S, Khan S, Scheunemann L, Khan B
Am J Geriatr Psychiatry, 2019 Apr, 27(4): 446-454
https://doi.org/10.1016/j.jagp.2018.12.002 | PMID: 30595492 | PMCID: PMC6431265
Citations: 1 | AltScore: 10.5
55. Physical Activity and Cerebral Small Vein Integrity in Older Adults.
Shaaban CE, Aizenstein HJ, Jorgensen DR, Mahbubani RLM, Meckes NA, Erickson KI, Glynn NW,
Mettenburg J, Guralnik J, Newman AB, Ibrahim TS, Laurienti PJ, Vallejo AN, Rosano C
Med Sci Sports Exerc, 2019 Aug, 51(8): 1684-1691
https://doi.org/10.1249/MSS.0000000000001952 | PMID: 30817709 | PMCID: PMC6629486
Citations: | AltScore: 22.75
56. Regional Gray Matter Volume Links Rest-Activity Rhythm Fragmentation With Past Cognitive
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Decline.
Smagula SF, Chahine L, Metti A, Rangarajan A, Aizenstein HJ, Tian Q, Rosano C
Am J Geriatr Psychiatry, 2020 Feb, 28(2): 248-251
https://doi.org/10.1016/j.jagp.2019.07.009 | PMID: 31377045 | PMCID: PMC6980463
Citations: | AltScore: NA
57. Large Propulsion Demands Increase Locomotor Adaptation at the Expense of Step Length
Symmetry.
Sombric CJ, Calvert JS, Torres-Oviedo G
Front Physiol, 2019, 10: 60
https://doi.org/10.3389/fphys.2019.00060 | PMID: 30800072 | PMCID: PMC6376174
Citations: 5 | AltScore: 0.25
58. Effect of Gastric Acid Suppressants on Response to a Physical Activity Intervention and Major
Mobility Disability in Older Adults: Results from the Lifestyle Interventions for Elders (LIFE)
Study.
Squires PJ, Pahor M, Manini TM, Brown JD
Pharmacotherapy, 2019 Aug, 39(8): 816-826
https://doi.org/10.1002/phar.2299 | PMID: 31230397
Citations: | AltScore: 5.3
59. Nocturnal Excretion in Healthy Older Women and Rationale for a Safer Approach to Sleep
Disruption.
Tyagi S, Perera S, Clarkson BD, Tadic SD, Resnick NM
J Am Geriatr Soc, 2019 Dec, 67(12): 2610-2614
https://doi.org/10.1111/jgs.16144 | PMID: 31437310 | PMCID: PMC7218923
Citations: | AltScore: 3
60. Neural correlates of perceived physical and mental fatigability in older adults: A pilot study.
Wasson E, Rosso AL, Santanasto AJ, Rosano C, Butters MA, Rejeski WJ, Boudreau RM, Aizenstein H,
Gmelin T, Glynn NW, LIFE Study Group.
Exp Gerontol, 2019 Jan, 115: 139-147
https://doi.org/10.1016/j.exger.2018.12.003 | PMID: 30528639 | PMCID: PMC6331252
Citations: | AltScore: 1.5
61. An intervention to improve pneumococcal vaccination uptake in high risk 50-64 year olds vs.
expanded age-based recommendations: an exploratory cost-effectiveness analysis.
Wateska AR, Nowalk MP, Lin CJ, Harrison LH, Schaffner W, Zimmerman RK, Smith KJ
Hum Vaccin Immunother, 2019, 15(4): 863-872
https://doi.org/10.1080/21645515.2018.1564439 | PMID: 30633706 | PMCID: PMC6605822
Citations: | AltScore: NA
62. Associations of Accelerometer-Measured Sedentary Time and Physical Activity With Prospectively
Assessed Cardiometabolic Risk?Factors: The CARDIA Study.
Whitaker KM, Pettee Gabriel K, Buman MP, Pereira MA, Jacobs DR Jr, Reis JP, Gibbs BB, Carnethon
MR, Staudenmayer J, Sidney S, Sternfeld B
J Am Heart Assoc, 2019 Jan 8, 8(1): e010212
https://doi.org/10.1161/JAHA.118.010212 | PMID: 30616480 | PMCID: PMC6405708
Citations: 5 | AltScore: NA
63. The Consortium of Metabolomics Studies (COMETS): Metabolomics in 47 Prospective Cohort
Studies.
Yu B, Zanetti KA, Temprosa M, Albanes D, Appel N, Barrera CB, Ben-Shlomo Y, Boerwinkle E, Casas
JP, Clish C, Dale C, Dehghan A, Derkach A, Eliassen AH, Elliott P, Fahy E, Gieger C, Gunter MJ, Harada
S, Harris T, Herr DR, Herrington D, Hirschhorn JN, Hoover E, Hsing AW, Johansson M, Kelly RS, Khoo
CM, Kivim?ki M, Kristal BS, Langenberg C, Lasky-Su J, Lawlor DA, Lotta LA, Mangino M, Le
Marchand L, Math? E, Matthews CE, Menni C, Mucci LA, Murphy R, Oresic M, Orwoll E, Ose J, Pereira
AC, Playdon MC, Poston L, Price J, Qi Q, Rexrode K, Risch A, Sampson J, Seow WJ, Sesso HD, Shah
SH, Shu XO, Smith GCS, Sovio U, Stevens VL, Stolzenberg-Solomon R, Takebayashi T, Tillin T, Travis
R, Tzoulaki I, Ulrich CM, Vasan RS, Verma M, Wang Y, Wareham NJ, Wong A, Younes N, Zhao H,
Zheng W, Moore SC
Am J Epidemiol, 2019 Jun 1, 188(6): 991-1012
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https://doi.org/10.1093/aje/kwz028 | PMID: 31155658 | PMCID: PMC6545286
Citations: 7 | AltScore: 10.45
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V. EXTERNAL ADVISORY BOARD MEMBERS
Luigi Ferrucci, MD, PhD
National Institutes of Aging
Serving since 2004 (16 years)
Nicolaas Bohnen, MD, PhD
University of Michigan
Serving since 2004 (16 years)
Pamela Duncan
Wake Forest
Serving since 2004 (16 years)
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VI. RECOGNITION AND AWARDS (2019-2020)
Gelsy Torres-Oviedo, PhD (2019)
Early Career Award, Society for Neural Control of Movement
Faculty Early Career Development (CAREER) Program Award, NSF
Lena Makaroun MD, MS (2019)
Presidential Poster Award, American Geriatrics Society Annual Meeting
Science and Innovation Walking Tour Selectee, American Geriatrics Society Annual Meeting
Leslie Scheunemann, MD, MPH (2019)
University of Pittsburgh, Department of Medicine Research Day Award (Health Services/Epidemiology)
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VII. MINORITY RESEARCH
General Brief Description of Minority Activities:
Not defined.
Minority Trainee(s):
Diana Alvarez-Davidek MD, Novice REC Member
Age-related mitochondrial decline in lung function
Keisha Ward, MD, Pepper Novice Trainee
Alzheimers in minorities
Mary Ackenbom, MD, Pepper Novice Trainee
Physical and cognitive impairment in older women after urogynecological surgery
Minority Grant(s):
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UNIVERSITY OF ARKANSAS FOR MEDICAL SCIENCES
Claude D. Pepper Older Americans Independence Center

I. CENTER DESCRIPTION
No Description
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II. RESEARCH, RESOURCES AND ACTIVITIES
A. CORES
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II. RESEARCH, RESOURCES AND ACTIVITIES (continued...)
B. RESEARCH (0 Projects Listed)
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II. RESEARCH, RESOURCES AND ACTIVITIES (continued...)
C. PILOT/EXPLORATORY PROJECTS (0 Pilot Projects Listed)
No pilot/exploratory projects.
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II. RESEARCH, RESOURCES AND ACTIVITIES (continued...)
D. DEVELOPMENT PROJECTS (0 Development Projects Listed)
No development projects.
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III. CAREER DEVELOPMENT
REC Scholar, Research & Grants Funded During Pepper Supported Time

Years Publications

None specified.
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IV. PUBLICATIONS
2020
1. Dantrolene Attenuates Cardiotoxicity of Doxorubicin Without Reducing its Antitumor Efficacy in a
Breast Cancer Model.
Todorova VK, Siegel ER, Kaufmann Y, Kumarapeli A, Owen A, Wei JY, Makhoul I, Klimberg VS
Transl Oncol, 2020 Feb, 13(2): 471-480
https://doi.org/10.1016/j.tranon.2019.12.006 | PMID: 31918212 | PMCID: PMC7031101
Citations: | AltScore: NA
2019
1. Essential amino acid-enriched meal replacement promotes superior net protein balance in older,
overweight adults.
Coker RH, Shin K, Scholten K, Johannsen M, Tsigonis J, Kim IY, Schutzler SE, Wolfe RR
Clin Nutr, 2019 Dec, 38(6): 2821-2826
https://doi.org/10.1016/j.clnu.2018.12.013 | PMID: 30638738 | PMCID: PMC6588419
Citations: 1 | AltScore: 1.25
2. Native Whey Induces Similar Post Exercise Muscle Anabolic Responses as Regular Whey, Despite
Greater Leucinemia, in Elderly Individuals.
Hamarsland H, Aas SN, Nordengen AL, Holte K, Garthe I, Paulsen G, Cotter M, B?rsheim E, Benestad
HB, Raastad T
J Nutr Health Aging, 2019, 23(1): 42-50
https://doi.org/10.1007/s12603-018-1105-6 | PMID: 30569067 | PMCID: PMC6332708
Citations: 2 | AltScore: 2.75
3. Consumption of a Specially-Formulated Mixture of Essential Amino Acids Promotes Gain in
Whole-Body Protein to a Greater Extent than a Complete Meal Replacement in Older Women with
Heart Failure.
Kim IY, Park S, Smeets ETHC, Schutzler S, Azhar G, Wei JY, Ferrando AA, Wolfe RR
Nutrients, 2019 Jun 17, 11(6):
pii: E1360. https://doi.org/10.3390/nu11061360 | PMID: 31212940 | PMCID: PMC6627910
Citations: 1 | AltScore: 32.1
4. Immune aging in diabetes and its implications in wound healing.
Moura J, Madureira P, Leal EC, Fonseca AC, Carvalho E
Clin Immunol, 2019 Mar, 200: 43-54
https://doi.org/10.1016/j.clim.2019.02.002 | PMID: 30735729 | PMCID: PMC7322932
Citations: 3 | AltScore: 1
5. microRNA-155 inhibition restores Fibroblast Growth Factor 7 expression in diabetic skin and
decreases wound inflammation.
Moura J, S?rensen A, Leal EC, Svendsen R, Carvalho L, Willemoes RJ, J?rgensen PT, Jenssen H, Wengel
J, Dalgaard LT, Carvalho E
Sci Rep, 2019 Apr 9, 9(1): 5836
https://doi.org/10.1038/s41598-019-42309-4 | PMID: 30967591 | PMCID: PMC6456606
Citations: 1 | AltScore: 0.25
6. Chronic insulinopenia/hyperglycemia decreases cannabinoid CB<sub>1</sub> receptor density and
impairs glucose uptake in the mouse forebrain.
Moura LIF, Lemos C, Ledent C, Carvalho E, K?falvi A
Brain Res Bull, 2019 Apr, 147: 101-109
https://doi.org/10.1016/j.brainresbull.2019.01.024 | PMID: 30721768 | PMCID: PMC6420377
Citations: | AltScore: 0.75
7. Establishing a Link between Endothelial Cell Metabolism and Vascular Behaviour in a Type 1
Diabetes Mouse Model.
Silva C, Sampaio-Pinto V, Andrade S, Rodrigues I, Costa R, Guerreiro S, Carvalho E, Pinto-do-? P,
Nascimento DS, Soares R
Cell Physiol Biochem, 2019, 52(3): 503-516
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https://doi.org/10.33594/000000036 | PMID: 30897318
Citations: 2 | AltScore: 0.25
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V. EXTERNAL ADVISORY BOARD MEMBERS
No EAB Members specified.
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VI. RECOGNITION AND AWARDS (2019-2020)
Recognition and Awards not specified.
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VII. MINORITY RESEARCH
General Brief Description of Minority Activities:
Not defined.
No minority trainee information specified.
No minority grant information specified.
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UNIVERSITY OF CALIFORNIA, LOS ANGELES (UCLA)
Claude D. Pepper Older Americans Independence Center
Principal Investigator

David B. Reuben, M.D.

310-825-8253

dreuben@mednet.ucla.edu

Program Administrator

Lucio Arruda

310-825-8253

larruda@mednet.ucla.edu

I. CENTER DESCRIPTION
The UCLA Claude Pepper Older Americans Independence Center (OAIC) is designed to maintain and restore the
independence of older persons. The UCLA Center’s theme is “Preventing Disease and Disability in Vulnerable
Populations: a Translational Approach”.
We define vulnerable populations as 1) underserved (i.e., low income, uninsured, and minorities) or 2) at
increased risk of losing independence because of chronic diseases or conditions, advanced age, or functional
impairment. We define translational as overcoming two barriers to effective research. The first is the inability to
transfer new understandings of disease mechanisms gained in the laboratory into new diagnostic, therapeutic, and
preventive care. The second is the inability to get results from clinical studies into everyday clinical practice and
health decision making. In studying vulnerable populations, the UCLA OAIC emphasizes research that extends
across the full spectrum of translational research. Within this theme, an important focus of the UCLA OAIC is on
understanding the role of inflammation in disease and disability.
The UCLA OAIC addresses health disparities that vulnerable older persons face because of 1) inadequate
understanding of contributors (e.g., socioeconomic status, inflammation) to health and specific illnesses (e.g.,
HIV, sleep disorders, depression), 2) lack of effective preventive or therapeutic approaches (biomedical and
behavioral), or 3) inadequate ability to get needed treatment to vulnerable older populations (e.g., cultural barriers,
ineffective health systems). It also helps overcome the barriers between the promise of basic science research and
the delivery of better health.
The Center stimulates scientific discovery through 4 Resource Cores:
Recruitment and Retention Core
Research Operations Core
Analysis and Cost-effectiveness Core
Inflammatory Biology Core
Resource Cores provide 4 levels of support:
Consulting (e.g., few hours of advice, reading a paper or proposal)
Ongoing or long term partnership (e.g., via purchasing their services)
Partnership on new proposals
Additional research support for CDA’s to be decided on a case-by-case basis
The UCLA OAIC specific aims are:
1. To provide intellectual leadership for research on the Center’s theme, Preventing Disease and Disability in
Vulnerable Populations
2. To stimulate T1 and T2 translational research addressing the Center’s theme by consultation, provision of
services, and collaboration through 4 resource cores
3. To engage the Los Angeles community in the conduct of OAIC research
4. To foster career development of future research leaders through Career Development Awards
5. To nurture novel ideas by funding rapid pilot awards
6. To collaborate with other NIH-funded (e.g., CTSI, RCMAR, L.A. CAPRA, Demography Center) and
foundation-funded (e.g., Hartford Center of Excellence) efforts that support the UCLA OAIC’s mission
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II. RESEARCH, RESOURCES AND ACTIVITIES
A. CORES
Data and Analysis Core (DAC)
Leader 1: Arun Karlamangla, MD akarlamangla@mednet.ucla.edu
Leader 2:

Teresa E. Seeman, PhD

tseeman@mednet.ucla.edu

Leader 3: Heather McCreath, PhD hmccreath@mednet.ucla.edu
No Description
Inflammatory Biology Core
Leader 1: Elizabeth Breen, PhD ebreen@mednet.ucla.edu
No Description
Leadership and Administrative Core (LAC)
Leader 1: David B. Reuben, MD dreuben@mednet.ucla.edu
Leader 2: Cathy Alessi, MD
No Description

cathy.alessi@va.gov

Pilot and Exploratory Studies Core (PESC)
Leader 1: Gail Greendale, MD ggreenda@mednet.ucla.edu
Leader 2: Rita B. Effros, PhD
No Description

reffros@mednet.ucla.edu

Research Education Component (REC)
Leader 1: Cathy Alessi, MD cathy.alessi@va.gov
No Description
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II. RESEARCH, RESOURCES AND ACTIVITIES (continued...)
B. RESEARCH (0 Projects Listed)
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II. RESEARCH, RESOURCES AND ACTIVITIES (continued...)
C. PILOT/EXPLORATORY PROJECTS (0 Pilot Projects Listed)
No pilot/exploratory projects.
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II. RESEARCH, RESOURCES AND ACTIVITIES (continued...)
D. DEVELOPMENT PROJECTS (0 Development Projects Listed)
No development projects.
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III. CAREER DEVELOPMENT
REC Scholar, Research & Grants Funded During Pepper Supported Time

Years Publications

None specified.
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IV. PUBLICATIONS
2020
1. A novel approach to measure mitochondrial respiration in frozen biological samples.
Acin-Perez R, Benador IY, Petcherski A, Veliova M, Benavides GA, Lagarrigue S, Caudal A, Vergnes L,
Murphy AN, Karamanlidis G, Tian R, Reue K, Wanagat J, Sacks H, Amati F, Darley-Usmar VM, Liesa
M, Divakaruni AS, Stiles L, Shirihai OS
EMBO J, 2020 May 20, 39(13): e104073
https://doi.org/10.15252/embj.2019104073 | PMID: 32432379 | PMCID: PMC7327496
Citations: 2 | AltScore: 161.122
2. Optimizing Retention in a Pragmatic Trial of Community-Living Older Persons: The STRIDE
Study.
Gill TM, McGloin JM, Shelton A, Bianco LM, Skokos EA, Latham NK, Ganz DA, Nyquist LV, Wallace
RB, Carnie MB, Dykes PC, Goehring LA, Doyle M, Charpentier PA, Greene EJ, Araujo KL
J Am Geriatr Soc, 2020 Mar 25, 68(6): 1242-1249
https://doi.org/10.1111/jgs.16356 | PMID: 32212395
Citations: 1 | AltScore: 5.7
3. Changes in microarchitecture of atherosclerotic calcification assessed by <sup>18</sup>F-NaF PET
and CT after a progressive exercise regimen in hyperlipidemic mice.
Hsu JJ, Fong F, Patel R, Qiao R, Lo K, Soundia A, Chang CC, Le V, Tseng CH, Demer LL, Tintut Y
J Nucl Cardiol, 2020 Jan 2
https://doi.org/10.1007/s12350-019-02004-3 | PMID: 31897996 | PMCID: PMC7329622
Citations: 1 | AltScore: NA
4. Persistent Low Positive Affect and Sleep Disturbance across Adolescence Moderate Link between
Stress and Depressive Symptoms in Early Adulthood.
Kuhlman KR, Chiang JJ, Bower JE, Irwin MR, Cole SW, Dahl RE, Almeida DM, Fuligni AJ
J Abnorm Child Psychol, 2020 Jan, 48(1): 109-121
https://doi.org/10.1007/s10802-019-00581-y | PMID: 31446530
Citations: | AltScore: 2
5. \The More They Know
Nicosia FM, Spar MJ, Neumann A, Silvestrini MC, Barrientos M, Brown RT
the Better Care They Can Give\: Patient Perspectives on Measuring Functional Status in Primary Care., J
Gen Intern Med, 2020 Aug 4:
Journal Article | PMID: 32749552
Citations: | AltScore: doi: 10.1007/s11606-020-06075-8
6. Subjective social status and health during high school and young adulthood.
Rahal D, Huynh V, Cole S, Seeman T, Fuligni A
Dev Psychol, 2020 Jun, 56(6): 1220-1232
https://doi.org/10.1037/dev0000919 | PMID: 32223295 | PMCID: PMC7217753
Citations: | AltScore: NA
7. The Association between Fast Increase in Bone Turnover During the Menopause Transition and
Subsequent Fracture.
Shieh A, Greendale GA, Cauley JA, Karlamangla AS
J Clin Endocrinol Metab, 2020 Apr 1, 105(4):
pii: dgz281. https://doi.org/10.1210/clinem/dgz281 | PMID: 31840764 | PMCID: PMC7067542
Citations: | AltScore: 30.5
2019
1. Reliability of the Bates-Jensen wound assessment tool for pressure injury assessment: The pressure
ulcer detection study.
Bates-Jensen BM, McCreath HE, Harputlu D, Patlan A
Wound Repair Regen, 2019 Jul, 27(4): 386-395
https://doi.org/10.1111/wrr.12714 | PMID: 30828890 | PMCID: PMC6693585
Citations: | AltScore: NA
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2. Depressive symptoms and immune transcriptional profiles in late adolescents.
Chiang JJ, Cole SW, Bower JE, Irwin MR, Taylor SE, Arevalo J, Fuligni AJ
Brain Behav Immun, 2019 Aug, 80: 163-169
https://doi.org/10.1016/j.bbi.2019.03.004 | PMID: 30851376 | PMCID: PMC6710012
Citations: 2 | AltScore: 8.7
3. Daily interpersonal stress, sleep duration, and gene regulation during late adolescence.
Chiang JJ, Cole SW, Bower JE, Irwin MR, Taylor SE, Arevalo J, Fuligni AJ
Psychoneuroendocrinology, 2019 May, 103: 147-155
https://doi.org/10.1016/j.psyneuen.2018.11.026 | PMID: 30690224
Citations: 3 | AltScore: 1
4. Stress, Psychological Resources, and HPA and Inflammatory Reactivity During Late Adolescence.
Chiang JJ, Ko A, Bower JE, Taylor SE, Irwin MR, Fuligni AJ
Dev Psychopathol, 2019 May, 31(2): 699-712
https://doi.org/10.1017/S0954579418000287 | PMID: 30079845 | PMCID: PMC6363904
Citations: 3 | AltScore: NA
5. Psychosocial stress and C-reactive protein from mid-adolescence to young adulthood.
Chiang JJ, Park H, Almeida DM, Bower JE, Cole SW, Irwin MR, McCreath H, Seeman TE, Fuligni AJ
Health Psychol, 2019 Mar, 38(3): 259-267
https://doi.org/10.1037/hea0000701 | PMID: 30762405 | PMCID: PMC6697172
Citations: 1 | AltScore: NA
6. Associations of objective versus subjective social isolation with sleep disturbance, depression, and
fatigue in community-dwelling older adults.
Cho JH, Olmstead R, Choi H, Carrillo C, Seeman TE, Irwin MR
Aging Ment Health, 2019 Sep, 23(9): 1130-1138
https://doi.org/10.1080/13607863.2018.1481928 | PMID: 30284454 | PMCID: PMC6447478
Citations: 4 | AltScore: 14.33
7. CBT for late-life insomnia and the accuracy of sleep and wake perceptions: Results from a
randomized-controlled trial.
Dzierzewski JM, Martin JL, Fung CH, Song Y, Fiorentino L, Jouldjian S, Rodriguez JC, Mitchell M,
Josephson K, Alessi CA
J Sleep Res, 2019 Aug, 28(4): e12809
https://doi.org/10.1111/jsr.12809 | PMID: 30609099 | PMCID: PMC6609514
Citations: 1 | AltScore: 5.95
8. Interleukin-10 as a predictor of major adverse cardiovascular events in a racially and ethnically
diverse population: Multi-Ethnic Study of Atherosclerosis.
Goldwater D, Karlamangla A, Merkin SS, Watson K, Seeman T
Ann Epidemiol, 2019 Feb, 30: 9-14.e1
https://doi.org/10.1016/j.annepidem.2018.08.013 | PMID: 30249450 | PMCID: PMC6370508
Citations: | AltScore: NA
9. The Association between Long-Term Air Pollution and Urinary Catecholamines: Evidence from the
Multi-Ethnic Study of Atherosclerosis.
Hajat A, Diez Roux AV, Castro-Diehl C, Cosselman K, Golden SH, Hazlehurst MF, Szpiro A, Vedal S,
Kaufman JD
Environ Health Perspect, 2019 May, 127(5): 57007
https://doi.org/10.1289/EHP3286 | PMID: 31095432 | PMCID: PMC6791118
Citations: 2 | AltScore: 4.55
10. The cross-sectional and longitudinal association between air pollution and salivary cortisol:
Evidence from the Multi-Ethnic Study of Atherosclerosis.
Hajat A, Hazlehurst MF, Golden SH, Merkin SS, Seeman T, Szpiro AA, Kaufman JD, Roux AD
Environ Int, 2019 Oct, 131: 105062
https://doi.org/10.1016/j.envint.2019.105062 | PMID: 31491811 | PMCID: PMC6994173
Citations: | AltScore: 0.5
11. Mitochondrial DNA alterations in aged macrophage migration inhibitory factor-knockout mice.
Herbst A, Hoang AN, Woo W, McKenzie D, Aiken JM, Miller RA, Allison DB, Liu N, Wanagat J
Mech Ageing Dev, 2019 Sep, 182: 111126
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https://doi.org/10.1016/j.mad.2019.111126 | PMID: 31381889 | PMCID: PMC6718337
Citations: | AltScore: NA
12. The impact of exercise on depressive symptoms in older Hispanic/Latino adults: results from the
'?Caminemos!' study.
Hernandez R, Andrade FCD, Piedra LM, Tabb KM, Xu S, Sarkisian C
Aging Ment Health, 2019 Jun, 23(6): 680-685
https://doi.org/10.1080/13607863.2018.1450833 | PMID: 29608340 | PMCID: PMC6494707
Citations: 1 | AltScore: 1
13. Health Care Utilization and Cost Outcomes of a Comprehensive Dementia Care Program for
Medicare Beneficiaries.
Jennings LA, Laffan AM, Schlissel AC, Colligan E, Tan Z, Wenger NS, Reuben DB
JAMA Intern Med, 2019 Feb 1, 179(2): 161-166
https://doi.org/10.1001/jamainternmed.2018.5579 | PMID: 30575846 | PMCID: PMC6439653
Citations: 9 | AltScore: 152.352
14. The Effect of a Comprehensive Dementia Care Management Program on End-of-Life Care.
Jennings LA, Turner M, Keebler C, Burton CH, Romero T, Wenger NS, Reuben DB
J Am Geriatr Soc, 2019 Mar, 67(3): 443-448
https://doi.org/10.1111/jgs.15769 | PMID: 30675898
Citations: 2 | AltScore: 32.94
15. Early-Life Adversity and Dysregulation of Adult Diurnal Cortisol Rhythm.
Karlamangla AS, Merkin SS, Almeida DM, Friedman EM, Mogle JA, Seeman TE
J Gerontol B Psychol Sci Soc Sci, 2019 Jan 1, 74(1): 160-169
https://doi.org/10.1093/geronb/gby097 | PMID: 30165409 | PMCID: PMC6612015
Citations: 1 | AltScore: 7.33
16. Increased burden of mitochondrial DNA deletions and point mutations in early-onset age-related
hearing loss in mitochondrial mutator mice.
Kim MJ, Haroon S, Chen GD, Ding D, Wanagat J, Liu L, Zhang Y, White K, Park HJ, Han C, Boyd K,
Caicedo I, Evans K, Linser PJ, Tanokura M, Prolla T, Salvi R, Vermulst M, Someya S
Exp Gerontol, 2019 Oct 1, 125: 110675
https://doi.org/10.1016/j.exger.2019.110675 | PMID: 31344454 | PMCID: PMC6857812
Citations: | AltScore: 1.25
17. Daily factors driving daily substance use and chronic pain among older adults with HIV: An
exploratory study using ecological momentary assessment.
Kuerbis A, Reid MC, Lake JE, Glasner-Edwards S, Jenkins J, Liao D, Candelario J, Moore AA
Alcohol, 2019 Jun, 77: 31-39
https://doi.org/10.1016/j.alcohol.2018.10.003 | PMID: 30308287 | PMCID: PMC6456439
Citations: 1 | AltScore: 11.95
18. Sleep problems in adolescence are prospectively linked to later depressive symptoms via the cortisol
awakening response.
Kuhlman KR, Chiang JJ, Bower JE, Irwin MR, Seeman TE, McCreath HE, Almeida DM, Dahl RE,
Fuligni AJ
Dev Psychopathol, 2019 Aug 7, 32(3): 997-1006
https://doi.org/10.1017/S0954579419000762 | PMID: 31387652 | PMCID: PMC7004861
Citations: | AltScore: 2
19. Cellular response to chronic psychosocial stress: Ten-year longitudinal changes in telomere length
in the Multi-Ethnic Study of Atherosclerosis.
Meier HCS, Hussein M, Needham B, Barber S, Lin J, Seeman T, Diez Roux A
Psychoneuroendocrinology, 2019 Sep, 107: 70-81
https://doi.org/10.1016/j.psyneuen.2019.04.018 | PMID: 31112903 | PMCID: PMC6635040
Citations: 2 | AltScore: 0.5
20. \Worth the Walk\: Culturally Tailored Stroke Risk Factor Reduction Intervention in Community
Senior Centers.
Menkin JA, McCreath HE, Song SY, Carrillo CA, Reyes CE, Trejo L, Choi SE, Willis P, Jimenez E, Ma
S, Chang E, Liu H, Kwon I, Kotick J, Sarkisian CA
J Am Heart Assoc, 2019 Mar 19, 8(6): e011088
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https://doi.org/10.1161/JAHA.118.011088 | PMID: 30836804 | PMCID: PMC6475057
Citations: 1 | AltScore: 0.5
21. Sex Differences in the Relationship Between Inflammation and Reward Sensitivity: A Randomized
Controlled Trial of Endotoxin.
Moieni M, Tan KM, Inagaki TK, Muscatell KA, Dutcher JM, Jevtic I, Breen EC, Irwin MR, Eisenberger
NI
Biol Psychiatry Cogn Neurosci Neuroimaging, 2019 Jul, 4(7): 619-626
https://doi.org/10.1016/j.bpsc.2019.03.010 | PMID: 31103547 | PMCID: PMC6612452
Citations: 6 | AltScore: 109.76
22. Establishing the feasibility, acceptability and preliminary efficacy of a multi-component behavioral
intervention to reduce pain and substance use and improve physical performance in older persons
living with HIV.
Moore AA, Lake JE, Glasner S, Karlamangla A, Kuerbis A, Preciado D, Jenkins J, Dominguez BX,
Candelario J, Liao DH, Tang L, Reid MC
J Subst Abuse Treat, 2019 May, 100: 29-38
https://doi.org/10.1016/j.jsat.2019.02.003 | PMID: 30898325 | PMCID: PMC6432935
Citations: 1 | AltScore: 12.75
23. The impact of exercise on mitochondrial dynamics and the role of Drp1 in exercise performance and
training adaptations in skeletal muscle.
Moore TM, Zhou Z, Cohn W, Norheim F, Lin AJ, Kalajian N, Strumwasser AR, Cory K, Whitney K, Ho
T, Ho T, Lee JL, Rucker DH, Shirihai O, van der Bliek AM, Whitelegge JP, Seldin MM, Lusis AJ, Lee S,
Drevon CA, Mahata SK, Turcotte LP, Hevener AL
Mol Metab, 2019 Mar, 21: 51-67
https://doi.org/10.1016/j.molmet.2018.11.012 | PMID: 30591411 | PMCID: PMC6407367
Citations: 8 | AltScore: 25.7
24. Longitudinal changes in hip geometry in relation to the final menstrual period: Study of Women's
Health Across the Nation (SWAN).
Nagaraj N, Boudreau RM, Danielson ME, Greendale GA, Karlamangla AS, Beck TJ, Cauley JA
Bone, 2019 May, 122: 237-245
https://doi.org/10.1016/j.bone.2019.02.016 | PMID: 30840919 | PMCID: PMC6518417
Citations: 2 | AltScore: 0.5
25. Sociodemographic correlates of change in leukocyte telomere length during mid- to late-life: The
Multi-Ethnic Study of Atherosclerosis.
Needham BL, Wang X, Carroll JE, Barber S, S?nchez BN, Seeman TE, Diez Roux AV
Psychoneuroendocrinology, 2019 Apr, 102: 182-188
https://doi.org/10.1016/j.psyneuen.2018.12.007 | PMID: 30576944 | PMCID: PMC6445551
Citations: 2 | AltScore: 0.25
26. Developmental trends in sleep during adolescents' transition to young adulthood.
Park H, Chiang JJ, Irwin MR, Bower JE, McCreath H, Fuligni AJ
Sleep Med, 2019 Aug, 60: 202-210
https://doi.org/10.1016/j.sleep.2019.04.007 | PMID: 31186213 | PMCID: PMC6650269
Citations: 1 | AltScore: 5.2
27. Subjective social status and stress responsivity in late adolescence.
Rahal D, Chiang JJ, Bower JE, Irwin MR, Venkatraman J, Fuligni AJ
Stress, 2020 Jan, 23(1): 50-59
https://doi.org/10.1080/10253890.2019.1626369 | PMID: 31204553 | PMCID: PMC6917998
Citations: 1 | AltScore: NA
28. Patient and Caregiver Benefit From a Comprehensive Dementia Care Program: 1-Year Results
From the UCLA Alzheimer's and Dementia Care Program.
Reuben DB, Tan ZS, Romero T, Wenger NS, Keeler E, Jennings LA
J Am Geriatr Soc, 2019 Nov, 67(11): 2267-2273
https://doi.org/10.1111/jgs.16085 | PMID: 31355423 | PMCID: PMC6861615
Citations: | AltScore: 80.812
29. Estradiol and Follicle-Stimulating Hormone as Predictors of Onset of Menopause
Transition-Related Bone Loss in Pre- and Perimenopausal Women.
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Shieh A, Greendale GA, Cauley JA, Karvonen-Gutierrez C, Crandall CJ, Karlamangla AS
J Bone Miner Res, 2019 Dec, 34(12): 2246-2253
https://doi.org/10.1002/jbmr.3856 | PMID: 31442329
Citations: | AltScore: 19.7
30. A bone resorption marker as predictor of rate of change in femoral neck size and strength during
the menopause transition.
Shieh A, Ishii S, Greendale GA, Cauley JA, Karvonen-Gutierrez C, Karlamangla AS
Osteoporos Int, 2019 Dec, 30(12): 2449-2457
https://doi.org/10.1007/s00198-019-05099-z | PMID: 31473793 | PMCID: PMC6879851
Citations: 1 | AltScore: NA
31. Experienced discrimination and racial differences in leukocyte gene expression.
Thames AD, Irwin MR, Breen EC, Cole SW
Psychoneuroendocrinology, 2019 Aug, 106: 277-283
https://doi.org/10.1016/j.psyneuen.2019.04.016 | PMID: 31029930 | PMCID: PMC6589103
Citations: 8 | AltScore: 876.93
32. Super-Resolution Reconstruction for Two- and Three-Dimensional LA-ICP-MS Bioimaging.
Westerhausen MT, Bishop DP, Dowd A, Wanagat J, Cole N, Doble PA
Anal Chem, 2019 Dec 3, 91(23): 14879-14886
https://doi.org/10.1021/acs.analchem.9b02380 | PMID: 31640341 | PMCID: PMC7232986
Citations: | AltScore: 3
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V. EXTERNAL ADVISORY BOARD MEMBERS
No EAB Members specified.
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VI. RECOGNITION AND AWARDS (2019-2020)
Recognition and Awards not specified.

Generated on: 09/25/2020, 9:54:55 AM

13 of 14

Pepper_Annual_UCLA_2019-2020

Generated on: 09/25/2020, 9:54:55 AM

VII. MINORITY RESEARCH
General Brief Description of Minority Activities:
Not defined.
No minority trainee information specified.
No minority grant information specified.
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THE UNIVERSITY OF CALIFORNIA, SAN FRANCISCO (UCSF)
Claude D. Pepper Older Americans Independence Center
Principal Investigator

Kenneth Covinsky M.D., M.P.H.

Program Administrator

Sarah Ngo

415-221-4810 x 24363

Ken.Covinsky@ucsf.edu
Sarah.ngo@ucsf.edu

I. CENTER DESCRIPTION
Established in 2013, the UCSF Claude D. Pepper Older Americans Independence Center focuses on addressing predictors, outcomes, and amelioration of late-life disability in vulnerable populations. Late-life
disability, defined as needing help with daily activities, is common, burdensome, and costly to patients, families, and society. Late-life disability is influenced by medical vulnerabilities (including comorbid illnesses,
aspects of medical care, medicines, procedures, neuropsychiatric conditions, and behaviors), social vulnerabilities (social supports, financial resources, communication and literacy, and ethnicity), and their interaction.
The overriding goal of the UCSF OAIC is to improve the health care and quality of life of vulnerable older adults with or at risk for disability through the following aims:
1.
2.
3.
4.
5.

Catalyze research on disability in vulnerable older persons at UCSF by serving as a hub that brings together scholars and leverages resources
Provide tangible, high-value support to funded projects at UCSF that stimulates new research on disability, and leads to new research opportunities for senior and junior investigators
Support pilot studies that accelerate gerontologic science and lead to research funding in late life disability
Identify the future leaders of geriatrics research and support them with career development funding and exceptional mentoring
Develop a leadership and administrative structure that spurs interdisciplinary collaboration, making the OAIC greater than the sum of its parts

Our Center supports researchers who share our passion for improving the well-being of older persons. We view our resources as venture capital that will catalyze the careers and research paths of investigators who will
do cutting edge research that advances the care, health, and wellbeing of older persons, both within the UCSF community and nationally.
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II. RESEARCH, RESOURCES AND ACTIVITIES
A. CORES
Data and Analysis Core (DAC)
Leader 1:

Mike Steinman, MD

Mike.Steinman@ucsf.edu

Leader 2:

John Boscardin, PhD

John.Boscardin@ucsf.edu

The Data and Analysis Core (DAC) provides OAIC investigators access to statistical services at all stages of the research lifecycle. Through the establishment of a central hub of statistical expertise, the DAC ensures
smooth delivery of statistical knowledge and rigor across the spectrum of scientific research at the OAIC. This improves the quality of OAIC research studies, helps nurture trainees, facilitates interdisciplinary
research groups, and ultimately enhances research on prediction, outcomes, and amelioration of late-life disability, especially in vulnerable populations. The DAC promotes wider use of state of the art statistical
practice, lowers barriers of access to basic statistical services to all research groups including trainees, provides access to specialized statistical resources (such as state of the art prognostic model development,
complex longitudinal and latent class analysis, and causal inference methods), and develops statistical procedures targeted to solving problems in aging research, and more specifically to challenges that commonly
arise in research on disability and function.
Leadership and Administrative Core (LAC)
Leader 1:

Ken Covinsky, MD, MPH

covinsky@medicine.ucsf.edu

The Leadership Administrative Core (LAC) plays the central role in coordinating the five UCSF OAIC cores, in maintaining communication across programs, and identifying new opportunities, both within and
outside the OAIC. The LAC monitors the success of each core based on tangible metrics of productivity: Research leading to publications in the highest impact journals and new NIH grant funding. The LAC
monitors, stimulates, evaluates, remediates, and reports progress toward the goals of the OAIC. The LAC also maintains the substantial collaborations with other UCSF research centers, including the UCSF CTSI
and RCMAR, and seeks to establish new collaborations which will leverage OAIC resources and develop new and established investigators in aging research. The overall goal of the LAC is to provide the leadership
and administration to support the activities of the entire UCSF OAIC.
Pilot and Exploratory Studies Core (PESC)
Leader 1:

Christine Ritchie, MD

Christine.Ritchie@ucsf.edu

The Pilot and Exploratory Studies Core (PESC) facilitates the development and progress of innovative research relating to the Pepper Center focus on the predictors, outcomes and outcomes of late-life disability,
especially in vulnerable older populations. We are especially interested in the interaction of serious clinical conditions, disability, and social disadvantage. The goals of the PESC include: 1) Solicit and select
innovative proposals from highly qualified applicants; 2) Provide investigators of PESC studies with the support and infrastructure of the OAIC Cores; 3) Integrate PESC studies and investigators with resources from
the UCSF Clinical and Translational Science Institute (CTSI) and other relevant resources at UCSF; 4) Monitor the progress of PESC studies; and 5) Provide mentorship and resources to transform PESC funded
studies into successful independently-funded projects. The PESC focuses on identifying projects from outstanding investigators who are conducting aging research that is likely to lead to external funding and is
aligned with the OAIC theme.
Research Education Component (REC)
Leader 1:

Louise Walter, MD

Louise.Walter@ucsf.edu

Leader 2:

Kristine Yaffe, MD

kristine.yaffe@ucsf.edu

The Research Education Component (REC) identifies, supports, and nurtures talented junior investigators who will become national leaders in aging research through the REC Scholars Program and Advanced
Scholars Program. The REC Scholars Program targets early career faculty and seeks to accelerate their path towards NIA K awards. The Advanced Scholars Program targets current K award recipients and accelerates
the path towards their first R01. Both programs provide extensive mentoring and opportunities to participate in an innovative series of seminars designed to develop skills essential to success in aging research,
facilitate interdisciplinary communication, build knowledge and relationships that will stimulate translation between basic and clinical research, and accelerate their productivity. The REC leadership also works with
leaders of the Resource Cores to provide scholars access to additional support. These mentorship and curricular programs help junior investigators progress along the pathways that lead to high impact publications
and grant funding that develops the scholar’s national reputation as a leader in their area. Mentoring services, seminar series, resource core services, and programmatic support are also available to Associate Scholars
whose goals are to develop careers in aging research. A particular focus of the Associate Scholars Program is junior faculty who have trained outside of geriatric medicine, but seek to incorporate Geriatric principles
into their developing research program. The Research Education Component also sponsors a diversity supplement program to increase the number of faculty members from underrepresented and diverse backgrounds
conducting aging research at UCSF.
Vulnerable Aging Recruitment and Retention Core (VARC)
Leader 1:

Rebecca Sudore, MD

rebecca.sudore@ucsf.edu

Leader 2:

Brie Williams, MD

brie.williams@ucsf.edu

The Vulnerable Aging Recruitment and Retention Core (VARC) was established in the UCSF Pepper Center grant renewal application. It was developed in response to increased demand both within and outside
UCSF to support research focused on improving the knowledge base regarding the needs of medically vulnerable (e.g., complex chronic disease, serious illness, profound cognitive or functional impairment) and/or
socially vulnerable (e.g., isolated, impoverished, homeless, incarcerated, with limited literacy or limited English proficiency) older adults. Because these older adults are often particularly difficult to recruit and retain
in clinical research, their representation in research is often limited. This impairs our knowledge about how to optimize their care. Therefore, the VARC core focuses on supporting OAIC-affiliated investigators to (1)
recruit, enroll, and retain vulnerable older adults in research; (2) use appropriate measures to study their healthcare needs; and (3) engage communities in research about medically and/or socially vulnerable older
adults.
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II. RESEARCH, RESOURCES AND ACTIVITIES (continued...)
B. RESEARCH (15 Projects Listed)
1. Project Title:
Leader(s):

DEVELOPMENT AND VALIDATION OF 10-YEAR LIFE EXPECTANCY CALCULATORS TO INDIVIDUALIZE VETERANS? PREVENTION DECISIONS
LEE, SEI
VETERANS AFFAIRS MED CTR SAN FRANCISCO
VA I01HX002135 / (2017-2021)

Ignoring life expectancy can lead to poor clinical decisions. Healthy older adults who could benefit fromscreening have low screening rates. Older adults with dementia or metastatic cancer are screened for
slow-growing cancers that are unlikely to cause symptoms but may lead to distress from false-positive results,invasive work-ups and treatments. Life expectancy calculators offer the possibility of moving
beyond arbitraryage-based cutoffs to more rational life expectancy based decision-making, incorporating age as well as otherfactors known to predict mortality such as comorbidities, demographics, laboratory
results and pharmacy data. The objectives of the study are to (a) develop and validate a 10-year life expectancy calculator using2005 VA electronic data (demographics, comorbidities, laboratory results and
pharmacy records); (b) developand validate an Augmented life expectancy calculator that adds 2009 functional assessments (Activities ofDaily Living or ADL and Instrumental Activities of Daily Living or
IADL assessments) to the other risk factorsand determine whether the addition of ADL and IADL data lead to improved discrimination; ); (c) develop andvalidate a VA-Medicare life expectancy calculator that
adds 2009 Medicare data to the other risk factors anddetermine whether the addition of Medicare data lead to improved discrimination; (d) apply the life expectancycalculator to a national VA cohort to
determine the proportion of colorectal cancer (CRC) screening that occursin veterans with limited life expectancy (
75% likelihood of life expectancy of 10+ years) in both veterans within the
recommended age(50-75) for CRC screening as well as veterans at more advanced age (76-85) when screening is not routinelyrecommended. By developing and validating a VA electronic data driven life
expectancy calculator, this project willdetermine the rates of potentially inappropriate CRC overscreening in age-appropriate veterans (age 50-75)with a limited life expectancy ( 75% likelihood of life
expectancy of 10+ years). This work willprovide the critical foundation for an intervention to improve the targeting of CRC screening will estimate anindividual veterans' life expectancy to 1) suppress CRC
screening clinical reminders for patients with limited lifeexpectancy (age 50-75) or 2) trigger CRC screening clinical reminders for patients with extended lifeexpectancy (age 76-85). Further, accurate life
expectancy estimates could also be utilized to individualizeother prevention decisions that have a long time to benefit, such as breast cancer screening and intensiveglycemic control. Thus, this work would be
another way that the VA would become a Learning HealthcareSystem that uses clinical data to individualize veterans' prevention decisions and inform system-wide decisionsregarding prevention clinical
alerts.

2. Project Title:
Leader(s):

PALLIATIVE CARE FOR PEOPLE LIVING AT HOME WITH ADVANCING DEMENTIA AND THEIR CAREGIVERS
HARRISON, KRISTA LYN
UNIVERSITY OF CALIFORNIA SAN FRANCISCO
NIH K01AG059831 / (2019-2024)

Project Summary/Abstract This is an application for a K01 award for Krista Lyn Harrison, PhD, whose research focuses on improvinglife for older adults with Alzheimer?s disease and related dementias
(ADRD) and their informal caregivers. Dr.Harrison is a health services and policy researcher and Assistant Professor in the Division of Geriatrics at theUniversity of California, San Francisco (UCSF). Dr.
Harrison has 12-years of experience in qualitative methodsand led the research enterprise of a large hospice prior to completing a UCSF aging research fellowship andimplementation science certificate. Through
the activities proposed in this application, Dr. Harrison willstrengthen and address gaps in her experience through a training plan focused on: a) advanced statisticalmethods in linked datasets, b) ADRD clinical
care and research, and c) translating mixed-methods data intoADRD interventions. Resources to foster her career development include UCSF?s nationally-recognizedDivision of Geriatrics, Memory and Aging
Center, Institute for Health Policy Studies, and K Scholar?s program,Dr. Harrison has assembled an extraordinary multidisciplinary team with extensive expertise. Alzheimer?s disease and related dementias are
progressive incurable illnesses causing significant publichealth burden. Palliative care focuses on reducing suffering and improving quality of life by attending to themulti-dimensional sources of distress for
seriously ill individuals and families. Evidence for quality palliativecare for advanced ADRD comes primarily from research in nursing homes. For the more than 700,000 olderadults with advanced
Alzheimer?s disease who die at home each year, clinicians lack population-level evidenceto guide caregivers and patients in anticipating and planning for disease changes. The proposed K01 willaddress critical
knowledge gaps and develop a toolkit of resources to support basic palliative care provided byneurologists. Dr. Harrison will first use a nationally-representative dataset to longitudinally examine
factorsassociated with mortality and nursing home stay among people living at home with severe and advancingADRD. Second, she will use semi-structured interviews with older adults living at home with
ADRD, currentand bereaved caregivers to understand palliative and end-of-life experiences and opportunities to improvepalliative care for ADRD. Third, Dr. Harrison will work with multiple stakeholders to
refine and assess thefeasibility of a toolkit of basic palliative care resources for use in neurology clinical practice (such as anassessment checklist, evidence-based strategies for discussing serious illness prognosis
and advance careplanning adapted for ADRD, referral and billing guides, and summarized evidence from Aims 1 and 2 on livingat home with ADRD to inform anticipatory guidance). The goal of this toolkit
is to improve neurologists?communication with older adults living at home with advancing ADRD and/or their informal caregivers. Theproposed research will provide Dr. Harrison with the preliminary data,
training, and experience to supportfuture competitive independent R-series applications to test the efficacy and effectiveness of her intervention.

3. Project Title:
Leader(s):

IMPROVING PALLIATIVE CARE ACCESS THROUGH TECHNOLOGY (IMPACTT): A MULTI-COMPONENT PILOT STUDY
STEPHENS, CAROLINE
UNIVERSITY OF CALIFORNIA SAN FRANCISCO
NIH K76AG054862 / (2017-2021)

PROJECT SUMMARY ABSTRACTThis K76 Paul B. Beeson Emerging Leaders Career Development Award in Aging proposes to provide Dr.Caroline Stephens, a newly promoted Associate Professor in the
UCSF School of Nursing, with mentorshipand training in translational qualitative research, implementation science, clinical trials, and leadershipdevelopment. The proposed training and support will provide
her with the necessary additional skills to becomea transformative interdisciplinary leader in aging and palliative care research who examines and promoteschanges at the junctures of healthcare systems to
improve access to palliative care services and supports for hard toreach nursing home (NH) populations. She has assembled an excellent multidisciplinary team of mentors andscientific advisors with the
following areas of expertise: clinical geriatrics and palliative care (Drs. ChristineRitchie and Sei Lee); implementation science (Drs. C. Ritchie and S. Lee); integrated care delivery models forfrail elders (Dr. C.
Ritchie and L. Branagan); measuring and improving health care quality in NHs (Drs. S. Lee,Charlene Harrington, Joseph Ouslander); developing/evaluating patient-centered technologies, such as telehealth,for
improving care for medically complex older adults (Drs. C. Ritchie and L. Branagan); statistical expertise onclinical trial design and analysis of complex datasets (Dr. J. Neuhaus); long term care health policy
(Dr. C.Harrington); translational qualitative research methods (Dr. J. Shim); developing, testing and evaluating multi-component interventions in the NH setting (Dr. J. Ouslander).Suboptimal communication
and lack of access to appropriate and timely palliative care expertise and supportin the NH setting often leads to burdensome transitions, particularly at the end of life. Dr. Stephens' researchwill focus on
developing, optimizing and pilot-testing a multi-component Improving Access ThroughTechnology (ImPAcTT) intervention that leverages existing telehealth technologies to provide staff education;family
outreach, engagement and support; care coordination; and resident symptom management andfacilitation of goals-of-care discussion. ImPAcTT employs a secure communications platform that permits
multi-person live video, audio, and text message consultations; real-time document sharing and documentation foradvanced care planning discussions; and remote virtual assessment capabilities. In Aim 1, she
will conductsemi-structured interviews with NH staff, residents and families to explore potential barriers and facilitators tousing telehealth for increasing upstream access to PC expertise, support, and
education. In Aim 2, she willassess the technical feasibility of telehealth to provide NH palliative care education and support, and developand refine study protocols with up to 10 NH residents, families and
staff. In Aim 3, she will conduct a pilotimplementation trial in 3 NHs to evaluate the feasibility and acceptability of the multi-component ImPAcTTintervention. These studies will provide the scientific
foundation for a compelling R01 application to evaluatethe outcomes of this ImPAcTT intervention in a multi-site RCT.

4. Project Title:
Leader(s):

IMPROVING AGING IN PLACE FOR OLDER ADULTS LIVING IN SUBSIDIZED HOUSING
BROWN, REBECCA TYLER
UNIVERSITY OF PENNSYLVANIA
NIH K76AG057016 / (2018-2021)

PROJECT SUMMARY/ABSTRACT The ability to live comfortably, safely, and independently in one?s home and community ? often called?aging in place? ? is a key component of quality of life for older
adults. Yet the ability to age in place is severelycompromised among the nearly 3 million older adults living in federally-subsidized housing, whose risk fornursing home admission is seven times that of the
general population. Although some resources are availableto help these vulnerable older adults to age in place, existing programs have not been found to decrease ratesof nursing home placement or to improve
other key aspects of aging in place, including function and quality oflife. Thus, there is a need to develop more effective strategies to identify at-risk individuals in subsidizedhousing and deliver targeted
interventions to improve aging in place. The aims of the parent grant for thisapplication are to determine barriers and facilitators to a two-component intervention to improve aging in placefor older adults living
in subsidized housing, including (a) case-finding to identify high-risk individuals and (b)Function-Focused Care to improving function and aging in place (Aim 1); and to pilot test the feasibility andpreliminary
effectiveness of this intervention for improving function and aging in place for older adults living insubsidized housing (Aims 2 and 3). Subsidized housing residents have a disproportionate prevalence
ofcognitive impairment, with nearly 30% screening positive for dementia. However, the parent award focuses onaddressing the needs of individuals with functional impairment and does not recruit sufficient
participants withdementia nor perform the assessments needed to understand their unique needs. The objective of thisadministrative supplement is to address this gap by adapting and refining the parent
intervention to meet theneeds of people with Alzheimer?s disease and related dementias (ADRD) and determining the feasibility andpreliminary effectiveness of this adapted intervention for people with ADRD.
We propose the following specificaims: first, to expand the qualitative parent study to identify the unique needs of people with ADRD, allowing usto adapt and refine the intervention for older adults with
ADRD living in subsidized housing (Aim 1); andsecond, to expand the parent case-finding and Function-Focused Care pilot intervention to include rigorouscognitive assessments and increased enrollment of
people with ADRD, allowing us to determine its feasibilityand preliminary effectiveness for people with ADRD. Relevance/public health significance: Completing theseaims will provide valuable preliminary
data which will inform an R01 application employing this intervention, tobe submitted in Year 3 of the K76 award. If successful, this intervention could have a transformative impact forvulnerable older adults
with ADRD living in subsidized housing, enhancing their freedom to live in the leastrestrictive setting while also decreasing costs for long-term care.

5. Project Title:
Leader(s):

IMPROVING OUTCOMES OF OLDER ADULTS WITH PSYCHOSOCIAL VULNERABILITY UNDERGOING MAJOR SURGERY
TANG, VICTORIA LAI-YEN
UNIVERSITY OF CALIFORNIA SAN FRANCISCO
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NIH K76AG059931 / (2019-2024)
PROJECT SUMMARY / ABSTRACT This application for the Paul B. Beeson Emerging Leaders Career Development Award in Aging (K76)describes the five-year career development plan of Dr. Victoria
Tang, a geriatrician and young physician-scientist in the Division of Geriatrics at the University of California, San Francisco. Dr. Tang?s long-term careergoal is to develop a research niche that bridges the field
of aging and surgery to improve the care of oldersurgical patients. The specific career development goals outlined in this application include developing expertise inimplementation science, intervention
development, clinical trial design/analysis, and building a research nichethat bridges the field of aging and surgery to improve the care of older surgical patients at the national level.The primary mentor for
accomplishing these career development goals is Dr. Ken Covinsky, Professor ofMedicine at UCSF and Principle Investigator of the UCSF Older Americans Independence Center. Dr.Covinsky will be assisted
by co-mentor Dr. Emily Finlayson, Professor of Surgery and Director of UCSF?sCenter for Surgery in Older Adults. The career development plan of Dr. Tang includes individualizedmentorship with her
mentorship team, formal coursework, one-on-one tutorials, and leadership training. The overall objective of the research plan is to understand the role of psychosocial vulnerability in post-operative outcomes
with the largest cohort of older surgical patients to date and to develop a pilot test apsychosocial intervention to improve depressive symptoms, coping skills, and social support. The centralhypothesis of this
project is that preoperative psychosocial vulnerability is associated with post-operativefunctional recovery, and a greater understanding of psychosocial vulnerability and interventions designed tomitigate its
effects will improve post-operative outcomes, such functional recovery. The specific aims of theproject include (1) determining the independent association between pre-operative psychosocial vulnerabilitywith
2-year overall mortality and functional decline following major surgery; (2) understanding howpsychosocial vulnerability impacts post-operative recovery in older surgical patients through
semi-structuredinterviews with older surgical patients and caregivers; and (3) comparing 6-month functional recoveryoutcomes between those randomized to a psychosocial intervention (navigator-led social
support and problemsolving therapy) versus usual care. These aims will permit a better understanding of psychosocial vulnerability,a geriatric-specific risk factor, in older adults that may be especially
important in a time of major surgery. Theapplication is relevant to NIH and NIA because Dr. Tang?s career goal is to leverage an understanding of thegeriatric-specific risk factors to elucidate potential aspects
needing interventions and to improve sharedsurgical decision-making among older adults and their physicians.

6. Project Title:
Leader(s):

ADVANCING PATIENT-CENTERED DECISION MAKING IN OLDER ADULTS WITH LUNG CANCER: INCORPORATING RISK OF FUNCTIONAL DECLINE
INTO TREATMENT DISCUSSIONS
WONG, MELISA L
UNIVERSITY OF CALIFORNIA SAN FRANCISCO
NIH K76AG064431 / (2019-2024)

PROJECT SUMMARY/ABSTRACTThis is a Beeson K76 career development award for Dr. Melisa Wong, a thoracic oncology clinician-investigator dually trained in medical oncology and aging research. Dr.
Wong?s long-term goal is to become anational leader in geriatric oncology research, improving cancer care for older adults by aligning treatmentswith individualized patient goals. More than 72% of older
adults with cancer report that they would not choosea treatment that results in functional impairment, even if it improves survival. Yet, oncologists traditionally maketreatment decisions based on cancer
characteristics, often without discussing how treatment might affectfunction or eliciting patients? goals and values. To move from cancer-centered to patient-centered decisionmaking, oncologists must both
predict which older adults are at highest risk for functional decline andcommunicate complex information about benefits and harms to patients in a way that aligns treatments withtheir goals for function, quality
of life, longevity, and other priorities. This proposal aims to 1) identify risk factorsfor functional decline in daily activities, physical performance, and life-space mobility during chemotherapyand/or
immunotherapy in older adults with metastatic lung cancer; 2A) adapt the Best Case/Worst Case(BC/WC) communication tool; and 2B) test its feasibility for use during treatment discussions with older
adultswith lung cancer. In Aim 1?s multi-site cohort study, patients age 65 and older with metastatic lung cancer willundergo serial geriatric assessments to measure functional status during chemotherapy
and/orimmunotherapy. In Aim 2A?s focus group study, older adults with lung cancer, caregivers, and oncologists willparticipate in focus groups to elicit feedback aimed at adapting the BC/WC tool to
incorporate function andother patient priorities into patient-centered decision making. In Aim 2B?s pre-post pilot study, oncologists willbe trained to use the adapted BC/WC tool; treatment discussions with
older adults with lung cancer before andafter training will be analyzed. Dr. Wong?s exceptional multidisciplinary mentoring team is led by Dr. LouiseWalter, an internationally recognized expert on
individualized decision making for cancer screening in olderadults. This award will support Dr. Wong?s transition to research independence through dedicated training in 1)longitudinal modeling and risk
prediction for functional decline in older adults with cancer; 2) shared decisionmaking and decision-making interventions for older adults with functional or cognitive impairment; 3) clinicaltrial design to test
decision-making interventions for older adults with cancer; and 4) leadership skills to directmulticenter research to transform geriatric oncology care. The results from this proposal will serve as thefoundation
for a multicenter cohort study to develop and validate a risk prediction score for functional declineduring lung cancer treatment in older adults and a cluster-randomized trial to test the effect of the
adaptedBC/WC tool on communication, shared decision making, and receipt of goal-concordant care.

7. Project Title:
Leader(s):

TAILORED GERIATRIC ASSESSMENT AND MANAGEMENT FOR HIV CARE SETTINGS
GREENE, MEREDITH
UNIVERSITY OF CALIFORNIA SAN FRANCISCO
NIH K76AG064545 / (2019-2024)

PROJECT SUMMARY/ABSTRACTDue in large part to the successful development of antiretroviral therapy, adults with HIV infection are livinglonger; in the United States, 47% of all people living with HIV
are age 50 and older. This aging populationincreasingly experiences multimorbidity, polypharmacy, and significant mental health and psychosocialchallenges. Older HIV-positive adults also experience a high
frequency of geriatric conditions including falls,frailty, and functional impairment. Geriatric assessment and management could help address this medical andsocial complexity. Supporting a role for geriatric
assessment, studies show that assessments can predicthospitalization and mortality among older HIV-positive adults and geriatric conditions are associated withpoorer quality of life. Yet little is known on how
to best integrate geriatric assessment and management in HIVcare settings. Strategies developed need to be efficient, able to be administered by non-geriatrics trainedclinicians, and also tailored to the unique
aging issues that are influenced by HIV infection. Our proposaladdresses this knowledge gap by developing and testing a tailored Geriatric Assessment and InitialManagement guide focused on the needs of
older HIV-positive adults, also referred to as G-AIM HIV.Specifically, the objectives of this proposal are to 1) develop G-AIM HIV by incorporating patient and expertperspectives on the most important
geriatric assessment domains and initial management steps; 2) examineHIV providers? and staff attitudes towards G-AIM HIV and identify facilitators and barriers to its use; and 3) pilotG-AIM HIV in two HIV
outpatient settings to evaluate feasibility, acceptability and preliminary patient reportedoutcomes such as quality of life. The objectives of this proposal support the career development activities ofthe PI Dr.
Meredith Greene focused on 1) Delphi methodology and stakeholder engagement, 2) qualitativeresearch methods, 3) intervention and clinical trial research with vulnerable populations, and 4) ongoingleadership
development. Dr. Greene will conduct all work at the University of California, San Francisco with anexceptional mentoring team, led by Dr. Kenneth Covinsky. This K76 Beeson proposal will advance
ourknowledge of how to integrate geriatric principles into HIV care to improve quality of life for older HIV-positiveadults. It will also provide advanced research skills and valuable data to launch Dr. Greene?s
career as anindependent investigator and leader at the intersection of HIV and geriatric medicine.

8. Project Title:
Leader(s):

OPTIMIZING SURGICAL DECISION-MAKING FOR NURSING HOME RESIDENTS UNDERGOING SURGERY FOR BLADDER AND BOWEL DYSFUNCTION
SUSKIND, ANNE M.
UNIVERSITY OF CALIFORNIA SAN FRANCISCO
NIH R01AG058616 / (2018-2022)

PROJECT ABSTRACT:There is a fundamental gap in our understanding of outcomes related to surgery for bladder and boweldysfunction, which are ubiquitous conditions among nursing home residents.
Despite these proceduresbeing relatively ?low risk?, they are not without risk, particularly in an already functionally and cognitivelylimited cohort. Currently, the only available information on such outcomes
are from studies conducted inyounger and healthier individuals and they lack important functional and cognitive outcomes that aremeaningful to older adults. Our overarching research objective is to improve
care for nursing homeresidents with bladder and bowel dysfunction by providing them and their healthcare providers with realisticexpectations about the risks and benefits of surgical treatment for these
conditions. The objective for theproposed study is to better understand the surgical and functional outcomes of these procedures in thenursing home population and to provide patients and their providers with a
prognostic tool to assist in thesurgical decision-making process. The central hypothesis is that there are substantial and significantimmediate and long-term complications resulting from these procedures,
spanning from high rates ofsurgical morbidity and mortality (compared to community-dwelling controls) and poor functional outcomesmeasured by activities of daily living, cognition and specific bowel and
bladder functional outcomes. Thishypothesis will be tested by leveraging Minimum Data Set (MDS) for Nursing Home Resident Assessmentand Medicare claims data (inpatient and outpatient) by the
following three specific aims: 1) to compareshort-term (30-day mortality, surgical complications, length of stay, readmission) and long-term (1-yearmortality and intensity of care) surgical outcomes between
nursing home residents and age-, sex- andcomorbidity-matched community-dwelling older adults undergoing elective surgery for bladder and boweldysfunction, 2) to determine longitudinal changes in
functional status, cognition, and bladder and bowelfunction among nursing home residents following elective surgery for bladder and bowel dysfunction, and3) to develop and internally validate a prognostic
tool for nursing home residents considering electivesurgery for bladder and bowel dysfunction to predict surgical morbidity, mortality and postoperativefunction, cognition and bladder and bowel function. This
study is innovative because it will measure andapply longitudinal functional and cognitive outcomes data to a prognostic tool for surgical proceduresperformed to improve function among an already
functionally impaired population. The proposed researchis significant because there is no information about outcomes for these common conditions in this large andvulnerable population. Development of a
prognostic tool to aid in this decision-making process will serve tominimize the risks of potentially unsuccessful, unnecessary and even harmful procedures, while promotingthe use of such procedures among
individuals who are more likely to receive benefit.

9. Project Title:
Leader(s):

PREDICTING POST-TRANSPLANT MORTALITY AND GLOBAL FUNCTIONAL HEALTH BASED ON PRE-TRANSPLANT FUNCTIONAL STATUS IN LIVER
TRANSPLANTATION
LAI, JENNIFER C.
UNIVERSITY OF CALIFORNIA SAN FRANCISCO
NIH R01AG059183 / (2018-2023)

PROJECT SUMMARYThe decision to proceed with liver transplantation in a patient with end-stage liver disease depends not just onthe risk of death without transplant but the risk of adverse outcomes after it.

Generated on: 09/25/2020, 9:55:09 AM

7 of 19

Pepper_Annual_UCSF_2019-2020

Generated on: 09/25/2020, 9:55:09 AM

PROJECT SUMMARYThe decision to proceed with liver transplantation in a patient with end-stage liver disease depends not just onthe risk of death without transplant but the risk of adverse outcomes after it.
The transplant clinician's assess-ment of a cirrhotic patient's global functional health ? which we have conceptualized as his or her vulnerabilityto health stressors ? is a critical factor (oftentimes the sole factor)
in this decision. Yet at the current time, nostandardized, objective criteria for poor global functional health exist to define who is ?too frail for transplant?.Rather, assessment of functional status in transplant is
subjective and is applied to decision-making ad hoc,resulting in unequal transplant access and potential denial of otherwise suitable candidates. To facilitatetransplant decision-making, a precise understanding of
how pre-transplant functional status impacts post-transplant outcomes is needed to inform prediction of who will not regain excellent global functional health aftertransplant. We have demonstrated that tools to
quantify frailty and functional status in older adults have provenvaluable to measure global functional health in cirrhotic patients and have developed an objective Liver FrailtyIndex, consisting of a composite of
performance-based tests (grip strength, chairs stands, and balancetesting), to capture longitudinal changes in functional status specifically for use in the pre- and post-transplantsettings. Building logically upon
this work, we propose to determine the impact of pre-transplant functionalstatus on 1-year post-transplant mortality and global functional health and develop/validate clinical predictionrules for these outcomes
that incorporate pre-transplant functional status. To accomplish these goals, we willleverage our existing Multi-center Functional Assessment in Liver Transplantation Study, consisting of 5 USliver transplant
centers (UCSF, Johns Hopkins, Columbia, Baylor, and Duke) with a track record ofcollaboration and high-impact research to obtain data on a minimum of 1,300 liver transplant recipients withassessments of
functional status pre-transplantation and assessments of global functional health (including theLiver Frailty Index, disability, and quality of life) 1-year post-transplantation. These data will be used to
developand validate clinical prediction rules that incorporate both pre-transplant functional status, patient and donorcharacteristics to predict death, functional status, disability, and quality of life 1-year after
transplantation. Thisproject will positively impact the field by expanding our ability to measure the benefit of transplant both by howlong a recipient will live as well as by how well a recipient will live after
liver transplantation. Importantly, thisproject will facilitate clinical decision-making for patients and their clinicians through the precise understandingof how functional status impacts outcomes and what patients
can expect after liver transplantation with respectto functional recovery. Given that functional status is modifiable in cirrhotic patients, our data will also supportfuture investigations to develop effective
strategies to improve pre-transplant functional status with the goal ofreducing mortality and optimizing post-transplant functional health.

10. Project Title:
Leader(s):

TRANSFORMING RESEARCH AND CLINICAL KNOWLEDGE IN GERIATRIC TRAUMATIC BRAIN INJURY (TRACK-GERI)
GARDNER, RAQUEL C.
UNIVERSITY OF CALIFORNIA SAN FRANCISCO
NIH R01NS110944 / (2019-2024)

PROJECT SUMMARY / ABSTRACTSome 2.8 million Americans seek medical attention for traumatic brain injury (TBI) annually, resulting inestimated annual costs of over $75 billion. Older adults have
the highest and fastest rising rate of TBI of anyother age-group, with 1 in 50 adults age =75y seeking medical attention for TBI in 2013. Older adults with TBIexperience higher mortality, slower recovery,
worse outcomes, and may be at especially high risk for post-TBIdementia. There are few evidence-based guidelines for management, no tools to provide patients and familieswith reliable estimates of
prognosis, and few proven treatments. Progress has been limited by: 1. systematicexclusion of older disabled patients from most prior prospective TBI studies, and 2. lack of age-appropriate TBIresearch tools.
The overall objective is to launch a 2-site prospective geriatric TBI cohort study that will directlyaddress these barriers by applying state-of-the-art geriatric research methods to the field of TBI to
improverepresentation of older patients in TBI research, and to develop a novel approach to measuring age-appropriate TBI predictors, outcomes, blood-based biomarkers, and neuropathology. The approach
rests on 2foundational concepts: 1. Geriatric TBI is different from TBI in younger patients and will require a targeted age-appropriate approach. 2. Baseline health status ? including
comorbidities/polypharmacy, physical frailty,functional status, and brain structure ? is recognized as a key predictor of outcome in the field of geriatrics butis not systematically measured in TBI research. The
central hypothesis is that pre-injury health will beextremely heterogeneous in geriatric TBI and will be a key predictor of outcome in this population. Anoutstanding team of experts in TBI and aging research
will achieve these Aims: Aim 1: Assemble a prospectivecohort of patients age =65y presenting to the Emergency Department =72h after TBI who underwent CT. Enroll270 TBI patient/study-partner dyads
and 90 controls; perform baseline assessments and blood draws, andassess longitudinal outcomes at 2wk, 3mo, 6mo (primary endpoint) and 12mo; offer enrollment in a braindonation program. Aim 2: Develop
and validate optimized geriatric TBI predictor and outcome assessments:2a: Systematically measure apolipoprotein E allele and pre-injury comorbidities/polypharmacy, physical frailty,and multi-domain
functional status via detailed patient and study partner interviews using validated geriatricinstruments and assess association of these predictors with outcome after TBI. 2b: Describe the natural historyof
geriatric TBI using validated TBI and geriatric outcomes and then use data-driven analytics to identify themost parsimonious set of measures for longitudinal outcome assessment in this population. 2c
(exploratory):Measure pre-injury brain structure (atrophy/white matter disease of uninjured brain visualized on baseline CT)and explore association with outcome after TBI. Aim 3: Identify age-appropriate
diagnostic and prognosticblood-based biomarkers. This work will directly inform design of large-scale age-appropriate geriatric TBIclinical trials that are urgently needed to improve care and outcomes in this
vulnerable population.

11. Project Title:
Leader(s):

IMPACT OF CORONARY REVASCULARIZATION ON LONGITUDINAL COGNITIVE CHANGE IN THE ELDERLY
WHITLOCK, ELIZABETH LOUISA
UNIVERSITY OF CALIFORNIA SAN FRANCISCO
NIH R03AG059822 / (2018-2020)

Project Summary/Abstract:Elders undergoing cardiac surgery are at particular risk of postoperative cognitive dysfunction (POCD), anacute decline in cognition persisting days, weeks, or months following
surgery. Nonetheless, thousands ofelders undergo coronary artery bypass grafting (CABG) each year in the United States in hopes of improvingtheir health and function. Percutaneous coronary intervention
(PCI) offers coronary revascularization thatavoids major surgery and anesthetic exposure, which may be an attractive alternative to CABG for elderlypatients concerned about durable cognitive decline
following CABG despite inferior revascularization outcomesfor certain coronary lesions. It is not known whether long-term cognition, on the timescale of anticipatedclinical benefit of CABG, is impacted
differently by CABG versus PCI, and whether cognitive change is trulynew or a continuation of preoperative cognitive trajectory. We propose an analysis of biennial cognitive testingin the Health and
Retirement Study (HRS) linked with Medicare claims data to investigate population-levelcognitive trajectories spanning up to 20 years in elderly patients undergoing CABG or PCI. Using linear mixed-effects
models, we will model raw and adjusted pre- and post-revascularization cognitive trajectories for eldersundergoing CABG and PCI to evaluate whether long-term population-level pre- and post-procedural
cognitivetrajectory for patients undergoing CABG differs from that for patients undergoing PCI. Furthermore, under thehypothesis that there is heterogeneity among post-procedure cognitive trajectories
beyond that predicted bypre-procedure trajectory, we will identify subpopulations of patients united by clinical characteristics who are atelevated risk of POCD. Finally, to complement results derived from
objective cognitive testing, we will alsostudy the impact of CABG versus PCI on patient-reported (subjective) cognitive function and ability of therespondent to complete cognitively-intensive instrumental
activities of daily living, like medication and financialmanagement. This study will shed new light on the clinical relevance of POCD after coronaryrevascularization, providing data from a novel and
patient-relevant perspective which will help cliniciansreconcile the potential risks of cognitive change with the medical necessity of these interventions in elders athigh risk for catastrophic coronary occlusive
events.

12. Project Title:
Leader(s):

SOCIAL VULNERABILITY OF OLDER ADULTS AND THE RISK OF MEDICAL HOSPITALIZATION
SHAH, SACHIN J
UNIVERSITY OF CALIFORNIA SAN FRANCISCO
NIH R03AG060090 / (2019-2021)

Project Summary/AbstractDecades of research establish that social determinants of older adults affect their health, yet, we lack ways toimplement this knowledge. We fall short without a coherent synthesis:
What basic social determinants shouldan investigator include in their aging cohort study? How can a Medicare accountable care organization includesocial determinants to identify at-risk patients in the
population for which they are accountable? Lackingpractical ways to incorporate social risk factors, risk models often exclude social risk factors, and in doing so,risk creating biased estimates. For practical
applications in research, population health, and policy settings it isuseful to identify a subset for social determinants that predict risk efficiently. Prior attempts have fallen short bynot accounting for the unique
social determinant of older adults. To address this gap, we propose a study todevelop a social vulnerability index ? a summary measure reflective of the social risk factors of older adults.We will test the social
vulnerability index?s ability to predict medical hospitalization, a common health eventamong older adults, and assess the index?s ability to improve traditional risk models. The central hypothesisis that social
risk factors ? specifically aging-associated social risk factors ? will significantly improve thepredictive model discrimination of traditional risk models. This hypothesis will be tested using the
nationally-representative sample of older adults in the Health and Retirement Study Medicare-linked cohort. We have twospecific aims: 1) Develop a social vulnerability index to predict medical
hospitalization and 2) Assess theability of the social vulnerability index to improve upon traditional comorbidity-based prediction models. Thisproject is innovative and significant because it will develop a
summary measure of social vulnerability thatcan be used to improve prediction. This will, in turn, will improve the quality of risk models used in research,population health, and health policy.

13. Project Title:
Leader(s):

IDENTIFYING CONTRIBUTING FACTORS TO BURDENSOME ICU TREATMENTS IN OLDER ADULTS WITH ALZHEIMER'S DISEASE AND RELATED
DEMENTIAS IN THE UNITED STATES AND UNITED KINGDOM
DZENG, ELIZABETH
UNIVERSITY OF CALIFORNIA SAN FRANCISCO
NIH R03AG060098 / (2018-2020)

PROJECT SUMMARY/ABSTRACTFor the 5.3 million older Americans with Alzheimer?s disease and related dementias (ADRD), end-of life-care isincreasingly marked by intensive medical treatments that
are goal-discordant, confer no benefit, and likelycauses harm. Compared to a decade ago, older adults with advanced dementia in the United States (US) aretwice as likely to receive mechanical ventilation
and be admitted to the ICU without substantial improvement insurvival. There is a lack of research describing the systemic and cultural drivers of burdensome ICU care,which we define as ICU admission, ICU
level treatments such as vasopressors or mechanical ventilation, andresuscitation amongst older adults with ADRD near the end of life. Comparisons between the US and theUnited Kingdom (UK), a country
that has significantly lower rates of terminal ICU hospitalization than the US,are useful in determining modifiable drivers of burdensome ICU care. By identifying practices that are commonor accepted in the
UK, but not found in the US, we can bring a different perspective onto typical practices in theUS and identify innovative practices that exist in the UK that could be introduced in the US context to modifythe
American culture of burdensome ICU care. The long-term goal is to design, pilot, and implement hospitalsystems-level interventions that successfully shift institutional culture to mitigate burdensome
treatments forolder adults with ADRD near the end of life. The objective of this project is to identify factors at the institutionallevel that contribute to burdensome ICU treatments in older adults with ADRD
near the end of life. The first aimof this project is to identify institutional, clinician, patient, and family factors that contribute to burdensome ICUtreatments in older adults with ADRD near the end of life in
the US and United Kingdom (UK). This will beaccomplished through a comparative ethnography (observations) at two hospitals in the US (UCSF andUCLA), and two in the UK (King?s College Hospital
and Princess Royal University Hospital). The observationswill focus on of the day-to-day activities and behaviors of individuals involved in the care of older adults withADRD such as ward rounds, family
meetings, and treatment discussions. The project?s second aim identifiespromoter and inhibitors of burdensome ICU treatments in older adults with ADRD near the end of life throughsemi-structured in-depth
interviews with key stakeholders at all levels of the healthcare system. The proposedresearch is innovative because it will be the first rigorously designed, in-depth qualitative study examiningcultural and
systemic factors related to burdensome ICU care between the US and UK. This study is significantbecause it will uncover previously uncharacterized cultural and systemic factors that contribute to
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systemic factors related to burdensome ICU care between the US and UK. This study is significantbecause it will uncover previously uncharacterized cultural and systemic factors that contribute to
burdensomeICU care, which can be used to develop targeted interventions to mitigate burdensome care in older adults withADRD.

14. Project Title:
Leader(s):

IDENTIFYING SCALABLE AND CULTURALLY RELEVANT STRATEGIES FOR RECRUITMENT OF AFRICAN AMERICANS WITH COGNITIVE IMPAIRMENT
INTO DEMENTIA RESEARCH
PORTACOLONE, ELENA
UNIVERSITY OF CALIFORNIA SAN FRANCISCO
NIH R03AG060354 / (2018-2020)

ABSTRACTAfrican Americans are twice as likely to have Alzheimer?s disease than Whites, yet they are underrepresentedin dementia research. The low rate of participation among African Americans
hinders the understanding of themechanisms of dementia in this population, further widening health disparities. To date, partnerships with faith-based organizations are the most common strategy used to
recruit African Americans into dementia research.However, estimates suggest that only half of African Americans regularly attend religious services, which limitsthe effectiveness of this strategy. Thus, there
is an urgent need to develop additional culturally relevant andscalable strategies for recruiting African Americans with cognitive impairment into dementia research. Todevelop such strategies, we will leverage
the expertise of the research team in recruiting older adults who areunderrepresented in research studies. Because older adults with cognitive impairment are likely to be wary ofstrangers, identifying trusted
community-based organizations (CBOs) who are also culturally relevant is critical.Therefore, the goal of this study is to examine how CBOs with national reach could be used as a culturallyrelevant and
scalable approach to facilitate recruitment of African Americans with cognitive impairment. Inorder to identify these partnerships, we will use qualitative methods of analysis. We will interview
AfricanAmericans with cognitive impairment, caregivers, and administrators of selected CBOs with national reach(total n=100). Interviews and focus groups will be audio-recorded, transcribed, and analyzed
using contentanalysis. We will include two sites with whom we have established partnerships and have a highrepresentation (= 25%) of African Americans: Oakland, CA and Detroit, MI. Interviews and focus
groups willoccur at two time points: Timepoint 1 will be used to collect initial data. We will return to the same participantsin Timepoint 2 to obtain feedback on specific guidelines to help standardize
recruitment strategies for AfricanAmericans with cognitive impairment nationwide. The proposed research has three specific aims: (1) to identifybarriers and facilitators to recruit African Americans with
cognitive impairment into research using CBOs withnational reach; (2) to examine factors related to trust and cultural relevance of CBOs to facilitate recruitment,and; (3) to examine barriers and facilitators of
developing partnerships with CBOs with national reach tofacilitate recruitment. The proposed project will address the need to increase the participation of AfricanAmericans with cognitive impairment into
research. The methods developed as part of this project can beapplied to future studies recruiting African Americans with cognitive impairment. These methods can also beused to identify strategies and
guidelines to recruit other ethnic/racial minorities with cognitive impairment aswell as other vulnerable groups into research. Findings of this study will create the foundation for a larger R01study to finalize
and test the effectiveness of national guidelines for standardized strategies with selectedCBOs to recruit African Americans with cognitive impairment into dementia research.

15. Project Title:
Leader(s):

IMPACT OF INTENSIVE BLOOD PRESSURE TREATMENT ON CLINICAL OUTCOMES OF HOSPITALIZED OLDER ADULTS
ANDERSON, TIMOTHY S
BETH ISRAEL DEACONESS MEDICAL CENTER
NIH R03AG064373 / (2019-2021)

PROJECT SUMMARY/ABSTRACTOlder adults accounted for over 12 million hospitalizations in 2015. During hospitalization, blood pressure (BP)may fluctuate as a result of acute illness, stress, and new
medication exposures. Though the long-termbenefits of strict BP control on older adults? cardiovascular risk are well established, no research has shown ashort-term benefit to treating asymptomatic elevated
BPs during hospitalization. Despite this evidence gap,single-center studies indicate older adults commonly receive intensive BP treatments during hospitalization fornon-cardiac conditions. Older adults are at
increased risk of medication-related adverse events while beingtreated for and recovering from acute illness, therefore, understanding the benefits and harms of intensivelytreating elevated BPs during
hospitalization is critically important. While hospitalized for conditions unrelated tohypertension, older adults may be particularly susceptible to harms resulting from BP overtreatment, includingsymptomatic
orthostasis, falls, and acute kidney injury. To date, prior studies have not assessed the effect ofintensive inpatient BP treatment on clinical outcomes during hospitalization. The importance of addressing
theknowledge gaps surrounding inpatient BP management is highlighted by prior research on inpatient bloodglucose management which demonstrated that applying outpatient blood glucose treatment targets
to thehospital setting results in increased risks of in-hospital hypoglycemia and mortality. The objective of thisapplication is to characterize the epidemiology and outcomes of intensively treating elevated BPs
in olderadults during hospitalization. We propose a retrospective cohort study of all older adults hospitalized for non-cardiac conditions in the national Veteran?s Affairs Health System between 2013 and 2015.
First, we willdescribe how often elevated inpatient BPs are treated intensively among hospitalized older adults and evaluatepatient characteristics associated with intensive BP management. We will use log
binominal or Poissonregression to obtain direct estimates of relative risks of intensive BP treatment by key patient characteristicsincluding prior outpatient BP control, polypharmacy, multi-morbidity,
dementia, and limited life expectancy.Second, we will evaluate the impact of intensive inpatient BP treatment on in-hospital clinical outcomesincluding potential harms (e.g. falls, acute kidney injury) and
potential benefits (reduction in acute CV events).We will compare in-hospital outcomes of older adults who did and did not receive intensive BP treatment usingpropensity score matching to control for
confounding by indication. We will conduct pre-specified subgroupanalyses to determine whether patients with multi-morbidity, dementia, or limited life expectancy haveincreased risk of in-hospital harms.
This study will fill a vital knowledge gap and provide key guidance to informinpatient BP treatment decisions for older adults. These data will serve as the foundation for future studies todesign and test a pilot
intervention to guide the individualization of elevated BP treatment decisions during theperi-hospitalization period based upon older adults? likelihood to benefit and risk of adverse
outcomes.
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II. RESEARCH, RESOURCES AND ACTIVITIES (continued...)
C. PILOT/EXPLORATORY PROJECTS (3 Pilot Projects Listed)
1. Project Title:
Leader:

Functional Impairment and Advance Care Planning among Older Adults Transferred to Long-Term Acute Care Hospitals: An Analysis of the Health and Retirement
Study
Anil Makam, MD

Each year, over 120,000 hospitalized older adults survive an acute or critical illness and are transferred to a long-term acute care hospital (LTAC) to
recover. LTACs are distinct from acute care hospitals and skilled nursing facilities (SNFs) in their focus on treating patients who require extended inpatient
care, typically for 3-5 weeks following the initial hospitalization. While most commonly understood as the post-acute care setting of choice for chronically
critically ill patients, three-quarters of LTAC patients are not mechanically ventilated, but rather, require other medically complex inpatient care, such as
antibiotics, complex wound care, and dialysis.
The intended goal of LTACs is to help patients recover and regain independence; however, using national Medicare claims data, we found that older
adults transferred to an LTAC have poor prognoses. Fewer than 20% of older adults transferred to an LTAC were alive at 5 years. Patients spent on
average two-thirds of their remaining time alive after transfer as an inpatient. Over one-third were confined to an inpatient setting and never returned home
before dying. One-third received an artificial life-prolonging procedure. Lastly, half experienced a minimal definition of recovery, defined as achieving 60
consecutive days alive without inpatient care. Though half make it back home at some point after their LTAC stay, actual functional recovery is unknown.
Maintaining functional independence is an important health care goal for older adults.
Despite this bleak prognosis, there is extremely low use of specialty palliative care and hospice among older adults transferred to LTACs. Using national
Medicare data, we found that only 16% of older adults transferred to LTACs in the Medicare program ever enrolled into hospice with a median of 10 days,
which is far lower than for the overall Medicare program, where 48% of decedents enrolled in hospice for a median of 24 days, and only 1% were ever
seen by a palliative care physician during the initial episode of care. While patients in LTACs may represent a distinct population who desired to pursue
life-sustaining and intensive care, we do not know if patients participated in advance care planning—whether goals of care discussions occurred or if
patients expressed desire for life-sustaining treatment. Understanding advance care planning actions in this population could uncover a critical gap in
LTACs, which are intended to be post-acute care settings that specialize in the care of older adults with serious illness.
The objective of this Dr. Makam's study is to develop a novel, robust, and nationally representative cohort of older adults which will include detailed
assessments on functioning and advance care planning both before and after LTAC transfer, and will generate compelling preliminary data for a R01
grant application to explore these areas in greater depth. His central hypothesis is that geriatric syndromes and unmet palliative care needs are highly
prevalent in this vulnerable population. In subsequent years, Dr. Makam will be using this work to support his future application for a R01 grant.
2. Project Title:
Leader:

Understanding the Context of Patient Medication Practices among Diverse Older Adults with Multiple Chronic Conditions
Jan Jih, MD

By 2050, 42% of the older U.S. adult population will be racial/ethnic minorities. Older minorities bear a substantial burden of multiple chronic conditions
(MCC) and polypharmacy and receive poorer quality of chronic disease management. Patient-clinician communication barriers are important contributors
to disparities in care and outcomes of MCC including polypharmacy. In particular, clinic visit communication about the context of people’s lives (i.e.,
contextual factors such as food availability, culture, home safety, etc.) optimally informs MCC management including medication management and is
essential to delivering patient-centered healthcare. As the World Health Organization succinctly states: “The context of people’s lives determine their
health.” Yet, few patient-clinician communication interventions focused on medication practices have included diverse populations and have centered on
patient activation and engagement in clinical communication about medication use. Furthermore, most do not address the interactions of aging, MCC,
polypharmacy and contextual factors that enhance or reduce health.
Type 2 diabetes is one of the most common conditions among patients with MCC. A common scenario is the minority older adult with diabetes and
concurrent comorbid conditions with significant polypharmacy. The burden of self-management tasks related to diabetes (e.g., checking glucose, taking
multiple medications, optimizing exercise, adhering to diet) while simultaneously following care plans for other conditions can be overwhelming, particularly
when care plans do not account for culture, language and the context of patients’ daily lived experiences. We need clinically feasible, patient-centered
interventions, particularly among those with racial/ethnic, cultural or non-English language diversity, to support person-centered communication between
patients and clinicians about the complexities of chronic disease care including medication use.
The goal of Dr. Jih’s study is to better understand the multi-level contextual factors that influence the medication practices of older minorities with MCC in
order to develop a patient-centered technology-enabled, photo-based communication intervention to promote optimal medication management called
medPhoto+Care. The premise of a medPhoto+Care is that a picture is worth a thousand words, meaning that photos can promote efficient information
exchange and activate patients to communicate their lived experiences to their clinicians, so they can develop patient-centered care plans together.39-41
Using smartphone cameras as a tool, medPhoto+Care will elicit and integrate contextual factors relevant to medication practices into primary care for
older minorities with MCC. medPhoto+Care will consist of a patient component, which will comprise: 1) brief training on photo-taking with a smartphone
camera; 2) photo-taking guided by standardized structured and open-ended prompts to elicit contextual factors relevant to medication practices; and 3)
sharing of photos from the smartphone and their accompanying oral narratives in a clinic visit; and a clinician component, which will include training to 1)
respond to the photos and 2) discuss the contextual factors elicited by the photos with patients.
Through this pilot, Dr. Jih seeks to prove that medPhoto+Care will improve patient-clinician communication about the contextual factors affecting
medication practices within MCC management and lead to realistic care plans that align with patient goals and preferences. She aims to conduct her
study with older African American, Latino and Asian patients who speak English, Spanish or Chinese (Cantonese/Mandarin) from the UCSF primary care
clinics. Since the start of her study, Dr. Jih has been setting up her study to conduct observations in patients’ homes (n=10) to directly observe medication
practices and explore contextual factors related to medication use within the context of MCC in these levels: 1) individual factors, behaviors and
preferences (e.g., diet and physical activity practices); 2) clinical factors (e.g., comorbid conditions, geriatric syndromes); and 3) family and community
factors (e.g., culture, social support).
Currently, Dr Jih and her team have completed 4 home visit interviews to explore patients’ practices, beliefs and preferences on medication use among
diverse older adults with multiple chronic conditions. They are in the process of rescheduling 3 home visits through Zoom during the COVID19 pandemic.
They have learned a range of patients' medication practices and preferences through these home visits, some of which were easily communicated through
photos.
3. Project Title:
Leader:

Sleep medication use and cognitive aging in a biracial cohort of community-dwelling elderly
Yue Leng, PhD

Older adults frequently report sleep disturbances, making sleep medications one of the most commonly used medications in the elderly. Sleep
medications can be broadly divided into over-the-counter (OTC) and prescription medication, with different subtypes included in each category. Growing
evidence suggested that the use of both OTC and prescription sleep medications in the elderly could lead to a range of adverse events, including high
risk of falls and short-term memory loss. However, the effects of sleep medication use on cognitive aging outcomes, including cognitive decline and risk of
Alzheimer’s disease and related dementias (ADRD) in the long term are poorly understood. While most previous studies have examined the association
between benzodiazepine use and risk of dementia and have found inconsistent results, almost nothing is known about non-benzodiazepine type of sleep
medications or if different types of sleep medications influence long-term cognitive trajectory differently. Since different types of sleep medications have
different mechanisms of action and different drug detection times, they might also affect cognition differently. Given the high prevalence of both sleep
medication use and ADRD in older adults, understanding the link between the two has large public health implications. Characterization of users of
different types of sleep medications is a critical first step in understanding their health implications.
The overall objective of this study is to characterize older sleep medication users, determine the association between the use of different types of sleep
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The overall objective of this study is to characterize older sleep medication users, determine the association between the use of different types of sleep
medications and cognitive decline and impairment, and elucidate the role of sleep disturbances, sex and race. Dr. Yue is leveraging the existing data
infrastructure of a biracial longitudinal cohort of aging, the Health ABC Study, in order to characterize users of sleep medications, determine the
association between sleep medication use and cognitive decline and impairment, and explore the role of sleep disturbances, sex and race in this
association. She is developing her analysis to compare baseline characteristics between users and non-users of each sleep medication in univariable
analysis. Multivariable logistic regression will be used to identify independent correlates of sleep medication users. Linear regression will be used to
estimate the cross-sectional association between sleep medication use and scores of each cognitive test. Mixed effect models will be used to examine the
longitudinal effects of sleep medication use on change in cognitive scores over time. She will also use logistic regression to model sleep as a predictor for
the development of MCI and dementias. In order to address the independent effects of sleep medication use, we will carefully construct multivariable
models to account for potential confounders, determined a-priori. We will also model the interaction to decide if the association between sleep medication
use and risk of adverse cognitive outcomes will be modified by sleep disturbances and other factors, such as sex and race.
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II. RESEARCH, RESOURCES AND ACTIVITIES (continued...)
D. DEVELOPMENT PROJECTS (2 Development Projects Listed)
1. Project Title:

Methods with Survey Data

Leader:

Grisell Diaz-Ramirez, MS, Bocheng Jing, MS

Currently there are no clear methods or best practice guidelines regarding analysis of survey data to support all survey topics ranging from surgery prediction to cognition. There
are currently no software packages available, thus creating an issue of no standardized methods in calculations to perform analysis. The aims of this development project were
to explore survey data issues from three main aspects: survival prediction (cox model, competing risk), propensity score methods, and linear mixed model.
Since the start of this project, Ms. Diaz-Ramirez and Mr. Jing have been actively disseminating their findings, of note:
1. The following proceeding paper was accepted to SAS Global: “Mixed-Effects Models and Complex Survey Data with the GLIMMIX Procedure”
2. The following proceeding paper was also accepted to SAS Global: “Propensity Score Matching with Survey Data”
3. SAS proceedings papers on mixed model and propensity score were presented at the Virtual SAS Global meeting. They are both now published on the Proceedings of the
SAS Global Forum 2020 and also accessible online to reach the a global audience
Mixed model download link: https://www.sas.com/content/dam/SAS/support/en/sas-global-forum-proceedings/2020/4937-2020.pdf
Propensity score download link: https://www.sas.com/content/dam/SAS/support/en/sas-global-forum-proceedings/2020/4942-2020.pdf
2. Project Title:
Leader:

Statistical Harmonization of Two Nationally Representative Data Sets: HRS and NHATS
Sun Jeon, PhD

Dr. Sun Jeon seeks to develop a harmonized coding of ADL/IADL and other functional measures using the Health Retirement Study (HRS) and the National Health Aging
Trends Study (NHATS).
Through her analysis of the prevalence of disabilities in those two data sets, NHATS showed higher prevalence across ADL/IADL measures than that in HRS. Currently there is
a lack of an understanding of whether the NHATS cohort consists of generally sicker people or the discrepancy was derived from the way the questions were asked or the
survey is done.
From observation of work that UCSF Pepper Center Investigators are engaging in, she has seen great overlap their interests in and demands for this work.
Dr. Jeon will be dedicating her effort to further study in this area to get a deeper understanding of NHATS/HRS cohorts, survey design, and of course as well as some statistical
tests.
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III. CAREER DEVELOPMENT
REC Scholar, Research & Grants Funded During Pepper Supported Time

Years

Publications

Lindsey Hampson, MD
Assistant Professor of Urology / UCSF
Evaluating Quality of Life and Decisional Regret Among Older Men Undergoing Treatment for Stress Urinary Incontinence

2019-2020

1 (0 1st/Sr)

2019-2020

4 (3 1st/Sr)

2019-2020

6 (1 1st/Sr)

2019-2021

2 (2 1st/Sr)

2019-2020

2 (2 1st/Sr)

2019-2020

2 (2 1st/Sr)

2019-2020

9 (3 1st/Sr)

GEMSSTAR R03 Grant Funder: NIA Funding Period: 9/1/2019 - 5/31/2021
Doris Duke Award to Retain Clinical Scientists Grant Funder: Doris Duke Charitable Foundation Funding Period: 7/1/2019 - 6/30/2020

Elizabeth (Liz) Whitlock, MD, MS
Assistant Professor, Anesthesia / UCSF
Cognitive Change Before and After Total Joint Arthroplasty in Older Adults
GEMSSTAR R03 - R03AG059822 Title: Impact of Coronary Revascularization on Longitudinal Cognitive Change in the Elderly Grant Funder: NIH/NIA Funding Period: 08/01/2019- 07/31/2020
UCSF KL2 Scholar Award (KL2TR001870) Title: Impact of Elective Total Joint Arthroplasty on Longitudinal Cognitive Change in Older Adults Grant Funder: National Center for Advancing Translational Sciences KL2 Scholar Program Funding Period:
08/01/2019- 07/31/2022

Lauren Hunt, PhD, RN, FNP
Assistant Professor, Physiological Nursing / UCSF
Live Discharge from Hospice: Impact on Burdensome Transitions in the Last Month of Life in Persons with Dementia
UCSF KL2 Scholar Award (KL2 TR001870) Title: The Impact of Live Discharge from Hospice on Burdensome Transitions in the Last Month of Life for Persons with Dementia Grant Funder: National Center for Advancing Translational Sciences KL2 Scholar
Program Funding Period: 7/1/2019-6/30/2022
NPCRC Award Title: Potentially Burdensome Health Care Use Following Live Discharge from Hospice for Patients with Dementia Grant Funder: National Palliative Care Research Center Funding Period: 7/1/2019-6/30/2021

Ashwin Kotwal, MD
Assistant Professor, Geriatrics / UCSF
Evaluating Explanations for the Association between Sensory Impairments, Cognitive Decline, and Dementia
GEMSSTAR R03 - R03AG064323 Grant Title: Loneliness and Social Isolation among Older Adults in the Last Years of Life Grant Funder: NIA Funding Period: 8/01/2019-5/31/2021
NPCRC Award Title: Social Health among Older adults in the Last Years of Life Grant Type: Foundation Grant Grant Funder: National Palliative Care Research Center Funding Period: 7/01/2019-6/31/2021

Sachin Shah, MD, MPH
Assistant Professor, Medicine / UCSF
Anticoagulation in Vulnerable, Older Adults with Atrial Fibrillation
UCSF KL2 Scholar Award (KL2TR001870) Title: Anticoagulation in Vulnerable, Older Adults with Atrial Fibrillation Grant Funder: National Center for Advancing Translational Sciences KL2 Scholar Program Funding Period: 8/1/2019-6/30/2022
GEMSSTAR R03 Title: Social Vulnerability of Older Adults and the Risk of Medical Hospitalization Grant Funder: NIH/NIA Funding Period: 9/15/2019-5/31/2021
UCSF Pilot Award for Junior Investigators in Basic and Clinical/Translational Sciences Title: Anticoagulation in Vulnerable, Older Adults with Atrial Fibrillation Grant Funder: UCSF Resource Allocation Program Funding Period: 7/1/2019-6/30/2020
CADC Scholar Award Title: Anticoagulation in Vulnerable, Older Adults with Atrial Fibrillation Grant Funder: Center for Aging in Diverse Communities Funding Period: 7/1/2019-6/30/2020

Scott Bauer, MD, MS
Assistant Professor, Medicine / UCSF
Prevalence of Frailty Among Older Men with Lower Urinary Tract Symptoms
UCSF-CTSI K Scholars Program Team Science Award Title: Incorporating pharmacokinetics/pharmacodynamics into n-of-1 trials of tamsulosin deprescribing in older men Funding Period: Mar 1, 2020 - Feb 28, 2021 Role: PI

Willa Brenowitz, PhD, MPH
Assistant Professor, Psychiatry / UCSF
Evaluating Explanations for the Association between Sensory Impairments, Cognitive Decline, and Dementia
K01 (1K01AG062722-01A1) Title: Sensory Impairments, Cognitive Decline, and Dementia: What Explains the Association? Grant Funder: NIH/NIA Funding Period: 9/01/2019-4/30/2020
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IV. PUBLICATIONS
2020
1. Extreme Vulnerability of Home Care Workers During the COVID-19 Pandemic-A Call to Action.
Allison TA, Oh A, Harrison KL
JAMA Intern Med, 2020 Aug 4
https://doi.org/10.1001/jamainternmed.2020.3937 | PMID: 32749452
Citations: | AltScore: 53.3
2. Moving prevention of functional impairment upstream: is middle age an ideal time for intervention?
Brown RT, Covinsky KE
Womens Midlife Health, 2020, 6: 4
https://doi.org/10.1186/s40695-020-00054-z | PMID: 32695430 | PMCID: PMC7366897
Citations: | AltScore: NA
3. Patient-reported measures of well-being in older multiple myeloma patients: use of secondary data source.
Cenzer I, Berger K, Rodriguez AM, Ostermann H, Covinsky KE
Aging Clin Exp Res, 2020 Jan 22, 32(6): 1153-1160
https://doi.org/10.1007/s40520-019-01465-3 | PMID: 31970671 | PMCID: PMC7260254
Citations: | AltScore: 0.25
4. Frailty Is Associated With Increased Rates of Acute Cellular Rejection Within 3 Months After Liver Transplantation.
Fozouni L, Mohamad Y, Lebsack A, Freise C, Stock P, Lai JC
Liver Transpl, 2020 Mar, 26(3): 390-396
https://doi.org/10.1002/lt.25669 | PMID: 31655014 | PMCID: PMC7036016
Citations: 1 | AltScore: NA
5. Transforming Undergraduate Student Perceptions of Dementia through Music and Filmmaking.
Gubner J, Smith AK, Allison TA
J Am Geriatr Soc, 2020 May, 68(5): 1083-1089
https://doi.org/10.1111/jgs.16418 | PMID: 32372442
Citations: | AltScore: 62.78
6. Hospice Staff Perspectives on Caring for People with Dementia: A Multisite, Multistakeholder Study.
Harrison KL, Allison TA, Garrett SB, Thompson N, Sudore RL, Ritchie CS
J Palliat Med, 2020 Mar 4, 23(8): 1013-1020
https://doi.org/10.1089/jpm.2019.0565 | PMID: 32130076 | PMCID: PMC7404831
Citations: | AltScore: 2.35
7. Community-Based Palliative Care Consultations: Comparing Dementia to Nondementia Serious Illnesses.
Harrison KL, Bull JH, Garrett SB, Bonsignore L, Bice T, Hanson LC, Ritchie CS
J Palliat Med, 2020 Jan 22, 23(8): 1021-1029
https://doi.org/10.1089/jpm.2019.0250 | PMID: 31971857 | PMCID: PMC7404819
Citations: | AltScore: 4.85
8. What's Happening at Home: A Claims-based Approach to Better Understand Home Clinical Care Received by Older Adults.
Harrison KL, Leff B, Altan A, Dunning S, Patterson CR, Ritchie CS
Med Care, 2020 Apr, 58(4): 360-367
https://doi.org/10.1097/MLR.0000000000001267 | PMID: 31876645 | PMCID: PMC7071951
Citations: 1 | AltScore: 1.85
9. Barriers and Solutions to Advance Care Planning among Homeless-Experienced Older Adults.
Kaplan LM, Sudore RL, Cuervo IA, Bainto D, Olsen P, Kushel M
J Palliat Med, 2020 Mar 17
https://doi.org/10.1089/jpm.2019.0550 | PMID: 32182155
Citations: | AltScore: NA
10. Advance Care Planning Prior to Death in Older Adults with Hip Fracture.
Kata A, Cenzer I, Sudore RL, Covinsky KE, Tang VL
J Gen Intern Med, 2020 May 4, 35(7): 1946-1953
https://doi.org/10.1007/s11606-020-05644-1 | PMID: 32367390 | PMCID: PMC7351969
Citations: 1 | AltScore: 1.75
11. \We Have a Long Way to Go:\ A Case Study Examination of Older Women Veterans' Experiences in VA Primary Care.
Silvestrini M, Nicosia F, Spar MJ, Gibson CJ, Brown RT
Inquiry, 2020 Jan-Dec, 57: 46958020931311
https://doi.org/10.1177/0046958020931311 | PMID: 32525421 | PMCID: PMC7290258
Citations: | AltScore: 2.25
12. Time Spent Away from Home in the Year Following High-Risk Cancer Surgery in Older Adults.
Suskind AM, Zhao S, Boscardin WJ, Smith A, Finlayson E
J Am Geriatr Soc, 2020 Mar, 68(3): 505-510
https://doi.org/10.1111/jgs.16344 | PMID: 31981366 | PMCID: PMC7161704
Citations: | AltScore: 22.75
2019
1. Smoking and Smoking Cessation Among Criminal Justice-Involved Older Adults.
Ahalt C, Buisker T, Myers J, Williams B
Tob Use Insights, 2019, 12: 1179173X19833357
https://doi.org/10.1177/1179173X19833357 | PMID: 30890860 | PMCID: PMC6416677
Citations: | AltScore: 2.45
2. Assessing Risk for Adverse Outcomes in Older Adults: The Need to Include Both Physical Frailty and Cognition.
Aliberti MJR, Cenzer IS, Smith AK, Lee SJ, Yaffe K, Covinsky KE
J Am Geriatr Soc, 2019 Mar, 67(3): 477-483
https://doi.org/10.1111/jgs.15683 | PMID: 30468258 | PMCID: PMC6510389
Citations: 6 | AltScore: 37.95
3. Comparison of Pharmacy Database Methods for Determining Prevalent Chronic Medication Use.
Anderson TS, Jing B, Wray CM, Ngo S, Xu E, Fung K, Steinman MA
Med Care, 2019 Oct, 57(10): 836-842
https://doi.org/10.1097/MLR.0000000000001188 | PMID: 31464843 | PMCID: PMC6742560
Citations: 2 | AltScore: 8.95
4. A systematic review of methods for determining cross-sectional active medications using pharmacy databases.
Anderson TS, Xu E, Whitaker E, Steinman MA
Pharmacoepidemiol Drug Saf, 2019 Apr, 28(4): 403-421
https://doi.org/10.1002/pds.4706 | PMID: 30761662 | PMCID: PMC7050409
Citations: 4 | AltScore: 2.6
5. Trajectories of functional impairment in homeless older adults: Results from the HOPE HOME study.
Brown RT, Guzman D, Kaplan LM, Ponath C, Lee CT, Kushel MB
PLoS One, 2019, 14(8): e0221020
https://doi.org/10.1371/journal.pone.0221020 | PMID: 31408488 | PMCID: PMC6692032
Citations: | AltScore: 8.45
6. An integrative group movement program for people with dementia and care partners together (Paired PLI?): initial process evaluation.
Casey JJ, Harrison KL, Ventura MI, Mehling W, Barnes DE
Aging Ment Health, 2019 Feb 12, 24(6): 971-977
https://doi.org/10.1080/13607863.2018.1553142 | PMID: 30744387 | PMCID: PMC6690798
Citations: | AltScore: 1.25
7. \Looking Forward\: a qualitative evaluation of a physical activity program for middle-aged and older adults with serious mental illness.
Dobbins S, Hubbard E, Leutwyler H
Int Psychogeriatr, 2019 Aug 28 1-8
https://doi.org/10.1017/S1041610218002004 | PMID: 31455434 | PMCID: PMC7047554
Citations: | AltScore: NA
8. Oral health and access to dental care among older homeless adults: results from the HOPE HOME study.
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8. Oral health and access to dental care among older homeless adults: results from the HOPE HOME study.
Freitas DJ, Kaplan LM, Tieu L, Ponath C, Guzman D, Kushel M
J Public Health Dent, 2019 Dec, 79(1): 3-9
https://doi.org/10.1111/jphd.12288 | PMID: 30295922 | PMCID: PMC6420347
Citations: 1 | AltScore: 12.45
9. Physician Perspectives on Deprescribing Cardiovascular Medications for Older Adults.
Goyal P, Anderson TS, Bernacki GM, Marcum ZA, Orkaby AR, Kim D, Zullo A, Krishnaswami A, Weissman A, Steinman MA, Rich MW
J Am Geriatr Soc, 2020 Jan, 68(1): 78-86
https://doi.org/10.1111/jgs.16157 | PMID: 31509233 | PMCID: PMC7061460
Citations: 1 | AltScore: 83.25
10. Dying With Dementia: Underrecognized and Stigmatized.
Harrison KL, Hunt LJ, Ritchie CS, Yaffe K
J Am Geriatr Soc, 2019 Aug, 67(8): 1548-1551
https://doi.org/10.1111/jgs.15895 | PMID: 30908605 | PMCID: PMC6684346
Citations: | AltScore: 110.9
11. Care Settings and Clinical Characteristics of Older Adults with Moderately Severe Dementia.
Harrison KL, Ritchie CS, Patel K, Hunt LJ, Covinsky KE, Yaffe K, Smith AK
J Am Geriatr Soc, 2019 Sep, 67(9): 1907-1912
https://doi.org/10.1111/jgs.16054 | PMID: 31389002 | PMCID: PMC6732035
Citations: 3 | AltScore: 149.27
12. Who Will Care for the Caregivers? Increased Needs When Caring for Frail Older Adults With Cancer.
Huang LW, Smith AK, Wong ML
J Am Geriatr Soc, 2019 May, 67(5): 873-876
https://doi.org/10.1111/jgs.15863 | PMID: 30924526 | PMCID: PMC6488360
Citations: 1 | AltScore: 63.5
13. Psychoactive Medications and Adverse Outcomes among Older Adults Receiving Hemodialysis.
Ishida JH, McCulloch CE, Steinman MA, Grimes BA, Johansen KL
J Am Geriatr Soc, 2019 Mar, 67(3): 449-454
https://doi.org/10.1111/jgs.15740 | PMID: 30629740
Citations: 2 | AltScore: 19.9
14. Food Insecurity Is Associated with Behavioral Health Diagnosis Among Older Primary Care Patients with Multiple Chronic Conditions.
Jih J, Nguyen TT, Jin C, Seligman H, Boscardin WJ, Ritchie CS
J Gen Intern Med, 2019 Dec 5
https://doi.org/10.1007/s11606-019-05569-4 | PMID: 31808129
Citations: | AltScore: 8.25
15. Feasibility and Acceptability of Technology-Based Exercise and Posture Training in Older Adults With Age-Related Hyperkyphosis: Pre-Post Study.
Katzman WB, Gladin A, Lane NE, Wong S, Liu F, Jin C, Fukuoka Y
JMIR Aging, 2019 Jan-Jun, 2(1): e12199
https://doi.org/10.2196/12199 | PMID: 31363712 | PMCID: PMC6664796
Citations: | AltScore: NA
16. Geriatric oncology research at the 2019 American Geriatrics Society (AGS) annual meeting: Joint perspectives from the Young International Society of Geriatric Oncology (SIOG) and AGS
Cancer and Aging Special Interest Group.
Kotwal AA, Presley CJ, Loh KP, Huang LW, Lam V, Wong ML
J Geriatr Oncol, 2019 Nov, 10(6): 994-997
https://doi.org/10.1016/j.jgo.2019.06.008 | PMID: 31272896 | PMCID: PMC6814544
Citations: | AltScore: 7.5
17. Frailty Associated With Waitlist Mortality Independent of Ascites and Hepatic Encephalopathy in a Multicenter Study.
Lai JC, Rahimi RS, Verna EC, Kappus MR, Dunn MA, McAdams-DeMarco M, Haugen CE, Volk ML, Duarte-Rojo A, Ganger DR, O'Leary JG, Dodge JL, Ladner D, Segev DL
Gastroenterology, 2019 May, 156(6): 1675-1682
https://doi.org/10.1053/j.gastro.2019.01.028 | PMID: 30668935 | PMCID: PMC6475483
Citations: 7 | AltScore: 29.5
18. Often Off-label: Questionable Gabapentinoid Use Noted at Hospital Admission Warrants Deprescribing.
Lam K, Rochon PA, Steinman MA
J Hosp Med, 2019 Sep, 14(9): 579-580
https://doi.org/10.12788/jhm.3245 | PMID: 31507352 | PMCID: PMC6716494
Citations: | AltScore: NA
19. Making Function Part of the Conversation: Clinician Perspectives on Measuring Functional Status in Primary Care.
Nicosia FM, Spar MJ, Steinman MA, Lee SJ, Brown RT
J Am Geriatr Soc, 2019 Mar, 67(3): 493-502
https://doi.org/10.1111/jgs.15677 | PMID: 30506667 | PMCID: PMC6402957
Citations: 3 | AltScore: 13.35
20. Goals-of-Care Conversations for Older Adults With Serious Illness in the Emergency Department: Challenges and Opportunities.
Ouchi K, George N, Schuur JD, Aaronson EL, Lindvall C, Bernstein E, Sudore RL, Schonberg MA, Block SD, Tulsky JA
Ann Emerg Med, 2019 Aug, 74(2): 276-284
https://doi.org/10.1016/j.annemergmed.2019.01.003 | PMID: 30770207 | PMCID: PMC6714052
Citations: 2 | AltScore: 26.35
21. Walking the Tightrope between Study Participant Autonomy and Researcher Integrity: The Case Study of a Research Participant with Alzheimer's Disease Pursuing Euthanasia in Switzerland.
Portacolone E, Covinsky KE, Johnson JK, Rubinstein RL, Halpern J
J Empir Res Hum Res Ethics, 2019 Dec, 14(5): 483-486
https://doi.org/10.1177/1556264619853198 | PMID: 31179811 | PMCID: PMC6884661
Citations: 2 | AltScore: 0.5
22. The Precarity of Older Adults Living Alone With Cognitive Impairment.
Portacolone E, Rubinstein RL, Covinsky KE, Halpern J, Johnson JK
Gerontologist, 2019 Mar 14, 59(2): 271-280
https://doi.org/10.1093/geront/gnx193 | PMID: 29373676 | PMCID: PMC6417768
Citations: 6 | AltScore: NA
23. Stability of Symptom Clusters in Patients With Lung Cancer Receiving Chemotherapy.
Russell J, Wong ML, Mackin L, Paul SM, Cooper BA, Hammer M, Conley YP, Wright F, Levine JD, Miaskowski C
J Pain Symptom Manage, 2019 May, 57(5): 909-922
https://doi.org/10.1016/j.jpainsymman.2019.02.002 | PMID: 30768960 | PMCID: PMC6486424
Citations: 1 | AltScore: NA
24. Recurrent Urinary Tract Infections are Associated With Frailty in Older Adults.
Tang M, Quanstrom K, Jin C, Suskind AM
Urology, 2019 Jan, 123: 24-27
https://doi.org/10.1016/j.urology.2018.09.025 | PMID: 30296501
Citations: | AltScore: NA
25. Advance Care Planning in Older Adults With Multiple Chronic Conditions Undergoing High-Risk Surgery.
Tang VL, Dillon EC, Yang Y, Tai-Seale M, Boscardin J, Kata A, Sudore RL
JAMA Surg, 2019 Mar 1, 154(3): 261-264
https://doi.org/10.1001/jamasurg.2018.4647 | PMID: 30516794 | PMCID: PMC6439627
Citations: | AltScore: 77.19
26. Cognitive Change After Cardiac Surgery Versus Cardiac Catheterization: A Population-Based Study.
Whitlock EL, Diaz-Ramirez LG, Smith AK, Boscardin WJ, Avidan MS, Glymour MM
Ann Thorac Surg, 2019 Apr, 107(4): 1119-1125
https://doi.org/10.1016/j.athoracsur.2018.10.021 | PMID: 30578068 | PMCID: PMC6707506
Citations: 2 | AltScore: 124.496
27. Age-related differences in patient-reported and objective measures of chemotherapy-induced peripheral neuropathy among cancer survivors.
Wong ML, Cooper BA, Paul SM, Abrams G, Topp K, Kober KM, Chesney MA, Mazor M, Schumacher MA, Conley YP, Levine JD, Miaskowski C
Support Care Cancer, 2019 Oct, 27(10): 3905-3912
https://doi.org/10.1007/s00520-019-04695-3 | PMID: 30770977 | PMCID: PMC6697247
Citations: | AltScore: 13.65
28. Geriatric oncology health services research: Cancer and Aging Research Group infrastructure core.
Wong ML, Lichtman SM, Morrow GR, Simmons J, Hargraves T, Gross CP, Lund JL, Lowenstein LM, Walter LC, McDermott CL, Mohile SG, Cohen HJ
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Wong ML, Lichtman SM, Morrow GR, Simmons J, Hargraves T, Gross CP, Lund JL, Lowenstein LM, Walter LC, McDermott CL, Mohile SG, Cohen HJ
J Geriatr Oncol, 2020 Mar, 11(2): 350-354
https://doi.org/10.1016/j.jgo.2019.07.012 | PMID: 31326392 | PMCID: PMC6980419
Citations: | AltScore: 0.25
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V. EXTERNAL ADVISORY BOARD MEMBERS
Jean Kutner, MD, MPH/MSPH
School of Medicine, University of Colorado
Serving since 2013 (7 years)
Mark S. Lachs, MD
Weil Cornell Medicine
Serving since 2013 (7 years)
Seth Landefeld, MD
School of Medicine, University of Alabama at Birmingham
Serving since 2013 (7 years)
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VI. RECOGNITION AND AWARDS (2019-2020)
Elizabeth (Liz) Whitlock, MD, MS (2019)
2019, Oct: Featured Abstract, Impact of a delirium prevention and treatment pathway on perioperative administration of Beers Criteria medications. American Society of Anesthesiologists Annual Meeting;
Orlando, FL.
2020, Apr: Honored for one of 2019’s Most Influential Manuscripts by a Junior Researcher for Cognitive change after cardiac surgery versus cardiac catheterization: A population-based study at 2020 Claude
D. Pepper Older Americans Independence Center Annual Meeting: Bethesda, MD.
2020, May: Presidential Poster Session for Population-level cognitive trajectory before and after coronary revascularization in older adults. American Geriatrics Society Annual Meeting: Long Beach, CA
Top 10 most downloaded papers from Can J Anaesth in 2019. for Donovan AL, Whitlock EL. Intraoperative dexmedetomidine to prevent postoperative delirium: in search of the magic bullet. Invited,
peer-reviewed editorial on Intraoperative use of dexmedetomidine for the prevention of emergence agitation and postoperative delirium in thoracic surgery: A randomized controlled trial. Can J Anaesth 2019
Apr;66(4):365-70.
Krista Harrison, PhD (2019)
UCSF Philip R. Lee Institute for Health Policy Studies Emerging Scholar Exchange Program presenting at the University of Pennsylvania Leonard R. Davis Center (January 2020)
2019 UCSF MSTAR Research Mentor of the Year Award for the UCSF Medical Students Training in Aging Research (MSTAR)
Appointed Associate Director of Analytic Research Operations for UCSF Geriatrics (July 2019)
Lauren Hunt, PhD, RN, FNP (2019)
UCSF Alzheimer's Disease Research Center's Research Education Component Scholar Award
Lindsay Hampson, MD, MAS (2019)
Selected by the American Urological Association to attend the Early Career Investigators Workshop at AUA Headquarters in September 2019.
Meredith Greene, MD (2019)
October 2019 - Honored for strong clinical contributions of integrating geriatrics into HIV care at the 19th annual HIV & Aging International Workshop
Rebecca Brown, MD, MPH (2019)
Selected for the Research Council of the National Alliance to End Homelessness
Appointed Expert Panel Member, Predicting Frailty and Functional Disability using Medicare Claims and EHR Data, Office of the Assistant Secretary for Planning and Evaluation, U.S. Department of
Health & Human Services
Scott Bauer, MD, MS (2019)
Acceptance into NIA Butler-Williams Scholars Program 2019
Best Abstract Presentation, Pepper OAIC Annual Meeting 2020
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VII. MINORITY RESEARCH
General Brief Description of Minority Activities:
Not defined.
Minority Trainee(s):
Jennifer E. James, PhD, MSW, MS, Assistant Professor, Institute for Health & Aging at UCSF
Incarceration and the health of currently and formerly incarcerated individuals was highlighted as an important social determinant of health in Healthy People 2020. Individuals with a history of incarceration
report more chronic health problems after incarceration than before (Schnittker & John, 2007), in many cases regardless of the length of time served (Schnittker & John, 2007; Massoglia, 2008). Compared
to the general population, incarcerated persons are more likely to have high blood pressure, asthma, cancer, arthritis and infectious diseases (Healthy People 2020) and studies have shown that women with a
history of incarceration face a greater disease burden than men with a history of incarceration (Healthy People 2020; Covington, 2007). Ninety percent of recently released women have chronic medical,
mental health, or substance use disorders, which is significantly higher than the general population (Mallik-Kane & Visher, 2005; Schnittker, Massoglia & Uggen, 2012). Additionally, within the first two
weeks after release, recently released individuals have a 12.7 times higher mortality rate than the general population and that relative risk is higher for women than men (Binswanger et al., 2007). Being
Black, being a woman, being poor and having a history of incarceration each confer serious health risks (Braithwaite, Treadwell, & Arriola, 2008). The overall goal of this study is to use interviews and
ethnographic observation to better understand the intersection of these interconnected forms of risk. Dr. James will use a novel qualitative interview approach called “collective dialogue”, grounded in Black
Feminist Epistemology, that engages participants in the analysis of the data they produce with the researcher over the course of open-ended interviews about their lives. This method, which Dr. James
developed and piloted in her dissertation, enables her to center the lived experience of older, formerly incarcerated Black women and enables the women to participate in the production of knowledge about
themselves. These interviews, combined with ethnographic observations of organizations advocating for the health and welfare of currently and formerly incarcerated women, will produce a multi-faceted
and multilayered account of post-incarceration experiences of women with chronic disease and how they access healthcare. Currently, she is continuing to recruit participants for interviews. Her interviews
to date have produced incredibly rich data. She is currently working with two research assistants to analyze the data, and have submitted abstracts based on preliminary findings to four conferences, and
have been invited to present at two conferences this summer. However, attendance for conferences have been placed on hold due to COVID 19 safety protocols.
Minority Grant(s):
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UNIVERSITY OF FLORIDA
Claude D. Pepper Older Americans Independence Center
Principal Investigator

Marco Pahor, M.D.

352-294-5800

mpahor@ufl.edu

Program Administrator

Lauren Crump, MPH

352-294-5800

lcrump@ufl.edu

I. CENTER DESCRIPTION
The mission of the University of Florida Older Americans Independence Center (OAIC) is twofold: 1) to optimize
older persons’ physical performance and mobility through interdisciplinary approaches; and 2) to train new
investigators in aging and disability research while developing their leadership qualities. Our goal is to enhance
late-life health and independence, with a special focus on mobility. To accomplish our mission, our strategy is to
attract studies and inventive investigators from diverse behavioral, clinical, basic, and technological science
disciplines with a common research focus: “mobility and prevention of disability.” Traversing the entire spectrum
of biomedical investigation, including molecular biology, animal studies, clinical research, behavioral sciences,
epidemiology, and engineering, our research effort addresses the OAIC’s general goal: to increase scientific
knowledge that leads to better ways to maintain or restore independence of older people. Our research objectives
are to: 1) assess, using translational research (among diverse disciplines), the biological, co-morbid, psychosocial,
behavioral, and other factors that contribute to physical function decline, loss of mobility, and progression toward
disability; and 2) develop and reliably test, in clinical and preclinical studies, interventions that target mobility to
prevent, delay, or recover the age-related declines in physical function. Our educational objective is to train future
leaders in clinical translational research on aging. To meet these objectives the proposed OAIC trains Junior
Scholars and supports investigators, resources, services, external studies, development projects, and
pilot/exploratory studies through seven integrated cores: Leadership and Administrative Core; Research
Education Core; Pilot/Exploratory Studies Core; Clinical Research Core; Metabolism and Translational Science
Core; Biostatistics Core; and Data Science and Applied Technology Core. A relevant strength of the proposed
OAIC is the concerted action of the interdisciplinary cores, projects, and investigators who address one common
research focus spanning the entire spectrum of biomedical investigation.
Research hypotheses:
Multiple biological, co-morbid, psychosocial, cognitive, and behavioral factors contribute to agerelated
physical function decline, loss of mobility, and progression to disability.
Interventions that target individual or multiple biological, co-morbid, psychosocial, cognitive, and
behavioral risk factors of physical function decline avert the loss of mobility and prevent disability.
Research objectives:
Assess, by taking advantage of a bidirectional translation between basic and clinical research, the multiple
factors that contribute to physical function decline, loss of mobility, and progression to disability.
Develop and test pharmacological, nutritional, and behavioral interventions for preventing decline in
physical function, loss of mobility, and progression to disability.
Educational objectives:
Educate and train new investigators in research on aging and disability in older adults.
Develop leadership qualities and roles in Junior Scholars supported by the OAIC.
Develop skills for translating findings between basic and clinical research.
Operational objectives:
To provide outstanding investigators and state-of-the-art resources, environment, and services to support
the above-mentioned research and educational objectives.
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II. RESEARCH, RESOURCES AND ACTIVITIES
A. CORES
Biostatistics Core (RC 3) (Biostats)
Leader 1: Peihua Qiu, PhD pqiu@ufl.edu
Leader 2:

Samuel Wu, PhD samwu@ufl.edu
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UNIVERSITY OF TEXAS MEDICAL BRANCH (UTMB)
Claude D. Pepper Older Americans Independence Center
Principal Investigator

Elena Volpi, M.D.

409-747-1987

evolpi@utmb.edu

Program Administrator

Stephanie Burt

409-266-9675

stburt@UTMB.EDU

I. CENTER DESCRIPTION
The UTMB Claude D. Pepper Older Americans Independence Center (OAIC) has been continuously funded since
2000. From the very beginning, we have nurtured a multidisciplinary translational research culture to fulfill our
mission, which is to improve physical function and independence in older adults. Central to this mission has been
the career development and training of the next generation of leaders in geriatric research. Our scientific focus has
evolved over the years from a narrow interest in the mechanisms of sarcopenia to the translation of our findings in
much needed patient-centered interventions to improve physical function and independence. This evolution derives
not only from the natural progression of our research from basic discoveries to healthy humans and from healthy
humans to patients, but also from a deliberate effort of the OAIC leadership to promote and support collaborations
between scientists in muscle aging and investigators in population health and outcomes research on aging and
rehabilitation. This second line of research has always been present from the beginning of our OAIC, but was
conducted in parallel with muscle research. The intersection of these two lines has accelerated the development of
new research foci. An example is the rapid development of patient-centered outcomes research in the elderly,
which culminated with the funding of a large infrastructure grant and, more recently, with our participation in the
trans-Pepper patient-centered multicenter clinical trials on fall prevention, the STRIDE Study, and the D-CARE.
Our current theme is to “Identify pathways of physical function loss and gain and develop targeted interventions to
improve functional recovery from illness in older adults”.
Our general hypothesis is that aging induces mild but significant biological and metabolic changes that - in
combination with patient factors – progressively lead to functional loss and predispose to potentially catastrophic
declines in physical function during bouts of acute illness and hospitalization. Once hospitalized, variations in
hospital and post-hospital care will significantly determine whether geriatric patients will recover physical
function after their illnesses. Thus, we hypothesize that interventions involving rehabilitation, nutritional
supplementation, pharmacologic anabolic treatments, as well as changes in decision making and healthcare
delivery can prevent the age- and disease-induced functional loss and improve functional recovery from illness in
older adults.
The specific aims of the UTMB OAIC are as follows:
1. Stimulate the growth of multidisciplinary translational research to improve physical function and functional
recovery from illness in older adults by:
Funding pilot project research to generate preliminary data in promising new areas of investigation
Funding developmental projects to develop innovative technologies
2. Train future leaders in geriatric research on the mechanisms, prevention and treatment of functional loss
and recovery in older adults
3. Recruit established investigators with expertise relevant to muscle function and functional recovery in older
adults into interdisciplinary translational research related to the OAIC focus.
4. Provide core support and add value to funded translational research on functional loss and recovery in older
adults.
5. Foster collaborations between UTMB investigators and investigators at other OAICs and other institutions
on studies of physical function and functional recovery in older adults.
These specific aims will be accomplished through the Leadership/Administrative Core (LAC), as well as the
activities of our Research Education Component (REC), the Pilot/Exploratory Studies Core (PESC) and the three
highly productive Resource Cores (RC) that encompass the major areas of our multidisciplinary translational
research model: Clinical Research RC1, Metabolism and Biology RC2, and Biostatistics and Data Management
RC3.
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II. RESEARCH, RESOURCES AND ACTIVITIES
A. CORES
Biostatistics & Data Management Resource Core (BDMRC)
Leader 1: Yong-Fang Kuo, PhD yokuo@utmb.edu
Leader 2:

Heidi Spratt, PhD

hespratt@utmb.edu

The goal of the Biostatistics and Data Management Resource Core is to provide biostatistical
collaboration and training, and develop biostatistics methodology and data management tools for
research relevant to the Center theme. Core personnel are highly qualified faculty and staff with
expertise in study design, computer science, data management, and statistical analysis from a wide
range of research applications.
Clinical Research Resource Core (CRRC)
Leader 1: Elena Volpi, MD, PhD evolpi@utmb.edu
Leader 2:
Leader 3:

Mukaila Raji, MD, MS muraji@utmb.edu
Roxana Hirst, MS
rmhirst@utmb.edu

The Clinical Research Resource Core is the primary resource for subject recruitment, tracking and
retention activities, and for training Scholars in clinical research. This core has been instrumental in
developing the infrastructure to support translation of basic discoveries in geriatric populations,
developing the ACE Unit Research Laboratory, and participating in large clinical trials, such
as ASPREE, STRIDE, D-CARE, MoTrPAC, and STEP-HI. The core supports research studies on the
mechanisms underlying function loss and recovery; development and testing of novel treatments;
trajectories of physical function and disability in community-dwelling and hospitalized older adults; and
pragmatic, patient-centered studies on recovery from illness.

Leadership and Administrative Core (LAC)
Leader 1: Elena Volpi, MD, PhD evolpi@utmb.edu
Leader 2:

Rebeca Wong, PhD

rewong@utmb.edu

Leader 3: Stephanie Burt, MS
stburt@utmb.edu
The overall goal of the Leadership/Administrative Core (LAC) is to provide the administrative infrastructure and
leadership to support the activities and growth of the entire UTMB OAIC, and fulfill our mission, which is to
stimulate translation of the research findings to improve physical function and independence in older adults. The
LAC specific aims are: 1. Provide overall leadership and direction for all activities of the UTMB OAIC. We will:
a. Evaluate new opportunities for research and collaborations at the local, national and international level with
support from our Internal Advisory Committee (IAC) and External Advisory Committee (EAC); b. Attract new
investigators by providing training opportunities, as well as pilot and developmental projects; c. Coordinate and
integrate Core functions, promoting scientific coherence, access to Core resources and expertise, and new
utilization of Core resources; d. Coordinate and leverage OAIC Cores with other institutional resources; e. Foster
collaborations between UTMB OAIC investigators and Cores with other OAICs and institutions.
Metabolism & Biology Resource Core (MBRC)
Leader 1: Blake Rasmussen, PhD
blrasmus@utmb.edu
Leader 2:

Stanley J. Watowich, PhD sjwatowi@utmb.edu
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The Metabolism & Biology Resource Core promotes and supports basic science and translational
research. The MBRC1 significantly contributes to the Center theme and goals by providing fundamental
and innovative analytical services, biorepository facilities, training and expertise to explore the
biological (molecular and cellular) and metabolic (protein, fat, glucose, and energy) pathways involved in
muscle loss and functional recovery in older adults. It also develops and tests novel therapeutics in
preclinical models. MBRC1 support has led to several new NIH grants.

Pilot and Exploratory Studies Core (PESC)
Leader 1: Doug Paddon-Jones, PhD djpaddon@utmb.edu
Leader 2: Kyriakos Markides, PhD kmarkide@utmb.edu
The goal of the Pilot/Exploratory Studies Core is to stimulate new research addressing the issues of functional loss
and gain and promoting functional recovery from serious illness in the elderly. We target early stage investigators,
and also investigators well established in other areas who can turn their expertise to studies consistent with the
OAIC theme. We employ our assets and partner with other institutional resources to accomplish the following
specific aims: 1. Solicit and select the most meritorious research proposals for PESC funding. 2. Identify
opportunities for co-sponsorship of PESC studies. 3. Provide PESC investigators with access to resources from
other OAIC cores and institutional research facilities/centers. 4. Monitor the progress of PESC studies. 5. Ensure
regulatory compliance, safety and protection of human subjects enrolled in PESC studies. 6. Provide assistance
and mentorship to develop PESC studies into independently funded grant applications.
Research Education Component (REC)
Leader 1: Kenneth Ottenbacher, PhD kottenba@utmb.edu
Leader 2:

James S. Goodwin, MD

jsgoodwi@utmb.edu

Leader 3: Blake Rasmussen, PhD
blrasmus@utmb.edu
The goal of the REC is to increase the number of rigorously trained, extramurally competitive, and scientifically
competent scholars who will conduct translational investigations in aging, lead multidisciplinary research teams,
and eventually mentor the next generation of investigators in aging research. To achieve this goal, the REC will
address the following objectives: Objective 1: Identify, recruit and select qualified scholars who are beginning
their academic/scientific careers in aging and demonstrate the potential for multidisciplinary translational
research. Objective 2: Create Individualized Career Development Plans for each scholar that identify a lead
mentor and a mentoring team with defined roles, and document expected milestones of research progress
including publications, presentations, and submission of grant proposals, and training in the scientific integrity and
the responsible conduct of aging related research. Objective 3: Develop and implement a high-quality program of
education and training activities integrated with mentoring experiences that provide REC scholars with the skills
necessary to establish productive scientific careers.
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II. RESEARCH, RESOURCES AND ACTIVITIES (continued...)
B. RESEARCH (23 Projects Listed)
1. Project Title:
Leader(s):

ADVANCED GLYCATION END-PRODUCTS, EXERCISE, AND SARCOPENIA
RANDOLPH, AMANDA
UNIVERSITY OF TEXAS MEDICAL BR GALVESTON
NIH F30AG058381 / (2017-2021)
PROJECT SUMMARY / ABSTRACTThe age-related loss of muscle mass, strength, and function, known as
sarcopenia, represents one of the mostcommon conditions in older adults. Of these conditions, sarcopenia is
the only one for which no FDA-approvedtreatment exists. To promote independence and prevent disability in
our aging population, the identification ofdrug targets for sarcopenia is crucial. Type 2 Diabetes Mellitus
(T2DM) is an ideal model for this purposebecause sarcopenia is accelerated in older people who have T2DM.
It may be possible to identify new drugtargets for the accelerated sarcopenia of T2DM by contrasting pathway
dysregulation in healthy older controlsand in patients with T2DM. One promising potential target, upregulated
by the hyperglycemic milieu of T2DM,is non-enzymatic protein glycosylation (known as glycation) and the
subsequent formation of advancedglycation end-products (AGE). This detrimental process is known to
contribute to multiple conditions, includingT2DM, Alzheimer?s disease, and low-grade inflammation.
Increased AGE concentration has previously beenlinked to decreased muscle strength and function in
cross-sectional studies. Furthermore, blocking AGEaccumulation in animal models improves muscle mass.
However, the role of AGE in sarcopenia in humans hasyet to be substantiated. We propose that AGE
represents a potential mediator of accelerated sarcopenia inhumans with T2DM. However, more preliminary
evidence of muscle AGE responsiveness to existing treatmentmodalities ? such as resistance exercise ? is
needed to design specific clinical trials. The proposed ancillarystudy to parent R01 AG049611 will examine
AGE in older subjects with T2DM and healthy controls before andafter 12 weeks of progressive resistance
exercise training. We hypothesize that progressive resistanceexercise training will reduce AGE concentrations
in plasma and muscle, and that these reductions will beassociated with improved sarcopenia outcomes ?
namely, muscle mass, strength, and function. We will alsotest the hypothesis that progressive resistance
exercise training can improve protein glycation and AGEaccumulation in T2DM older patients to levels not
different from that of healthy older controls. By employingclinical, proteomic, and biochemical
methodologies, the present study will address this hypothesis throughthree Specific Aims: 1) identify and
quantify glycated protein targets in the skeletal muscle and plasma fromolder adults with and without T2DM,
2) identify the effects of progressive resistance exercise training on AGEconcentration and downstream
effectors of AGE, and 3) determine whether AGE concentration is associatedwith baseline differences or
intervention-induced changes in measures of muscle mass, strength, or function,and estimate how much of the
variation in these measures is explained by AGE concentration. Determiningthe impact of progressive
resistance exercise training on AGE accumulation will inform the search for noveltherapeutic targets of
accelerated sarcopenia of T2DM, and assist in the design of future clinical trials.

2. Project Title:

IMPROVEMENT IN PATIENTS' COGNITION AND RELATIONSHIP WITH
SNF QUALITY MEASURES
Leader(s):
DOWNER, BRIAN GREGORY
UNIVERSITY OF TEXAS MEDICAL BR GALVESTON
NIH K01AG058789 / (2019-2023)
PROJECT SUMMARY/ABSTRACTI am an assistant professor in the Division of Rehabilitation Sciences at
the University of Texas Medical Branchin Galveston, Texas. The purpose of this K01 proposal is to provide
me with the knowledge, analytical skill,and experience necessary to become a successful investigator. To me,
this means I will develop a fundedresearch program that advances the quality of post-acute care for older
adults, in particular for those withcognitive impairment, Alzheimer's disease and related dementias. My K01
application is focused on skillednursing facilities (SNFs) because they are the most frequent post-acute care
site for older adults. My training ingerontology has focused on analyzing cognitive data and using large data
sets to identify potentially modifiablerisk factors for cognitive impairment and dementia. During the K01
period, I will receive training in four areasthat build upon my prior training in gerontology and expertise on the
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epidemiology of dementia: (1) Healthcharacteristics, assessment process, quality outcomes and follow-up
needs associated with older adultsreceiving SNF care; (2) Operational standards and regulatory (decision
making) policies of SNFs; (3) Statisticalskills for studying post-acute care outcomes using claims data; and (4)
Career advancement and leadershipdevelopment. Training in these areas will include coursework, shadowing
interdisciplinary teams in clinicalsettings, and experiences accessing, managing, and analyzing Medicare files.
This training will make me aresearcher with a highly-informed view of healthcare policy and clinical context.
My training activities havebeen integrated with a research project in which I will use national Medicare data
files (2012-2014) to completethe following specific aims: (A) Evaluate the change in cognitive status during a
SNF stay for older adults withimpaired cognition on admission; (B) Examine the variation across SNFs in the
percentage of patients withimpaired cognition on admission whose cognitive status improves during a SNF
stay; and (C) Assess therelationship between cognitive status on admission, improvement in cognitive status
during a SNF stay, andperformance on SNF quality measures. The expected findings of this research can
inform clinical interventionsthat target patient- and facility-level characteristics associated with improved
cognitive status. The findings canalso inform healthcare policies meant to incentivize nursing homes to
provide high-quality post-acute care.Completion of the K01 mentored training and research plans will provide
me with the knowledge and skillsnecessary to develop a program of research that will advance the quality of
post-acute care for older adults, inparticular for older adults with cognitive impairment, Alzheimer's disease
and related dementias.
3. Project Title:

COMPARING ACCESS AND EFFECTIVENESS OF POST-ACUTE CARE
SETTINGS AMONG MEDICARE BENEFICIARIES
Leader(s):
KARMARKAR, AMOL
UNIVERSITY OF TEXAS MEDICAL BR GALVESTON
NIH K01HD086290 / (2016-2021)
DESCRIPTION (provided by applicant): Candidate: My long-term goal is to become an independent research
investigator in the evaluation of health policy-related issues in rehabilitation and post-acute care by
developing expertise in health services research methods. The four objectives for this K01 proposal directly
support my long-term career goals and are to: 1). Understand the usability of Medicare and other
administrative claims data; 2). Develop methodological skills to answer clinically relevant research questions;
3). Monitor and comprehend the impact of health policy changes that will be implemented at the post-acute
care level (e.g., payment bundling, site neutral payment, IMPACT Act); and 4). Engage in grant writing and
external collaboration activities to further my academic career. Mentoring Team: My mentoring team includes
senior research investigators experienced in both health services research and rehabilitation outcomes research.
The team is comprised of a biostatistician, a rehabilitation research investigator, a critical care medicine
physician, and a health economist/health policy evaluation specialist. My mentoring team will guide me in the
career development phase (structured coursework, seminars, conferences) and in the research phase (grant
writing and collaboration) of this proposal. Research Strategy: The overarching goal of this K01 proposal is to
explore the variation in access to post-acute care settings in patients discharged from acute hospitals after
stroke, lower extremity fracture, and lower extremity joint replacement. The specific aims of the proposed
study are to: Aim 1: Explore variation in access to post-acute care settings and determine the extent to which
patient-, facility-, and market-levelfactors are associated with this variation. Aim 2: Compare outcomes
between post-acute care settings by developing and testing methods to address selection bias. Primary
outcomes include functional status, community discharge, and hospital readmission. This study will be
conducted using Medicare data for 2012-2014. The research strategy of this proposal is aligned with my
overall career development plan to gain better understanding of post-acute care settings and to develop
expertise in health services research and health policy evaluation related to rehabilitation and post- acute care.
Using the skills and knowledge I will acquire during this K01,I will submit a NIH R01 to investigate the
impact of the health policy changes on the utilization o rehabilitation services and associated outcomes.

4. Project Title:
Leader(s):
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NIH K12HD055929 / (2007-2022)
ABSTRACTIn response to RFA-HD-17-021, we propose the Rehabilitation Research Career Development
Program(RRCD), a renewal of our current grant (K12 HD-055929) to train rehabilitation scientists who are
occupationaland physical therapists. The goal of the RRCD Program is to increase the number of rigorously
trained,extramurally competitive, and scientifically competent rehabilitation scientists who will conduct
translationalinvestigations, lead clinical research teams, and eventually mentor the next generation of
occupational andphysical therapy scientists. The University of Texas Medical Branch (UTMB), the University
of Florida (UF) andthe University of Southern California (USC) will function as a research consortium to
achieve this goal. Theconsortium includes senior rehabilitation investigators (Lead Mentors) who provide
Scholars with the skills andknowledge necessary to become independent investigators and future leaders in
rehabilitation science.The training program is comprised of two phases. Phase 1 (years 1-3) is designed to
provide Scholars with thefoundation needed for a productive career in interdisciplinary rehabilitation research.
Scholars will conductresearch at one of the consortium institutions under the supervision of a Lead Mentor
and collaborate withmembers of an interdisciplinary translational team in their area of research interest. Each
Scholar will preparean Individualized Career Development Plan based on their past training and
recommendations from the LeadMentor and research team. The plan will consist of structured didactic
training involving research methodology,specialized courses and seminars, and mentored grant writing
experiences. In Phase 1, Scholars will acquireresearch experience, generate, analyze, present and publish
research data, and become equipped to competefor independent external funding (e.g., NIH R21, R34, or R01
grants).In Phase 2 (years 4-5), RRCD Scholars will transition to independent researcher positions. Scholars
willcontinue to devote 50-75% effort to research and remain associated with the Lead Mentor and members of
theresearch team, but will no longer receive salary support from the K12 award per the RFA instructions.
Thementor-based training model takes advantage of the excellent resources at the consortium institutions
(e.g.,NIH and NIDILRR career development programs, NIH-funded research centers, and Clinical and
TranslationalScience Awards). Eighty percent of the RRCD Scholars who are currently in Phase 2, or
completed theprogram, have obtained external funding from federal, foundation, or industry sources as an
independentinvestigator.?
5. Project Title:

EPITHELIAL INNATE SIGNALING IN AIRWAY INFLAMMATION AND
REMODELING
Leader(s):
GAROFALO, ROBERTO P
UNIVERSITY OF TEXAS MEDICAL BR GALVESTON
NIH P01AI062885 / (2004-2023)
Respiratory Syncytial Virus (RSV) is a leading cause of childhood respiratory disease, responsible for
75,000?125,000 hospitalizations annually and producing significant morbidity and economic impact. No
vaccine iscurrently licensed to prevent RSV infections. Children hospitalized for RSV lower respiratory tract
infections(LRTIs) have reduced pulmonary function, a significant predictor of adult chronic lung disease. This
is acompeting renewal for our P01, originally funded as AADCRC AI46004 and subsequently through two
P01cycles (9/1/2005-present). Work in our P01 has elucidated mechanisms by which RSV infection produces
arapid epithelial oxidative stress response, triggering innate signaling and resulting in cytokine secretion
thattriggers and shapes adaptive immunity. More recently, we have developed additional compelling
evidencesupporting the central theme of this P01 ? that innate inflammation produced by infection with the
ubiquitousviral pathogen RSV impairs antioxidant capacity, producing disease and triggering long-term
airwayremodeling. Our projects are developed from original discoveries by our internationally recognized
projectleaders (PLs) expert in innate inflammation, oxidative stress, and the DNA damage response. Our
renewalincludes three major research projects (RPs): 1) RP1 (?Epigenetic regulation of innate
inflammation-drivenairway remodeling?) will focus on the role of the NFB-coactivator, a chromatin
remodeling complex (CRC)nucleated by bromodomain-containing protein 4 (BRD4) in RSV-induced
remodeling via epithelial-mesenchymal transition and myofibroblast expansion; 2) RP2 (?The role of innate
immunity indownregulation of the airway antioxidant response during paramyxovirus infection?) will focus on
howRSV causes disease mediated by unbalanced ROS production via a progressive decrease in
NF-E2-relatedfactor 2 (NRF2); and 3) RP3 (?Linkage of the oxidant induced OGG1-DNA complex to
airwayinflammation and remodeling?) will test the hypothesis that RSV-induced epigenetic modification
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viaoxidation of guanine to oxoG in gene regulatory regions controls acute/chronic inflammation and
airwayremodeling via the NFB pathway. This P01 is guided by regular and sustained interactions with our
Internaland External Advisory Committees and is nurtured by significant institutional support from UTMB
Centers,Departments, and Institutes. All our inter-related and synergistic RPs are supported by an
Administrative Core,and human subjects and viral preparations from the Infant Bronchiolitis and Viral Core
(IBVC). Translationaladvances include applications of BRD4 inhibitors, NRF2 agonists, and OGG1 inhibitors
that in preclinicalstudies show promise to interfere with RSV-induced inflammation and remodeling. Upon
completion, this P01will have identified mechanisms of innate signaling-induced remodeling and developed
strategies for reversingremodeling and restoring defective innate immunity in allergic airway diseases.
6. Project Title:

CENTER FOR LARGE DATA RESEARCH AND DATA SHARING IN
REHABILITATION
Leader(s):
OTTENBACHER, KENNETH J.
UNIVERSITY OF TEXAS MEDICAL BR GALVESTON
NIH P2CHD065702 / (2010-2020)
DESCRIPTION (provided by applicant): The Center for Rehabilitation Research using Large Datasets
(CRRLD) was funded in 2010 to build scientific capacity among rehabilitation scientists in research using
large healthcare and administrative datasets. In response to RFA HD-15-010, we propose to transform the
currently funded Center into a new and expanded P2C Center for Large Data Research and Data Sharing in
Rehabilitation. The new Center will continue to build scientific capacity in large data research by focusing on
education and learning experiences designed to promote collaborative research through our successful pilot
studies and visiting scholar programs. The goal of the P2C Center will expand from that of the CRRLD to
include an important new focus on data sharing and archiving information from completed rehabilitation
research studies. This new focus addresses recent federal requirements for sharing information and data from
research studies supported by government funding. The new program will result in valuable datasets becoming
available for secondary data analysis by rehabilitation and disability investigators. The transformed P2C
Center will address the following Specific Aims. Aim 1: Develop Education and Training Programs. Aim 2:
Facilitate Interdisciplinary Collaboration. Aim 3: Support Pilot Studies. Each of these aims will include
activities and learning experiences involving the P2C Center's two focus areas: developing skills and expertise
in large data research, and creating an infrastructure and activities to support archiving and sharing
information from completed rehabilitation research studies. For example, for Aim 3, two types of pilot studies
will be supported: studies involving research using large datasets and studies that involve archiving data from
completed rehabilitation research investigations. Both types of pilot studies will include mentoring and
collaboration with faculty members from the Center's consortium institutions. The consortium includes
research teams from the University of Texas Medical Branch, Cornell University, and the University of
Michigan at Ann Arbor. The transformed center will expand our successful Rehabilitation Data Directory
with the creation of an archiving and data sharing portal. The portal will provide access to archived datasets
along with information and learning opportunities related to data sharing. The P2C Center will build scientific
capacity in important new areas related to health care reform and large data research that will advance
rehabilitation science and practice.

7. Project Title:
Leader(s):

LONGITUDINAL STUDY OF MEXICAN AMERICAN ELDERLY HEALTH
MARKIDES, KYRIAKOS S
UNIVERSITY OF TEXAS MEDICAL BR GALVESTON
NIH R01AG010939 / (1992-2023)
ABSTRACTThis application seeks funds to conduct one more in-person follow-up (wave 10) of the Hispanic
EPESE(Established Population for the Epidemiological Study of the Elderly) surviving subjects (AGED 90+)
and theircaregivers, many of whom were interviewed in 2016 (Wave 9) and/or in 2010-11 (Wave 7). We
propose the newfield work for 2019-20. The baseline was conducted during 1993-94 when a representative
sample of 3,050Mexican Americans aged >65 residing in Texas, New Mexico, Colorado, Arizona, and
California wereinterviewed. At Wave 5 (2004-05), a new cohort of 902 subjects aged >75 was added. The
proposed contact willbe our tenth for the original subjects plus the third contact for most of the caregivers
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whom we interviewed in2010-11 and 2016. At our last contact in 2016 we interviewed 480 subjects that were
aged >88 plus 460informants, most of whom were family caregivers. Our specific aims below are based on
our key findings fromthe previous nine waves, and the limited information on the health and health care needs
of the ?oldest old?Mexican Americans. This is a long living population with a current life expectancy at birth
of approximately 2.5years higher than that of non-Hispanic Whites (Arias, 2014) despite their generally lower
socioeconomic status(Markides and Eschbach, 2005; 2011). We expect to re-interview at least 300 survivors
aged >90. We also planto interview their caregivers (N=300) most of whom were interviewed in 2016 and
some of them also interviewedin 2010-11. The Hispanic EPESE has been a multipurpose study with
contributions to numerous aspects of agingin the Mexican American population. The proposed application
will also have multiple aims mostly centered onthe health and health care needs of the ?oldest old? Mexican
Americans with special attention to their caregivingneeds and caregiving arrangements. Also of interest are
factors that contribute to survival to such advancedages. Our primary aims are: Aim 1. Assess the dynamics of
caregiving and living arrangements of very oldMexican Americans over a nine-year period (2010-2011 to
2016 and to 2019-2020) by obtaining informationfrom both elderly subjects and their caregivers. Aim 2.
Examine the association of changes in the subjects?physical, cognitive, and mental health on the mental and
physical well-being and quality of life of caregivers. Alsoexamined are factors influencing changes in
caregiving arrangements, as well as changes in living arrangementsincluding institutionalization. Aim 3.
Identify predictors of survival, change in disability, change in cognitivefunction, and level of psychiatric
disturbance in the oldest old subjects from Wave 7 (2010-11) to Wave 9 (2016)and Wave 10 (2019-20). Aim 4.
Conduct a more extensive assessment of cognitive function of the 300 oldestold subjects and examine their
association with caregiver arrangements, caregiver burden and quality of life oftheir caregivers (N=300). Aim
5. Archive proposed Wave 10 data with NACDA (the National Archive ofComputerized Data in Aging).
Waves 1 to 8 have been archived with NACDA and Wave 9 collected in 2016 willbe archived this year.
8. Project Title:
Leader(s):

MEXICAN HEALTH AND AGING STUDY - MHAS
WONG, REBECA
UNIVERSITY OF TEXAS MEDICAL BR GALVESTON
NIH R01AG018016 / (1999-2022)
The proposed project aims to design and field two more waves of survey data collection in Mexico,extending
and improving the Mexican Health and Aging Study (MHAS). This is a national,
multi-purpose,community-based, longitudinal cohort study of adults aged 50 and older. The two new waves
will be fielded in2018 and 2021, completing a cycle of 20 years since the first wave was fielded in 2001.
Funds are also soughtto continue to archive, document, and disseminate for public use the new waves as well
as the resultingintegrated data base containing all six waves. Since its inception, MHAS aimed to create a
longitudinalprospective study of Mexican aging, starting with a national sample (n=15,000), using study
protocols andsurvey instruments that were highly comparable to the U.S. Health and Retirement Study. In
addition, the studydesign sought to facilitate the examination of long term implications for health and aging of
the massiveMexico-U.S. migration flows. Thus, the sample design included an over-sample in states of
Mexico withhistorically high levels of migration to the United States. The new waves will replicate and
improve these andother unique features of previous rounds. New emphasis areas will be: environmental
health; life histories;health literacy; evaluation of losses and deaths in the panel. We will also continue an
emphasis on the cultureof multi-generational Mexico-U.S. migration and its consequences for aging; and the
impact for older adults ofstructural changes in Mexico such as the health sector reform that started in 2003 and
the economic recessionof 2009. Our aims are: 1) To carry out Waves 5 and 6 retaining the original substance
of MHAS and addingnew content, following the survivors of Waves 1 through 4, and refreshing the sample in
Wave 5 to yield againa representative cross section of the Mexican population aged 50 and over; and 2) To
enhance data linkages,data distribution, dissemination, and outreach activities and to expand knowledge about
and use of the datasets and products of the resulting six waves of the MHAS. We will continue the
user-friendly web-basedplatforms and educational materials whose enhanced public access to the data and
project documentationhave stimulated cross-country and other studies. The analytical significance of the new
MHAS data will be exceptional, producing a national longitudinalstudy of aging that span over twenty years,
which is unique for a developing country. The data platform willenhance research on aging and related
population changes: of physical and mental health, physical andcognitive functionality, environmental risks,
health behaviors and health care use, family support, aging and thelife course, wealth, income, labor and
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health behaviors and health care use, family support, aging and thelife course, wealth, income, labor and
retirement, migration and old age, and mortality, in a developing countryaging fast with limited institutional
support for individuals in old age, and with close social and economic ties tothe United States. The data will
enable cross-period and cross-cohort analyses of health and aging, and willcontinue to be highly comparable
with other similar studies in developed and developing countries, enhancingthe study of aging and health with
a cross-national perspective.
9. Project Title:

IDENTIFYING THERAPEUTIC TARGETS OF ACCELERATED
SARCOPENIA
Leader(s):
VOLPI, ELENA
UNIVERSITY OF TEXAS MEDICAL BR GALVESTON
NIH R01AG049611 / (2016-2021)
DESCRIPTION (provided by applicant): Sarcopenia is a major contributor to frailty and increases the risk of
falls, physical dependence, disability and mortality in older adults. It advances slowly with healthy aging.
However, diseases or other insults and injuries can accelerate sarcopenia and lead to catastrophic declines in
mobility and independence. For example, chronic diseases such as Type 2 Diabetes Mellitus (T2DM) are
associated with accelerated loss of muscle mass and function in seniors; hospitalization with bed rest inactivity
acutely accelerates sarcopenia. What we do not know is how concurrent diseases, inactivity or other insults
and injuries accelerate sarcopenia in older adults. This knowledge gap hinders the development of innovative,
targeted treatments for this disabling condition. Our objective is to examine the basic mechanisms that
underlie accelerated sarcopenia in older adults and identify potential targets for interventions. The central
hypothesis, based on our preliminary data, is thata global and fundamental mechanism of acute or chronic
acceleration of sarcopenia is a reduction in skeletal muscle amino acid transport, which decreases muscle
protein anabolism, and can be reversed by activation of the mammalian/mechanistic Target of Rapamycin
Complex 1 (mTORC1) signaling with a non- amino acid stimulus such as exercise. Amino acid transport is an
active process that controls intracellular amino acid availability and the activation of protin synthesis in
skeletal muscle. It is regulated by amino acid concentrations and non-amino acid stimuli that activate
mTORC1 signaling, such as resistance exercise and insulin. We will test our central hypothesis with the
following specific aims: 1) Determine the effect of T2DM on the sensitivity of skeletal muscle amino acid
transport to dietary amino acids. 2) Determine the effect of short-term bed rest inactivity on the sensitivity of
skeletal muscle amino acid transportto dietary amino acids. 3) Determine the effect of resistance exercise on
the sensitivity of amino acid transport to dietary amino acids in acute and chronic accelerated sarcopenia
induced by inactivity and T2DM. Using integrative molecular, imaging and stable isotope methodologies we
will measure amino acid transport and protein metabolism in muscle, identifying specific upstream regulators
involved in the anabolic resistance of accelerated sarcopenia that can be targeted with novel treatments to
reduce sarcopenia and improve independence in older adults.

10. Project Title:

COMBINING TESTOSTERONE THERAPY AND EXERCISE TO IMPROVE
FUNCTION POST HIP FRACTURE
Leader(s):
BINDER, ELLEN F; KIEL, DOUGLAS P. ; MAGAZINER, JAY ; ORWIG, DENISE
L ; SCHECHTMAN, KENNETH B. ; SCHWARTZ, ROBERT S ; VOLPI, ELENA ;
WASHINGTON UNIVERSITY
NIH R01AG051647 / (2017-2022)
Hip fractures are common among older women and can have a devastating impact on their ability toremain
independent. A clinically important functional decline and failure to recover following a hip fracture hasbeen
documented as much as a year after the fracture, even among individuals who were functioning at highlevels
before the event. Age-associated androgen deficiency in women contributes to deficits in muscle
mass,strength and power that are common in this patient population before the fracture, and are
exacerbatedafterward. A pilot study of testosterone (T) supplementation in elderly female hip fracture
patients hasdemonstrated the feasibility of T treatment in this population, and showed gains in lean body
mass (LBM) andmuscle strength with active drug, compared to placebo. The benefits of exercise in restoring
muscle strengthand physical function after a hip fracture have been documented. However, it remains
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unclear whether Ttreatment can augment the effects of exercise on mobility and patient-reported function, or
whether anyobserved benefits are sustained beyond the period of active treatment. Proposed is a 3-group,
multi-center,randomized, placebo-controlled, double-blinded, parallel group clinical trial in frail elderly
female hip fracturepatients. 300 female hip fracture patients will be enrolled from 6 clinical sites, using
objective screening criteriafor T deficiency (serum total testosterone level < 30 ng/dl) and physical frailty
(Modified Physical PerformanceTest (PPT) Score < 28). The trial will compare the effects of supervised
exercise training (EX) alone, EXcombined with T therapy (EX+T) and no EX with placebo T treatment
(CON), to ascertain the incrementalimpact of adding T to ET in older adult women following hip fracture.
The 6-month intervention will be followedby a 6-month no-treatment sustainability phase. The primary
outcome measure is the Six Minute WalkDistance (6MWD). Secondary outcome measures include: 1) dual
energy x-ray absorptiometry (DXA)measurements of whole body and appendicular LBM and bone mineral
density of the unfractured proximalfemur; 2) maximal skeletal muscle strength (1-RM) for leg extension in
both limbs; 3) objective physicalperformance measures; and 4) self-reported performance of activities of
daily living and quality of life, includingthe Hip Rating Questionnaire (HRQ). We plan to carefully monitor
testosterone levels, adverse events,biochemical parameters, and factors related to adherence to the
interventions. Information from this study has the potential to alter treatment of hip fracture in older women,
a problemthat contributes to significant morbidity and mortality, and has a large public health impact. The
proposedstudy is highly aligned with NIA?s mission of identifying interventions that target common geriatric
conditions,and improve treatment options for older adults with multiple morbidities or risk factors.
11. Project Title:

PRAGMATIC TRIAL OF THE EFFECTIVENESS AND COST-EFFECTIVENESS
OF DEMENTIA CARE
Leader(s):
REUBEN, DAVID B.
UNIVERSITY OF CALIFORNIA LOS ANGELES
NIH R01AG061078 / (2018-2023)
PROJECT SUMMARYIn the United States, an estimated 5.5 million persons are affected by Alzheimer's
disease, the most commontype of dementia. The clinical manifestations of dementia are devastating and often
lead to caregiver stress,burnout, and medical illnesses. Dementia is a prototype of a disorder with complex
needs that span both thepatient and caregiver, medical and social domains, and health system and
community-based organizations.In response, several dementia care programs have been developed to more
comprehensively meet the needsof patients and their caregivers, including those based within health care
systems and those based in thecommunity. These programs have been implemented at either single sites or
on a relatively small scale; nonehas been replicated widely because of unanswered questions about
effectiveness and cost-effectiveness.In November 2017, the Patient Centered Outcomes Research Institute
(PCORI) approved a 4-site pragmaticclinical trial to compare the effectiveness of health-systems-based care
(based on the UCLA Alzheimer's andDementia Care program) with community-based care (based on the
Benjamin Rose Institute Care Consultationprogram) on patient- and caregiver-reported outcome measures,
including behavioral symptoms and caregiverdistress (co-primary outcomes), and secondary outcomes of
caregiver strain, unmet needs, and depressionover 18-months. Because of PCORI's mandate, neither
intervention will be compared to usual care (thus, onlyrelative effectiveness can be determined). Nor will
cost-effectiveness of either intervention be evaluated.The proposed research will add a third usual care (UC)
arm and expand outcomes to include costs and healthcare utilization. This expansion will permit comparison
of each of the intervention arms to current usual care,thereby providing multisite pragmatic randomized
clinical trial evidence for effectiveness of the two activetreatment arms. It will also allow evaluation of
whether paying for such care will offset the costs anddetermination of which intervention is more cost
effective. The study will also conduct exploratory analyses oftertiary outcomes of both interventions versus
usual care including mortality, time spent at home, long-termnursing home placement, physician and
patient/caregiver satisfaction and comparing all three groups onseveral types of utilization and out-of-pocket
expenses.The study's questions are fundamental to planning for the clinical care of persons with dementia.
Theyaddress both clinical effectiveness and cost-effectiveness. By answering these questions, clinicians,
healthsystems, and insurers can make decisions about which programs to promote, scale and disseminate.

12. Project Title:

A SOCIAL MEDIA GAME TO INCREASE PHYSICAL ACTIVITY AMONG
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12. Project Title:

A SOCIAL MEDIA GAME TO INCREASE PHYSICAL ACTIVITY AMONG
OLDER ADULT WOMEN
Leader(s):
LYONS, ELIZABETH J.
UNIVERSITY OF TEXAS MEDICAL BR GALVESTON
NIH R01AG064092 / (2019-2024)
PROJECT SUMMARYOlder adult women are at unique risk for negative outcomes of insufficient physical
activity (PA). Mobile healthinterventions using wearable activity monitors have shown promise for
increasing walking for PA, butadherence to PA recommendations declines sharply over time. To improve
adherence in this at-riskpopulation, we propose to test an innovative method of framing mobile health
devices and apps. As opposed tothe more typical corrective frame, a celebratory frame focuses on positive
aspects of the target behavior. Thisapproach is rooted in Self-Determination Theory, which posits that
autonomous regulations (motivationsrelated to enjoyment, identity, and values) are more powerful predictors
of behavior than controlled regulations.We propose to use a socially networked active game to emphasize
aspects of walking PA that are enjoyableand related to older womens' identity and values, thus increasing
their autonomous regulation for PA and inturn PA adherence. The CHALLENGE study (Challenges for
Healthy Aging: Leveraging Limits for EngagingNetworked Game-based Exercise) will consist of an initial
sub-study followed by a large randomized controlledintervention trial. During the sub-study, we will conduct
cognitive interviews among 20 older women to ensurethat refinements to the game after our pilot trials are
acceptable. Then, we will randomize 300 women (aged 65? 85,

13. Project Title:

SEX-SPECIFIC DETERMINANTS OF EARLY-PHASE RECOVERY FROM
SKELETAL MUSCLE DISUSE
Leader(s):
PADDON-JONES, DOUGLAS
UNIVERSITY OF TEXAS MEDICAL BR GALVESTON
NIH R01AG064386 / (2019-2023)
PROJECT SUMMARY .Despite the well-characterized consequences of disuse, we have a limited
understanding of the early changesin the molecular environment that influence rehabilitation efforts in men
and women. We propose a 2-phase,randomized, clinical trial that includes 7-days of unilateral leg disuse
(Phase 1), immediately followed by 14-days of bilateral leg rehabilitation (Phase 2). We will recruit
middle-aged men and women; a historicallyneglected research demographic who present with a largely
youthful phenotype, but are at risk of accelerateddisuse atrophy.! In Phase 1, we will explore the sex-specific
effects of skeletal muscle disuse and characterize subjects most-and least-susceptible to disuse atrophy. In
male and female volunteers, single-leg muscle atrophy will be induced using an established
knee-brace/disuse protocol. We will obtain skeletal muscle biopsies to characterize the sex-specific,
molecular signature of skeletal muscle disuse, while highlighting differences in traditional morphologic and
functional outcomes.! In Phase 2, we will map the early molecular time-course of rehabilitation in men and
women and determine if disused and healthy muscle respond similarly to an exercise / rehabilitation
intervention. Sex-specific volunteer cohorts will complete: i) a structured bilateral, resistance-exercise
rehabilitation protocol, or ii) a passive, ambulatory recovery (Control). We will obtain muscle biopsies after
0, 48, 96 h of rehabilitation to characterize the early time course of recovery of molecular transducers of
disuse. These early, pre-clinical molecular changes will be supported by traditional morphologic, body
composition and muscle functionoutcomes.This project will address critical knowledge gaps that limit the
efficacy of current strategies to restore musclehealth following periods of disuse. Current strategies, while
well intentioned, are largely inconsistent with thepractice of evidence-based medicine and place a financial
and human resource burden on our health caredelivery system. By characterizing changes in the molecular,
morphologic and functional landscape of skeletalmuscle during disuse and rehabilitation and reposing our
RNASeq data within the Gene Expression Omnibus(GEO) website, this study may serve as the foundation
for future, targeted studies of skeletal muscle disuse inclinical populations with comorbid conditions.

14. Project Title:
Leader(s):

PATTERN, VARIATION AND OUTCOMES OF OPIOID PRESCRIPTION IN
OLDER ADULTS
KUO, YONG-FANG; RAJI, MUKAILA A ;
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Leader(s):

KUO, YONG-FANG; RAJI, MUKAILA A ;
UNIVERSITY OF TEXAS MEDICAL BR GALVESTON
NIH R01DA039192 / (2016-2020)
DESCRIPTION (provided by applicant): Concerns have been raised about the safety and effectiveness of
opioid analgesics for chronic non-cancer pain in view of a threefold increase in opioid prescribing and a
dramatic increase in the rates of opioid-related adverse outcomes. Our preliminary data showed the rate of
opioid prescriptions for older adults varied dramatically across states, from 2.7% in Texas to 14.5% in Alaska
for schedule II and from 11.7% in New Jersey to 34.8% in Alabama for schedule III. We also found
exceedingly high variability in prescribing schedule II/III opioids among primary care physicians (PCPs); the
percentage of PCPs prescribing opioids to their non-cancer patients ranged from 0.4% to 70.5%.
Twenty-three percent of the variance in whether an elderly patient received an opioid was explained by
which PCP the patient saw. Such high variation in opioid prescribing-even after adjustment for patient
mix-offers critical insight into the complexity and confusion surrounding this issue. On any given day,
providers-faced with difficult decisions about treating patients with severe pain-must carefully balance the
risks of overtreatment versus undertreatment. To date, no nationally representative studies have examined
variations in the use of opioids in older adults and their relationship to outcomes, different state regulations,
and federal policy. Our Specific Aims are: 1. Examine temporal changes in the prevalence, duration, and
dose of opioid use in older adults, with particular focus on the impact of policy changes. 2. Assess the
variation of opioid use across providers and determine patient and provider factors associated with opioid use
in older adults. 3. Examine the risk of adverse outcomes-including falls, fractures, emergency room (ER)
visits, hospitalization, institutionalization, and mortality-in older patients receiving opioids. We will use
2007-2015 100% national data on Medicare beneficiaries to investigate this escalating public health crisis.
The proposed investigation will provide data thatcan lead to improvements in public policy and clinical
practice guidelines for ensuring safe and effective use of opioids in older adults.
15. Project Title:

ASSESSING THE ROLE OF NURSE PRACTITIONER IN PRIMARY CARE OF
OLDER ADULTS
Leader(s):
KUO, YONG-FANG
UNIVERSITY OF TEXAS MEDICAL BR GALVESTON
AHRQ R01HS020642 / (2011-2020)
DESCRIPTION (provided by applicant): With the increasing shortage of primary care physicians (MDs),
nurse practitioners (NPs) have filled the gap in providing primary care. In our first three years of funding, we
found that the number of older adults receiving care from NPs grew fifteen-fold between 1998 and 2010, and
that there was substantial variation in the receipt of primary care from NPs across states. We also observed a
strong association between state regulations of NP practice and the percent of patients receiving their
primary care from NPs. Using potentially preventable hospitalization as a quality indicator to compare
primary care delivered solely by NPs to care delivered by MDs in community dwelling patients with
diabetes, we found that primary care provided by NPs was at least comparable to that provided by primary
care physicians. The analyses from this initial funding period have focused on patients receiving their
primary care exclusively from NPs vs. exclusively from MDs. We now wish to turn our attention to patients
cared for by both disciplines in a shared care model. Interdisciplinary team care- comprised of NPs and
MDs- has been promoted as a key to the success of new healthcare programs (e.g., Accountable Care
Organizations (ACOs)) and payment models established under the Affordable Care Act (ACA). Randomized
clinical trials (RCTs) have shown that the interdisciplinary team care improves processes and outcomes of
care, especially for patients with complex medical conditions that require coordination of care for multiple
encounters with various health care providers. How these models operate in more diverse patient populations
and clinical settings, however, is unknown. Our proposed renewal study-the first national population-based
investigation of interdisciplinary team models providing primary care in real-world patients- will address
this critical gap in knowledge. We will focus on examining team primary care models and assessing the
factors and outcomes associated with such models, in patients with chronic conditions (diabetes, congestive
heart failure, and chronic obstructive pulmonary disease). The specific aims are to: 1. Identify and
characterize different team care models involving NPs and primary care physicians using social network
analysis; 2. Determine patient, regional and health system factors associated with receiving care from
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NP-MD team care models; and 3. Examine the processes, outcomes and cost of care provided by NP-MD
team care models compared with the traditional model involving primary care physicians only. To address
these aims, we will use claims from national samples of Medicare beneficiaries from 2013 through 2016 to
conduct this comparative effectiveness research.
16. Project Title:

DEVELOPMENT AND EVALUATION OF REHABILITATION SERVICE
AREAS
Leader(s):
REISTETTER, TIMOTHY
UNIVERSITY OF TEXAS MEDICAL BR GALVESTON
AHRQ R01HS024711 / (2016-2020)
ABSTRACTPost-acute care service accounts for 73% of the variation in the cost of health care services.
Geographicvariation has been found in virtually all areas of healthcare. The effort to understand regional
variation hasbeen focused on acute medical services, with less emphasis on post-acute care rehabilitation.
Measures ofgeographic variation include areas ranging from large state and multistate regions to smaller
primary care andhospital service areas. To date, there is no rehabilitation-specific tool for characterizing
variations in post-acutecare services, which hinders our ability to understand the drivers of variation and
compromises efforts toimprove the quality of care and minimize unwarranted cost differences.We propose to
develop and evaluate rehabilitation service areas for impairment groups who receive high costpost-acute
services in inpatient rehabilitation facilities, skilled nursing facilities, and long-term care hospitals.Our
specific research aims are to: 1. Develop geographic areas (i.e. Rehabilitation Service Areas) for post-acute
care rehabilitation using national data from CMS. 2. Evaluate the utility of Rehabilitation Service Areas for
characterizing differences in the percentage of individuals discharged to the community within 30, 60, and
90 days after rehabilitation. 3. Evaluate the utility of Rehabilitation Service Areas for characterizing the
percentage of individuals readmitted to acute hospitals within 30, 60, and 90 days.Importance & Likelihood
of Success: The number of individuals requiring post-acute care rehabilitation isexpected to grow as the
population ages. As policy makers move forward with reform efforts for improvingtransitions through
post-acute services, it is critical to have a tool (rehabilitation service areas) forunderstanding variation in the
use, outcomes, and quality of care. Our interdisciplinary team has over 20 yearsof experience using large
administrative datasets to study rehabilitation outcomes, including regional variationin functional status in
inpatient rehabilitation. The proposed research is an extension of our work on variation inrehabilitation
outcomes to include services in skilled nursing facilities and long-term care hospitals. Findings ofthis
research address the AHRQ Special Emphasis Notice on Healthcare Delivery Systems and the
AHRQResearch Priority by developing a tool policy makers can use to evaluate post-acute care and the
?extent andcause of geographic variation in costs, quality and utilization.?

17. Project Title:

LONG-TERM HEALTH OUTCOMES IN MEXICAN AMERICAN OLDER
ADULTS
Leader(s):
OTTENBACHER, KENNETH J.
UNIVERSITY OF TEXAS MEDICAL BR GALVESTON
NIH R01MD010355 / (2016-2020)
DESCRIPTION (provided by applicant): Mexican Americans comprise the fastest growing segment of the
older adult population in the U.S. They represent a group with distinct health and social characteristics that
may influence their use of health care resources and health outcomes. We will study a national sample of
Mexican American older adults participating in the Hispanic Established Populations for the Epidemiologic
Study of the Elderly (EPESE) - a study supported by the NIA for 20 years. With the aging of the U.S.
population and increase in persons over the age of 85, the number of frail individuals is projected to increase
substantially in the coming decade. Frailty not only affects the older person's function and quality of life,
butis a burden for caregiving families and the U.S. healthcare system. Recent research indicates that frailty is
a dynamic process and individuals may transition in-and-out of the stages of frailty. Ths research suggests
that frailty is preventable and potentially reversible. The goal of the research is to better understand the
long-term health outcomes, healthcare utilization, and life expectancy of this population with a focus on the
impact of frailty and disability on Mexican American older adults. We will examine three aims. Aim 1.
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Explore transitions and trajectories in frailty stages (non-frail, pre-frail, and frail) over 20 years in Mexican
American older adults. Aim 2. Develop life expectancy tables for older Mexican Americans based on stages
of frailty. The tables will include frail-free life expectancy, disability life expectancy, frail life expectancy,
and disabiliy plus frail life expectancy. Tables will be developed for males and females. Aim 3. Examine the
long-term health outcomes and healthcare utilization of Mexican American older adults. We will analyze
how health outcomes (e.g., disability, cognitive function, and health related quality-of-life) are related to
frailty status over time. The Hispanic EPESE data will be linked to Medicare files to examine the utilization
of health and medical services including, emergency room visits, hospitalizations, post-acute care services
(e.g., skilled nursing), and health care costs over time The sample includes 2,438 participants from the
Hispanic. A standard measure of physical frailty has been collected eight times over a period of 20 years
along with measures of disability and cognitive function. We will link the Hispanic EPESE data with
Medicare claims files to obtain information on the use of health resources, presence of chronic diseases,
hospitalization, and the use of skilled nursing and other post-acute services. We will use a growth curve
model with ordinal measures and generalized linear mixed models to examine longitudinal changes in frailty.
The transitions across frailty stages (non-frail, pre-frail and frail) will be compared fo men and women with
a focus on persons who have remained non-frail, or have transitioned from a state of frailty back to physical
and/or functional independence.
18. Project Title:

NARRATIVE VISUALIZATION FOR BREAST CANCER SURVIVORS'
PHYSICAL ACTIVITY
Leader(s):
LYONS, ELIZABETH J.
UNIVERSITY OF TEXAS MEDICAL BR GALVESTON
NIH R21CA218543 / (2018-2020)
PROJECT SUMMARYWomen breast cancer survivors are at increased risk for several negative health
outcomes. Physical activitycan reduce these risks, but activity levels in this population are low. Standard
interventions that use self-regulation techniques (goal setting, self-monitoring, and feedback) are successful
in the short term but do notproduce the long-term activity maintenance needed for optimal health benefits.
Their effectiveness might beimproved by better connecting activity feedback to individuals' real-life
experiences and values. Integratedregulation is a form of motivation related to personal values and identity
and is strongly related to physicalactivity over time. Increasing this form of motivation could improve upon
current intervention strategies,particularly in this population. Narrative visualization uses photographic,
visual, and text annotation to tell ameaningful story with a data chart. This form of visualization can increase
reflection, which in turn can predictintegrated regulation and physical activity. We hypothesize that an
intervention that encourages participants tocreate narrative visualizations from their step self-monitoring data
will produce greater increases in physicalactivity than a self-regulation intervention. To test this hypothesis,
we must first investigate the feasibility andacceptability of the narrative visualization intervention in a pilot
randomized controlled trial. We will recruit 60women breast cancer survivors (aged 55 ? 79, < 150 minutes
of physical activity per week) in two phases. InPhase I, 20 women will use prototype materials for one week
and undergo cognitive interviewing to investigatefeasibily and acceptability. Materials will be revised based
on responses for use in the subsequent trial. InPhase II, we will randomize 40 participants to receive either
the narrative visualization intervention or astandard self-regulation intervention for 12 weeks (with 12 weeks
of no-intervention follow-up). Both groups willreceive a wearable activity monitor and feedback app for use
during the intervention period as well as an initialorientation/goal setting meeting and workbook. In the
self-regulation group, participants will receive a workbookin which they will write and log their weekly
goals. The narrative visualization group will also receive extendedworkbook content, a photo printer, and art
supplies. The expanded workbooks will include spaces for postingdaily photos and drawing explanations of
step charts as well as reflection prompts relating the photos andcharts to personal values and identity.
Participants will be assessed at baseline, 12 weeks, and 24 weeks onchanges to their activity, reflection, and
integrated regulation. Feasibility indicators will include wear of themonitor and usage of the workbooks.
Results from this study will be used to refine the intervention and todevelop a follow-up study powered to
investigate the relationships between reflection, motivation, and activity.Our overarching goal is to reduce
the burden of cancer and improve quality of life among breast cancersurvivors. This project represents a
critical step towards this goal. Insights from the study will impact researchand practice by testing a highly
novel, scalable, and motivating intervention in a population at unique risk.
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novel, scalable, and motivating intervention in a population at unique risk.
19. Project Title:
Leader(s):

HEALTH OF OLDER MINORITIES
WONG, REBECA
UNIVERSITY OF TEXAS MEDICAL BR GALVESTON
NIH T32AG000270 / (1999-2022)
ABSTRACT This application seeks funds for 5 years, to continue the current NIH-funded T32 program for
Hispanicand other Minority Health and Aging at the University of Texas Medical Branch (UTMB), to
support 3 pre-doctoral and 1 post-doctoral trainees per year. The program aims to increase and improve the
pool ofresearchers with relevant expertise to help address challenges raised by the growing diversity in aging
of theUnited States population. Given our strengths in the areas of Hispanic/Latino aging with a
multi-disciplinary,population based perspective, we focus on factors related to health disparities involving
these populations aswell as minorities in general. The pre-doctoral students benefit by interacting with PhD
students in otherPopulation Health Science programs, funded by the Graduate School of Biomedical
Sciences. The post-doctoral fellows as well as the pre-doctoral students are housed in the Sealy Center on
Aging. Our faculty have had a long history of epidemiological, social and behavioral research on aging
withparticular strengths in Hispanic population aging. UTMB is currently the home of two large
population-based,longitudinal, cohort studies funded by the National Institute on Aging, the Hispanic
Established Population forthe Epidemiological Study of the Elderly (Hispanic EPESE) and the Mexican
Health and Aging Study (MHAS),and hosts multi-disciplinary research grants on aging. The current faculty
in the affiliated programs havestrengths in sociology, demography, anthropology, social epidemiology,
medicine, public health, rehabilitationsciences, and geriatrics. Our plan is to build on our strengths and train
scientists in social/ behavioral andepidemiological factors related to aging in Hispanic/Latino aging as well as
health disparities in general. As isthe case in our current program, special efforts will be made to recruit
students from underrepresentedbackgrounds, and all our trainees will focus their research on the health of
Hispanic and other minority olderadults. Compared to our previous grant, new in our proposed program are:
a) new leadership in the trainingprogram and new key faculty, b) a strengthened recruitment approach, and c)
one new area of thematicemphasis.

20. Project Title:

CLINICAL AND BEHAVIORAL SCIENCE TRAINING IN AGING AND
HEALTH DISPARITIES
Leader(s):
MARKIDES, KYRIAKOS S
UNIVERSITY OF TEXAS MEDICAL BR GALVESTON
NIH T32AG051131 / (2015-2020)
DESCRIPTION (provided by applicant): The University of Texas Medical Branch (UTMB) is a leading
center for research on minority health and aging. UTMB has hosted an NIA-supported pre-doctoral and
post-doctoral training program in minority health and aging since 1999. UTMB also has an MD-PhD
Combined Degree Program since 1983 and has educated more than 100 clinician-scientists. Students
accepted into the program complete an integrated MD-PhD curriculum that combines aspects of both the
Medical School and Graduate School experiences to optimize the education of clinician-scientists. The
Department of Preventive Medicine and Community Health (PMCH) hosts a Council on Education for
Public Health (CEPH) newly accredited Population Health Science PhD program. The Population health
Sciences program will partner with the MD-PhD Combined Degree Program to recruit 5 MD- PhD students
over the five year period. The proposed MD-PhD program in clinical and behavioral sciences on health
disparities in aging will focus on core areas of strengths in minority aging and health disparitiesresearch at
UTMB, including: Hispanic and Hispanic/Latino health and aging, and disparities in health outcomes in
older adults. These are areas in which the University has committed substantial resources toward creating
new faculty positions and has demonstrated significant success in obtaining peer-reviewed (R01) support. In
concert with the recently accredited graduate program in Population Health Sciences, we are proposing an
integrated curriculum throughout medical school and the graduate years that will address both clinical
aspects and cutting edge research on health disparities in older adults. The Graduate School of Biomedical
Sciences and Provost's Office have made significant commitments in the past few years to enhancing the
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excellence of graduate education at UTMB. These commitments include the President's Scholars Program to
recruit outstanding graduate students and the establishment of an Office of Postdoctoral Affairs that includes
organized training and opportunities in career development and mentoring. We have developed a formal
structure and related activities to enhance recruitment and facilitate the placement of our trainees regionally
and nationally. We believe that our clinician scientist trainees will be competitive for leadership positions
among th next generation of aging researchers and clinicians.
21. Project Title:
Leader(s):

UTMB HEALTH SERVICES RESEARCH TRAINING PROGRAM
KUO, YONG-FANG; OTTENBACHER, KENNETH J. ;
UNIVERSITY OF TEXAS MEDICAL BR GALVESTON
AHRQ T32HS026133 / (2018-2023)
PROJECT ABSTRACT/SUMMARYThis new T32 program for Heath Service Research at the University of
Texas Medical Branch (UTMB) seeksfunds for 5 years to support 3 predoctoral trainees per year. The
program aims to increase and improve thepool of health service researchers with clinical background to help
address complex issues in health caredelivery in the US. Given our strengths in the areas of health service
research, we focus on using cutting edgemethodology to study the patterns and trends of health care
delivery, to assess the impact of health policy, andto examine the effectiveness of various care models. The
trainees are PhD or MD-PhD students in thePopulation Health Science program, Clinical Science program,
or Rehabilitation Science program of theDepartment of Preventive Medicine and Community Health.UTMB
has an excellent record in conducting health service research. We were funded by an R24 on HealthService
Research in Underserved Population between 2001 and 2006 from the Agency for HealthcareResearch and
Quality (AHRQ). Since then, we have continuously developed health service research with twoR01s and an
R24 on Patient Centered Outcomes Research in the Elderly, currently funded by AHRQ. Besidesfunding
from AHRQ and several additional health service research R01s from the NIH, we also have a P2Cgrant for
the Center for Large Data Research and Data Sharing in Rehabilitation funded by the NationalInstitute of
Child Health & Human Development and another Multi-Investigator Research Award onComparative
Effectiveness Research on Cancer in Texas funded by the Cancer Prevention & ResearchInstitute of Texas.
The current faculty in the affiliated departments have strengths in biostatistics, epidemiology,economics,
computer science, sociology, medicine, health policy, and rehabilitation. We plan to build on ourstrengths
and train health care professionals in health service research in different populations. As is the casein our
other programs, special efforts will be made to recruit students from diverse clinical backgrounds, and allour
trainees will focus their health service research in their clinical field. The Graduate School of
BiomedicalSciences and Provost's Office have made significant commitments in the past 5 years to enhance
theexcellence of graduate education at UTMB. These commitments include the President's Scholars Program
torecruit outstanding graduate students and the establishment of an Office of Postdoctoral Affairs that
includesorganized training and opportunities in career development and mentoring. We have developed a
formalstructure and related activities to enhance recruitment and facilitate the placement of our trainees
regionallyand nationally. We believe that our health care profession trainees will be competitive for
leadership positionsamong the next generation of health service researchers in their clinical area.

22. Project Title:

RANDOMIZED TRIAL OF A MULTIFACTORIAL FALL INJURY
PREVENTION STRATEGY-SUPPLEMENT
Leader(s):
BHASIN, SHALENDER; GILL, THOMAS MICHAEL ; REUBEN, DAVID B. ;
BRIGHAM AND WOMEN'S HOSPITAL
NIH U01AG048270 / (2014-2020)
SummaryThe STRIDE Trial is the largest pragmatic, cluster randomized, parallel group superiority trial with
practicesstratified by healthcare system and patients nested within practices. Fall injuries are a major public
healthproblem. Thirty percent of people over the age of 65 fall each year, and for those over 75 the rates are
evenhigher. Serious fall injuries, including fractures and other falls leading to medical attention, are a
commonsource of disability and death among the elderly. This randomized trial will determine the
effectiveness of anevidence-based, multifactorial, patient-centered intervention to reduce the risk of serious
fall injuries amongnon-institutionalized older persons. The original target sample size was 6,000 participants
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enrolled from 86practices to provide 90% power to detect a 20% reduction in the rate of the primary outcome
with interventionrelative to control. Later, the duration of the trial was extended to a total of 40 months (20
months ofrecruitment and an additional 20 months of follow-up), which reduced the target sample size to
5,322participants. Recruitment ended after 20 months on March 31, 2017, with a total of 5,451 participants
enrolled.The intervention phase ended on November 30, 2018 and follow-up will end on March 31,
2019.The primary aim of this administrative supplemental application is to request funds to carry out trial
close-outactivities of the STRIDE Trial necessitated by the extension of the intervention and the follow-up
period as aresult of the two DSMB-approved modifications in the trial's design. In December 2017, the trial's
DSMB andthe NIA approved the extension of the duration of the study from 36 months (18 months of
recruitment and aminimum 18 months of follow-up) to 40 months (20 months of recruitment and a minimum
of 20 months offollow-up). Based on an analysis of the event rate of the primary outcome in a closed
session, the trial's DSMBand the NIA staff directed the study team to Extend the study from a minimum of
20 and maximum of 40months follow-up to a minimum of 24 and maximum of 44 months of follow-up.
Final end date of the study,including the analytic phase is now extended to April 30, 2020. Because of the
extension of the interventionduration and the follow-up period, the project's end date was extended to April
30, 2020. The close-out fundsare necessary for completing the data collection, adjudication of the primary
outcome, analyses of the primaryand secondary outcomes as described in the peer-reviewed and funded grant
application, preparation of thestudy reports and manuscripts, and orderly close-out of the trial. The
supplement does not change the specificaims or scope of the parent grant application and is required for
trial's close-out activities resulting fromimplementation of the DSMB and NIA-approved extension of the
intervention and follow-up period.
23. Project Title:
Leader(s):

UNIVERSITY OF TEXAS ADULT CLINICAL CENTER
RASMUSSEN, BLAKE B; MUSI, NICOLAS ;
UNIVERSITY OF TEXAS MEDICAL BR GALVESTON
NIH U01AR071150 / (2016-2022)
PROJECT SUMMARYThe University of Texas Medical Branch at Galveston (UTMB) and the University
of Texas Health ScienceCenter at San Antonio (UTHSCSA) jointly propose the creation of a University of
Texas Adult ClinicalCenter (UTACC) for the Molecular Transducers of Physical Activity Consortium
(MoTrPAC).We will integrate resources and combine our expertise to provide a state-of-the-art center
forcomprehensive studies on physical activity in adults. The Specific Aims of the UTACC are: 1)
Toparticipate in the planning of the multi-center trial; 2) To enroll 450 participants in the acute and
chronicexercise training studies, conduct physiological assessments, and collect biospecimens (muscle,
adipose,and blood); and 3) To analyze and interpret outcome data and disseminate findings to the
scientificcommunity. We will use innovative tools to maximize participant retention and enhance fidelity
andadherence to the exercise training protocols.The UTACC will have a significant impact on the MoTrPAC
? and advance the field of exercise science ?based on our strengths, feasibility of the proposed study, and
expected outcomes:The strengths of the UTACC include our long-track record of performing human studies
on moleculartransducers of exercise; shared resources and years of networking through the Claude D. Pepper
OlderAmericans Independence Center network and the Texas Regional CTSA Consortium; and our
successwith enrolling understudied populations such as older individuals and Hispanics-Latinos.The
feasibility for the UTACC is high due to our experience with clinical trials on physical activity;
oursubstantial expertise in collecting muscle and adipose biopsies in humans undergoing exercise studies;and
our access to outstanding clinical research facilities in which to conduct human research in a
safeenvironment.Expected outcomes of this program include the determination of baseline molecular
signatures associatedwith metabolic health and physical performance; the integration of multi-omic data for
the elucidation ofmolecular networks that control metabolic responses to exercise and how they influence
physicalperformance; and discovery of novel mediators (proteins, metabolites, miRNAs) of the beneficial
effects ofexercise.
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II. RESEARCH, RESOURCES AND ACTIVITIES (continued...)
C. PILOT/EXPLORATORY PROJECTS (2 Pilot Projects Listed)
1. Project Title:

The Impact of Age on Obesity-induced Muscle Anabolic Resistance and the
Potential Benefit of Stimulating Lipid Oxidation
Leader:
Andrew Murton, PhD
Compared to their lean peers, obese individuals are at heightened risk of developing frailty in later
life, increasing their susceptibility to adverse outcomes including falls, disability, institutionalization,
and mortality. Central to the development of frailty is the age-dependent loss of skeletal muscle
mass. Of concern, older obese men experience a diminished capacity to synthesize new muscle
proteins in response to amino acid feeding, a process essential for the maintenance of muscle mass
and quality. Given the inability of amino acids to stimulate muscle protein synthesis is also observed
in lean individuals when infused a lipid emulsion to induce ectopic lipid accumulation, the
accumulation of lipids appears a pivotal mechanism by which muscle becomes unresponsive to
dietary amino acids with obesity. Furthermore, in light of evidence that the function of muscle
mitochondria, a key site in the oxidation of cellular lipids, is impaired in the elderly, we contend that
the capacity to synthesize new proteins during obesity is further compromised in old versus young
individuals. Thus, it is hypothesized that obesity-induced impairment of muscle protein anabolism is
greater in older versus young animals and that stimulating muscle lipid oxidation reduces
intramyocellular lipid accumulation, restoring the ability of amino acids to induce muscle protein
synthesis in obese older animals. To test this, the following two specific aims will be pursued:
SPECIFIC AIM 1: Utilizing a rodent model of diet-induced obesity, establish if
obesity-induced muscle anabolic resistance is exacerbated with old age.
SPECIFIC AIM 2: Determine whether stimulating fatty acid oxidation can reverse the
development of obesity-induced anabolic resistance in elderly rodents.

2. Project Title:

A Web-based Active Video Games Intervention in Aging Breast Cancer
Survivors
Leader:
Elizabeth Lyons, PhD
Cancer and cancer treatment can exacerbate age-related declines in physical function.1 Thus,
aging breast cancer (BC) survivors are at elevated risk for poor physical function and, in turn,
negative impacts on mortality, independence, and quality of life.2 Physical activity has emerged as a
key strategy to prevent functional decline and improve quality of life.3 However, fewer than 8% of
survivors meet the minimum physical activity recommendation of 150 minutes of moderate-intensity
activity per week at 24 months, 5 years, and 10 years after initial diagnosis.4 Common issues
affecting activity level include: lack of motivation, fatigue, and social support. 5,6 Coupling physical
inactivity with the growing concern that BC survivors are experiencing accelerated aging1,7 which
may decrease their function, there is a critical need to develop activity interventions to help promote
activity and prevent functional decline.
A recent meta-analysis indicated that survivors who participated in group-based interventions
showed greater improvement in physical functioning in addition to an increase in activity.8
Group-based activity interventions also provide psychosocial benefits (e.g., quality of life and social
support). 9 Despite these positive findings, inadequate dissemination into the clinical setting and
access are two major limitations. 10-12 Recent technology advances have produced methods, such
as active video games (AVGs), that allow for low-cost, flexible activity intervention. Additionally,
AVGs have been found to increase motivation and activity level. 13 Our data from a pilot study using
AVGs in BC survivor support groups showed a medium effect size for steps (d=0.75) and large
effect size for motivation (d=1.22). However, the barrier of access remained a problem in this study,
with a 30% dropout rate and a 62% attendance rate. Telemedicine video chat may address this
limitation by allowing survivors to participate in AVG support groups from their homes, but this
strategy has yet to be tested. Thus, we propose to conduct a novel 13-week web-based group
activity intervention (a phase I pilot randomized controlled trial) using AVG and telemedicine video
chat to promote activity goal adherence.
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Approach: BC survivors (N=40, aged 55 or older) will be recruited and randomly assigned to
intervention or control condition. The AVG intervention will consist of weekly active gaming sessions
in a web-based group along with behavior change topics to promote activity. The control group will
receive weekly conference calls to review healthy aging information in order to match contact hours.
Our aims for this project are:
Primary aim: To determine the feasibility and acceptability of a web-based 13-week AVG group
activity intervention in BC survivors
Hypothesis: The web-based group intervention will increase participation among BC survivors
(represented by an increase in meeting attendance and a decrease in study drop-out rate)
compared to the control group.
Secondary aim: To compare post-intervention differences in activity level, physical function, and
self-reported quality of life between web-based AVGs intervention group and control group.
Hypothesis: Participants in the intervention group will show a greater activity level (represented by a
greater number of steps), higher physical function score, and self-reported quality of life score
compared to control group participants.
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II. RESEARCH, RESOURCES AND ACTIVITIES (continued...)
D. DEVELOPMENT PROJECTS (0 Development Projects Listed)
No development projects.
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III. CAREER DEVELOPMENT
REC Scholar, Research & Grants Funded During Pepper Supported Time
Monique Pappadis, PhD, MEd
Assistant Professor / Division of Rehabilitation Sciences
Ethnic minority health and behavioral health disparities; Psychosocial adjustment to
disability
Rafael Samper-Ternent, MD, PhD
Assistant Professor / Division of Geriatrics
Health disparities, functional and cognitive decline
Rachel Deer, PhD
Assistant Professor / Division of Rehabilitation Sciences
Clinical trials of interventions (nutrition, exercise, testosterone) for acceleration of
functional recovery from hospitalization; Physical functioning and sarcopenia in
older adults; Prevalence of malnutrition and sarcopenia at hospital admission;
Protein metabolism
Kimberly Hreha, EdD, OTR/L
Assistant Professor / Division of Rehabilitation Sciences
Rehabilitation outcomes, stroke, intervention studies, implementation, vision
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Publications

2016-2020 39 (7 1st/Sr)

2017-2020 34 (9 1st/Sr)

2017-2020 20 (9 1st/Sr)

2018-2020 27 (11 1st/Sr)
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IV. PUBLICATIONS
2020
1. Patterns of Association between Depressive Symptoms and Chronic Medical Morbidities in Older
Adults.
Agustini B, Lotfaliany M, Woods RL, McNeil JJ, Nelson MR, Shah RC, Murray AM, Ernst ME, Reid
CM, Tonkin A, Lockery JE, Williams LJ, Berk M, Mohebbi M, ASPREE Investigator Group.
J Am Geriatr Soc, 2020 Aug, 68(8): 1834-1841
https://doi.org/10.1111/jgs.16468 | PMID: 32402115
Citations: | AltScore: 3
2. The association of antihypertensive use and depressive symptoms in a large older population with
hypertension living in Australia and the United States: a cross-sectional study.
Agustini B, Mohebbi M, Woods RL, McNeil JJ, Nelson MR, Shah RC, Murray AM, Ernst ME, Reid CM,
Tonkin A, Lockery JE, Berk M, ASPREE Investigator Group.
J Hum Hypertens, 2020 Jan 30
https://doi.org/10.1038/s41371-020-0303-y | PMID: 32001828 | PMCID: PMC7390661
Citations: | AltScore: NA
3. Sex Hormones and Novel Corona Virus Infectious Disease (COVID-19).
Al-Lami RA, Urban RJ, Volpi E, Algburi AMA, Baillargeon J
Mayo Clin Proc, 2020 Aug, 95(8): 1710-1714
https://doi.org/10.1016/j.mayocp.2020.05.013 | PMID: 32753145 | PMCID: PMC7256539
Citations: | AltScore: 17.45
4. A Randomized Trial of a Multifactorial Strategy to Prevent Serious Fall Injuries.
Bhasin S, Gill TM, Reuben DB, Latham NK, Ganz DA, Greene EJ, Dziura J, Basaria S, Gurwitz JH,
Dykes PC, McMahon S, Storer TW, Gazarian P, Miller ME, Travison TG, Esserman D, Carnie MB,
Goehring L, Fagan M, Greenspan SL, Alexander N, Wiggins J, Ko F, Siu AL, Volpi E, Wu AW, Rich J,
Waring SC, Wallace RB, Casteel C, Resnick NM, Magaziner J, Charpentier P, Lu C, Araujo K, Rajeevan
H, Meng C, Allore H, Brawley BF, Eder R, McGloin JM, Skokos EA, Duncan PW, Baker D, Boult C,
Correa-de-Araujo R, Peduzzi P, STRIDE Trial Investigators.
N Engl J Med, 2020 Jul 9, 383(2): 129-140
https://doi.org/10.1056/NEJMoa2002183 | PMID: 32640131 | PMCID: PMC7421468
Citations: 1 | AltScore: 245.906
5. Factors Associated With Treatment and Control of Hypertension in a Healthy Elderly Population
Free of Cardiovascular Disease: A Cross-sectional Study.
Chowdhury EK, Nelson MR, Ernst ME, Margolis KL, Beilin LJ, Johnston CI, Woods RL, Murray AM,
Wolfe R, Storey E, Shah RC, Lockery JE, Tonkin AM, Newman AB, Williamson JD, Abhayaratna WP,
Stocks NP, Fitzgerald SM, Orchard SG, Trevaks RE, Donnan GA, Grimm R, McNeil JJ, Reid CM,
ASPREE Investigator Group.
Am J Hypertens, 2020 Apr 1, 33(4): 350-361
https://doi.org/10.1093/ajh/hpz192 | PMID: 31807750 | PMCID: PMC7109352
Citations: | AltScore: 1.6
6. Healthcare utilization of Mexican-American Medicare beneficiaries with and without Alzheimer's
disease and related dementias.
Downer B, Al Snih S, Raji M, Chou LN, Kuo YF, Markides KS, Ottenbacher KJ
PLoS One, 2020, 15(1): e0227681
https://doi.org/10.1371/journal.pone.0227681 | PMID: 31940401 | PMCID: PMC6961888
Citations: | AltScore: 6.55
7. Antihypertensive medication use and blood pressure control among treated older adults.
Ernst ME, Chowdhury EK, Nelson MR, Reid CM, Margolis KL, Beilin L, Stocks NP, Murray AM, Wolfe
R, Lockery JE, Orchard SG, Woods RL, McNeil JJ, ASPREE Investigator Group.
J Clin Hypertens (Greenwich), 2020 Jul 15
https://doi.org/10.1111/jch.13934 | PMID: 32667729
Citations: | AltScore: 2
8. Optimizing Retention in a Pragmatic Trial of Community-Living Older Persons: The STRIDE
Study.
Generated on: 09/25/2020, 9:56:43 AM

23 of 35

Pepper_Annual_UTMB_2019-2020

Generated on: 09/25/2020, 9:56:43 AM

Gill TM, McGloin JM, Shelton A, Bianco LM, Skokos EA, Latham NK, Ganz DA, Nyquist LV, Wallace
RB, Carnie MB, Dykes PC, Goehring LA, Doyle M, Charpentier PA, Greene EJ, Araujo KL
J Am Geriatr Soc, 2020 Mar 25, 68(6): 1242-1249
https://doi.org/10.1111/jgs.16356 | PMID: 32212395
Citations: 1 | AltScore: 5.7
9. Frailty transitions predict healthcare use and Medicare payments in older Mexican Americans: a
longitudinal cohort study.
Li CY, Al Snih S, Chou LN, Karmarkar A, Kuo YF, Markides KS, Ottenbacher KJ
BMC Geriatr, 2020 Jun 1, 20(1): 189
https://doi.org/10.1186/s12877-020-01583-y | PMID: 32487037 | PMCID: PMC7268381
Citations: | AltScore: NA
10. A comparison of three methods in categorizing functional status to predict hospital readmission
across post-acute care.
Li CY, Karmarkar A, Kuo YF, Mehta HB, Mallinson T, Haas A, Kumar A, Ottenbacher KJ
PLoS One, 2020, 15(5): e0232017
https://doi.org/10.1371/journal.pone.0232017 | PMID: 32379765 | PMCID: PMC7205206
Citations: | AltScore: 8.85
11. Opioid Prescribing by Primary Care Providers: a Cross-Sectional Analysis of Nurse Practitioner,
Physician Assistant, and Physician Prescribing Patterns.
Lozada MJ, Raji MA, Goodwin JS, Kuo YF
J Gen Intern Med, 2020 Apr 24
https://doi.org/10.1007/s11606-020-05823-0 | PMID: 32333312
Citations: | AltScore: 70.55
12. Resistance exercise training promotes fiber type-specific myonuclear adaptations in older adults.
Moro T, Brightwell CR, Volpi E, Rasmussen BB, Fry CS
J Appl Physiol (1985), 2020 Apr 1, 128(4): 795-804
https://doi.org/10.1152/japplphysiol.00723.2019 | PMID: 32134710 | PMCID: PMC7191507
Citations: | AltScore: 46.85
13. End-of-Life Healthcare Utilization of Older Mexican Americans With and Without a Diagnosis of
Alzheimer's Disease and Related Dementias.
Nguyen C, Downer B, Chou LN, Kuo YF, Raji M
J Gerontol A Biol Sci Med Sci, 2020 Jan 20, 75(2): 326-332
https://doi.org/10.1093/gerona/glz065 | PMID: 30855070 | PMCID: PMC7176060
Citations: 1 | AltScore: 11.5
14. Inconsistent Classification of Mild Stroke and Implications on Health Services Delivery.
Roberts PS, Krishnan S, Burns SP, Ouellette D, Pappadis MR
Arch Phys Med Rehabil, 2020 Jan 28, 101(7): 1243-1259
pii: S0003-9993(20)30025-3. https://doi.org/10.1016/j.apmr.2019.12.013 | PMID: 32001257 | PMCID:
PMC7311258
Citations: | AltScore: 13.45
15. Opioid Prescribing to Medicare Part D Enrollees, 2013-2017: Shifting Responsibility to Pain
Management Providers.
Romman AN, Hsu CM, Chou LN, Kuo YF, Przkora R, Gupta RK, Lozada MJ
Pain Med, 2020 Nov 7, 21(7): 1400-1407
https://doi.org/10.1093/pm/pnz344 | PMID: 31904839
Citations: | AltScore: 4.95
16. Randomized placebo-controlled trial of the effects of aspirin on dementia and cognitive decline.
Ryan J, Storey E, Murray AM, Woods RL, Wolfe R, Reid CM, Nelson MR, Chong TTJ, Williamson JD,
Ward SA, Lockery JE, Orchard SG, Trevaks R, Kirpach B, Newman AB, Ernst ME, McNeil JJ, Shah RC,
ASPREE Investigator Group.
Neurology, 2020 Jul 21, 95(3): e320-e331
https://doi.org/10.1212/WNL.0000000000009277 | PMID: 32213642
Citations: | AltScore: 450.878
17. Normative performance of older individuals on the Hopkins Verbal Learning Test-Revised
(HVLT-R) according to ethno-racial group, gender, age and education level.
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Ryan J, Woods RL, Murray AM, Shah RC, Britt CJ, Reid CM, Wolfe R, Nelson MR, Lockery JE,
Orchard SG, Trevaks RE, Chong TJ, McNeil JJ, Storey E, ASPREE Investigator Group.
Clin Neuropsychol, 2020 Feb 26 1-17
https://doi.org/10.1080/13854046.2020.1730444 | PMID: 32100619
Citations: 1 | AltScore: 0.25
18. Molecular Transducers of Physical Activity Consortium (MoTrPAC): Mapping the Dynamic
Responses to Exercise.
Sanford JA, Nogiec CD, Lindholm ME, Adkins JN, Amar D, Dasari S, Drugan JK, Fern?ndez FM,
Radom-Aizik S, Schenk S, Snyder MP, Tracy RP, Vanderboom P, Trappe S, Walsh MJ, Molecular
Transducers of Physical Activity Consortium.
Cell, 2020 Jun 25, 181(7): 1464-1474
https://doi.org/10.1016/j.cell.2020.06.004 | PMID: 32589957
Citations: | AltScore: 79.8
2019
1. Effect of Retail Clinic Use on Continuity of Care Among Medicare Beneficiaries.
Abara NO, Huang N, Raji MA, Kuo YF
J Am Board Fam Med, 2019 Jul-Aug, 32(4): 531-538
https://doi.org/10.3122/jabfm.2019.04.180349 | PMID: 31300573
Citations: | AltScore: 7
2. Testosterone Replacement Therapy and Rehospitalization in Older Men With Testosterone
Deficiency in a Postacute Care Setting.
Al-Lami RA, Graham JE, Deer RR, Westra J, Williams SB, Kuo YF, Baillargeon J
Am J Phys Med Rehabil, 2019 Jun, 98(6): 456-459
https://doi.org/10.1097/PHM.0000000000001127 | PMID: 30624240 | PMCID: PMC6522284
Citations: | AltScore: 1
3. 2,000?Steps/Day Does Not Fully Protect Skeletal Muscle Health in Older Adults During Bed Rest.
Arentson-Lantz E, Galvan E, Wacher A, Fry CS, Paddon-Jones D
J Aging Phys Act, 2019 Apr 1, 27(2): 191-197
https://doi.org/10.1123/japa.2018-0093 | PMID: 29989486 | PMCID: PMC6710835
Citations: 6 | AltScore: 77.6
4. Improving Dietary Protein Quality Reduces the Negative Effects of Physical Inactivity on Body
Composition and Muscle Function.
Arentson-Lantz EJ, Galvan E, Ellison J, Wacher A, Paddon-Jones D
J Gerontol A Biol Sci Med Sci, 2019 Sep 15, 74(10): 1605-1611
https://doi.org/10.1093/gerona/glz003 | PMID: 30689727 | PMCID: PMC6748768
Citations: 7 | AltScore: 46.1
5. Testosterone Prescribing Among Women in the USA, 2002-2017.
Baillargeon J, Urban RJ, Raji MA, Westra JR, Williams SB, Lopez DS, Kuo YF
J Gen Intern Med, 2019 Oct 21, 35(6): 1891-1893
https://doi.org/10.1007/s11606-019-05365-0 | PMID: 31637649 | PMCID: PMC7280376
Citations: | AltScore: 0.75
6. Moderate-intensity aerobic exercise improves skeletal muscle quality in older adults.
Brightwell CR, Markofski MM, Moro T, Fry CS, Porter C, Volpi E, Rasmussen BB
Transl Sports Med, 2019 Apr, 2(3): 109-119
https://doi.org/10.1002/tsm2.70 | PMID: 31123725 | PMCID: PMC6518946
Citations: 3 | AltScore: 14
7. AGS and NIA Bench-to Bedside Conference Summary: Osteoporosis and Soft Tissue (Muscle and
Fat) Disorders.
Col?n-Emeric C, Whitson HE, Berry SD, Fielding RA, Houston DK, Kiel DP, Rosen CJ, Seldeen KL,
Volpi E, White JP, Troen BR
J Am Geriatr Soc, 2020 Jan, 68(1): 31-38
https://doi.org/10.1111/jgs.16248 | PMID: 31791114 | PMCID: PMC7316395
Citations: | AltScore: 47.98
8. Developing a screening tool for sarcopenia in hospitalized geriatric patients: Estimation of
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8. Developing a screening tool for sarcopenia in hospitalized geriatric patients: Estimation of
appendicular skeletal muscle mass using bioelectrical impedance.
Deer RR, Akhverdiyeva L, Kuo YF, Volpi E
Clin Nutr, 2019 Oct 14, 39(7): 2233-2237
pii: S0261-5614(19)33077-8. https://doi.org/10.1016/j.clnu.2019.10.005 | PMID: 31676257 | PMCID:
PMC7153986
Citations: | AltScore: NA
9. A Phase I Randomized Clinical Trial of Evidence-Based, Pragmatic Interventions to Improve
Functional Recovery After Hospitalization in Geriatric Patients.
Deer RR, Dickinson JM, Baillargeon J, Fisher SR, Raji M, Volpi E
J Gerontol A Biol Sci Med Sci, 2019 Sep 15, 74(10): 1628-1636
https://doi.org/10.1093/gerona/glz084 | PMID: 30906944 | PMCID: PMC6748704
Citations: 4 | AltScore: 6.85
10. Differences in hospitalizations, emergency room admissions, and outpatient visits among
Mexican-American Medicare beneficiaries.
Downer B, Al Snih S, Chou LN, Kuo YF, Markides KS, Ottenbacher KJ
BMC Geriatr, 2019 May 21, 19(1): 136
https://doi.org/10.1186/s12877-019-1160-9 | PMID: 31113371 | PMCID: PMC6528336
Citations: 2 | AltScore: 3.85
11. Combined effects of cognitive impairment and pre-frailty on future frailty and death in older
Mexican Americans.
Downer B, Al Snih S, Howrey BT, Raji MA, Markides KS, Ottenbacher KJ
Aging Ment Health, 2019 Oct, 23(10): 1405-1412
https://doi.org/10.1080/13607863.2018.1493719 | PMID: 30472880 | PMCID: PMC6534489
Citations: 3 | AltScore: 2
12. The Sequence of Physical and Cognitive Impairment and the Association with Mortality among
Unimpaired Older Mexican Adults.
Downer B, Milani S, Wong R
J Gerontol A Biol Sci Med Sci, 2019 Oct 22, 75(7): 1386-1392
pii: glz238. https://doi.org/10.1093/gerona/glz238 | PMID: 31639186 | PMCID: PMC7302177
Citations: | AltScore: 9.4
13. Use of the Shared Decision-Making Visit for Lung Cancer Screening Among Medicare Enrollees.
Goodwin JS, Nishi S, Zhou J, Kuo YF
JAMA Intern Med, 2019 May 1, 179(5): 716-718
https://doi.org/10.1001/jamainternmed.2018.6405 | PMID: 30640388 | PMCID: PMC6503565
Citations: 4 | AltScore: 43.584
14. Skeletal muscle-specific knockout of DEP domain containing 5 protein increases mTORC1
signaling, muscle cell hypertrophy, and mitochondrial respiration.
Graber TG, Fry CS, Brightwell CR, Moro T, Maroto R, Bhattarai N, Porter C, Wakamiya M, Rasmussen
BB
J Biol Chem, 2019 Mar 15, 294(11): 4091-4102
https://doi.org/10.1074/jbc.RA118.005970 | PMID: 30635399 | PMCID: PMC6422100
Citations: 2 | AltScore: 8
15. Ethical Considerations in Chronic Brain Injury.
Hawley L, Hammond FM, Cogan AM, Juengst S, Mumbower R, Pappadis MR, Waldman W,
Dams-O'Connor K
J Head Trauma Rehabil, 2019 Nov/Dec, 34(6): 433-436
https://doi.org/10.1097/HTR.0000000000000538 | PMID: 31688380 | PMCID: PMC6986275
Citations: | AltScore: 1.5
16. Comparison of Functional Status Improvements Among Patients With Stroke Receiving Postacute
Care in Inpatient Rehabilitation vs Skilled Nursing Facilities.
Hong I, Goodwin JS, Reistetter TA, Kuo YF, Mallinson T, Karmarkar A, Lin YL, Ottenbacher KJ
JAMA Netw Open, 2019 Dec 2, 2(12): e1916646
https://doi.org/10.1001/jamanetworkopen.2019.16646 | PMID: 31800069 | PMCID: PMC6902754
Citations: | AltScore: 109.35
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17. Preferences for Communicating about Breast Cancer Screening Among Racially/Ethnically Diverse
Older Women.
Hoover DS, Pappadis MR, Housten AJ, Krishnan S, Weller SC, Giordano SH, Bevers TB, Goodwin JS,
Volk RJ
Health Commun, 2019 Jun, 34(7): 702-706
https://doi.org/10.1080/10410236.2018.1431026 | PMID: 29373069 | PMCID: PMC6062485
Citations: 2 | AltScore: 3.35
18. Sexual Dimorphism of Resting-State Network Connectivity in Healthy Ageing.
Jamadar SD, Sforazzini F, Raniga P, Ferris NJ, Paton B, Bailey MJ, Brodtmann A, Yates PA, Donnan
GA, Ward SA, Woods RL, Storey E, McNeil JJ, Egan GF, ASPREE Investigator Group.
J Gerontol B Psychol Sci Soc Sci, 2019 Sep 15, 74(7): 1121-1131
https://doi.org/10.1093/geronb/gby004 | PMID: 29471348 | PMCID: PMC6748717
Citations: 6 | AltScore: NA
19. Stroke Survivors' Perspectives on Post-Acute Rehabilitation Options, Goals, Satisfaction, and
Transition to Home.
Krishnan S, Hay CC, Pappadis MR, Deutsch A, Reistetter TA
J Neurol Phys Ther, 2019 Jul, 43(3): 160-167
https://doi.org/10.1097/NPT.0000000000000281 | PMID: 31205230 | PMCID: PMC6582990
Citations: | AltScore: 9.95
20. Use of Medicare Data to Identify Team-based Primary Care: Is it Possible?
Kuo YF, Raji MA, Lin YL, Ottenbacher ME, Jupiter D, Goodwin JS
Med Care, 2019 Nov, 57(11): 905-912
https://doi.org/10.1097/MLR.0000000000001201 | PMID: 31568165 | PMCID: PMC6791761
Citations: 1 | AltScore: 7.83
21. Social Support Patterns of Middle-Aged and Older Adults Within a Physical Activity App:
Secondary Mixed Method Analysis.
Lewis ZH, Swartz MC, Martinez E, Lyons EJ
JMIR Aging, 2019 Aug 23, 2(2): e12496
https://doi.org/10.2196/12496 | PMID: 31518281 | PMCID: PMC6744818
Citations: 1 | AltScore: NA
22. Relationship between Functional Improvement and Cognition in Short-Stay Nursing Home
Residents.
Loomer L, Downer B, Thomas KS
J Am Geriatr Soc, 2019 Mar, 67(3): 553-557
https://doi.org/10.1111/jgs.15708 | PMID: 30548843 | PMCID: PMC6402985
Citations: 1 | AltScore: 77.95
23. Effect of high-fat diet on peripheral blood mononuclear cells and adipose tissue in early stages of
diet-induced weight gain.
Lowry JE, Tumurbaatar B, D'Agostino C, Main E, Wright TJ, Dillon EL, Saito TB, Porter C, Andersen
CR, Brining DL, Endsley JJ, Sheffield-Moore M, Volpi E, Fang R, Abate N, Tuvdendorj DR
Br J Nutr, 2019 Dec 28, 122(12): 1359-1367
https://doi.org/10.1017/S0007114519002472 | PMID: 31554524 | PMCID: PMC6908754
Citations: | AltScore: 0.5
24. Effect of Aerobic Exercise Training and Essential Amino Acid Supplementation for 24 Weeks on
Physical Function, Body Composition, and Muscle Metabolism in Healthy, Independent Older
Adults: A Randomized Clinical Trial.
Markofski MM, Jennings K, Timmerman KL, Dickinson JM, Fry CS, Borack MS, Reidy PT, Deer RR,
Randolph A, Rasmussen BB, Volpi E
J Gerontol A Biol Sci Med Sci, 2019 Sep 15, 74(10): 1598-1604
https://doi.org/10.1093/gerona/gly109 | PMID: 29750251 | PMCID: PMC6748753
Citations: 6 | AltScore: 29.55
25. Displacement due to armed conflict and violence in childhood and adulthood and its effects on older
adult health: The case of the middle-income country of Colombia.
McEniry M, Samper-Ternent R, Cano-Gutierrez C
SSM Popul Health, 2019 Apr, 7: 100369
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https://doi.org/10.1016/j.ssmph.2019.100369 | PMID: 30859118 | PMCID: PMC6396198
Citations: | AltScore: NA
26. Early Life Displacement Due to Armed Conflict and Violence, Early Nutrition, and Older Adult
Hypertension, Diabetes, and Obesity in the Middle-Income Country of Colombia.
McEniry M, Samper-Ternent R, Fl?rez CE, Cano-Gutierrez C
J Aging Health, 2019 Sep, 31(8): 1479-1502
https://doi.org/10.1177/0898264318778111 | PMID: 29916766 | PMCID: PMC6738338
Citations: 1 | AltScore: 7.58
27. Patterns of SES Health Disparities Among Older Adults in Three Upper Middle- and Two
High-Income Countries.
McEniry M, Samper-Ternent R, Fl?rez CE, Pardo R, Cano-Gutierrez C
J Gerontol B Psychol Sci Soc Sci, 2019 Aug 21, 74(6): e25-e37
https://doi.org/10.1093/geronb/gby050 | PMID: 29684199 | PMCID: PMC6941491
Citations: | AltScore: 7.83
28. The Longitudinal Associations of Handgrip Strength and Cognitive Function in Aging Americans.
McGrath R, Vincent BM, Hackney KJ, Robinson-Lane SG, Downer B, Clark BC
J Am Med Dir Assoc, 2020 May, 21(5): 634-639.e1
https://doi.org/10.1016/j.jamda.2019.08.032 | PMID: 31706916 | PMCID: PMC7186158
Citations: 2 | AltScore: 4.3
29. Effects of Aspirin in the Healthy Elderly. Reply.
McNeil JJ, Woods RL, Murray AM, ASPREE Investigator Group.
N Engl J Med, 2019 May 2, 380(18): 1776-1777
https://doi.org/10.1056/NEJMc1901774 | PMID: 31042836 | PMCID: PMC6753779
Citations: | AltScore: NA
30. Functional Status Is Associated With 30-Day Potentially Preventable Readmissions Following Home
Health Care.
Middleton A, Downer B, Haas A, Knox S, Ottenbacher KJ
Med Care, 2019 Feb, 57(2): 145-151
https://doi.org/10.1097/MLR.0000000000001047 | PMID: 30531524 | PMCID: PMC6358180
Citations: 3 | AltScore: 12.3
31. Prevalence of depressive symptoms and its associated factors among healthy community-dwelling
older adults living in Australia and the United States.
Mohebbi M, Agustini B, Woods RL, McNeil JJ, Nelson MR, Shah RC, Nguyen V, Storey E, Murray AM,
Reid CM, Kirpach B, Wolfe R, Lockery JE, Berk M, ASPREE Investigator Group.
Int J Geriatr Psychiatry, 2019 Aug, 34(8): 1208-1216
https://doi.org/10.1002/gps.5119 | PMID: 30989707 | PMCID: PMC6924573
Citations: 4 | AltScore: 4.45
32. Low skeletal muscle capillarization limits muscle adaptation to resistance exercise training in older
adults.
Moro T, Brightwell CR, Phalen DE, McKenna CF, Lane SJ, Porter C, Volpi E, Rasmussen BB, Fry CS
Exp Gerontol, 2019 Nov, 127: 110723
https://doi.org/10.1016/j.exger.2019.110723 | PMID: 31518665 | PMCID: PMC6904952
Citations: 1 | AltScore: 69.1
33. Physical Performance Trajectories and Mortality Among Older Mexican Americans.
Mutambudzi M, Chen NW, Howrey B, Garcia MA, Markides KS
J Gerontol A Biol Sci Med Sci, 2019 Jan 16, 74(2): 233-239
https://doi.org/10.1093/gerona/gly013 | PMID: 29438556 | PMCID: PMC6333933
Citations: 1 | AltScore: 1.35
34. Small molecule nicotinamide N-methyltransferase inhibitor activates senescent muscle stem cells
and improves regenerative capacity of aged skeletal muscle.
Neelakantan H, Brightwell CR, Graber TG, Maroto R, Wang HL, McHardy SF, Papaconstantinou J, Fry
CS, Watowich SJ
Biochem Pharmacol, 2019 May, 163: 481-492
https://doi.org/10.1016/j.bcp.2019.02.008 | PMID: 30753815 | PMCID: PMC6469996
Citations: 5 | AltScore: 265.408
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35. Use of Lung Cancer Screening With Low-Dose Computed Tomography in the Medicare Population.
Nishi S, Zhou J, Kuo YF, Goodwin JS
Mayo Clin Proc Innov Qual Outcomes, 2019 Mar, 3(1): 70-77
https://doi.org/10.1016/j.mayocpiqo.2018.12.003 | PMID: 30899910 | PMCID: PMC6410337
Citations: 3 | AltScore: 2.1
36. Use of Imaging and Diagnostic Procedures After Low-Dose CT Screening for Lung Cancer.
Nishi SPE, Zhou J, Okereke I, Kuo YF, Goodwin J
Chest, 2020 Feb, 157(2): 427-434
https://doi.org/10.1016/j.chest.2019.08.2187 | PMID: 31521671 | PMCID: PMC7005377
Citations: 1 | AltScore: 15.55
37. The Role of Signaling Pathways of Inflammation and Oxidative Stress in Development of
Senescence and Aging Phenotypes in Cardiovascular Disease.
Papaconstantinou J
Cells, 2019 Nov 4, 8(11):
pii: E1383. https://doi.org/10.3390/cells8111383 | PMID: 31689891 | PMCID: PMC6912541
Citations: 2 | AltScore: NA
38. Lived experiences of chronic cognitive and mood symptoms among community-dwelling adults
following stroke: a mixed-methods analysis.
Pappadis MR, Krishnan S, Hay CC, Jones B, Sander AM, Weller SC, Reistetter TA
Aging Ment Health, 2019 Sep, 23(9): 1227-1233
https://doi.org/10.1080/13607863.2018.1481927 | PMID: 30369243 | PMCID: PMC6486878
Citations: 1 | AltScore: 2.5
39. Anterior Cruciate Ligament Tear Promotes Skeletal Muscle Myostatin Expression, Fibrogenic Cell
Expansion, and a Decline in Muscle Quality.
Peck BD, Brightwell CR, Johnson DL, Ireland ML, Noehren B, Fry CS
Am J Sports Med, 2019 May, 47(6): 1385-1395
https://doi.org/10.1177/0363546519832864 | PMID: 30995070 | PMCID: PMC6995871
Citations: 3 | AltScore: 15.1
40. Prevalence of chronic kidney disease in the elderly using the ASPirin in Reducing Events in the
Elderly study cohort.
Polkinghorne KR, Wolfe R, Jachno KM, Wetmore JB, Woods RL, McNeil JJ, Nelson MR, Reid CM,
Murray AM, ASPREE Investigator Group.
Nephrology (Carlton), 2019 Dec, 24(12): 1248-1256
https://doi.org/10.1111/nep.13565 | PMID: 30663195 | PMCID: PMC6812602
Citations: 1 | AltScore: NA
41. Functional Improvements Utilizing the Short Physical Performance Battery (SPPB) in the Elderly
after Epidural Steroid Injections.
Przkora R, Kinsky MP, Fisher SR, Babl C, Heyde CE, Vasilopoulos T, Kaye AD, Volpi E
Curr Pain Headache Rep, 2019 Feb 22, 23(2): 14
https://doi.org/10.1007/s11916-019-0748-2 | PMID: 30796532 | PMCID: PMC6766078
Citations: | AltScore: 0.75
42. Association between cannabis laws and opioid prescriptions among privately insured adults in the
US.
Raji MA, Abara NO, Salameh H, Westra JR, Kuo YF
Prev Med, 2019 Aug, 125: 62-68
https://doi.org/10.1016/j.ypmed.2019.05.012 | PMID: 31125629 | PMCID: PMC6582995
Citations: 1 | AltScore: 55.93
43. Tricyclic Antidepressant and/or -Aminobutyric Acid-Analog Use Is Associated With Fall Risk in
Diabetic Peripheral Neuropathy.
Randolph AC, Lin YL, Volpi E, Kuo YF
J Am Geriatr Soc, 2019 Jun, 67(6): 1174-1181
https://doi.org/10.1111/jgs.15779 | PMID: 30694557
Citations: 1 | AltScore: 4.95
44. Effect of essential amino acid supplementation and aerobic exercise on insulin sensitivity in healthy
older adults: A randomized clinical trial.
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Randolph AC, Markofski MM, Rasmussen BB, Volpi E
Clin Nutr, 2019 Jun 28, 39(5): 1371-1378
pii: S0261-5614(19)30273-0. https://doi.org/10.1016/j.clnu.2019.06.017 | PMID: 31307843 | PMCID:
PMC6934924
Citations: | AltScore: 4.25
45. Variation Among Primary Care Physicians in 30-Day Readmissions.
Singh S, Goodwin JS, Zhou J, Kuo YF, Nattinger AB
Ann Intern Med, 2019 Jun 4, 170(11): 749-755
https://doi.org/10.7326/M18-2526 | PMID: 31108502 | PMCID: PMC6743324
Citations: | AltScore: 91.25
46. Brief Report: Active Ingredients for Adherence to a Tracker-Based Physical Activity Intervention
in Older Adults.
Swartz MC, Lewis ZH, Swartz MD, Martinez E, Lyons EJ
J Appl Gerontol, 2019 Jul, 38(7): 1023-1034
https://doi.org/10.1177/0733464817739350 | PMID: 29165029
Citations: 1 | AltScore: 1.95
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V. EXTERNAL ADVISORY BOARD MEMBERS
Stephen Kritchevsky, PhD
Wake Forest School of Medicine
Serving since 2011 (9 years)
Stephanie Studenski, MD, MPH
University of Pittsburgh School of Medicine
Serving since 2016 (4 years)
Thomas M. Gill, MD
Yale School of Medicine
Serving since 2019 (1 years)
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VI. RECOGNITION AND AWARDS (2019-2020)
Elizabeth J. Lyons, PhD (2019)
Grace Bucksch Gnitzinger Distinguished Professorship in Aging
Monique Pappadis, PhD, MEd (2019)
Dr. Suzanne Kneuper Linder Research Award in Excellence in Patient-Centered Outcomes Research
Rebeca Wong, PhD (2019)
NICHD Advisory Council Member
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VII. MINORITY RESEARCH
General Brief Description of Minority Activities:

Research (Pilot Projects):
The role of urological factors, testosterone deficiency and testosterone therapy prescription in the
risk of mortality among U.S. Hispanic men
Investigators: David S. Lopez, DrPH, MS, MPH
Mentors: Drs. Kyriakos Markides and Jacques Baillargeon
Racial and ethnic differences in mortality rates, including cardiovascular and cancer-specific,
remains a public health concern in the United States. Similar disparities are reported for the
incidence of those cancers related to obesity such as kidney, bladder and prostate cancer (herein
we use the term obesity-related cancers). Disparities on obesity-related cancers are suggested to
be due, in part, to the high prevalence of obesity, diabetes and metabolic syndrome in minority
populations. The Non-Hispanic Black and Hispanic population are disproportionally affected by
rates of mortality (all-cause, cardiovascular and cancer-specific) and incidence of obesity-related
cancers. There is a paucity of research about the role of lifestyle (e.g. diet, obesity),
epidemiological and clinical factors in the risk of mortality (all-cause, cardiovascular and
cancer-specific) and incidence of obesity-related cancers in minority populations. The public
health significance of this investigation is that we will address these research gaps in
non-Hispanic White (NHW), non-Hispanic Black (NHB) and Hispanic men.
Specific Aims: 1) To determine prospective associations between T deficiency and all-cause,
cardiovascular, cancer-specific mortality among Hispanic adult men aged 40+ in the NHANES.
We will also explore interrelations of T deficiency, obesity, urological and dietary factors with
all-cause, cardiovascular and cancer-specific mortality. 2) To investigate prospective associations
of T therapy with risk of obesity-related cancers (prostate, bladder and kidney) and
cancer-specific mortality among Hispanic adult men aged 65+ in the SEER Medicare.
Disparities in Non-Cancer Pain, Use of Opioids and Health Outcomes for Older Adults in the United
States
Investigator: Sapna Kaul, PhD
Mentors: Drs. Yong-Fang Kuo and Mukaila Raji
Background: About 20% of the U.S. adult population reports chronic pain. In 2016, 14.4 million
Medicare Part D beneficiaries received opioids, 5 million used opioids for =3 months, and over
500,000 non-cancer and non-Hospice beneficiaries used opioids that exceeded the recommended
doses. Yet, because of negative stereotyping and lower access to health care, older adults
belonging to racial and ethnic minority groups may be less likely to receive pain management via
opioids compared with non-Hispanic whites. Further, these disparities may have consequences
for pain management and related health outcomes.
Specific Aims: To examine race and ethnicity-related disparities in non-cancer pain, opioid use
and resulting-health outcomes among a nationally representative sample of older adults in the
U.S. Our aims include: (1) examine self-reported pain and opioid use among older adults and
determine disparities for Hispanics and non-Hispanic blacks compared with non-Hispanic
whites, and (2) identify if patient outcomes (ADLs, general physical and mental health, pain) are
associated with opioid use and race and ethnicity.
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Household composition and cognitive change among older adults in Mexico Investigator:
Jacqueline Torres, PhD
Mentors: Drs. Rebeca Wong and Kyriakos Markides
Background: As the burden of Alzheimer’s disease and related dementias (ADRDs) increases
worldwide, there is growing interest in identifying key population-level drivers of cognitive
outcomes in global settings, including social and family-level determinants of cognitive aging.
However, research on the social determinants of cognitive aging in high-income countries often
focuses on the effects of social factors like living alone or social isolation, which typically have
low prevalence in low and middle-income country (LMIC) settings. Other features of social and
family life may serve as important drivers of cognitive outcomes global settings. For example,
while older adults in LMICs exhibit high overall prevalence of co-residence, including with adult
children, there may be changes in the underlying composition of the household due to the
internal or international out-migration of adult children and residential moves among older
adults themselves (e.g. to the home of an adult child). These changes may influence cognitive
outcomes by adversely impacting the availability of social interaction and support for older
adults and by contributing to greater risk for health conditions (e.g. depression). Conversely,
changes in household composition may have positive impacts on cognitive outcomes by
contributing to increased opportunity for social interaction and improvements in health
conditions that may contribute to cognitive function.
Specific Aims: 1. Evaluate the feasibility of constructing meaningful variables to capture the
change in household composition over time, including respondent and family-member moves in
mid to late-life. 2. Examine the effect of changes in household composition on cognitive decline
for older respondents.

Publications:
Garcia MA, Downer B, Chiu CT, Saenz JL, Rote S, Wong R. (2019) Racial/Ethnic and Nativity
Differences in Cognitive Life Expectancies Among Older Adults in the United States.
Gerontologist, 59(2), 281-289. doi: 10.1093/geront/gnx142. PMID: 28958071 / PMCID:
PMC6417765
Downer, B., Al Snih, S., Raji, M., Chou, L. N., Kuo, Y. F., Markides, K. S., & Ottenbacher, K. J.
(2020). Healthcare utilization of Mexican-American Medicare beneficiaries with and without
Alzheimer's disease and related dementias. PloS one, 15(1), e0227681.
doi:10.1371/journal.pone.0227681

Downer, B., Milani, S., & Wong, R. The Sequence of Physical and Cognitive Impairment and the
Association with Mortality among Unimpaired Older Mexican Adults (2019). Journal of
Gerontology: Medical Sciences, 75(7), 1386-1392. doi:10.1093/gerona/glz238

Downer, B., Al Snih, S., Chou, L. N., Kuo, Y. F., Markides, K. S., & Ottenbacher, K. J. (2019).
Differences in hospitalizations, emergency room admissions, and outpatient visits among
Mexican-American Medicare beneficiaries. BMC geriatrics, 19(1), 136.
doi:10.1186/s12877-019-1160-9.
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Milani, SA, Marsiske, M, Striley, CW. (2019). Discriminative ability of Montreal Cognitive
Assessment subtests and items in racial and ethnic minority groups. Alzheimer Dis Assoc Disord.
2019;33(3):226-232. https://doi.org/10.1097/WAD.0000000000000310. PMID: 31058685; PMCID:
PMC6710139 [Available on 2020-07-01]
Downer, B, Milani, SA, Wong, R. (2019). The Sequence of Physical and Cognitive Impairment and
the Association with Mortality among Unimpaired Older Mexican Adults. Journal of Gerontology:
Medical Sciences. 2020;75(7):1386-1392. PMID: 31639186. PMCID: PMC7302177
Other:
Rafael Samper-Ternent, MD PhD - Dissertation Committee member for Jacob Moran in the
MD/PhD program at UTMB. Title of Dissertation "The Roles of Estate Planning and Social
Support in Racial/Ethnic Disparities in Advance Care Planning and End-of-Life Care”
Rafael Samper-Ternent, MD PhD - K08 submitted to NIA and received score of 37. Title of
proposal "Caring for a spouse with dementia: the well-being of Hispanic caregivers”. The
proposal compares Hispanic caregivers to non-Hispanics. Awaiting comments.

Minority Trainee(s):
Monique Pappadis, PhD, MEd, Assistant Professor
Mexican Americans have an increased risk of stroke in comparison to non-Hispanic Whites and report
worse cognitive, functional, and neurological outcomes following stroke. It is well established that older
adults with greater levels of mobility are likely to have lower rates of re-admissions and decreased
mortality. Spatial mobility was initially conceptualized as ‘life space’, the space in which a person
travels/moves over a specific time point. However, the initial assessment excluded the need for
assistance. The Life-Space Mobility Assessment (LSA), developed at University of Alabama
Birmingham, is a validated measure of community mobility in older adults during the 4 weeks prior to
assessment. In addition, LSA accounts for assistance needed from a device or person. Using data from
the Hispanic EPESE wave 7 (2010-2011) on Mexican Americans, the majority had restricted life-space,
with nearly 80% limited to their home or neighborhood. To date, no study has identified the role of life
space mobility as a potential protective factor in determining discharge destination, 30-day re-admission,
and mortality following a stroke.
Rafael Samper-Ternent, MD, PhD, Assistant Professor
Dr. Samper-Ternent is a Clinician Scientist with a unique background in both patient care and research.
Both his clinical and research activities focus on improving care and quality of life of older adults. He
uses a multidisciplinary approach to analyze health disparities in different countries in Latin American
and Hispanic adults in the United States. As an OAIC REC Scholar, he will focus on functional and
cognitive decline of community dwelling older adults from different ethnic groups. Dr. Samper-Ternent
is also serving as project manager for the UTMB clinical site of the D-CARE Study.
Sadaf Milani, PhD, Postdoctoral Trainee
Dr. Sadaf Arefi Milani’s research focuses on how sociodemographic, behavioral, and health
characteristics influence cognitive decline in old age. She works on the prevalence of diabesity, the
co-occurrence of obesity and diabetes, among older adults in Mexico and its relationship with cognitive
impairment. Additionally, Dr. Milani conducts research on pain and cognitive decline among older adults
in Mexico, with a focus on gender differences.
Minority Grant(s):
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UNIVERSITY OF TEXAS HEALTH SCIENCE CENTER SAN ANTONIO
Claude D. Pepper Older Americans Independence Center
Principal Investigator

Nicolas Musi, M.D.

Musi@uthscsa.edu

Program Administrator

Lucy Hernandez

hernandezL7@uthscsa.edu

I. CENTER DESCRIPTION
The central premise of the San Antonio Claude D. Pepper Older Americans Independence Center (SA OAIC) is
that basic aging research has advanced to the point where scientifically validated, aging-modulating approaches are
ready to be tested and translated into human therapies. Our Center was conceived as an Intervention Program that
will advance discoveries obtained in rodents into the pre-clinical arena using a nonhuman primate model, the
common marmoset, and from the pre-clinical arena into humans through clinical studies. To fulfill this goal, our
Center provides investigators with the scientific infrastructure and services that are requisite to translate innovative
interventions that target the aging process and age-related diseases into humans. Initially, our major focus is
pharmacological interventions; however, regenerative and gene transfer interventions also will be tested as they
become available.
The Specific Objectives of the SA OAIC are:
1. To provide, through Resource Core (RC-1—Pre-clinical Research and Analytical Pharmacology Core),
functional assessment (health span) services, and determine the effect of interventions on lifespan. This
Core also supports pharmacokinetic, pharmacodynamics, safety, and tolerability assessment of
aging-modulating interventions.
2. To provide human clinical research and pharmacology services to studies of interventions aimed at
preventing physiological decline and age-related diseases through Resource Core (RC-2 – Clinical
Research Core). Services provided by this core include study design, subject recruitment, subject retention,
and procedures to assess physical performance, cognition, glucose metabolism, vascular function,
atherosclerosis, exercise tolerance, gait, balance, imaging, and specimen (blood, muscle, fat) processing.
This core also performs pharmacokinetic studies in humans.
3. To provide, through the Biostatistics and Data Management Core (RC3), expertise in data entry systems,
data quality control, data security, and state-of-the-art quantitative and qualitative analytic and medical
informatics strategies.
4. To provide assistance to and geriatrics, the Research Education Core (REC) provides protected research
time, research training, and mentorship to SA OAIC Scholars. All scholars will have research projects,
mentoring teams and specific short and longterm career goals.faculty for developing research programs in
gerontology
5. The Pilot and Exploratory Studies Core (PESC) funds pilot projects to gather preliminary data that may
guide the design of future studies.
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II. RESEARCH, RESOURCES AND ACTIVITIES
A. CORES
Biostatistical Design and Analysis Core (BDAC)
Leader 1: Jonathan A. L. Gelfond, MD, PhD gelfondjal@uthscsa.edu
Leader 2: Joel Michalek, PhD
No Description
Clinical Research Core (CRC)
Leader 1: Sara Espinoza, MD, MS

michalekj@uthscsa.edu

espinozas2@uthscsa.edu

Leader 2: Dean Kellogg, MD, PhD kelloggd@uthscsa.edu
This core assists basic and clinical investigators in developing rigorous and appropriately powered clinical studies
and trial concepts that will lead to innovative approaches to improve healthspan and lifespan, and facilitates
implementation and execution of translational human studies and clinical trials by investigators. The Core
provides expertise and coordinated access to resources and technology in both our Pepper Center and facilities
throughout our institution to maximize the depth of phenotypic characterization relevant to aging in trial outcomes.
Training in clinical research for early-stage faculty and those new to clinical research is also available. This Core is
also available to provide research project consultation and planning, assistance with safety and regulatory
compliance processes, facilitates research subject recruitment and retention, and coordinates relationships with
relevant SA OAIC Cores and other Core facilities of our institution.
Leadership and Administrative Core (LAC)
Leader 1: Nicolas Musi, MD musi@uthscsa.edu
Leader 2: Randy Strong, PhD strong@uthscsa.edu
This core oversees the overall coordination, monitoring, compliance, evaluation, and reporting functions of the SA
OAIC. It promotes institutional interactions and external relationships. The LAC supports the Executive
Committee, the Institutional Advisory Committee, and the External Advisory Board. The LAC co-sponsors a
weekly seminar series with our on-campus partners, an annual retreat, visiting professor series, topical
workgroups, grant planning meetings, and national conferences.
Pilot and Exploratory Studies Core (PESC)
Leader 1: Robert A. Clark, MD clarkra@uthscsa.edu
Leader 2: Randy Strong, PhD strong@uthscsa.edu
This core seeks to draw investigators into aging research relevant to the theme of the SA OAIC and to promote
early stage research that will set the stage for the development of both larger definitive studies and successful grant
applications to continue the research project. To advance these goals the core leadership seeks the creation of
novel aging research, and manages the application, review, selection, monitoring, and subsequent tracking of pilot
proposals.
Preclinical Research and Analytical Pharm Core (PRAC)
Leader 1: Adam Salmon, PhD salmona@uthscsa.edu
Leader 2: Cory Ross, PhD
cross@txbiomed.org
The Pre-clinical Research and Analytical Pharm Core plays a central role in the SA OAIC by providing the
knowledge, skills, and technical support to assist OAIC investigators in using the common marmoset (Callithrix
jacchus) as a pre-clinical model for aging interventions (mainly pharmacological). This core provides to OAIC
investigators resources (including access to geriatric marmosets) and services to assist with pre-clinical translation
projects, including reverse translational projects to develop novel marmoset models of age-related dysfunction.
Research Education Component (REC)
Paula Shireman, MD, MBA
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Paula Shireman, MD, MBA SHIREMAN@UTHSCSA.EDU
Peter Hornsby, PhD
hornsby@uthscsa.edu

Leader 2:
This core oversees the overall coordination, monitoring, compliance, evaluation, and reporting functions of the SA
OAIC. It promotes institutional interactions and external relationships. The LAC supports the Executive
Committee, the Institutional Advisory Committee, and the External Advisory Board. The LAC co-sponsors a
weekly seminar series with our on-campus partners, an annual retreat, visiting professor series, topical
workgroups, grant planning meetings, and national conferences.
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II. RESEARCH, RESOURCES AND ACTIVITIES (continued...)
B. RESEARCH (0 Projects Listed)
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II. RESEARCH, RESOURCES AND ACTIVITIES (continued...)
C. PILOT/EXPLORATORY PROJECTS (5 Pilot Projects Listed)
1. Project Title:

Effect of aging on hepatic steatosis in marmosets: A model of non-alcoholic fatty
liver disease (NAFLD)
Leader:
Amrita Kamat, PhD
The objective of the proposed study is to investigate for the first time whether there are age-related changes in
hepatic fat accumulation, a hallmark of NAFLD, in marmosets. We hypothesize an age-associated increase in
hepatic steatosis and alterations in serum lipid profile in the marmoset model. To test our hypothesis, we
propose the following Aims.
Aim 1) To investigate whether hepatic fat accumulation increases with age in marmosets. In this aim, we will
measure liver and abdominal fat in young and old male and female marmosets using magnetic resonance
imaging (MRI) and spectroscopy (MRS). We will also utilize diffusion-weighted imaging (DWI) which is an
emerging tool to evaluate liver fibrosis.
Aim 2) To elucidate whether there are changes in serum lipid profile with age in marmosets. A serum
lipidomic profile will be determined and evaluated to look for significant changes in the lipids with aging. To
investigate associations between hepatic fat accumulation and cardiovascular health, blood pressure
measurements will also be conducted.

2. Project Title:

Tuberculosis reactivation in BCG-vaccinated marmosets treated with an IL-17
antagonist
Leader:
Deepak Kaushal, PhD
The Th17 response mediated by interleukin-17A (IL-17) offers protective immunity against primary
Mycobacterium tuberculosis (Mtb) infection. IL-17 induces a pro-inflammatory response by facilitating
neutrophil recruitment, cytokine secretion and early granuloma formation. Interestingly, IL-17 has been
implicated in the pathogenesis of chronic inflammatory arthritis. In the U.S., chronic autoimmune conditions
like psoriatic arthritis and ankylosing spondylitis, affect approximately 4 to 5 million people in their forties
and fifties. Various drug therapies used in the management of these conditions, such as Secukinumab
(Cosentyx®), have improved the quality of life by reducing pain and inflammation. Secukinumab, an
antagonist of cytokine IL-17, has recently been approved by the WHO to treat chronic psoriasis, psoriatic
arthritis and ankylosing spondylitis and shows promises as a therapeutic for an evolving list of conditions. It is
projected that 2 to 3 million individuals greater than forty years old will be prescribed this drug over the next
decade.
We propose a study to investigate the risk of TB reactivation in BCG vaccinated marmosets that are treated
with Secukinumab. Analysis from five human clinical trials, indicate that latent TB infected individuals treated
with this drug show no increase in TB reactivation, however there is no data to support this claim.
Additionally, no animal studies have been conducted to examine the risk of reactivation of latent TB
reactivation. Marmosets are an ideal candidate for this study because these monkeys are the only non-human
primates that give birth to twins. This offers us a unique opportunity to study immune responses to vaccination
and drug treatment by reducing host variability in the model. Additionally, marmosets have a very high
susceptibility to aerosol Mtb infection and a heterogeneous host response that is dose and strain dependent.

3. Project Title:

Transposable element activation in brain and cerebrospinal fluid from patients
with Alzheimer’s disease (AD)
Leader:
Susan Bess Frost, PhD
Transposable elements, known colloquially as “jumping genes,” constitute approximately 45% of the human
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Transposable elements, known colloquially as “jumping genes,” constitute approximately 45% of the human
genome. We and others have reported an increase in transposable element mobilization over the course of
physiological aging in the brain and other tissues in invertebrate models. We have recently identified
transposable element activation as a key mediator of neuronal death in tauopathies, a group of age-related
neurodegenerative disorders including Alzheimer’s disease that are pathologically defined by deposits of tau
protein in the brain. Cellular defenses that limit transposable element mobilization include 1) formation of
silencing heterochromatin and 2) generation of small RNAs (piwi-interacting RNAs/piRNAs) that facilitate
clearance of transposable element transcripts. Using genetic approaches in Drosophila melanogaster models of
tauopathy, we found evidence for a causal relationship between pathogenic tau-induced heterochromatin
decondensation and piwi/piRNA depletion, active transposable element mobilization, and neurodegeneration.
We reported a significant increase in transcripts of the human endogenous retrovirus class of transposable
elements, among others, in postmortem brain tissue from human Alzheimer’s disease and progressive
supranuclear palsy, a “primary” tauopathy. Endogenous retroviruses are retrotransposons derived from ancient
retroviruses that inserted into the human genome. Like retroviruses, retrotransposons encode machinery,
including a reverse transcriptase, polymerase, capsid protein, and integrase needed to reverse transcribe their
RNA copy into DNA and insert the new DNA copy into the genome. We found that
(?)-L-2?,3?-dideoxy-3?-thiacytidine (3TC/Lamivudine), a water soluble, FDA-approved nucleoside analog
inhibitor of reverse transcriptase, suppresses retrotransposon mobilization and neurotoxicity in tau transgenic
Drosophila. Taken together, our studies identified heterochromatin decondensation, piwi/piRNA depletion and
consequent transposable element activation as a novel, conserved, pharmacologically targetable, mechanistic
driver of neurodegeneration in tauopathy.
We are now working to further translate our studies to human tauopathy in order to test the potential utility of
nucleoside analog reverse transcriptase inhibitors as tauopathy therapeutics. In our first Aim, we will
determine if transposable elements actively mobilize in human Alzheimer’s disease. Experiments in this Aim
will involve single nucleus DNA sequencing from neuronal nuclei isolated from control and human
Alzheimer’s disease brain tissue. In our second Aim, we will determine if brain tissue and cerebral spinal fluid
from patients with Alzheimer’s disease have elevated levels of reverse transcriptase activity compared to
controls. If successful, our studies will provide a) Additional evidence that transposable elements are activated
in human tauopathy, and b) An assay for target engagement for future clinical trials in which patients are
administered reverse transcriptase inhibitors as a tauopathy therapeutic.
4. Project Title:

Integrating social determinants of health and frailty in predictive modeling for a
Medicare population
Leader:
Bradley Brimhall, MD; Liem Du, MD.
Approximately 315,000 seniors > 65 yo reside in Bexar County and the surrounding areas; our senior
population is rapidly growing with estimates of almost doubling in size by 2050. With the aging of the US
population, identifying risk factors and improving outcomes are imperative for delivering patient-centered,
cost-effective care. Predicting outcomes in geriatric patients usually focuses on medical comorbidities.
Growing data demonstrate that frailty and low socioeconomic status (SES) are powerful predictors of
outcomes; these variables represent an opportunity to improve outcome prediction and design pathways to
improve outcomes. Unfortunately, these variables are not routinely measured or incorporated into care plans.
Our long-term goal is to combine easy to use frailty measures and social risk factors in a parsimonious model
to identify at-risk geriatric patients to drive the design of more effective clinical care pathways.
WellMed specializes in managed care for Medicare and certain Medicare Advantage health plans and contracts
with University Health System (UHS) for ~3,000 patients assigned to University Medical Associates, the
clinician group for UHS. UHS ancillary support teams will routinely contact patients for care navigation and
also will gather data on the social determinants of health and frailty. In addition, the American Community
Survey1 contains SES data at the block group level used to estimate individual level SES, assisting in
identifying patients with social risk factors. A major issue in modeling outcomes is underestimating
hospitalizations and emergency department (ED) visits due to patients being seen in outside facilities; this
limitation can be overcome by health claims data from WellMed. We will use WellMed administrative data,
combined with more granular data from UHS and UT Health to determine outcomes and develop predictive
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models that go beyond medical comorbidities using SES and frailty data from the ancillary support teams that
are not normally collected by medical personnel.
Aim 1: Improve high-risk patient identification & risk adjustment by assessing the contributions of ethnicity,
SES & frailty to hospitalizations, ED visits and mortality in a geriatric population
Hypothesis: Frailty and SES will predict a significant portion of the risk for hospitalizations, ED visits and
mortality and identify factors that can be used in care pathway design.
Approach: We will combine data from the Clinical Informatics Research Division data warehouse containing
UHS and UT Health electronic health records with proxy SES data from the American Community Survey at
the block group level1 and WellMed administrative data. We will supplement this data with structured notes
for routine telephone calls by the ancillary support teams for frailty, SES and social support to determine
factors that contribute to outcomes.
5. Project Title:

Effect of SGLT2 inhibition on aging-related biomarkers in older obese adults
with pre-diabetes
Leader:
Carolina Solis-Herrera, MD; Curtis Triplitt, PharmD.
Inhibitors of the sodium-glucose co-transporter (SGLT2) are FDA-approved for the treatment of type 2
diabetes (T2DM). Their mechanism of action involves lowering of blood glucose concentration secondary to
increased glucose excretion of glucose by the kidney. These drugs also cause significant improvements in body
weight, blood pressure and cardiac function. Based on these pleiotropic effects, including its calorie
restriction-mimetic properties, we hypothesize that SGLT2 drugs will impact several markers related to aging,
including reductions in oxidative damage to DNA and proteins, DNA methylation, advanced glycation end
products-receptor for AGE (AGE-RAGE), cellular senescence, and improvements in mitochondrial function.
Aim 1: To determine whether SGLT2 inhibitors improve biomarkers of aging in older obese adults with
pre-diabetes
Aim 2: To determine whether changes in aging-related biomarkers are linked to changes in glucose metabolism
and healthspan.

Generated on: 09/25/2020, 10:26:53 AM

7 of 16

Pepper_Annual_UTSA_2019-2020

Generated on: 09/25/2020, 10:26:53 AM

II. RESEARCH, RESOURCES AND ACTIVITIES (continued...)
D. DEVELOPMENT PROJECTS (3 Development Projects Listed)
1. Project Title:
Effect of Rapamycin on the Lifespan and Healthspan of Marmosets
Leader:
Corinna Ross, PhD; Suzette Tardif, PhD; Jon Gelfond, MD, PhD.
Study Question: Does rapamycin extend healthspan and lifespan in marmosets, as it does in rodents?
Study population and design: Marmosets will be given daily microencapsulated rapamycin (or
the encapsulating agent) in yogurt at a dose of 0.1 mg/kg body weight. We chose this dose because it gives
levels of rapamycin (~ 4-5 ng/ml) within the therapeutic range and inhibits mTOR in PBMCs (18). The
treatment will be initiated in 5- to 6-year-old marmosets, and maintained for the five years of the OAIC grant,
which corresponds to marmosets going from late adulthood (~ 60 years in humans) to old age (~85 years
in humans). Based on Dr. Tardif’s extensive data, we predict that approximately half of the marmosets in
the colony will die over the 5-year period. The colony will consist of 40 vasectomized male/female pairs; half
will receive control and half will receive rapamycin. In addition to survival, blood levels of rapamycin /
mTOR activity (in white cells), and numerous health and functional measures will be investigated, including
physical performance, strength, memory, cognition, blood pressure, cardiac function, glucose tolerance,
energy expenditure, adiposity, muscle mass, and lipid/cholesterol profile. See RC3 for statistical
considerations.
Expected results: Based on the large body of evidence from invertebrate and rodent models indicating
that genetic and pharmacologic inhibition of mTOR extends longevity (19), we predict that rapamycin will
extend lifespan in the marmosets. Rapamycin also improves some aging-related pathologies in rodents,
including cognitive decline and diastolic dysfunction. Therefore, it is possible that rapamycin will have
a similar effect in marmosets. A potential secondary effect of rapamycin is alterations in glucose
homeostasis. This study will allow us to test whether long-term administration of rapamycin affects glucose
metabolism, and how this relates to changes in lifespan in this primate model. This will be the first study to
measure the effect of rapamycin on the healthspan and lifespan of a primate.
2. Project Title:
Comparative DNA Methylome Analysis in Response to mTOR Inhibition
Leader:
Anthony Comuzzie, PhD; Suzette Tardif, PhD.
Study Question: Do mTOR inhibitors alter age-related DNA methylome profiles in humans and marmosets?
Rationale: DNA methylome profiles have been associated with chronological age. We will assess
whether potential lifespan effects of rapamycin in marmosets are associated with changes in DNA methylation
of agingrelated candidate genes, and how such changes relate to effects of rapamycin on the human
methylome.
Study population and design: The central importance of epigenetics to aging is increasingly being recognized.
Recent studies have shown that changes in methylation patterns impact aging-related processes and DNA
methylation profiles can predict chronological age in humans (22). To examine the dynamics of methylome
changes in response to an aging-modulating intervention, we will measure the protein and gene expression
levels of key aging-related genes in peripheral leukocytes collected from older (75-95 years of age) adults
given rapamycin (or placebo; n=15/group) for 6 months (from PES-5), both pre- and post-administration, for
patterns of correlation with measures of DNA methylation in specific age-related genes. Similar assays
of DNA methylation and gene and protein expression/content of key aging-related genes will be done in
samples from marmosets treated with rapamycin or placebo (n=20/group) in DP1. Since the marmoset study
will evaluate rapamycin’s effect on longevity, we will be able to establish the relationship between
methylome dynamics and genomic changes with effects on lifespan. These data will then be compared with
the methylome dynamics in the human subjects receiving rapamycin, for cross-species validation of our
findings.
Outcomes: The primary outcomes will be (a) the potential identification of rapamycin-induced changes
in methylation patterns in a set of candidate genes thought to play a role in the regulation of aging, resulting
in improved phenotyping associated with positive changes in aging-related processes; and (b) establishing
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the marmoset as an appropriate nonhuman primate model to study the impact of alterations of the methylome
on aging and lifespan, under controlled experimental conditions.
3. Project Title:
Data Warehouse and Registry for the Study of Health and Aging
Leader:
Alfredo Tirado-Ramos, PhD; Jonathan Gelfond, MD, PhD.
Goals: The goals of this developmental project are to enable cohort identification for translational and
clinical research studies in aging and to facilitate access to de-identified patient data for analysis and data
mining to support clinical trial development.
Study Design: The Clinical Informatics Research Division of the Department (CIRD) of Epidemiology
and Biostatistics operates an i2b2 site and data warehouse containing de-identified electronic medical record
(EMR) data for 1.7 million patients who visited UTHSCSA-affiliated clinics over the past seven years. The
CIRD data warehouse is designed to pull data from diverse sources (Epic Clarity, Sunrise, IDX, etc.),
deidentify the data, and insert it into one common data model by means of extract-transform-load (ETL)
modules. Drs. Gelfond and Tirado-Ramos will work with OIAC investigators to create queries for identifying
cohorts from which to recruit patients for clinical trials relevant for aging research. The cohorts are created by
filtering ICD9 codes, lab values, vital signs, prescriptions, demographics, and other attributes that exist in the
data warehouse. In this developmental project, three cohorts will be created: (i) younger (45–65 years),
without serious pre-existing diseases; older (=65 years) subjects without serious pre-existing diseases; and
older (=65 years) subjects with serious pre-existing illnesses or conditions associated with frailty, using an
administrative characterization for frailty that we have shown to predict 30-day hospital readmission in older
Veterans. These cohorts will then be used to recruit potential participants for proposed aging-related trials. For
the PES-3 pilot study that will evaluate the effect of metformin on frailty, DP-3 will identify patients that meet
the desired eligibility criteria (age >65 years, pre-diabetic, etc.). With IRB approval, these subjects will be
contacted to pursue their potential enrollment. The creation of this registry not only will facilitate studies for
specific agingrelated diseases and conditions (e.g. type 2 diabetes, osteoporosis), but will also allow us to
identify individuals with multi-morbidities who may be targeted with a single aging-modulating drug.
Metformin is an example of an agent that could target several diseases of aging including insulin type 2
diabetes, obesity, atherosclerosis, cancer, and frailty. We anticipate that agents such as sirtuins and senolytics,
with target fundamental aging processes (proteostasis, inflammation, etc.), also could be employed in patients
with multi-morbidities in the future.
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III. CAREER DEVELOPMENT
REC Scholar, Research & Grants Funded During Pepper Supported Time

Years

Publications

Mitzi Gonzales
Assistant Professor / Biggs Institute, UT Health Science Center San Antonio
Pilot investigation of the role of cellular senescence on gait dysfunction in
Alzheimer’s disease

2019-2021 2 (1 1st/Sr)

Institute for Integration of Medicine & Science/Clinical and Translational Science Award
(IIMS/CTSA); Title: Pilot Study of Efficacy and Safety of Rapamycin in Early Alzheimer's
Disease; Role: PI.

Jia Nie
Postdoctoral Fellow / Barshop Institute, UT Health Science Center San Antonio
Effect of Aging and mTOR Inhibition on Islet Cell Molecular Profiling in Marmosets 2019-2021 4 (0 1st/Sr)
The Irene Diamond Fund/AFAR Postdoctoral Transition Awards in Aging; Title: The Irene
Diamond Fund/AFAR Postdoctoral Transition Awards in Aging; Role; PI

Rozmin Jiwani
Assistant Professor / School of Nursing, UT Health Science Center San Antonio
Effect of Behavioral Intervention on Frailty in Older Adults with Type 2 Diabetes
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IV. PUBLICATIONS
2020
1. Acarbose improved survival for Apc<sup>+/Min</sup> mice.
Dodds SG, Parihar M, Javors M, Nie J, Musi N, Dave Sharp Z, Hasty P
Aging Cell, 2020 Feb, 19(2): e13088
https://doi.org/10.1111/acel.13088 | PMID: 31903726 | PMCID: PMC6996958
Citations: 1 | AltScore: 9.75
2. Rationale and Study Design of a Randomized Clinical Trial of Metformin to Prevent Frailty in
Older Adults With Prediabetes.
Espinoza SE, Musi N, Wang CP, Michalek J, Orsak B, Romo T, Powers B, Conde A, Moris M, Bair-Kelps
D, Li Y, Ganapathy V, Jergensen TE, Kelly LC, Jiwani R
J Gerontol A Biol Sci Med Sci, 2020 Jan 1, 75(1): 102-109
https://doi.org/10.1093/gerona/glz078 | PMID: 30888034 | PMCID: PMC7175970
Citations: 4 | AltScore: 4.7
3. Can oral health and oral-derived biospecimens predict progression of dementia?
Orr ME, Reveles KR, Yeh CK, Young EH, Han X
Oral Dis, 2020 Mar, 26(2): 249-258
https://doi.org/10.1111/odi.13201 | PMID: 31541581 | PMCID: PMC7031023
Citations: 3 | AltScore: 11.35
4. NFB Regulates Muscle Development and Mitochondrial Function.
Valentine JM, Li ME, Shoelson SE, Zhang N, Reddick RL, Musi N
J Gerontol A Biol Sci Med Sci, 2020 Mar 9, 75(4): 647-653
https://doi.org/10.1093/gerona/gly262 | PMID: 30423026 | PMCID: PMC7328192
Citations: 2 | AltScore: NA
2019
1. Hepatocellular carcinoma in older adults: A comprehensive review by Young International Society
of Geriatric Oncology.
Arora SP, Liposits G, Caird S, Dunne RF, Moffat GT, Okonji D, Rodriquenz MG, Dua D, Dotan E
J Geriatr Oncol, 2020 May, 11(4): 557-565
https://doi.org/10.1016/j.jgo.2019.10.007 | PMID: 31704038 | PMCID: PMC7188597
Citations: | AltScore: 20.3
2. ASCO gastrointestinal cancers symposium: Perspectives on older adults with gastrointestinal
malignancies.
Arora SP, Noonan AM, Vanderwalde N, Williams GR
J Geriatr Oncol, 2019 May, 10(3): 371-373
https://doi.org/10.1016/j.jgo.2019.03.003 | PMID: 30885663 | PMCID: PMC6535130
Citations: | AltScore: NA
3. Review of Interventions for the Frailty Syndrome and the Role of Metformin as a Potential
Pharmacologic Agent for Frailty Prevention.
Espinoza SE, Jiwani R, Wang J, Wang CP
Clin Ther, 2019 Mar, 41(3): 376-386
https://doi.org/10.1016/j.clinthera.2019.01.006 | PMID: 30851950
Citations: 2 | AltScore: 1.5
4. Evaluation of the pharmacokinetics of metformin and acarbose in the common marmoset.
Fernandez E, Ross C, Liang H, Javors M, Tardif S, Salmon AB
Pathobiol Aging Age Relat Dis, 2019, 9(1): 1657756
https://doi.org/10.1080/20010001.2019.1657756 | PMID: 31497263 | PMCID: PMC6719263
Citations: | AltScore: 1
5. The metabolome as a biomarker of mortality risk in the common marmoset.
Hoffman JM, Ross C, Tran V, Promislow DEL, Tardif S, Jones DP
Am J Primatol, 2019 Feb, 81(2): e22944
https://doi.org/10.1002/ajp.22944 | PMID: 30585652 | PMCID: PMC6599709
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Citations: 1 | AltScore: 8.116
6. Senolytics in idiopathic pulmonary fibrosis: Results from a first-in-human, open-label, pilot study.
Justice JN, Nambiar AM, Tchkonia T, LeBrasseur NK, Pascual R, Hashmi SK, Prata L, Masternak MM,
Kritchevsky SB, Musi N, Kirkland JL
EBioMedicine, 2019 Feb, 40: 554-563
https://doi.org/10.1016/j.ebiom.2018.12.052 | PMID: 30616998 | PMCID: PMC6412088
Citations: 75 | AltScore: 391.198
7. Body image in older women: a mediator of BMI and wellness behaviors.
Kilpela LS, Verzijl CL, Becker CB
J Women Aging, 2019 Nov 21 1-14
https://doi.org/10.1080/08952841.2019.1692629 | PMID: 31751189 | PMCID: PMC7239722
Citations: | AltScore: NA
8. Pembrolizumab in Combination with the Oncolytic Virus Pelareorep and Chemotherapy in Patients
with Advanced Pancreatic Adenocarcinoma: A Phase Ib Study.
Mahalingam D, Wilkinson GA, Eng KH, Fields P, Raber P, Moseley JL, Cheetham K, Coffey M, Nuovo
G, Kalinski P, Zhang B, Arora SP, Fountzilas C
Clin Cancer Res, 2020 Jan 1, 26(1): 71-81
https://doi.org/10.1158/1078-0432.CCR-19-2078 | PMID: 31694832 | PMCID: PMC6942612
Citations: 4 | AltScore: 61.85
9. Noninvasive cardiac psychophysiology as a tool for translational science with marmosets.
Murphy AM, Ross CN, Bliss-Moreau E
Am J Primatol, 2019 Sep, 81(9): e23037
https://doi.org/10.1002/ajp.23037 | PMID: 31515850 | PMCID: PMC6989041
Citations: | AltScore: 1.25
10. Intersecting Stories of the Phagocyte NADPH Oxidase and Chronic Granulomatous Disease.
Nauseef WM, Clark RA
Methods Mol Biol, 2019, 1982: 3-16
https://doi.org/10.1007/978-1-4939-9424-3_1 | PMID: 31172463
Citations: 1 | AltScore: NA
11. Nexrutine and exercise similarly prevent high grade prostate tumors in transgenic mouse model.
Patel DI, Abuchowski K, Bedolla R, Rivas P, Musi N, Reddick R, Kumar AP
PLoS One, 2019, 14(12): e0226187
https://doi.org/10.1371/journal.pone.0226187 | PMID: 31856170 | PMCID: PMC6922346
Citations: | AltScore: 2.25
12. Clostridioides (Formerly Clostridium) difficile Infection During Hospitalization Increases the
Likelihood of Nonhome Patient Discharge.
Reveles KR, Dotson KM, Gonzales-Luna A, Surati D, Endres BT, Alam MJ, Garey KW
Clin Infect Dis, 2019 May 17, 68(11): 1887-1893
https://doi.org/10.1093/cid/ciy782 | PMID: 30204878 | PMCID: PMC6522682
Citations: 3 | AltScore: NA
13. Age-related changes in the marmoset gut microbiome.
Reveles KR, Patel S, Forney L, Ross CN
Am J Primatol, 2019 Feb, 81(2): e22960
https://doi.org/10.1002/ajp.22960 | PMID: 30802990 | PMCID: PMC6414241
Citations: 1 | AltScore: 10.966
14. Cross-sectional comparison of health-span phenotypes in young versus geriatric marmosets.
Ross CN, Adams J, Gonzalez O, Dick E, Giavedoni L, Hodara VL, Phillips K, Rigodanzo AD, Kasinath B,
Tardif SD
Am J Primatol, 2019 Feb, 81(2): e22952
https://doi.org/10.1002/ajp.22952 | PMID: 30664265 | PMCID: PMC7036287
Citations: 1 | AltScore: 8.116
15. Long-term treatment with the mTOR inhibitor rapamycin has minor effect on clinical laboratory
markers in middle-aged marmosets.
Sills AM, Artavia JM, DeRosa BD, Ross CN, Salmon AB
Am J Primatol, 2019 Feb, 81(2): e22927
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https://doi.org/10.1002/ajp.22927 | PMID: 30311681 | PMCID: PMC6415526
Citations: | AltScore: 8.366
16. Marmosets as a translational aging model-Introduction.
Tardif SD
Am J Primatol, 2019 Feb, 81(2): e22912
https://doi.org/10.1002/ajp.22912 | PMID: 30725472 | PMCID: PMC6684291
Citations: | AltScore: 0.5
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V. EXTERNAL ADVISORY BOARD MEMBERS
Douglas Seals
University of Colorado Boulder
Serving since 2015 (5 years)
James Kirkland
Mayo Clinic
Serving since 2015 (5 years)
Stephanie Studenski
University of Pittsburgh
Serving since 2015 (5 years)
Stephen Kritchevsky
Wake Forest University
Serving since 2015 (5 years)
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VI. RECOGNITION AND AWARDS (2019-2020)
Recognition and Awards not specified.
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VII. MINORITY RESEARCH
General Brief Description of Minority Activities:
Not defined.
Minority Trainee(s):
Nothing to report, Nothing to report
Nothing to report
Minority Grant(s):
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WAKE FOREST UNIVERSITY SCHOOL OF MEDICINE
Claude D. Pepper Older Americans Independence Center
Principal Investigator

Stephen Kritchevsky, Ph.D.

336-713-8548

skritche@wakehealth.edu

Program Administrator

Kimberly Kennedy, MS, CCRC

336-713-8567

kkennedy@wakehealth.edu

I. CENTER DESCRIPTION
The Wake Forest University Claude D. Pepper Older Americans Independence Center (OAIC) was established in
1991. The Wake Forest University OAIC consists of twenty three faculty members from thirteen departments
(Internal Medicine, Biomedical Engineering, Cardiology, Human Genomics, Infectious Disease, Molecular
Medicine, Neurology, Pathology, Public Health Sciences, Physiology/Pharmacology, Urogynecology & Pelvic
Reconstructive Surgery Surgical Sciences and Health & Exercise Sciences at Wake Forest University).
Over the past twenty seven years, we have developed specific competencies to advance our mission to assess risk
factors for physical disability in older adults, develop and test effective prevention therapies, and train new leaders
in research on aging and disability. We propose to utilize the new findings and subsequent hypotheses generated
during this cycle to extend our current skeletal muscle-based disability model to integrate adipose tissue mass and
distribution into multiple disability related pathways according to the theme: Integrating pathways affecting
physical function for new approaches to disability prevention.
The leading research hypotheses are the following:
1. Discover new common pathways contributing to age-related declines in physical function and disability;
2. Develop, evaluate and refine strategies for disability treatment and prevention;
3. Translate proven strategies beyond the traditional academic research environment; and
4. Train the next generation of research leaders focused on disability treatment and prevention.
The main operational objective is to provide the investigators infrastructure, environment, and services necessary
to support the accomplishment of the above-mentioned research and educational objectives.
To address these objectives our OAIC is composed of seven cores, which currently supports 3 junior investigators,
17 clinical studies (all which are funded by the NIH), 3 research development projects, and 7 pilot studies.
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II. RESEARCH, RESOURCES AND ACTIVITIES
A. CORES
BioImaging
Leader 1: Leon Lenchik, MD
llenchik@wakehealth.edu
Leader 2:

Christina Hugenschmidt, PhD chugensc@wakehealth.edu
Ashley Weaver, PhD
asweaver@wakehealth.edu

Leader 3:
This core supports independently funded studies, pilot studies, and research development studies in the accurate in
vivo measurement of body composition, specifically focusing on skeletal muscle mass and composition, fat mass
and distribution, and bone mineral density. This core collaborates with other OAIC cores in the development of
new, multidisciplinary, and translation research projects directed at elucidating the etiology, consequences,
prevention and treatment of sarcopenia and its sequelae. The BRC has contributed to the success of the WF OAIC
by helping to quantify structural and functional tissue-related measures, developing novel bio-imaging techniques,
integrating imaging assessments with other OAIC cores, and using imaging technologies for studies of physical
function and disability in older persons. The BRC has also provided early-career and experienced investigators
access to a broad range of imaging methods relevant to disability and age-related physical decline including dual
x-ray absorptiometry (DXA), computed tomography (CT), magnetic resonance imaging (MRI), positron emission
tomography (PET), and ultrasonography (US) as well as access to expertise and mentoring in bio-imaging
including image acquisition, analysis, interpretation, archival, and dissemination.
Biostatistical Design and Analysis Core (BIC)
Leader 1: Michael Miller, PhD mmiller@wakehealth.edu
Leader 2:

Edward Ip, PhD

eip@wakehealth.edu

Leader 3:

Iris Leng, PhD

ileng@wakehealth.edu

Leader 4:

Dan Beavers, PhD

dbeavers@wakehealth.edu

The goal of the Wake Forest OAIC Biostatistics and Research Information Systems Core (BIC) is to build on our
outstanding success in biostatistical collaboration and to expand a broad class of statistics/informatics tools
tailored to research in aging. The BIC team has highly qualified investigators/staff with expertise in design and
management of observational, pilot, and interventional studies; centralized and decentralized data management;
forms design and data processing, psychometrics; statistical analysis of data from multiple study designs; and
development of novel statistical methods. The BIC team is committed to the WF OAIC’s programmatic aims to:
(1) discover new common pathways contributing to age-related declines in physical function and disability; (2)
develop, evaluate, and refine strategies for disability treatment and prevention; (3) translate proven strategies
beyond traditional research environments; and (4) train the next generation of research leaders focused on
disability treatment and prevention. The BIC provides expertise and critical infrastructure essential to the mission
of the WF OAIC, and promotes efficiency through centralized data management. BIC members will play a key
role in study design, analysis, and interpretation for WF OAIC projects, will be integral members of mentoring
teams for REC Scholars and early-stage faculty, and continue their intellectual contributions that strengthen
research on aging through the development of novel measurement, statistical, and research informatics tools.

Clinical Research Core (CRC)
Leader 1: Jack Rejeski, PhD

rejeski@wfu.edu

Leader 2:

Anthony Marsh, PhD

Leader 3:

Jeff Williamson, MD, MHS jwilliam@wakehealth.edu
Kristen Beavers, PhD
beaverkm@wfu.edu

Leader 4:
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The Clinical Research Core (CRC) provides institution-wide guidance on the design and conduct of
clinical research consistent with the WF OAIC theme (present and past) and involving older adults. The
CRC also performs validated, standardized assessments of physical and cognitive function, strength,
and disability. Assistance is provided to investigators at all levels of experience and all sizes of
research studies with integration of these OAIC measures into their research involving older adults.
The Core’s scientific focus is the advancement of physical function based clinical research methods
and the design, implementation, and evaluation of interventions designed to measure whether specific
interventions developed in this or other cores preserve the independence of older adults. Functional
assessment instruments and trial design encompass both community and clinic-based settings.
Additionally, members of the core are involved in cross-disciplinary translational research with other
cores within the center. The overall hypothesis for this CRC is that the inclusion of efficient,
standardized measures of functional assessment will promote translation of the OAIC research into
clinical research and care through improved understanding of function as both a risk factor and an
outcome (see below). The Core also includes both 1) a recruitment unit and 2) a muscle and adipose
tissue biopsy unit for OAIC supported studies. In addition, if including aging-related measures is
required as part of specific studies, the Core supported staff will assist investigators by training them or
their staff and/or collecting these assessments. Currently the standard assessment battery includes:
1. Anthropometry (Height, Body Mass, Abdominal Circumference)
2. Grip strength (Jamar hand grip dynamometer)
3. Lower extremity muscle power (Keiser knee extension and leg press)
4. The Short Physical Performance Battery (SPPB: three tests of physical function - standing balance,
usual pace gait speed over 4 meters, time to rise from a chair and sit down five times)
5. 400 meter walk test (400MWT: study specific protocols for either usual or fast pace gait speed)
6. Pepper Assessment Tool for Disability (PAT-D: self-report instrument)
7. Mobility Assessment Tool – short form (MAT-sf: 10 or 12-item computer based self-report
assessment of mobility using animated video clips)
8. Digit Symbol Substitution Test (DSST: validated cognitive assessment that is strongly correlated with
walking speed)
9. Montreal Cognitive Assessment© (MoCA: global cognitive assessment that aids in interpreting DSST
performance)
The core also has the capacity to assess muscle strength of various muscle groups (Biodex isokinetic
dynamometer), gait speed and spatiotemporal parameters of gait (GAITRite instrumented mat), and postural sway
descriptors (AMTI portable force platform).

Integrative Biology Core
Leader 1: Barbara Nicklas, PhD
Leader 2:

bnicklas@wakehealth.edu

Osvaldo Delbono, PhD odelbono@wakehealth.edu
Jamie Justice, PhD
jjustice@wakehealth.edu

Leader 3:
The Integrative Biology Core supports the measurement of biomarkers and genetic variation related to adiposity,
sarcopenia, physical function and disability. This core supports "reverse translation" through techniques to identify
the mechanistic bases of novel clinical and epidemiological findings. During the period of funding, the Core
primarily focused on inflammatory processes and muscle metabolism. The markers of interest included those with
direct anabolic or catabolic effects on skeletal muscle, and those that may indirectly affect physical disability
through incident diseases. The Core provided laboratory space, trained personnel, consultative and collaborative
scientific expertise, and a wide spectrum of established methodologies (enzyme-linked immunosorbent assays,
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radioimmunoassays, an automated continuous random-access immunoassay system, and high-throughput
detection of DNA variability and nucleotide sequence) to assess a uniform battery of biological and genetic
factors in several research protocols. Resources and personnel advanced the science of our OAIC theme by adding
measures to externally-funded studies and pilots to facilitate translational research for OAIC investigators, and by
advising and mentoring of the REC scholars.
Leadership and Administrative Core (LAC)
Leader 1: Stephen Kritchevsky, PhD skritche@wakehealth.edu
Leader 2:

Dalane Kitzman, MD

dkitzman@wakehealth.edu

The Leadership and Administrative Core is responsible for scientific leadership and direction of the center. It
coordinates the functions of the OAIC cores and projects in order to facilitate communication and foster
translation between basic and clinical research and ensure access of investigators to core resources. It assures the
coordination of OAIC resources and functions with other research and training grants and institutional resources.
It is supported by the OAIC Executive Committee, the Joint Scientific Review Panel, and the External Advisory
Committee. The core communicates with other OAICs and the NIA and fosters collaborations with other OAICs
including UTMB, University of Maryland and Duke. Maintains the OAIC web-based tracking and monitoring
system and promotes the use of uniform assessment batteries in all OAIC supported studies.
The LAC works with Core leaders to identify, review, and support projects and activities which serve toa dvance
the scientific goals of the OAIC. The LAC and Executive Committee actively identify promising projects and
REC candidates through informal networks, review of all new faculty hires at WF, and all new grant awards to
WF faculty. WF OAIC overarching resource allocation priorities are based on: 1) scientific merit; 2) theme
relevance; 3) REC scholar/junior faculty involvement; 4) Pilot/Exploratory study support; 5) research
development projects; and 6) externally supported projects. This priority maintains our thematic coherence and
enhances support for projects that may need it.

Pilot and Exploratory Studies Core (PESC)
Leader 1: Dalane Kitzman, MD
dkitzman@wakehealth.edu
Leader 2:

Tom Register, PhD

register@wakehealth.edu

Leader 3: Jingzhong Ding, MD, PhD jding@wakehealth.edu
Effective pilot and exploratory studies (PES) play a critical role in the development of successful,
externally-funded research proposals, particularly for early stage investigators who often lack other means to
obtain preliminary data. The Wake Forest OAIC Pilot and Exploratory Studies Core (WF PESC) proposes to
continue our coordinated, multi-faceted group effort to promote PESs, and to further innovate to optimize our
processes. Through support from the OAIC grants, Wake Forest University has been very active in efforts to
enhance aging related research activities. These activities have focused on the mechanism, treatment and
outcomes associated with functional decline and disability and have had a profound impact on the research culture
at our institution with greater awareness and interest in addressing these important yet understudied issues of
geriatric research. The overall goal of the WF OAIC PESC is to develop key information needed for
the design of definitive, externally funded, translational research studies that promote the WF
OAIC mission of advancing our understanding of pathways influencing physical function and developing
new approaches to disability prevention and treatment. This will be achieved by executing the following
Specific Aims to:
1) Identify and promote promising key areas of research
2) Identify and recruit talented investigators from complementary fields to focus on OAIC-themed
aging research
3) Solicit and facilitate competitive research proposals and conduct peer review to select those
with the best science and career development opportunities
4) Coach and mentor investigative teams to maximize the quality of research proposals and
projects
5) Team with other WF OAIC cores to facilitate successful completion of the selected pilot projects
and mentor junior early career investigators to advance their development as successful
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translational scientists
Continuously evaluate, refine, and optimize OAIC PESC processes and procedures.
Research Education Component (REC)
Leader 1: Stephen Kritchevsky, PhD skritche@wakehealth.edu
Leader 2:

Denise Houston, PhD

Leader 3:

Heidi Klepin, MD

dhouston@wakehealth.edu

As the population ages, there is a pressing need to identify and implement strategies to prevent and treat
age-related functional decline and disability. However, this challenge cannot be met through the approaches of
any one discipline. Thus, the goal of the WF OAIC Research Education Component (REC) is to develop the next
generation of scientists trained in multi-disciplinary translational research to meet this need. The Research
Education Component (REC) continues to promote the development of future research leaders in the
area of focus of this OAIC application, integrating pathways affecting physical function for new
approaches to disability treatment and prevention. The core emphasizes development of skills for
translating basic findings into clinical research, and clinical findings into basic research. Resources of
this core are integrated with other external sources for career support, such as NIH career development
and research awards, fellowships, and non-NIH career and research awards. Resources of the REC are
also leveraged with assets of the WFU Clinical and Translational Science Institute (CTSI) in which Dr.
Kritchevsky is the Associate Director and the PI of the CTSI’s KL2 program. The CTSI has a Translational
Research Academy, a Mentor Academy, and a K and R01 Award Writer’s Series, which will provide
added value to the REC through courses, facilitation of grants, navigating regulations, and evaluating
competencies. All REC scholars are encouraged to participate in the Translational Research Academy
to help optimize the relative contributions of the CTSI and REC programs. The REC co-leaders are
Drs. Kritchevsky and Houston; Dr. Klepin, REC leadership intern, will specifically recruit and advise
promising clinical faculty. Dr. Kritchevsky is a national leader in aging research, whose expertise spans
the translational spectrum from basic science to policy formulation. Dr. Houston is a national leader in
nutrition and aging research with expertise in both epidemiologic studies and clinical trials. Dr. Klepin is
a national leader in geriatric oncology with expertise in conducting patient-oriented research, including
both pharmacologic and behavioral interventions. Each of the Core Leaders is accomplished in
interdisciplinary and team-based research, and well positioned to assure that REC programs and
activities are well integrated with other internal and external career development activities. All REC
projects continue to utilize Pepper Core support to signify the integration of resources and disciplines.
This includes: Dr. Rita Bakhru (Biostatistics and Data Management Core and Clinical Research Core),
Dr. Jason Fanning (Biostatistics and Data Management Core and Clinical Research Core), and Dr.
Hariom Yadav (Integrative Biology Core).

Generated on: 09/25/2020, 9:58:52 AM

5 of 34

Pepper_Annual_WFU_2019-2020

Generated on: 09/25/2020, 9:58:52 AM

II. RESEARCH, RESOURCES AND ACTIVITIES (continued...)
B. RESEARCH (12 Projects Listed)
1. Project Title:

SENESCENT CELL BURDEN IN HUMAN AGING AND OBESITY: FUNCTIONAL
CONSEQUENCES AND REDUCTION BY CALORIC RESTRICTION
Leader(s):
JUSTICE, JAMIE NICOLE
WAKE FOREST UNIVERSITY HEALTH SCIENCES
NIH K01AG059837 / (2018-2023)
Project SummaryA key aim of this proposal is to equip the candidate, Dr. Jamie Justice, with the expertise to
become anindependent investigator who can advance interventions that extend healthy lifespan to randomized,
controlledtrials in older persons. Specifically, cellular senescence is a biologic hallmark of aging that emerging
preclinicalevidence indicates could have profound consequences on aging-related disease and function, and
removal ofsenescent cells results in robust improvements in healthspan in rodents. Translation of these
interventions toclinical trial has been proposed, yet health consequences of cell senescence and therapeutic
potential has notbeen evaluated in humans. Dr. Justice's preliminary data in a small number of older women
are the first toshow that cells expressing tumor suppressor protein and senescence biomarker p16INK4a are
present inadipose tissue from older adults and related to worse physical function, but exercise and weight loss
by caloricrestriction may mitigate this burden. The proposed research project represents a critical next step
byexamining the effects of caloric restriction (CR) on cell senescence in a prospective randomized controlled
trial(RCT). The primary hypothesis is that a CR intervention will reduce senescent cell burden and this
reductionwill be related to improvement in functional and metabolic outcomes. This will be accomplished by
capitalizingon a recent NIH-funded RCT (VEGGIE, R01DK103531) and the candidate's engaged
inter-disciplinaryprimary mentoring team (Drs. Nicklas, Ding, Kritchevsky, Kirkland). VEGGIE will
determine the effects of CRdesigned to achieve 10% weight loss vs. health education control in 200 men and
women aged 40-65 yearswith obesity (BMI 30-45 kg/m2), to characterize epigenetic and transcriptomic
effects of CR in adipocytes andperipheral blood monocytes and T cells, and associations with physical and
metabolic function. We propose anancillary investigation in a subset of 90 participants (50-65 years, n=45 per
grp) to determine the effects ofCR on senescent cell burden (Aim 1): a) proportion of p16INK4a expressing
senescent cells(immunohistochemistry) in subcutaneous abdominal adipose tissue; b) expression of
senescence biomarkersin isolated adipocytes and monocytes (RNAseq) and T cells (p16INK4a expression);
and c) SASP biomarkers inplasma (cytokine/chemokine panel). We will also examine cross-sectional
associations of age and obesity withcell senescence (Aim 2), and relationships between changes in senescence
biomarkers and physical functionand metabolic outcomes (Aim 3). The research proposed is aligned with an
approved NIA concept todevelop markers of aging-related biologic mechanisms for human studies.
Additionally, it will provide essentialtraining for the candidate, who will establish expertise in cell senescence
and translational research, anddevelop competencies in leading clinical trials with biological outcomes. This
approach provides the idealplatform to advance the candidate's career as an independent investigator, and
provide the foundation toestablish the role of cell senescence in human age-related functional decline.

2. Project Title:

IDENTIFYING FRAILTY IN PRIMARY CARE: IMPLEMENTATION OF AN
ELECTRONIC MEDICAL RECORD-BASED FRAILTY INDEX
Leader(s):
CALLAHAN, KATHRYN
WAKE FOREST UNIVERSITY HEALTH SCIENCES
NIH K76AG059986 / (2018-2023)
Project SummaryThis Beeson award seeks to equip the candidate, Dr. Kathryn E. Callahan, with the expertise
to become anindependent investigator to advance use of aging-related metrics and interventions to promote
health, function,and quality of life in frail and at-risk older adults. Frailty is prevalent among older adults, and
associated withnegative outcomes, including hospitalizations, mobility disability, admission to skilled nursing
facilities, andmortality. Despite efforts to define and quantify frailty, time and resource constraints limit the
feasibility of frailtymeasures in clinical practice. Dr. Callahan's preliminary work supports the feasibility of
translating anEMR-based Frailty Index, or eFI ? into the Wake Forest Baptist Health (WFBH) EMR, and
demonstrates an initialassociation between eFI score and hospitalizations and mortality. The proposed research
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project representscritical next steps: (1) to adapt and refine the eFI using ambulatory care data, (2) assess its
predictive value forhealthcare outcomes for older adults, and (3) conduct a pilot of implementation in
Medicare Shared SavingsProgram/Next Generation Accountable Care Organization primary care practices, to
collect critical dataregarding feasibility, acceptability, and effectiveness. The scientific goal is to develop and
implement an indexto define a population of frail older adults who would benefit from personalized
evidence-based interventions.This work is essential to inform larger-scale implementation trials of
interventions to mediate negative andcostly health outcomes for frail older adults. We hypothesize that
self-report and functional data from AnnualWellness Visits (AWVs) in the EMR will further refine the
predictive value of the eFI; and that implementation ofthe eFI will be feasible and acceptable. This project is
supported by engaged mentors (Drs. Williamson andBoustani) and a highly interactive, inter-disciplinary
advisory committee (Drs. Foley, Rejeski, and Pajewski)whose expertise and complementary skills are a
noteworthy asset to this project. We propose the adaptationand refinement of the eFI within the WFBH EMR,
using data from older adults enrolled in the WFBH MSSP/Next Gen ACO (Aim 1): we will integrate AWV
data, and refine the predictive value of eFI scores in thispopulation. We will then conduct a pilot study
implementing the adapted eFI score in six MSSP/Next Gen ACOprimary care practices, and follow health
outcomes. The research proposed aligns with an NIA priority toimprove the health, well-being, and
independence of adults as they age. It will also provide essential trainingfor the candidate, who will establish
expertise in implementation science, achieve fluency in clinical informatics,and develop competencies in
leading implementation trials. This approach provides the ideal platform toadvance the candidate's career as an
independent investigator and provides the foundation to establish frailtymetrics in practice, leveraging the
learning health system to implement interventions to improve health andfunction.
3. Project Title:
Leader(s):

EXERCISE INTOLERANCE IN OLDER HFPEF PATIENTS
KITZMAN, DALANE W
WAKE FOREST UNIVERSITY HEALTH SCIENCES
NIH R01AG018915 / (2001-2020)
DESCRIPTION (provided by applicant): Heart failure with preserved ejection fraction (HFpEF) is the most
common form of HF and is nearly unique to the older persons. Exercise intolerance is the primary
manifestation of HFpEF and severely reduces quality-of- life (QOL). However, its pathophysiology is poorly
understood and its optimal treatment remains undefined. Multiple lines of evidence indicate that increased
adiposity and abnormalities in skeletal muscle are major contributors to exercise intolerance in older HFpEF
patients. Obesity is one of the strongest risk factors for HFpEF, and 85% of older HFpEF patients have the
overweight/obese phenotype. We have found that HFpEF patients have reduced total lean mass, increased
thigh muscle fat infiltration, reduced capillarity and percent type I fibers, and trends for reduced mitochondrial
mass and function; all of which were related to reduced peak VO2. In our recent study in obese older HFpEF
patients, both caloric restriction (CR) and aerobic exercise training (AT) increased peak VO2 equally and their
combination was strongly additive and improved QOL. Improved peak VO2 was related to reduced fat mass,
increased percent lean mass, improved thigh muscle composition and trends for increased mitochondrial mass
and function, which were greatest with CR. These data strongly support combined CR+AT as a novel
treatment for HFpEF. However, about 35% of the weight lost during CR was muscle mass and was not
prevented by AT. This muscle mass loss is a concern because it could have hindered the gains in peak VO2,
and has been associated with increased disability, hospitalizations, and death. Thus, a logical next step is to
build on our successes by finding strategies to further increase peak VO2 during CR+AT by retaining muscle
mass and improving mitochondrial function. Multiple lines of evidence indicate that resistance training (RT)
could be an ideal addition to CR+AT for HFpEF. In other populations, RT increases muscle mass and
mitochondrial function, and increases peak VO2 in magnitude similar to AT and the two have additive and
complementary effects. We reported that RT during CR in obese older non-HF adults reduces loss of muscle
mass nearly 50%. In our pilot study, we found that RT improves mitochondrial function in older obese adults.
However RT has not been tested in HFpEF or during CR in any type of HF. The primary aim of the proposed
study is to conduct a randomized, single-blinded 24- week intervention trial of RT added to CR+AT in 100
overweight/obese (BMI > 28), HFpEF patients age >60 years to test the hypotheses that addition of resistance
training to AT during CR will improve peak VO2 and will increase muscle mass. A secondary, mechanistic
aim will determine if the addition of RT to CR+AT improves muscle mitochondrial function. If successful,
this innovative study will define the optimal non- pharmacological intervention for exercise intolerance in the
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this innovative study will define the optimal non- pharmacological intervention for exercise intolerance in the
growing population of overweight/obese older HFpEF patients. It will also: advance a new paradigm regarding
the role of muscle in HFpEF pathophysiology, test a novel intervention, and provide the first mechanistic
insights regarding mitochondrial function in HFpEF.
4. Project Title:

LONG-TERM EFFECTS OF WEIGHT LOSS AND SUPPLEMENTAL PROTEIN
ON PHYSICAL FUNCTION
Leader(s):
HOUSTON, DENISE KATHRYN
WAKE FOREST UNIVERSITY HEALTH SCIENCES
NIH R01AG050656 / (2016-2021)
Project Summary/AbstractObesity exacerbates age-related declines in physical function and is a strong
determinant of mobility disability.Given that one-third of older adults are obese, identifying effective therapies
that prevent obesity-relateddeclines in physical function are urgently needed. The loss of lean mass with age
contributes to age-relateddeclines in physical function and current weight loss recommendations may further
exacerbate this loss of leanmass. Although weight loss improves physical function while in the weight-reduced
state, most individuals arenot successful at long-term maintenance of weight loss. Furthermore, data from
middle aged and older adultssuggest that weight regain following weight loss is comprised of greater fat
relative to lean mass.Consequently, weight loss and subsequent weight regain may lead to even less relative
lean mass and worsephysical function. The amount of protein consumed during weight loss may be a key
determinant in preservinglean mass during weight loss and higher protein intake following weight loss may
enhance weight lossmaintenance by reducing overall weight regain, in part, by favoring regain of lean mass
over fat. However,whether the potential benefit of lean mass retention and accretion with a higher protein diet
during andsubsequent to weight loss translates into greater improvements in physical function in obese older
adults isunknown. Our primary goal is to determine whether a higher protein (1.2 g/kg body wt/d) / lower
carbohydrate(CHO) diet during a 6-month weight loss intervention in obese older adults improves physical
functioncompared with an isocaloric lower protein (current RDA of 0.8 g/kg body wt/d) / higher CHO diet
and whethercontinuing a higher protein / lower CHO diet during the 12-month follow-up results in better
maintenance ofimproved physical function. We propose to conduct an 18-month randomized trial in 225 obese
(BMI 30-40kg/m2), older (65-79 yrs) men and women at risk for disability (SPPB =10) to determine the
effects of a higherprotein / lower CHO diet during a 6-month weight loss intervention followed by 12 months
of follow-up on1) physical function (assessed by the expanded Short Physical Performance Battery
(expSPPB), musclestrength and power), and 2) weight maintenance and body composition (assessed by DXA
and CT). We willalso assess the effects of a higher protein / lower CHO diet on changes in bone mineral
density andcardiometabolic risk factors. All participants will undergo a 6-month weight loss intervention
followed by 12months of follow-up with randomization to one of 3 groups: 1) lower protein / higher CHO diet
for the 6-monthweight loss and 12-month follow-up phases; 2) higher protein / lower CHO diet for the
6-month weight lossphase only; or 3) higher protein / lower CHO diet for the 6-month weight loss and
12-months follow-up phases.Determining whether a higher protein diet during and subsequent to weight loss
maximizes potential benefitson physical function while minimizing potential adverse effects of weight loss
(e.g., loss of lean and bonemass) may lead to more effective weight loss interventions for obese older adults.

5. Project Title:

INTERVENING ON SEDENTARY BEHAVIOR TO PREVENT WEIGHT
REGAIN IN OLDER ADULTS
Leader(s):
NICKLAS, BARBARA J; REJESKI, WALTER JOHN ;
WAKE FOREST UNIVERSITY HEALTH SCIENCES
NIH R01AG051624 / (2016-2021)
DESCRIPTION (provided by applicant): Chronic disease and decreased mobility associated with obesity in
older (65+ yrs) adults emphasize the urgent need to identify obesity treatments in this population that are
evidenced-based, effective in the long-term, and perhaps age-specific. The latest obesity treatment guidelines
for all ages recommend an intensive intervention involving behavioral counseling, caloric restriction, and
increased physical activity to achieve weight loss. However weight regain after treatment cessation is very
common, especially in older adults in whom the currently recommended strategy of continued performance of
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high-volume structured exercise of 200-300 min/wk may be less feasible and effective. A key factor
contributing to weight regain is the decrease in energy expenditure that occurs in response to weight loss, due
mainly to a decline in non-exercise or spontaneous physical activity (SPA) that is the direct result of an
increase in sedentary behavior (SB), or time spent sitting or reclining.Our pilot data show that decreases in
SPA predict magnitude of weight regain. Since older adults spend 65-80% of their waking day sitting or
prone, we hypothesize that intervening on SB will be a more effective method for preventing weight regain
than the conventional approach of intervening on exercise behavior in this age group. The proposed research
will test the efficacy of a novel, acceptable, behavioral intervention (SitLess) that focuses on increased
awareness of SB employing inclinometer-based self-monitoring throughout the day. Our pilot data show that
this intervention may improve weight loss during the intensive phase of treatment and prevents weight regain
during a short (5-month) follow-up phase. The primary aim of this study is to determine whether addition of
this intervention that targets SB to a conventional weight loss intervention that targets exercise results in lower
long-term reduction in weight in older, obese adults. This will be accomplished with a 24-month trial in 225
obese (BMI=30-40 kg/m2) older (65-79 yrs) adults randomized to one of three treatments (n=75), all with
dietary caloric restriction plus either: 1) moderate-intensity aerobic exercise (WL+EX); 2) intervening on SB
(WL+SitLess); or 3) (WL+EX+SitLess). The primary hypothesis is that: WL+EX+SitLess will have lower
24-month body weight than either WL+EX or WL+SitLess. Secondary outcomes, including resting and
physical activity energy expenditure, SB, dietary intake and appetite, body composition/bone density, physical
function, cardiometabolic risk and intervention process measures, will also be examined. The results will
provide the first randomized, controlled trial data on the efficacy of self-monitoring of a key contributor to the
adaptive thermogenic response to weight loss. Increasing awareness of weight loss-induced reductions in
SPA, and behavioral promotion of decreasing SB to counteract these reductions, may provide for a more
effective, safe, non- pharmacologic, and sustainable strategy to reduce weight regain after weight loss in older
adults.
6. Project Title:
Leader(s):

BRAIN NETWORKS AND MOBILITY FUNCTION: B-NET
KRITCHEVSKY, STEPHEN B.; LAURIENTI, PAUL ;
WAKE FOREST UNIVERSITY HEALTH SCIENCES
NIH R01AG052419 / (2017-2022)
Project Summary/AbstractDeclining mobility function is a common age-related phenomenon that is associated
with reduced quality of lifeand high societal costs. Recently, the brain's critical role in mobility function has
been recognized usingimaging approaches assessing white matter characteristics. A new paradigm considering
the brain as acomplex network uses MRI to directly characterize the brain as a functional network. Brain
Networks andMobility Function: B-NET brings together national leaders in brain network science, neurology
and mobilityassessment to apply this innovative network paradigm to elucidate the aging brain's role in
declining mobility.We propose that functional connectivity within and between the sensorimotor cortex -community structure(SMC-CS) -- predicts declining mobility; and that SMC-CS will be associated with
mobility independent ofknown relationships between white matter integrity and mobility function.B-Net will
establish a cohort of 240 community-dwelling older adults (age range 70-85) and measure mobilityfunction at
baseline, 6, 18 and 30 months using the extended short physical performance battery (eSPPB). TheMRI will
be repeated at 30 months. B-Net's specific aims are to:Specific Aim 1. Determine the baseline association
between SMC-CS and eSPPB score. We hypothesizethat SMC-CS will be associated with eSPPB performance
independent of known correlates of mobility functionand white matter integrity (i.e. fractional anisotropy and
white matter lesions).Specific Aim 2. Determine whether baseline SMC-CS predicts mobility decline. We
hypothesize that poorerbaseline SMC-CS will be predict declining eSPPB scores after accounting for known
correlates of mobilityimpairment including white matter integrity, cardiovascular fitness, and muscle
strength.Specific Aim 3. Repeat brain MRI imaging to determine the longitudinal association between changes
inSMC-CS and changes in eSPPB score. We hypothesize that longitudinal declines in SMC-CS will
besignificantly associated with declining eSPPB performance independent of known correlates of lower
extremityfunction decline and white matter integrity.B-NET tests a novel emerging paradigm regarding the
CNS's role in age-related functional decline to supportthe development of innovative strategies to sustain
mobility function in older adults, a critical public healthneed.
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7. Project Title:
Leader(s):

STUDY OF MUSCLE, MOBILITY AND AGING (SOMMA)
CUMMINGS, STEVEN RON; HEPPLE, RUSSELL T ; KRITCHEVSKY,
STEPHEN B. ; NEWMAN, ANNE B. ;
CALIFORNIA PACIFIC MED CTR RES INSTITUTE
NIH R01AG059416 / (2018-2023)
Mobility inevitably declines with age, more in some than other people, often leading to mobility disabilitywith
dependency, decreased quality of life, and enormous health care costs. The role of age-related
biologicalchanges in skeletal muscle on the decline in mobility is poorly understood. We hypothesize that
muscle massand the capacity to produce ATP are strong determinants of the mobility disability in older adults.
Based onadvances from laboratory studies of muscle aging, we also hypothesize that denervation, oxidative
damage,and decreased autophagic flux interact and contribute to declines in fitness, endurance and an
increased riskof mobility disability. We will also use transcriptomic profiling by RNAseq to discover patterns
of geneexpression that play important roles in the loss of mobility with aging. In the Study of Muscle Mobility
and Aging (SOMMA), a prospective, longitudinal study of men andwomen age 70 to 90, our team of experts
in clinical and laboratory sciences will use innovative and state-of-the-art technologies with rigorous quality
control to test these hypotheses and discover new pathways for theloss of mobility with aging. We will
measure quadriceps contractile volume by MRI and total muscle mass byd3 creatine dilution. We will use
31PMRS to assess the capacity of the quadriceps to generate ATP (ATPmax).In tissue form, muscle biopsies
quantify denervation and oxidative damage to contractile proteins. SOMMA willbe the first to quantify
autophagic flux to assess the role of autophagy in the loss of mobility with aging. We userespirometry on fresh
tissue to quantify the contribution of mitochondria to ATPmax and mobility disability.These properties
interact: for example, decreased autophagic flux promotes the accumulation of oxidativedamage and
denervation, and understanding these relationships will guide the analysis and interpretation ofour results.
Furthermore, we will use unbiased RNA-sequencing (RNA-seq) to profile the entire transcriptometo discover
new associations between clusters of genes and individual variation in rates of loss of fitness (peakVO2),
muscle mass, and risk of mobility disability. Field centers at Wake Forest and Pittsburgh, with exceptional
track records for recruiting and retainingolder adults in complex studies, will enroll 875 women and men age
70?89 with a gait speed = 1.0 m/s,providing sufficient power to identify important relationships between
individual and combinations of propertiesand the risk of mobility disability. SOMMA may identify and
prioritize targets for new therapeutics and tailored exercise regimens. Wealso will create a unique archive of
tissue, blood, with longitudinal data about important clinical outcomes thatthe scientific community can use to
efficiently test new hypotheses about muscle and loss of mobility withaging.

8. Project Title:

A RANDOMIZED TRIAL OF DANCE ON MOOD, BALANCE AND BRAIN IN
ALZHEIMER'S DISEASE
Leader(s):
HUGENSCHMIDT, CHRISTINA E; SORIANO, CHRISTINA T ;
WAKE FOREST UNIVERSITY HEALTH SCIENCES
NIH R01AT009444 / (2017-2020)
Project SummaryAlzheimer?s disease (AD) is the most common form of dementia, the most common
neurodegenerative diseasein older adults, and the 6th leading cause of death in the US. Neuropsychiatric
symptoms (apathy, depression,anxiety) and altered gait and balance are prominent secondary symptoms of AD
that increase medical costsand decrease quality of life (QoL) for the person with dementia and their caregiver.
Care for AD and otherdementias in the US was estimated at $203 billion in 2013. Palliative care services are
health services that aimto relieve disease symptoms that decrease QoL for people with chronic disease and
their caregivers. TheWorld Health Organization has identified a need to integrate evidence-based palliative
care services into thecontinuum of care for serious chronic diseases including AD. However, two recent NIH
workshops concludedthat lack of evidence limits the broader use of non-pharmacologic activities to relieve
secondary symptoms ofchronic disease, and identified arts-based mind-body practices as particularly
understudied. Dance is an arts-based activity that can improve QoL, decrease symptoms of depression, and
improve balance in healthy olderadults, those with Parkinson disease, and AD. Thus, dance simultaneously
addresses two sets of prominentsecondary symptoms in AD: 1) gait and balance and 2) neuropsychiatric
symptoms. However, the mechanismsby which dance exerts these effects are unknown. Filling this knowledge
gap could increase the use of danceto improve QoL in a large and growing patient population. In addition, a
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gap could increase the use of danceto improve QoL in a large and growing patient population. In addition, a
better understanding of thephysiological changes that occur during dance that are linked to improved QoL and
symptom managementcould facilitate identification of other interventions that may ameliorate secondary
symptoms of AD, and otherpatient populations that might benefit from dance. We present pilot data to support
our hypothesis that danceimproves QoL in older adults with AD through changes in brain activity in brain
networks related to movementand social engagement. We hypothesize that dance benefits QoL by
simultaneously improving balance andgait through movement, and improving apathy and depression through
social engagement. We have laid out arigorous scientific design to test the independent contributions of dance
movement and social engagement toQoL. In addition, we propose to collect measures that will allow us to
learn about how dance affects differentbody systems. We will collect brain imaging data to evaluate changes in
brain function and structure; detailedmeasures of balance and gait; and blood biomarkers of stress. Better
understanding of how dance affects thebody and brain to improve quality of life in people with AD may
improve the quality of palliative care servicesoffered to people with AD by helping to understand how to
better use non-pharmacologic interventions to targetsecondary symptoms that affect QoL.
9. Project Title:
Leader(s):

EPIGENETICS OF WEIGHT LOSS AND GLYCEMIC IMPROVEMENT
DING, JINGZHONG; LIU, YONGMEI ;
WAKE FOREST UNIVERSITY HEALTH SCIENCES
NIH R01DK103531 / (2016-2021)
DESCRIPTION (provided by applicant): The goal of this randomized, controlled clinical trial is to investigate
whether decreasing obesity through a weight loss intervention induces beneficial changes in the cholesterol
gene network in monocytes and adipocytes that are associated with whole body glycemic changes. Recent
studies suggest that interaction of monocyte-derived macrophages and adipocytes in adipose tissue plays a
crucial role in adipose tissue inflammation, which may link obesity to insulin resistance. Disruption of
intracellular cholesterolhomeostasis in cells, such as monocytes/macrophages and adipocytes, is one of the
cell-intrinsic factors shown to be responsible for insulin resistance in animal experimental studies. Our recent
transcriptomic study of purified human monocytes extends these findings to humans, and specifically
identifies a network of co-expressed cholesterol metabolism genes whose altered expression is associated with
type 2 diabetes mellitus (T2DM) (p- trend: 5.07x10-10), as well as two important risk factors for T2DM obesity (p: 1.6 x10-18) and inflammation (p: 2.0x10-7 for interleukin-6). Furthermore, weight loss appeared to
reverse these alterations of the cholesterol metabolism genes in monocytes in our pilot study of 16 obese
persons without a control group. We hypothesize that obesity and inflammation alters the cholesterol
metabolism gene network in monocytes to increase intracellular cholesterol accumulation, and these changes
along with related changes in adipocytes increase insulin resistance and disrupt glucose regulation, which
subsequently lead to T2DM. To illustrate the role of this cholesterol gene network in weight loss-induced
glycemic improvements, we will randomly assign 200 obese and prediabetic adults aged 40-60 years to
diet-induced weight loss intervention (Diet, N=100) or healthy lifestyle education intervention (Control,
N=100). We will achieve our goal through the following specific aims: 1) To test whether weight loss
intervention rebalances methylomic/transcriptomic profiles in monocytes and adipocytes from obese persons;
and 2) To determine whether weight loss-induced methylation and transcriptional changes in human
monocytes and adipocytes correlate with whole body glycemic improvements. We will also explore whether
the observed molecular changes in human monocytes alter glucose metabolism in human adipocytes, skeletal
myocytes, and hepatocytes using in vitro models. The integration of epigenetic, transcriptional, and clinical
data from the clinical trial and in viro experimental studies, carried out by a team of scientists with expertise in
genetic epidemiology, molecular biology, and bioinformatics, will provide novel insights concerning the
regulation of cellular cholesterol metabolism, and susceptibility to T2DM, potentially leading to new treatment
and prevention targets.

10. Project Title:

Leader(s):

A RANDOMIZED PILOT STUDY COMPARING GRAFT-FIRST TO
FISTULA-FIRST STRATEGIES IN OLDER PATIENTS WITH INCIDENT
END-STAGE KIDNEY DISEASE
MUREA, MARIANA
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WAKE FOREST UNIVERSITY HEALTH SCIENCES
NIH R03AG060178 / (2018-2020)
Project Summary/AbstractNational guidelines direct nephrologists to refer patients with advanced kidney
disease for placement ofarteriovenous (AV) fistulas as the vascular access of choice for hemodialysis,
instead of AV grafts. Theseguidelines were based on retrospective and observational analyses done nearly
two decades ago amongpatients with a mean age of 59.4 years. Currently, adults 70 years of age and older
comprise nearly 30% ofpatients with end-stage kidney disease compared to less than 15% two decades ago.
Importantly, AV accessplacement may adversely impact upper extremity strength and function, and AV
fistulas may cause greaterdeficits in overall physical function due to lengthier time to develop compared with
AV grafts; grafts have betterpatency rates and can be used faster. Changes in physical abilities (i.e.,
precipitous decline in physicalperformance and self-sufficiency) are prevalent in older patients commencing
hemodialysis, making the lack ofdata on the functional impact of initial AV access strategy (fistulas or
grafts) even more critical. ThisGEMSSTAR proposal is focused on older patients with incident end-stage
kidney disease with no priorvascular access surgery. We will randomly allocate patients undergoing
hemodialysis via a tunneled catheterto either graft-first (intervention) or fistula-first (comparator) placement.
Patient-centered functional outcomes(upper extremity strength, gait speed, independence and quality of life)
and vascular access outcomes (AVaccess primary patency rate) will be compared. Our scientific premise:
graft-first placement will yield higherrates of functional access, fewer following procedures to aid access
development, and faster transition fromcatheter to AV access use; these will translate into higher patient
satisfaction in the graft-first group. Our firsthypothesis is that AV access placement will have adverse
consequences on upper extremity function,mediated by the degree of preoperative muscle strength. We
anticipate that the fistula-first strategy will have agreater negative impact on upper extremity physical
function than the graft-first strategy. Our secondhypothesis is that the success rate of AV access approach
(i.e., primary AV access patency) will correlatewith patient-reported outcomes for quality of life. The results
of this study will provide critically needed data onthe relationship between initial AV access approach and
outcomes important to health and quality of life inolder patients including the role of muscle strength in
vascular access outcomes. Data from this pilot study willguide the design, conduct, and sample size for a
subsequent multicenter study comparing AV fistulas to graftsin older adults with advanced chronic kidney
disease, with the overarching objective of identifying strategiesthat decrease AV access failure rates and
improve patients' quality of life. The applicant seeks to augment herexpertise in clinical research with
gerontology and geriatric specific training and expert mentoring to become aleader in geriatric nephrology
research and improve outcomes among the growing numbers of older Americanswith kidney disease.1
11. Project Title:

MOBILE INTERVENTION TO REDUCE PAIN AND IMPROVE HEALTH
(MORPH) IN OBESE OLDER ADULTS
Leader(s):
BROOKS, AMBER K; FANNING, JASON ;
WAKE FOREST UNIVERSITY HEALTH SCIENCES
NIH R21AG058249 / (2017-2020)
PROJECT SUMMARY Chronic pain has emerged as an urgent age-related health issue that significantly
compromises physicalfunctioning and quality of life, with the adverse effects amplified by both obesity and
sedentary behavior. The annualcost of pain in the United States is nearly 30% higher than the combined costs
of cancer and diabetes. In 2016, the NIHcalled for a National Pain Strategy to: 1) expand
non-pharmacological treatment options in older adults, who areparticularly susceptible to the side effects of
opioid and other pain medications; 2) develop accessible treatments that aretailored to individuals; and 3)
increase the development of self-management programs for chronic pain. The purpose ofthis R-21 is to
develop and test the feasibility and acceptability of a novel, patient-centered intervention to reducechronic
pain and improve physical functioning in older adults, leveraging the combination of telecoaching
andindividually-adaptive mHealth tools to decrease both body mass and sedentary behavior. The proposal
consists oftwo phases. The first phase will use an iterative user-centered design process to develop the
mHealth application, to adaptthe weight loss and sedentary behavior components of the intervention to a
telecoaching model, and to evaluate theusability and feasibility of the intervention for obese, older adults
with chronic pain. In the second phase we will conducta pilot randomized controlled trial to provide initial
evidence for effect sizes (pain and physical function) associated withthe proposed intervention, and to
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estimate the sample size needed for a full scale randomized controlled trial design thatcompare the effects of
the intervention versus usual care on pain ratings and physical function in overweight/obese olderadults with
chronic pain.
12. Project Title:

WEIGHT LOSS AND EXERCISE FOR COMMUNITIES WITH ARTHRITIS IN
NORTH CAROLINA (WE-CAN)
Leader(s):
MESSIER, STEPHEN P; CALLAHAN, LEIGH FLEMING ;
WAKE FOREST UNIVERSITY
NIH U01AR068658 / (2015-2020)
DESCRIPTION (provided by applicant): Obesity is a modifiable risk factor for knee osteoarthritis (OA), and
weight loss is an effective non- pharmacologic treatment to reduce pain. Recently, we determined that under
ideal, highly controlled circumstances, a diet-induced weight loss of 10% combined with exercise was
significantly better at reducing pain than either intervention alone. Compared to previous long-term weight
loss and exercise trials of knee OA, our diet-induced weight loss and exercise group was twice as effective at
relieving pain. Whether our groundbreaking results can be generalized to less rigorously monitored patient
cohorts is unknown. Thus, the policy relevant and clinically significant question is: How can we adapt this
successful solution to a pervasive public health problem so that it provides a cost-effective intervention for
real-world clinical and community settings? This study aims to develop and to demonstrate the effectiveness
of a systematic, practical, cost-effective diet-induced weight loss and exercise intervention that communities
can implement to reduce pain and improve other clinical outcomes in knee OA patients. This pragmatic
community-based trial will determine if the important benefits realized by participants in our previous trial
translate to rea-world settings. Participants will be 820 ambulatory, community-dwelling, overweight and
obese (BMI = 27 kg/m2) men and women aged = 50 years who meet the American College of
Rheumatology clinical criteria for knee OA which includes knee pain on most days of the week plus at least
3 of the following 6: age = 50 years; stiffness < 30 min/day; crepitus; bony tenderness; bony enlargement; no
palpable warmth. The primary aim is to determine whether a pragmatic, community-based 18-month
diet-induced weight loss and exercise intervention implemented in three North Carolina counties with
diverse residential (from urban to rural) and socioeconomic composition significantly decreases knee pain in
overweight and obese adults with knee OA relative to an attention control group. Secondary aims will
determine whether this intervention improves self-reported function, health-related quality of life, and
mobility. We willalso establish the cost-effectiveness of this pragmatic, community-based intervention by
conducting cost-effectiveness and budgetary impact analyses using data from the current trial in a validated
computer-simulated model of knee OA. Many physicians who treat people with knee OA have no practical
means to implement weight loss and exercise treatments. This study is significant in that it will test the
effectiveness of a long-awaited and much needed community program that will serve as a blueprint for
clinicians and public health officials in urban and rura communities to implement a weight loss and exercise
program designed to reduce knee pain and improve other clinical outcomes in overweight and obese adults
with knee OA.
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II. RESEARCH, RESOURCES AND ACTIVITIES (continued...)
C. PILOT/EXPLORATORY PROJECTS (10 Pilot Projects Listed)
1. Project Title:

Evaluation of Blood-Based Biomarkers of Biological Aging in Heart Failure with
preserved Ejection Fraction (HFpEF).
Leader:
Jamie Justice, PhD (Geriatrics)
A new generation of clinical trials is being designed to test the Geroscience Hypothesis: that targeting the
biology of aging will help maintain function and prevent or delay the onset of age-related chronic diseases,
including heart failure with preserved ejection fraction (HFpEF). Biomarkers serve critical roles in clinical
trials as surrogate endpoints and by providing evidence that the intervention is appropriately influencing the
underlying biology. A utility set of blood-based biomarkers of aging for use in geroscience-guided clinical
trials targeting incidence of age-related chronic disease and death has been identified, and includes IL-6, CRP,
TNF-Receptor II, GDF15, IGF-1, Insulin, Cystatin C, NT-proBNP, and HbA1c. However, this biomarker set
has not yet been tested; this limits development, analysis, and clinical trial planning. Further, no study has
examined the intervention effects on broad multi-system biomarkers of biological aging in HFpEF. Such an
investigation could provide insights into potential mechanisms and future therapeutic targets in HFpEF while
providing crucial evaluation of blood-based biomarkers proposed for clinical trials targeting biological aging.
The research aims of this Pepper Pilot are to 1) measure differences in biomarkers of biological aging in
HFpEF patients compared with age-similar healthy adults; 2) determine if the biomarkers of biological aging
are associated with physical and cardiovascular function, adjusting for age, sex, adiposity; 3) estimate changes
in biomarkers of biological aging over time (controls) and following a diet and exercise intervention in
overweight and obese adults with HFpEF. The research aims will leverage a specimen repository from the
WFSM Aging Center: de-identified patient records and cryopreserved samples in HFpEF patients previously
enrolled in SECRET (100 at baseline, 76 at follow-up), and 64 adults in the Healthy Aging cross-sectional
cohort. Well-justified biomarkers of biological aging (IL-6, TNFa-Receptor II, CRP, GDF15, insulin, IGF1,
cystatin-C, NT-proBNP, and HbA1c) will be measured. In conjunction with this we have organized a Pepper
OAIC Biomarkers Working Group that cuts across multiple Wake Forest OAIC cores to evaluate study
progress, inform rigorous measurements, balance resource use, develop an analytic approaches and biomarker
indices, and offer scientific consultation and engagement of local studies involving biomarkers of biological
aging. The Biomarkers Working Group was initiated in Oct 2018 and will continue meeting throughout the
award period and beyond.

2. Project Title:

Generation and characterization of inducible skeletal muscle-specific GPER KO
mice.
Leader:
Wang, PhD (Anesthesiology)
IGNITION/MINI PILOT
G-coupled protein estrogen receptor (GPER) is involved in a variety of biologic processes, and preliminary
evidence suggests that it may play a role in skeletal muscle function. Dr. Wang’s lab that GPER mRNA and
protein are present in skeletal muscle of C57BL/6 mice. Pepper supported efforts to generate both inducible
and noninducible skeletal muscle-specific GPER KO mice along with funds from out CTSI and the
Department of Anesthesiology. Dr. Wang successfully generated six heterozygous inducible GPER KO mice,
and they are are continuing to breed in order to generate homozygous KO mice. Seven homozygous
non-inducible skeletal muscle-specific GPER KO mice were generated, of which five were used in our
preliminary studies for R01 resubmission and two are furthering our breeding program. PCR results show that
the expression of GPER in skeletal muscles of the constitutive KO decreased about 70% compared to wild
type (WT) mice, while GPER expression did not change in other tissues. Compared to WT mice, GPER
knockout in skeletal muscle impairs exercise capacity in C57BL/6 mice. GPER knockout in skeletal muscle
decreases HSP70 expression and increases markers of muscle denervation. Real-time PCR demonstrated that
GPER deficiency decreased HSP70 mRNA level, and increased the biomarkers of muscle denervation, Runx
1, Chrng, and Myh3. These data suggest that loss of estrogen signaling via GPER makes skeletal muscles
vulnerable to sarcopenia, possibly due to a decrease in HSP70 expression.
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As proposed, the results of this pilot study has been used in my NIH R01 grant proposal resubmitted on
3/4/2020, titled “Estrogen Receptor GPER Protects Skeletal Muscle from Sarcopenia during Aging”
(1R01AG059671-01A1).
3. Project Title:
Leader:

Senescent Cell Burden in Human Aging and Obesity: Functional Consequences
and Reduction by Caloric Restriction,
Jamie Justice, PhD

This pilot study will 1) determine if the biomarkers of biological aging are associated with physical
and cardiovascular function, adjusting for age, sex, and obesity; and 2) estimate changes in
biomarkers of biological aging over time (controls) and following a diet and exercise intervention in
overweight and obese adults with HFpEF. The research aims leverage the OAIC-supported
Biological Specimen Repository: de-identified patient records and cryopreserved samples in HFpEF
patients previously enrolled in a clinical trial of caloric restriction and/or exercise vs control
(SECRET). Well-justified biomarkers of biological aging (IL-6, TNFa-Receptor I, GDF15, cystatin-C,
NT-proBNP) will be measured. This utility set of blood-based biomarkers of aging has been
identified for use in geroscience-guided clinical trials targeting incidence of age-related chronic
disease and death, including the major aging outcomes trial, Targeting Aging with MEtformin
(TAME) (Justice et al. GeroScience 2018). The pilot study could provide insights into potential
mechanisms and future therapeutic targets in HFpEF while providing crucial evaluation of
blood-based biomarkers proposed for clinical trials targeting biological aging. In the previous year: a
work agreement with Northwest Lipid Research Labs was negotiated; NWLRL will serve as the
central lab for the aforementioned TAME trial. The OAIC-maintained SECRET repository samples
were shipped to NWLRL in 01/2020. All assays were performed in duplicate and data returned to the
P.I. Dr. Justice 03/2020. Data analyses are now in progress.
A second objective of the funded PESC is to convene a multidisciplinary Pepper Biomarkers
Working Group with expertise ranging from: biology of aging, biomarkers, clinical trials, biostatistics,
epidemiology. Using the HFpEF biomarker pilot trial as a use-case, the Pepper Biomarkers Working
Group will provide resource for advice and support for OAIC-investigators interested in incorporating
specimen-based biomarkers into their clinical studies. The Biomarkers Working Group was initiated
in Oct 2018 and met at intervals appropriate with project milestones, and will continue to meet at
least quarterly through 2020 or as project needs arise as needed between quarterly meetings. In
future the Biomarkers Working Group is envisioned to inform rigorous measurements, balance
resource use, develop an analytic approaches and biomarker indices, and offer scientific
consultation and engagement of local studies involving biomarkers of biological aging.
4. Project Title:

Effects of Diet and Exercise on Gut Microbiome Dysbiosis and its Relationship with
Physical Function and Inflammation in HFpEF (Gut microbiome in HFpEF)
Leader:
Hariom Yadav, PhD
This pilot is testing the hypotheses that: 1) gut microbiome dysbiosis is associated with inflammation
biomarkers and exercise intolerance in HFpEF; 2) exercise training and CR will reverse dysbiosis; and 3)
reversal will be associated with improved physical function and reduced levels of inflammatory markers.
Fresh stool samples will be obtained from 20 older HFpEF patients in OAIC EP4 (R01AG18915, SECRET2)
to comprehensively examine gut dysbiosis via: 1) global microbiome signature; 2) targeted metabolomics; and
3) gut hormones (i.e. GLP1), along with blood markers of inflammation (IL-6, MCP-1) and leaky gut (LBP),
at baseline and after a 5-month program of exercise and CR, and compared to 20 age, BMI and sex-matched
healthy controls. This sample size will enable assessment of plausibility of the hypotheses and estimation of
variances for planning larger studies. The specific aims are to: 1) compare microbiome characteristics in
HFpEF vs healthy, age, BMI and gender-matched controls; 2) examine the relationship between microbiome
dysbiosis and reduced physical function and inflammation in HFpEF; 3) establish whether the gut microbiome
dysbiosis improves with exercise and CR in HFpEF; and 4) determine relationships between improvements in
gut microbiome and improved physical function and inflammation. Results could help identify a key
contributor to exercise intolerance in HFpEF and lead to novel HFpEF treatments using gut microbiome
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modulators.
Recent progress includes an administrative supplement to “Exercise Intolerance in Older HFpEF Patients” was
funded through the NIH/NIA. A NIA R01 application was submitted 2019 using the initial findings as
preliminary data entitled “Role of Metformin in aging-related leaky gut in older adults” and 5 manuscripts
were published.
5. Project Title:
ASPIRE: A study promoting critical illness recovery in the Elderly.
Leader:
Rita Bakhru, MD
This project was designed to test the feasibility of a novel intervention strategy using an in-bed cycle
ergometer very early in the ICU course to help prevent and attenuate physical function impairments, even
when patients cannot actively participate (passive exercise). Older adults who require invasive mechanical
ventilation experience rapid and significant muscle wasting. ICU rehabilitation may be a way to attenuate this
loss of muscle and subsequent decline in physical function, particularly if administered early. We undertook a
12-patient randomized pilot study of an early rehabilitation protocol in older adults using an in-bed cycle
ergometer at an academic tertiary care center.
Results: The demographics of the participants were a mean age of 66 (standard deviation (SD) 8), 58% male,
with a mean APACHE III of 103 (SD 30). 83% of intervention subjects were able to complete >15 mins of a
cycle session within 48 hours of enrollment (primary outcome). On average, patients cycled 1.49 miles per
day. The intervention group had a median SPPB score at ICU discharge of 3 (IQR 0-5) compared to 0 (IQR
0-3) in the control arm. Muscle mass loss (as measured by ultrasound and proteolysis as measured by MuRF1
levels) was attenuated in the intervention arm—the rectus femoris cross-sectional area decreased by 0.68 cm2
(0.49) in the intervention group compared to a loss of 1.04 cm2 (1.26) in the control group; MuRF1 levels were
4-fold less.
This pilot demonstrates that it is feasible for mechanically ventilated older adults to undergo an early
rehabilitation protocol using an in-bed cycle ergometer. Further study is needed to determine the effects on
physical function, loss of muscle mass, and quality of life. We are currently conducting a phase II study of the
early rehabilitation protocol in older adults. Findings from this pilot study also contributed to a GEMSSTAR
Award received in August 2019 (R03AG060076: “ASPIRE: A Study Promoting Critical Illness Recovery in
the Elderly”, $116,250) to conduct a phase II study.
6. Project Title:

Assessing the Relationship of Neurocognitive Dysfunction to Physical Disability and its
Improvement with Caloric Restriction and Exercise Training in Older Patients with
Heart Failure and Preserved Ejection Fraction.
Leader:
Christina Hugenschmidt, PhD
This pilot is acquiring MRIs of the brain to compare cross-sectional cognition, cerebral blood flow (CBF)
during a respiratory challenge, and resting state brain networks between healthy older adults and HFpEF
patients and assess whether cognition, resting CBF, CBF during a respiratory challenge, and functional brain
networks are altered after a 20-week weight loss and exercise intervention in HFpEF patients. Recruitment has
ended and the study has collected imaging in 22 healthy older adults and 43 patients with HFpEF (39 with
follow up data) completing an ongoing 20-week exercise and weight loss intervention. Additional funding
was secured through a supplement to allow ongoing collection of data through the end of the trial (Spring
2020). The study team had one abstract accepted to AAIC.

7. Project Title:
Leader:
IGNITION Project
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IGNITION Project
This study hypothesizes that mobility, assessed on surrogate (care givers or close family members) would
result in accurate mobility assessment of the patients. To test our hypothesis, we will enroll patients and their
surrogates in the Preoperative Assessment Clinic (PAC). We will enroll patients who have a caregiver or
family with them and can understand the instruction. Patient and the surrogate will be asked to perform
MAT-sf. The surrogate will be asked to answer the MAT-sf questions for the patients’ mobility (e.g., can your
mother can perform this task?). One to fourteen days after the initial assessment, the surrogates will be invited
to perform the second MAT-sf to test the stability. The study resulted in one publication to date, “Self- vs
proxy-reported mobility using the mobility assessment tool-short form in elderly preoperative patients.”
8. Project Title:

Isolation and molecular characterization of exosomes secreted by visceral
adipose tissue.
Leader:
Gagan Deep, PhD (Cancer Biology)
The goal of this project is to isolate and characterize visceral adipose tissue (VAT) specific exosomes based
on their unique surface markers from blood plasma/serum. Dr. Deep’s laboratory has developed novel
techniques and tools to identify tissue specific exosomes, and these established methods will be used to
identify VAT-specific exosomes as outlined in following specific aims: Specific Aim I. To identify unique
proteins on the surface of exosomes isolated from visceral adipose tissue in mouse and nonhuman primate
(NHP) models. Specific Aim II. To isolate and characterize VAT-derived exosomes (VATExo) from blood in
mouse and NHP models. Specific Aim III. To isolate and characterize VATExo from the blood of NHP and
humans. The long term objective is todevelop blood based VAT-specific exosomal biomarkers to allow
noninvasive evaluation of visceral adipose tissue depot to provide novel molecular insights into the biology of
this important tissue as well as help us to better understand VAT’s role in various diseases. The successful
identification of VAT-derived exosomes from this study will be used as proof of concept for major NIH grants
where we will functionally characterize the VAT exosomes in more detail for their “cargo” (including protein,
lipids, metabolites, mRNA and miRNA) in order to explore relationships with physical function, frailty, heart
failure with preserved ejection fraction, and other phenotypes as well as responses to exercise, diet
modification, and other interventions.

9. Project Title:

Is Restoring Protein Homeostasis A Viable Therapy For Age-Related
Osteoarthritis?
Leader:
Raghunatha Yammani, PhD (Internal Medicine, Molecular Medicine)
The overall objective of this project is to determine the basic mechanisms by which aging contributes to the
pathogenesis of osteoarthritis (OA). Loss of proteostasis (protein quality control) is a hallmark of aging,
which contributes to age-related conditions. Proteostasis, or cellular protein homeostasis, is maintained by a
precise control of protein synthesis, folding, and degradation. A complex network of molecular chaperones
plays a key role in proper folding of proteins and maintaining them in a folded conformation to avoid the
formation of protein aggregates. This process is crucial for cells with secretory phenotypes like chondrocytes
and meniscal cells. However, with age, the efficiency of molecular chaperones decreases; the result is the
formation of toxic protein aggregates that cause cellular stress, inflammation, and cell death. Thus, our
long-term goal is to elucidate the role of proteostasis in joint cellular function and development of age-related
OA.
In our preliminary data, we demonstrate that chondrocytes isolated from articular cartilage from knees of aged
monkeys have low levels of molecular chaperones – including protein disulfide isomerase (PDI), endoplasmic
reticulum (ER) oxidoreductin 1(ERO1), and calnexin – compared to young monkeys. These molecular
chaperones play a major role in protein folding in the ER. Articular cartilage from older monkeys also has
increased expression of ER stress markers (ATF4 & CHOP) and apoptotic markers (cleaved caspase 3 and
PPARP). Treatment of chondrocytes with a small molecule chaperone alleviated ER stress and decreased
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expression of apoptotic markers. The specific goal of this pilot project is to determine the role of proteostasis
in the development of age-related OA.We will test the hypothesis that restoring proteostasis by administering
a small molecule chaperone protein will reduce OA in a mouse model, by carrying out the following Specific
Aims. In aim 1 we will determine if 4-phenylbutyric acid (PBA) reduces the severity of primary OA in mice.
These proof-of-concept studies will provide novel information needed to understand the roles of proteostasis in
regulating chondrocyte function and mediating cartilage degradation. Our results could lead to novel targets
for therapeutic interventions to reduce or prevent the progression of osteoarthritis in the clinic.
10. Project Title:
Leader:

Molecular characterization of mitophagy receptor optineurin during aging
Matthew Quinn, PhD (Pathology/Comparative Medicine)

Aging is well known to lead to decline in muscle function ultimately resulting in impaired mobility
and a decrease in independence in geriatric patients. Importantly, walking speed is the strongest
predictor of life span in humans, indicating muscle quality is a critical determinant of our health.
While the relationship between aging and a decline in muscle function is appreciated, molecular
mediators of this relationship still need to be defined to effectively restore/maintain muscle function
in the elderly. Autophagy is a conserved cellular pathway in which intracellular cargo and
organelles are digested and recycled to provide nutrients and substrates for the generation of
macromolecules during times of nutrient and cellular stress. Impairment in autophagic function
underlies a number of age-related diseases. Particularly, defects in mitophagy, the recycling of
damaged mitochondria promotes metabolic dysfunction and neurodegenerative diseases such as
Parkinson’s Disease. In skeletal muscle, aging related impairment of the mitophagy pathway is
likely to be a contributing mechanism for the development of sarcopenia. Optineurin (OPTN) is an
essential component of the mitophagy pathway, acting as a receptor that recognizes damaged
mitochondria tagged for degradation. However, the transcription factors that regulate OPTN
expression still remain to be identified. The long-term goal of this application is to identify
transcriptional regulators of OPTN expression, and to assess the effects of aging and metabolic
syndrome (MetS) on OPTN expression. We are operating under the central hypothesis that
impaired OPTN expression through aging is a significant mechanism underlying mitochondrial
function in sarcopenic muscle. To address this hypothesis, we have designed two specific aims: 1)
Assess effects of aging on transcriptional super complexes that regulate OPTN expression and 2)
Analyze the mitochondrial dynamics/mitophagy pathway in skeletal muscle of non-human primates
(NHPs) with MetS. In aim 1 we will be employing hybridization assisted capture of chromatin
associated proteins for proteomics (HYCCAPP) to establish the transcriptional regulators of OPTN.
We will couple this with gain- and loss-of-function experiments to test the functional relevance of
impaired OPTN expression with aging. In aim 2 we will utilize skeletal muscle from metabolically
healthy and non-human primates with MetS to analyze the mitophagy and mitochondrial dynamics
pathways at the gene and protein level.
As an initial step for proof of principal, the study team proposes to explore OPTN expression in isolated
muscle stem cells from young (3 months) and aged (20-24 months) mice, and to test regulators of OPTN
expression and define a cellular role for optineurin in regulating muscle differentiation and function. We will
also explore sex as a biological variable by using muscle stem cells isolated from both male and female
mice. Follow up studies would focus on the effects of different stressors (age, diet, injury) in altering muscle
function/recovery in OPTN knockout mice.
The work will generate preliminary data highlighting the importance of transcriptional regulation of
OPTN during aging and lay a foundation for grants to assess potential role of OPTN in the Study of
Muscle, Mobility and Aging (SOMMA) in humans.
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II. RESEARCH, RESOURCES AND ACTIVITIES (continued...)
D. DEVELOPMENT PROJECTS (2 Development Projects Listed)
1. Project Title:
Leader:

Development of Automated Approaches to Obtaining Age-Related Body
Composition Phenotypes from Routine Computed Tomography (CT) Examinations
Leon Lenchik, MD

This project aims to develop automated approaches to CT segmentation of muscle using machine
learning methods. The Methods manuscript is under review in JACR. The long-term objective is to
create a widely available, automated image analysis algorithm, which will extract measures of body
composition and structure from clinical image repositories in data warehouses and hospital-based
image archive systems. These analyses could identify predictors of age-related decline in physical
performance across multiple hospital health-care delivery systems. In the next 6 months, this
project will lead to ancillary proposals to acquire and analyze CT images in SOMMA and in MESA.
This project has led to 2 peer-reviewed publications and an R21 application to MrOS, Novel
Computed Tomography (CT) Imaging Biomarkers in Older Men for Predicting Adverse Geriatric
Health Outcomes.
2. Project Title:
Leader:

Novel Big Data Processing Algorithms and Summary Metrics to Enhance our
Understanding of Health and Mobility (PepperMINT)
Michael E Miller, PhD; W. Jack Rejeski, PhD, Jason Fanning, PhD, Shyh-Huei
Chen, PhD

An important step in advancing accelerometry lies in first cross-calibrate core monitoring devices
using direct observation in order to leverage data produced in existing datasets derived from large
multisite trials (e.g., Look AHEAD; LIFE). Once complete, these data can be used to generate
sophisticated metrics that better capture both amount and variability in sedentary and physical
activity behaviors. Eligible participants will be older adults (aged = 65) who are overweight or
obese (BMI=30-45 kg/m2), and low-active (i.e., engaging in less than 2 days/wk of structured
physical activity for at least 20 minutes). We will aim to recruit an even number of males and
females (i.e., 15 each) and within each sex, we will aim to recruit at least 7 individuals with a short
physical performance battery (SPPB) score >9, and at least 7 with an SPPB score = 9. Excluded
individuals will be unable to walk without assistive devices or will have cognitive impairment as
indicated by a Montreal Cognitive Assessment score of less than 22. This study consists of two
phases. During the first phase, a sample of low-active older adults (N = 30) will be guided through
a series of 13 tasks while wearing two Actigraph accelerometers, one ActivPAL, one Fitbit, and one
RT3. The main purpose of this phase is to identify how each monitor captures movement at low,
moderate, and vigorous intensities, sitting and lying still, and transitioning for sitting to standing.
Additional activities of daily living (e.g., folding laundry, sweeping) will be included to assess the
potential influence of these tasks on the accelerometer data. Participants will spend one week
wearing the monitors, and then return to repeat the task list. Following completion of this period,
the analytic team (Miller, Chen) will utilize the data to identify effective means of devices calibration
using metrics such as cadence (steps/minute) or energy expenditure (MET/h). This study has
currently recruited 10 participants.
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III. CAREER DEVELOPMENT
REC Scholar, Research & Grants Funded During Pepper Supported Time

Years

Publications

Kathryn Callahan, MD, MS
Associate Professor / Gerontology and Geriatric Medicine
Redefining Quality Measures through the Lens of Function
K76 AG059986; 09/18-05/23; Identifying frailty in primary care: implementation of an
electronic medical record-based frailty index
Wake Forest CTSI Pilot Award; 04/17-03/18; Construction of an electronic frailty index for
primary care
Wake Forest CTSI Pilot study; 04/16-03/17; Promoting active aging: an innovation in primary
care

Candace Parker-Autry, MD
Assistant Professor / Obstetrics-Gynecology
Urinary Incontinence and Physical Function in Older Women

2014-2018 11 (6 1st/Sr)

2015-2019 5 (3 1st/Sr)

R03 AG056460; 07/17-05/19; Exploring the role of functional impairment and sarcopenia on
the non-surgical management of urinary incontinence in older women

Amber Brooks, MD
Assistant Professor / Anesthesiology
The Effect of Race and Pain on Mobility in Older Adults
R21 AG058249; 10/17-11/19: Mobile intervention to reduce pain and improve health (MORPH)
in obese older adults
KL2 TR001421 – CTSI scholar

2017-2018 3 (2 1st/Sr)

Rita Bakhru, MD, MS
Assistant Professor / Pulmonary, Critical Care, Allergy and Immunologic Diseases
ASPIRE: A Study Promoting critical Illness Recovery in the Elderly
Wake Forest Pepper Pilot Study; 02/17-06/19; ASPIRE: A Study Promoting critical Illness
Recovery in the Elderly
ASPIRE: A Study Promoting critical Illness Recovery in the Elderly NIH; R03 AG060076
(GEMSSTAR); 08/19-03/21; ASPIRE: A Study Promoting Critical Illness Recovery in the
Elderly

2017-2020 15 (5 1st/Sr)

Jamie Justice, PhD
Assistant Professor / Gerontology and Geriatric Medicine
Relationship of Senescent Cell Burden with Physical Function and Caloric Restriction 2017-2018 4 (4 1st/Sr)
K01 AG059837; 07/18-03/23: Senescent cell burden in human aging and obesity: functional
consequences and reduction by caloric restriction

Sam Lockhart, PhD
Assistant Professor / Gerontology and Geriatric Medicine
Disentangling Late-Life Connections of Brain Alzheimer’s Disease (AD) Pathology
with Mobility Function
Hariom Yadav, PhD
Assistant Professor / Molecular Medicine
Role of Gut Microbiota in the Efficacy of Metformin in Older Adults

2018-2019 1 (0 1st/Sr)

2019-

4 (3 1st/Sr)

2019-

4 (1 1st/Sr)

Department of Defense; W81XWH-18-PRARP-NIRA; 07/19-06/22; Probiotic therapy to
ameliorate Alzheimer’s disease

Jason Fanning, PhD
Assistant Professor / Health and Exercise Science
Establishing Cross-Device Methods for Extracting Basic and Advanced Physical
Activity and Sedentary Behavior Metrics: The Pepper Monitor Integration
(PepperMINT) Study
Wake Forest Pepper Center Development Project; 07/18-6/20; The Pepper Monitor Integration
(PepperMINT) Study
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IV. PUBLICATIONS
2020
1. Metformin reduces aging-related leaky gut and improves cognitive function by beneficially
modulating gut microbiome/goblet cell/mucin axis.
Ahmadi S, Razazan A, Nagpal R, Jain S, Wang B, Mishra SP, Wang S, Justice J, Ding J, McClain DA,
Kritchevsky SB, Kitzman D, Yadav H
J Gerontol A Biol Sci Med Sci, 2020 Mar 4, 75(7): e9-e21
pii: glaa056. https://doi.org/10.1093/gerona/glaa056 | PMID: 32129462 | PMCID: PMC7302182
Citations: 1 | AltScore: 5.5
2. A human-origin probiotic cocktail ameliorates aging-related leaky gut and inflammation via
modulating the microbiota/taurine/tight junction axis.
Ahmadi S, Wang S, Nagpal R, Wang B, Jain S, Razazan A, Mishra SP, Zhu X, Wang Z, Kavanagh K,
Yadav H
JCI Insight, 2020 May 7, 5(9):
pii: 132055. https://doi.org/10.1172/jci.insight.132055 | PMID: 32302292 | PMCID: PMC7253024
Citations: | AltScore: 18.73
3. Association of Fish Oil and Physical Activity on Mobility Disability in Older Adults.
Balachandran A, Gundermann DM, Walkup MP, King AC, Ambrosius WT, Kritchevsky SB, Pahor M,
Newman AB, Manini TM
Med Sci Sports Exerc, 2020 Apr, 52(4): 859-867
https://doi.org/10.1249/MSS.0000000000002195 | PMID: 31688650 | PMCID: PMC7123515
Citations: | AltScore: 4.85
4. A Randomized Trial of a Multifactorial Strategy to Prevent Serious Fall Injuries.
Bhasin S, Gill TM, Reuben DB, Latham NK, Ganz DA, Greene EJ, Dziura J, Basaria S, Gurwitz JH,
Dykes PC, McMahon S, Storer TW, Gazarian P, Miller ME, Travison TG, Esserman D, Carnie MB,
Goehring L, Fagan M, Greenspan SL, Alexander N, Wiggins J, Ko F, Siu AL, Volpi E, Wu AW, Rich J,
Waring SC, Wallace RB, Casteel C, Resnick NM, Magaziner J, Charpentier P, Lu C, Araujo K, Rajeevan
H, Meng C, Allore H, Brawley BF, Eder R, McGloin JM, Skokos EA, Duncan PW, Baker D, Boult C,
Correa-de-Araujo R, Peduzzi P, STRIDE Trial Investigators.
N Engl J Med, 2020 Jul 9, 383(2): 129-140
https://doi.org/10.1056/NEJMoa2002183 | PMID: 32640131 | PMCID: PMC7421468
Citations: 1 | AltScore: 245.906
5. A Pain eHealth Platform for Engaging Obese, Older Adults with Chronic Low Back Pain in
Nonpharmacological Pain Treatments: Protocol for a Pilot Feasibility Study.
Brooks AK, Miller DP Jr, Fanning JT, Suftin EL, Reid MC, Wells BJ, Leng X, Hurley RW
JMIR Res Protoc, 2020 Jan 2, 9(1): e14525
https://doi.org/10.2196/14525 | PMID: 31895042 | PMCID: PMC6966554
Citations: | AltScore: 8.45
6. Optimizing Retention in a Pragmatic Trial of Community-Living Older Persons: The STRIDE
Study.
Gill TM, McGloin JM, Shelton A, Bianco LM, Skokos EA, Latham NK, Ganz DA, Nyquist LV, Wallace
RB, Carnie MB, Dykes PC, Goehring LA, Doyle M, Charpentier PA, Greene EJ, Araujo KL
J Am Geriatr Soc, 2020 Mar 25, 68(6): 1242-1249
https://doi.org/10.1111/jgs.16356 | PMID: 32212395
Citations: 1 | AltScore: 5.7
7. Application of Cut-Points for Low Muscle Strength and Lean Mass in Mobility-Limited Older
Adults.
Grosicki GJ, Travison TG, Zhu H, Magaziner J, Binder EF, Pahor M, Correa-de-Araujo R, Cawthon PM,
Bhasin S, Orwig D, Greenspan S, Manini T, Massaro J, Santanasto A, Patel S, Fielding RA
J Am Geriatr Soc, 2020 Jul 7, 68(7): 1445-1453
https://doi.org/10.1111/jgs.16525 | PMID: 32633836
Citations: | AltScore: NA
8. Testing the Geroscience Hypothesis: Early Days.
Kritchevsky SB, Justice JN
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J Gerontol A Biol Sci Med Sci, 2020 Jan 1, 75(1): 99-101
https://doi.org/10.1093/gerona/glz267 | PMID: 31834386 | PMCID: PMC6909902
Citations: | AltScore: 0.75
9. Trajectories in muscular strength and physical function among men with and without prostate
cancer in the health aging and body composition study.
Lucas AR, Bitting RL, Fanning J, Isom S, Rejeski WJ, Klepin HD, Kritchevsky SB
PLoS One, 2020, 15(2): e0228773
https://doi.org/10.1371/journal.pone.0228773 | PMID: 32053654 | PMCID: PMC7017990
Citations: | AltScore: 0.25
10. The effect of weight loss on the progression of meniscal extrusion and size in knee osteoarthritis: a
post-hoc analysis of the Intensive Diet and Exercise for Arthritis (IDEA) trial.
Munugoda IP, Beavers DP, Wirth W, Aitken DA, Loeser RF, Miller GD, Lyles M, Carr JJ, Guermazi A,
Hunter DJ, Messier SP, Eckstein F
Osteoarthritis Cartilage, 2020 Apr, 28(4): 410-417
https://doi.org/10.1016/j.joca.2020.01.006 | PMID: 32014493
Citations: | AltScore: 0.25
11. Unique Gut Microbiome Signatures Depict Diet-Versus Genetically Induced Obesity in Mice.
Nagpal R, Mishra SP, Yadav H
Int J Mol Sci, 2020 May 13, 21(10):
pii: E3434. https://doi.org/10.3390/ijms21103434 | PMID: 32414080 | PMCID: PMC7279357
Citations: | AltScore: 3.1
12. Accelerating the Search for Interventions Aimed at Expanding the Health Span in Humans: The
Role of Epidemiology.
Newman AB, Kritchevsky SB, Guralnik JM, Cummings SR, Salive M, Kuchel GA, Schrack J, Morris
MC, Weir D, Baccarelli A, Murabito JM, Ben-Shlomo Y, Espeland MA, Kirkland J, Melzer D, Ferrucci L
J Gerontol A Biol Sci Med Sci, 2020 Jan 1, 75(1): 77-86
https://doi.org/10.1093/gerona/glz230 | PMID: 31722007 | PMCID: PMC7175971
Citations: | AltScore: 4.85
13. Healthy Aging and Cardiovascular?Function: Invasive Hemodynamics During?Rest and Exercise in
104?Healthy?Volunteers.
Pandey A, Kraus WE, Brubaker PH, Kitzman DW
JACC Heart Fail, 2020 Feb, 8(2): 111-121
https://doi.org/10.1016/j.jchf.2019.08.020 | PMID: 31706837
Citations: 1 | AltScore: 88.25
14. Research Priorities for Heart Failure With Preserved Ejection Fraction: National Heart, Lung, and
Blood Institute Working Group Summary.
Shah SJ, Borlaug BA, Kitzman DW, McCulloch AD, Blaxall BC, Agarwal R, Chirinos JA, Collins S,
Deo RC, Gladwin MT, Granzier H, Hummel SL, Kass DA, Redfield MM, Sam F, Wang TJ,
Desvigne-Nickens P, Adhikari BB
Circulation, 2020 Mar 24, 141(12): 1001-1026
https://doi.org/10.1161/CIRCULATIONAHA.119.041886 | PMID: 32202936 | PMCID: PMC7101072
Citations: 1 | AltScore: 20.1
15. Vitamin K Status and Mobility Limitation and Disability in Older Adults: The Health, Aging, and
Body Composition Study.
Shea MK, Kritchevsky SB, Loeser RF, Booth SL
J Gerontol A Biol Sci Med Sci, 2020 Mar 9, 75(4): 792-797
https://doi.org/10.1093/gerona/glz108 | PMID: 31056634 | PMCID: PMC7328196
Citations: 4 | AltScore: 152.796
16. Machine Learning in Aging: An Example of Developing Prediction Models for Serious Fall Injury
in Older Adults.
Speiser JL, Callahan KE, Houston DK, Fanning J, Gill TM, Guralnik JM, Newman AB, Pahor M, Rejeski
WJ, Miller ME
J Gerontol A Biol Sci Med Sci, 2020 Jun 4
pii: glaa138. https://doi.org/10.1093/gerona/glaa138 | PMID: 32498077
Citations: | AltScore: 1.25
Generated on: 09/25/2020, 9:58:52 AM

23 of 34

Pepper_Annual_WFU_2019-2020

Generated on: 09/25/2020, 9:58:52 AM

2019
1. Prebiotics from acorn and sago prevent high-fat-diet-induced insulin resistance via
microbiome-gut-brain axis modulation.
Ahmadi S, Nagpal R, Wang S, Gagliano J, Kitzman DW, Soleimanian-Zad S, Sheikh-Zeinoddin M, Read
R, Yadav H
J Nutr Biochem, 2019 May, 67: 1-13
https://doi.org/10.1016/j.jnutbio.2019.01.011 | PMID: 30831458 | PMCID: PMC6520164
Citations: 9 | AltScore: 16.08
2. Approaches to Assessment of Muscle Mass and Myosteatosis on Computed Tomography: A
Systematic Review.
Amini B, Boyle SP, Boutin RD, Lenchik L
J Gerontol A Biol Sci Med Sci, 2019 Sep 15, 74(10): 1671-1678
https://doi.org/10.1093/gerona/glz034 | PMID: 30726878 | PMCID: PMC7357454
Citations: 8 | AltScore: 5.9
3. Sleep and Work in ICU Physicians During a Randomized Trial of Nighttime Intensivist Staffing.
Bakhru RN, Basner M, Kerlin MP, Halpern SD, Hansen-Flaschen J, Rosen IM, Dinges DF, Schweickert
WD
Crit Care Med, 2019 Jul, 47(7): 894-902
https://doi.org/10.1097/CCM.0000000000003773 | PMID: 30985450 | PMCID: PMC6579612
Citations: 1 | AltScore: 62.85
4. Machine Learning for Automatic Paraspinous Muscle Area and Attenuation Measures on Low-Dose
Chest CT Scans.
Barnard R, Tan J, Roller B, Chiles C, Weaver AA, Boutin RD, Kritchevsky SB, Lenchik L
Acad Radiol, 2019 Dec, 26(12): 1686-1694
https://doi.org/10.1016/j.acra.2019.06.017 | PMID: 31326311 | PMCID: PMC6878160
Citations: 4 | AltScore: 1.25
5. Effect of an Energy-Restricted, Nutritionally Complete, Higher Protein Meal Plan on Body
Composition and Mobility in Older Adults With Obesity: A Randomized Controlled Trial.
Beavers KM, Nesbit BA, Kiel JR, Sheedy JL, Arterburn LM, Collins AE, Ford SA, Henderson RM,
Coleman CD, Beavers DP
J Gerontol A Biol Sci Med Sci, 2019 May 16, 74(6): 929-935
https://doi.org/10.1093/gerona/gly146 | PMID: 30629126 | PMCID: PMC6521917
Citations: 5 | AltScore: NA
6. The relationship between self-report and performance-based measures of physical function
following an ICU stay.
Berry MJ, Love NJ, Files DC, Bakhru RN, Morris PE
J Crit Care, 2019 Jun, 51: 19-23
https://doi.org/10.1016/j.jcrc.2019.01.020 | PMID: 30690430
Citations: | AltScore: 15.05
7. Lipotoxicity, aging, and muscle contractility: does fiber type matter?
Carter CS, Justice JN, Thompson L
Geroscience, 2019 Jun, 41(3): 297-308
https://doi.org/10.1007/s11357-019-00077-z | PMID: 31227962 | PMCID: PMC6702511
Citations: 7 | AltScore: 13.5
8. Physical Functioning Among Patients Aging With Human Immunodeficiency Virus (HIV) Versus
HIV Uninfected: Feasibility of Using the Short Physical Performance Battery in Clinical Care of
People Living With HIV Aged 50 or Older.
Crane HM, Miller ME, Pierce J, Willig AL, Case ML, Wilkin AM, Brown S, Asirot MG, Fredericksen RJ,
Saag MS, Landay AL, High KP
Open Forum Infect Dis, 2019 Mar, 6(3): ofz038
https://doi.org/10.1093/ofid/ofz038 | PMID: 30882010 | PMCID: PMC6411210
Citations: 2 | AltScore: 1
9. A Case for Promoting Movement Medicine: Preventing Disability in the LIFE Randomized
Controlled Trial.
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Controlled Trial.
Fanning J, Rejeski WJ, Chen SH, Nicklas BJ, Walkup MP, Axtell RS, Fielding RA, Glynn NW, King AC,
Manini TM, McDermott MM, Newman AB, Pahor M, Tudor-Locke C, Miller ME, LIFE Study
Investigators.
J Gerontol A Biol Sci Med Sci, 2019 Oct 4, 74(11): 1821-1827
https://doi.org/10.1093/gerona/glz050 | PMID: 30778518 | PMCID: PMC6777081
Citations: 1 | AltScore: 2.6
10. Relationships between respiratory sinus arrhythmia and stress in college students.
Fanning J, Silfer JL, Liu H, Gauvin L, Heilman KJ, Porges SW, Rejeski WJ
J Behav Med, 2020 Apr, 43(2): 308-317
https://doi.org/10.1007/s10865-019-00103-7 | PMID: 31606843 | PMCID: PMC7071964
Citations: | AltScore: NA
11. Female Heart Health: Is GPER the Missing Link?
Groban L, Tran QK, Ferrario CM, Sun X, Cheng CP, Kitzman DW, Wang H, Lindsey SH
Front Endocrinol (Lausanne), 2019, 10: 919
https://doi.org/10.3389/fendo.2019.00919 | PMID: 31993020 | PMCID: PMC6970950
Citations: | AltScore: NA
12. Physical Activity and Performance Impact Long-term Quality of Life in Older Adults at Risk for
Major Mobility Disability.
Groessl EJ, Kaplan RM, Rejeski WJ, Katula JA, Glynn NW, King AC, Anton SD, Walkup M, Lu CJ,
Reid K, Spring B, Pahor M
Am J Prev Med, 2019 Jan, 56(1): 141-146
https://doi.org/10.1016/j.amepre.2018.09.006 | PMID: 30573142 | PMCID: PMC6309909
Citations: 2 | AltScore: 1.75
13. Long-Term Effects of Randomization to a Weight Loss Intervention in Older Adults: A Pilot Study.
Houston DK, Miller ME, Kitzman DW, Rejeski WJ, Messier SP, Lyles MF, Kritchevsky SB, Nicklas BJ
J Nutr Gerontol Geriatr, 2019 Jan-Mar, 38(1): 83-99
https://doi.org/10.1080/21551197.2019.1572570 | PMID: 30849296 | PMCID: PMC6447460
Citations: 2 | AltScore: 4.1
14. Cognitive Effects of Adding Caloric Restriction to Aerobic Exercise Training in Older Adults with
Obesity.
Hugenschmidt CE, Leng X, Lyles M, Michael L, Dougherty A, Babcock P, Baker LD, Brinkley TE,
Nicklas BJ
Obesity (Silver Spring), 2019 Aug, 27(8): 1266-1274
https://doi.org/10.1002/oby.22525 | PMID: 31199592 | PMCID: PMC6656607
Citations: | AltScore: 2.75
15. Senolytics in idiopathic pulmonary fibrosis: Results from a first-in-human, open-label, pilot study.
Justice JN, Nambiar AM, Tchkonia T, LeBrasseur NK, Pascual R, Hashmi SK, Prata L, Masternak MM,
Kritchevsky SB, Musi N, Kirkland JL
EBioMedicine, 2019 Feb, 40: 554-563
https://doi.org/10.1016/j.ebiom.2018.12.052 | PMID: 30616998 | PMCID: PMC6412088
Citations: 75 | AltScore: 391.198
16. Effect of Weight Change Following Intentional Weight Loss on Bone Health in Older Adults with
Obesity.
Kammire DE, Walkup MP, Ambrosius WT, Lenchik L, Shapses SA, Nicklas BJ, Houston DK, Marsh AP,
Rejeski WJ, Beavers KM
Obesity (Silver Spring), 2019 Nov, 27(11): 1839-1845
https://doi.org/10.1002/oby.22604 | PMID: 31486297 | PMCID: PMC6832808
Citations: 2 | AltScore: 67
17. Geriatric assessment among older adults receiving intensive therapy for acute myeloid leukemia:
Report of CALGB 361006 (Alliance).
Klepin HD, Ritchie E, Major-Elechi B, Le-Rademacher J, Seisler D, Storrick L, Sanford BL, Marcucci G,
Zhao W, Geyer SA, Ballman KV, Powell BL, Baer MR, Stock W, Cohen HJ, Stone RM, Larson RA, Uy
GL
J Geriatr Oncol, 2020 Jan, 11(1): 107-113
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https://doi.org/10.1016/j.jgo.2019.10.002 | PMID: 31668825 | PMCID: PMC6943189
Citations: 1 | AltScore: 0.75
18. Putting the Measurement of Physical Capacity of Older Adults in Its Place.
Kritchevsky SB
Circulation, 2019 Apr 23, 139(17): 2000-2002
https://doi.org/10.1161/CIRCULATIONAHA.119.039116 | PMID: 31013138 | PMCID: PMC6518387
Citations: | AltScore: 4.35
19. Pathways, Contributors, and Correlates of Functional Limitation Across Specialties: Workshop
Summary.
Kritchevsky SB, Forman DE, Callahan KE, Ely EW, High KP, McFarland F, P?rez-Stable EJ, Schmader
KE, Studenski SA, Williams J, Zieman S, Guralnik JM
J Gerontol A Biol Sci Med Sci, 2019 Mar 14, 74(4): 534-543
https://doi.org/10.1093/gerona/gly093 | PMID: 29697758 | PMCID: PMC6417483
Citations: 4 | AltScore: 8.55
20. Automated Segmentation of Tissues Using CT and MRI: A Systematic Review.
Lenchik L, Heacock L, Weaver AA, Boutin RD, Cook TS, Itri J, Filippi CG, Gullapalli RP, Lee J,
Zagurovskaya M, Retson T, Godwin K, Nicholson J, Narayana PA
Acad Radiol, 2019 Dec, 26(12): 1695-1706
https://doi.org/10.1016/j.acra.2019.07.006 | PMID: 31405724 | PMCID: PMC6878163
Citations: 2 | AltScore: 0.5
21. Opportunistic Measurement of Skeletal Muscle Size and Muscle Attenuation on Computed
Tomography Predicts 1-Year Mortality in Medicare Patients.
Lenchik L, Lenoir KM, Tan J, Boutin RD, Callahan KE, Kritchevsky SB, Wells BJ
J Gerontol A Biol Sci Med Sci, 2019 Jun 18, 74(7): 1063-1069
https://doi.org/10.1093/gerona/gly183 | PMID: 30124775 | PMCID: PMC6765059
Citations: 5 | AltScore: 303.75
22. Evidence-Based Minireview: Longitudinal geriatric assessment in quality care for older patients
with hematologic malignancies.
Lin RJ, Klepin HD
Hematology Am Soc Hematol Educ Program, 2019 Dec 6, 2019(1): 59-62
https://doi.org/10.1182/hematology.2019000076 | PMID: 31808857 | PMCID: PMC6913508
Citations: | AltScore: NA
23. Inflammatory biomarkers, geriatric assessment, and treatment outcomes in acute myeloid leukemia.
Loh KP, Tooze JA, Nicklas BJ, Kritchevsky SB, Williamson JD, Ellis LR, Powell BL, Pardee TS, Goyal
NG, Klepin HD
J Geriatr Oncol, 2020 Apr, 11(3): 410-416
https://doi.org/10.1016/j.jgo.2019.03.014 | PMID: 30962090 | PMCID: PMC6778500
Citations: 3 | AltScore: 11.78
24. Impact of ?-Blockers on Heart Rate and Oxygen Uptake During Exercise and Recovery in Older
Patients With Heart Failure With Preserved Ejection Fraction.
Maldonado-Mart?n S, Brubaker PH, Ozemek C, Jayo-Montoya JA, Becton JT, Kitzman DW
J Cardiopulm Rehabil Prev, 2019 Dec 3, 40(3): 174-177
https://doi.org/10.1097/HCR.0000000000000459 | PMID: 31899703
Citations: | AltScore: 5.05
25. The effects of intensive dietary weight loss and exercise on gait in overweight and obese adults with
knee osteoarthritis. The Intensive Diet and Exercise for Arthritis (IDEA) trial.
Messier SP, Beavers DP, Mihalko SL, Miller GD, Lyles MF, Hunter DJ, Carr JJ, Eckstein F, Guermazi A,
Loeser RF, DeVita P
J Biomech, 2020 Jan 2, 98: 109477
https://doi.org/10.1016/j.jbiomech.2019.109477 | PMID: 31732174 | PMCID: PMC6949016
Citations: | AltScore: 14.7
26. Effect of intensive diet and exercise on self-efficacy in overweight and obese adults with knee
osteoarthritis: The IDEA randomized clinical trial.
Mihalko SL, Cox P, Beavers DP, Miller GD, Nicklas BJ, Lyles M, Hunter DJ, Eckstein F, Guermazi A,
Loeser RF, DeVita P, Messier SP
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Transl Behav Med, 2019 Mar 1, 9(2): 227-235
https://doi.org/10.1093/tbm/iby037 | PMID: 29635402 | PMCID: PMC6417150
Citations: | AltScore: 40.65
27. Dynamic Functional Magnetic Resonance Imaging Connectivity Tensor Decomposition: A New
Approach to Analyze and Interpret Dynamic Brain Connectivity.
Mokhtari F, Laurienti PJ, Rejeski WJ, Ballard G
Brain Connect, 2019 Feb, 9(1): 95-112
https://doi.org/10.1089/brain.2018.0605 | PMID: 30318906 | PMCID: PMC6390668
Citations: 1 | AltScore: 1.35
28. Metabolites Associated With Risk of Developing Mobility Disability in the Health, Aging and Body
Composition Study.
Murphy RA, Moore S, Playdon M, Kritchevsky S, Newman AB, Satterfield S, Ayonayon H, Clish C,
Gerszten R, Harris TB
J Gerontol A Biol Sci Med Sci, 2019 Jan 1, 74(1): 73-80
https://doi.org/10.1093/gerona/glx233 | PMID: 29186400 | PMCID: PMC6298186
Citations: 5 | AltScore: 4.35
29. Modified Mediterranean-ketogenic diet modulates gut microbiome and short-chain fatty acids in
association with Alzheimer's disease markers in subjects with mild cognitive impairment.
Nagpal R, Neth BJ, Wang S, Craft S, Yadav H
EBioMedicine, 2019 Sep, 47: 529-542
https://doi.org/10.1016/j.ebiom.2019.08.032 | PMID: 31477562 | PMCID: PMC6796564
Citations: 9 | AltScore: 130.432
30. Effects of Caloric Restriction on Cardiorespiratory Fitness, Fatigue, and Disability Responses to
Aerobic Exercise in Older Adults With Obesity: A Randomized Controlled Trial.
Nicklas BJ, Brinkley TE, Houston DK, Lyles MF, Hugenschmidt CE, Beavers KM, Leng X
J Gerontol A Biol Sci Med Sci, 2019 Jun 18, 74(7): 1084-1090
https://doi.org/10.1093/gerona/gly159 | PMID: 29982294 | PMCID: PMC6580693
Citations: 4 | AltScore: 43.3
31. Mortality in Relation to Changes in a Healthy Aging Index: The Health, Aging, and Body
Composition Study.
O'Connell MDL, Marron MM, Boudreau RM, Canney M, Sanders JL, Kenny RA, Kritchevsky SB, Harris
TB, Newman AB
J Gerontol A Biol Sci Med Sci, 2019 Apr 23, 74(5): 726-732
https://doi.org/10.1093/gerona/gly114 | PMID: 29733331 | PMCID: PMC6477637
Citations: 3 | AltScore: 2.85
32. Intensive vs Standard Blood Pressure Control in Adults 80Years or Older: A Secondary Analysis of
the Systolic Blood Pressure Intervention Trial.
Pajewski NM, Berlowitz DR, Bress AP, Callahan KE, Cheung AK, Fine LJ, Gaussoin SA, Johnson KC,
King J, Kitzman DW, Kostis JB, Lerner AJ, Lewis CE, Oparil S, Rahman M, Reboussin DM, Rocco MV,
Snyder JK, Still C, Supiano MA, Wadley VG, Whelton PK, Wright JT Jr,, Williamson JD
J Am Geriatr Soc, 2020 Mar, 68(3): 496-504
https://doi.org/10.1111/jgs.16272 | PMID: 31840813 | PMCID: PMC7056569
Citations: | AltScore: 101.3
33. Frailty Screening Using the Electronic Health Record Within a Medicare Accountable Care
Organization.
Pajewski NM, Lenoir K, Wells BJ, Williamson JD, Callahan KE
J Gerontol A Biol Sci Med Sci, 2019 Oct 4, 74(11): 1771-1777
https://doi.org/10.1093/gerona/glz017 | PMID: 30668637 | PMCID: PMC6777083
Citations: 6 | AltScore: 7.55
34. Frailty Is Intertwined With Heart?Failure: Mechanisms, Prevalence, Prognosis, Assessment,
and?Management.
Pandey A, Kitzman D, Reeves G
JACC Heart Fail, 2019 Dec, 7(12): 1001-1011
https://doi.org/10.1016/j.jchf.2019.10.005 | PMID: 31779921 | PMCID: PMC7098068
Citations: 1 | AltScore: 77.25
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35. Frailty Among Older Decompensated Heart?Failure Patients: Prevalence, Association With
Patient-Centered Outcomes, and Efficient Detection Methods.
Pandey A, Kitzman D, Whellan DJ, Duncan PW, Mentz RJ, Pastva AM, Nelson MB, Upadhya B, Chen H,
Reeves GR
JACC Heart Fail, 2019 Dec, 7(12): 1079-1088
https://doi.org/10.1016/j.jchf.2019.10.003 | PMID: 31779931
Citations: | AltScore: NA
36. Models and theories of health behavior and clinical interventions in aging: a contemporary,
integrative approach.
Rejeski WJ, Fanning J
Clin Interv Aging, 2019, 14: 1007-1019
https://doi.org/10.2147/CIA.S206974 | PMID: 31213787 | PMCID: PMC6549388
Citations: | AltScore: NA
37. Dietary Weight Loss, Exercise, and Inflammation in Older Adults with Overweight or Obesity and
Cardiometabolic Disease.
Rejeski WJ, Marsh AP, Fanning J, Ambrosius WT, Walkup MP, Nicklas BJ
Obesity (Silver Spring), 2019 Nov, 27(11): 1805-1811
https://doi.org/10.1002/oby.22600 | PMID: 31689007 | PMCID: PMC6941888
Citations: | AltScore: 11.7
38. Prediction of lumbar vertebral body compressive strength of overweight and obese older adults
using morphed subject-specific finite-element models to evaluate the effects of weight loss.
Schoell SL, Beavers KM, Beavers DP, Lenchik L, Marsh AP, Rejeski WJ, Stitzel JD, Weaver AA
Aging Clin Exp Res, 2019 Apr, 31(4): 491-501
https://doi.org/10.1007/s40520-018-1010-1 | PMID: 30043314 | PMCID: PMC6345622
Citations: 1 | AltScore: NA
39. Effects of a Hypocaloric, Nutritionally Complete, Higher Protein Meal Plan on Regional Body Fat
and Cardiometabolic Biomarkers in Older Adults with Obesity.
Serra MC, Beavers DP, Henderson RM, Kelleher JL, Kiel JR, Beavers KM
Ann Nutr Metab, 2019, 74(2): 149-155
https://doi.org/10.1159/000497066 | PMID: 30754039 | PMCID: PMC6815096
Citations: | AltScore: 81.08
40. Mediterranean versus Western Diet Effects on Caloric Intake, Obesity, Metabolism, and
Hepatosteatosis in Nonhuman Primates.
Shively CA, Appt SE, Vitolins MZ, Uberseder B, Michalson KT, Silverstein-Metzler MG, Register TC
Obesity (Silver Spring), 2019 May, 27(5): 777-784
https://doi.org/10.1002/oby.22436 | PMID: 31012294 | PMCID: PMC7079682
Citations: 3 | AltScore: 312.996
41. Initial biological evaluations of <sup>18</sup>F-KS1, a novel ascorbate derivative to image
oxidative stress in cancer.
Solingapuram Sai KK, Bashetti N, Chen X, Norman S, Hines JW, Meka O, Kumar JVS, Devanathan S,
Deep G, Furdui CM, Mintz A
EJNMMI Res, 2019 May 17, 9(1): 43
https://doi.org/10.1186/s13550-019-0513-x | PMID: 31101996 | PMCID: PMC6525227
Citations: 1 | AltScore: 0.25
42. New Guidelines and SPRINT Results: Implications for Geriatric Hypertension.
Supiano MA, Williamson JD
Circulation, 2019 Sep 17, 140(12): 976-978
https://doi.org/10.1161/CIRCULATIONAHA.119.037872 | PMID: 31525101
Citations: 1 | AltScore: 57.75
43. Heart failure with preserved ejection fraction: New approaches to diagnosis and management.
Upadhya B, Kitzman DW
Clin Cardiol, 2020 Feb, 43(2): 145-155
https://doi.org/10.1002/clc.23321 | PMID: 31880340 | PMCID: PMC7021648
Citations: 3 | AltScore: NA
44. Heart?Failure Prevention in Older Patients Using Intensive Blood Pressure Reduction: Potential
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Role of Diuretics.
Upadhya B, Lovato LC, Rocco M, Lewis CE, Oparil S, Cushman WC, Kostis JB, Rodriguez CJ, Cho ME,
Cloud LW, Rastogi A, Rosendorff C, Kitzman DW, SPRINT Research Group.
JACC Heart Fail, 2019 Dec, 7(12): 1032-1041
https://doi.org/10.1016/j.jchf.2019.08.018 | PMID: 31779925
Citations: | AltScore: 21.15
45. Effect of Intensive Blood Pressure Reduction on Left Ventricular Mass, Structure, Function, and
Fibrosis in the SPRINT-HEART.
Upadhya B, Rocco MV, Pajewski NM, Morgan T, Blackshear J, Hundley WG, Oparil S, Soliman EZ,
Cohen DL, Hamilton CA, Cho ME, Kostis WJ, Papademetriou V, Rodriguez CJ, Raj DS, Townsend R,
Vasu S, Zamanian S, Kitzman DW, SPRINT Research Group * .
Hypertension, 2019 Jul 1 HYPERTENSIONAHA11913073
https://doi.org/10.1161/HYPERTENSIONAHA.119.13073 | PMID: 31256724 | PMCID: PMC7098010
Citations: | AltScore: 23.65
46. Lipoteichoic acid from the cell wall of a heat killed Lactobacillus paracasei D3-5 ameliorates
aging-related leaky gut, inflammation and improves physical and cognitive functions: from C.
elegans to mice.
Wang S, Ahmadi S, Nagpal R, Jain S, Mishra SP, Kavanagh K, Zhu X, Wang Z, McClain DA,
Kritchevsky SB, Kitzman DW, Yadav H
Geroscience, 2020 Feb, 42(1): 333-352
https://doi.org/10.1007/s11357-019-00137-4 | PMID: 31814084 | PMCID: PMC7031475
Citations: 6 | AltScore: 174.7
47. Relationship of Physical Function to Single Muscle Fiber Contractility in Older Adults: Effects of
Resistance Training With and Without Caloric Restriction.
Wang ZM, Leng X, Messi ML, Choi SJ, Marsh AP, Nicklas B, Delbono O
J Gerontol A Biol Sci Med Sci, 2019 Feb 15, 74(3): 412-419
https://doi.org/10.1093/gerona/gly047 | PMID: 29546320 | PMCID: PMC6376083
Citations: 2 | AltScore: 26.95
48. Effect of Hospitalizations on Physical Activity Patterns in Mobility-Limited Older Adults.
Wanigatunga AA, Gill TM, Marsh AP, Hsu FC, Yaghjyan L, Woods AJ, Glynn NW, King AC, Newton
RL Jr, Fielding RA, Pahor M, Manini TM, Lifestyles Intervention and Independence for Elders Study
Investigators.
J Am Geriatr Soc, 2019 Feb, 67(2): 261-268
https://doi.org/10.1111/jgs.15631 | PMID: 30452084 | PMCID: PMC6613645
Citations: 1 | AltScore: 8.25
49. Neural correlates of perceived physical and mental fatigability in older adults: A pilot study.
Wasson E, Rosso AL, Santanasto AJ, Rosano C, Butters MA, Rejeski WJ, Boudreau RM, Aizenstein H,
Gmelin T, Glynn NW, LIFE Study Group.
Exp Gerontol, 2019 Jan, 115: 139-147
https://doi.org/10.1016/j.exger.2018.12.003 | PMID: 30528639 | PMCID: PMC6331252
Citations: | AltScore: 1.5
50. The Consortium of Metabolomics Studies (COMETS): Metabolomics in 47 Prospective Cohort
Studies.
Yu B, Zanetti KA, Temprosa M, Albanes D, Appel N, Barrera CB, Ben-Shlomo Y, Boerwinkle E, Casas
JP, Clish C, Dale C, Dehghan A, Derkach A, Eliassen AH, Elliott P, Fahy E, Gieger C, Gunter MJ, Harada
S, Harris T, Herr DR, Herrington D, Hirschhorn JN, Hoover E, Hsing AW, Johansson M, Kelly RS, Khoo
CM, Kivim?ki M, Kristal BS, Langenberg C, Lasky-Su J, Lawlor DA, Lotta LA, Mangino M, Le
Marchand L, Math? E, Matthews CE, Menni C, Mucci LA, Murphy R, Oresic M, Orwoll E, Ose J, Pereira
AC, Playdon MC, Poston L, Price J, Qi Q, Rexrode K, Risch A, Sampson J, Seow WJ, Sesso HD, Shah
SH, Shu XO, Smith GCS, Sovio U, Stevens VL, Stolzenberg-Solomon R, Takebayashi T, Tillin T, Travis
R, Tzoulaki I, Ulrich CM, Vasan RS, Verma M, Wang Y, Wareham NJ, Wong A, Younes N, Zhao H,
Zheng W, Moore SC
Am J Epidemiol, 2019 Jun 1, 188(6): 991-1012
https://doi.org/10.1093/aje/kwz028 | PMID: 31155658 | PMCID: PMC6545286
Citations: 7 | AltScore: 10.45
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V. EXTERNAL ADVISORY BOARD MEMBERS
Nir Barzilai
Albert Einstein College of Medicine
Serving since 2012 (8 years)
Heather Whitson
Duke University
Serving since 2018 (2 years)
Kirk Erickson
University of Pittsburgh
Serving since 2018 (2 years)
Nathan LaBrasseur
Mayo Clinic
Serving since 2018 (2 years)
Roger Fielding
Tufts University
Serving since 2018 (2 years)
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VI. RECOGNITION AND AWARDS (2019-2020)
Anthony Molina, PhD (2019)
Dr. Molina received the 2018 Dean’s Hero Award. This award recognizes early career faculty members
whose innovative work advances Wake Forest Baptist as a learning health care system.
Barbara Nicklas, PhD (2019)
Wake Forest School of Medicine Team Science Award: Lifestyle Interventions and Independence for
Elders (LIFE) Research Team
Christina Hugenschmidt, PhD (2019)
Dr. Hugenschmidt’s research on improvisational dance and cognitive decline was included in an
Associated Press article on NIH efforts to understand the healing power of music.
Dalane Kitzman, MD (2019)
High Impact Papers in Hypertension Certificate
Effect of Intensive Blood Pressure Reduction on Left Ventricular Mass, Structure, Function and Fibrosis
in the SPRINT-HEART Hypertension. 2019;74:276-284
Editors of Hypertension, an American Heart Assoc. Journal
Top Reviewer for Journal of the American College of Cardiology
Leader for NIA HFpEF Extra-Cardiac Features Workshop, Bethesda, MD Sept. 11 – 13, 2019
Dalane Kitzman, MD (2020)
Keynote Speaker for the NIA/NIH Butler-Williams Symposium on Wed. July 8, 2020
Hariom Yadav, PhD (2019)
Best paper published in Year 2018 from Wake Forest School of Medicine
Jamie Justice, PhD (2019)
Invited to participate in the WIMS Women Early Career Faculty Mentoring Program.
Symposium Organizer and Chair, “NIA Butler-Williams & ESPO Scientific Symposium: Health Disparity
and Social Determinants of Health and Aging.” Gerontological Society of America Annual Scientific
Meeting, 2018, Boston, MA
Presidential Symposium Organizer and Chair, “Emerging Perspectives on Extending Healthy and
Purposeful Life.” Gerontological Society of America Annual Scientific Meeting, 2018, Boston, MA
Invitation to NIH/NIA Division of Aging Biology New Investigator Forum, Bethesda, MD
Jeff Williamson, MD (2019)
Dr. Williamson was featured in USA Today and Time Magazine after reporting strong evidence from the
SPRINT-MIND Study that lowering-blood pressure reduces the risk of Mild Cognitive Impairment.
Wake Forest School of Medicine Team Science Award: Lifestyle Interventions and Independence for
Elders (LIFE) Research Team
Jeff Williamson, MD (2020)
Clinical Research Forum Top 10 Clinical Research Achievement Awards "Systolic Blood Pressure
Intervention Trial (SPRINT) MIND Study"
2020 Wake Forest School of Medicine: Department of Internal Medicine: Top Papers Published in 2019
“Effect of Intensive vs Standard Blood Pressure Control on Probable Dementia: A Randomized Clinical
Trial”
Jingzhong Ding, PhD (2019)
Invited to serve on the institution’s Research Advisory Committee (RAC)
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Mid-Career Investigator in Clinical Science Award
Multi-Ethnic Study of Atherosclerosis (MESA) Investigator Achievement Award
Kate Callahan, MD (2019)
Dr. Callahan named Editor and Chief of Aquifer (formerly webGEMs).
Kristen Beavers, PhD (2019)
Dr. Beavers American Heart Association’s Behavioral Sciences Clinical Committee Member
Sam Lockhart, PhD (2019)
Dr. Lockhart was quoted in an Alzforum article about a recent paper that came out in JAMA Neurology.
The paper was called “Association Between Amyloid and Tau Accumulation in Young Adults With
Autosomal Dominant Alzheimer Disease.” The Alzforum article was called “In Familial Alzheimer’s, Tau
Creeps into Cortex as Symptoms Show”. The Alzforum article is linked here:
https://www.alzforum.org/news/research-news/familial-alzheimers-tau-creepscortex-symptoms-show
Dr. Lockhart was recognized for Top 10 Scientific Paper for 2018 at Wake Forest Baptist.
Stephen Kritchevsky, PhD (2019)
Dr. Kritchevsky was quoted in an NBC News article https://www.nbcnews.com/health/aging/there-such-thing-normal-aging-n865371
Wake Forest School of Medicine Team Science Award: Lifestyle Interventions and Independence for
Elders (LIFE) Research Team
Tao Ma, PhD (2019)
Dr. Ma recognized as School of Medicine’s Early Career in Basic Science Investigator Award
Tina Brinkley, PhD (2019)
Dr. Brinkley was invited to serve on the institution’s Research Advisory Committee (RAC)
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VII. MINORITY RESEARCH
General Brief Description of Minority Activities:
The Maya Angelou Research Center for Health Equality (MA-RCHE) has been established by the WFUSM to
address issues related to racial and ethnic health disparities. Its overarching goal is to enhance wellness, improve
quality of life, and reduce the burden of disease in underrepresented minorities through a comprehensive
program in four core areas: health education, career/leadership development, research, and
dissemination/application of new research findings for more effective and efficient health care approaches.
A key feature of the MA-RCHE is its model campus/community partnership involving WFUSM, the Reynolda
Campus of Wake Forest University, Winston-Salem State University (a historically Black college/university)
and the Forsyth County community at-large. This partnership brings the vast experiences, knowledge base and
resources of each partner to bear on health problems of underrepresented minorities.
Minority Trainee(s):
Amber Brooks, MD, Assistant Professor, Department of Anesthesiology
Candace Parker-Autry, MD, Assistant Professor, Urogynecology & Pelvic Reconstructive Surgery
Rita Bakhru, MD, Assistant Professor, Pulmonary, Critical Care, Allergy & Immunologic Diseases
Minority Grant(s):
1. Project Title:
MOBILE INTERVENTION TO REDUCE PAIN AND IMPROVE HEALTH
(MORPH) IN OBESE OLDER ADULTS
Leader(s):
BROOKS, AMBER K ; FANNING, JASON ;
WAKE FOREST UNIVERSITY HEALTH SCIENCES
NIH R21AG058249 / (2017-2020)
PROJECT SUMMARY Chronic pain has emerged as an urgent age-related health issue that significantly
compromises physicalfunctioning and quality of life, with the adverse effects amplified by both obesity and
sedentary behavior. The annualcost of pain in the United States is nearly 30% higher than the combined
costs of cancer and diabetes. In 2016, the NIHcalled for a National Pain Strategy to: 1) expand
non-pharmacological treatment options in older adults, who areparticularly susceptible to the side effects of
opioid and other pain medications; 2) develop accessible treatments that aretailored to individuals; and 3)
increase the development of self-management programs for chronic pain. The purpose ofthis R-21 is to
develop and test the feasibility and acceptability of a novel, patient-centered intervention to reducechronic
pain and improve physical functioning in older adults, leveraging the combination of telecoaching
andindividually-adaptive mHealth tools to decrease both body mass and sedentary behavior. The proposal
consists oftwo phases. The first phase will use an iterative user-centered design process to develop the
mHealth application, to adaptthe weight loss and sedentary behavior components of the intervention to a
telecoaching model, and to evaluate theusability and feasibility of the intervention for obese, older adults
with chronic pain. In the second phase we will conducta pilot randomized controlled trial to provide initial
evidence for effect sizes (pain and physical function) associated withthe proposed intervention, and to
estimate the sample size needed for a full scale randomized controlled trial design thatcompare the effects of
the intervention versus usual care on pain ratings and physical function in overweight/obese olderadults with
chronic pain.
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I. CENTER DESCRIPTION
The overarching mission of the Yale Older Americans Independence Center (OAIC), established in 1992, is to
provide intellectual leadership and innovation for aging research that is directed at enhancing the independence of
older persons. The unifying theme of the Yale OAIC is the investigation of multifactorial geriatric conditions,
encompassing single conditions resulting from multiple contributing factors or affecting multiple outcome
domains and multiple conditions occurring simultaneously.
The central Yale OAIC hypothesis is that geriatric conditions are determined by the co-occurrence of multiple
predisposing and precipitating factors. These conditions and factors, in turn, affect a range of health outcomes.
The predisposing factors may be at the genetic, molecular, physiologic, impairment, disease, or socio-demographic
level, while the precipitating factors may be behavioral, environmental, social, medical, or psychological. The
Yale OAIC theme requires designs and models (e.g. molecular, animal, and statistical) that inform the study of
multiple, simultaneously interactive factors and outcomes. As a prominent subtheme, the Yale OAIC also aims to
advance the science of clinical decision making in the face of trade-offs and multiple competing outcomes. This
includes developing strategies to elicit older persons’ health outcome priorities.
The Specific Aims of the Yale OAIC are to
1. Foster the career development of future academic leaders, from multiple disciplines, in aging research;
2. Train investigators, biostatisticians and other methodologists in the skills necessary to design, conduct,
analyze, and disseminate findings from studies of multifactorial geriatric conditions;
3. Develop and disseminate design and analytic techniques for conducting studies of multifactorial geriatric
conditions;
4. Develop strategies for recruiting into, and retaining, a broad spectrum of older persons, including
minorities, into studies of multifactorial geriatric conditions;
5. Investigate the causative mechanisms of, and develop and test effective treatments for, geriatric conditions
from a multifactorial research perspective;
6. Develop strategies to enhance clinical decision making in the setting of multiple competing outcomes;
7. Encourage and facilitate interdisciplinary research (basic, translational and clinical) that connects to our
focus on multifactorial geriatric conditions; and further strengthen collaborations with other OAICs.
The Yale OAIC cores include: 1) Leadership and Administrative; 2) Research Education; 3) Pilot/Exploratory
Studies; 4) Operations; and 5) Biostatistics.
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II. RESEARCH, RESOURCES AND ACTIVITIES
A. CORES
Biostatistical Design and Analysis Core (BDAC)
Leader 1: Terrence E. Murphy, PhD terrence.murphy@yale.edu
The overarching goals of the Biostatistics Core (BC) are to provide design and analytical services to OAIC
investigators conducting studies of multifactorial geriatric conditions; to develop and disseminate new design and
analytical techniques for conducting studies with older persons; and to train a cadre of clinical investigators,
biostatisticians, and epidemiologists in the skills necessary to design, conduct, and analyze gerontologic studies.
Leadership and Administrative Core (LAC)
Leader 1: Thomas M. Gill, MD
thomas.gill@yale.edu
Leader 2:

Terri Fried, MD

terri.fried@yale.edu

Leader 3:

Denise Acampora, MPH

denise.acampora@yale.edu

Leader 4: Mary Geda, RN, BSN, MSN mary.geda@yale.edu
The overarching objective of the Leadership and Administrative Core (LAC) is to advance the scientific
knowledge base of multifactorial geriatric conditions. The LAC, which is led by two board-certified geriatric
physician investigators with complementary expertise, is responsible for strategic planning, organization,
administrative operations and evaluation of the OAIC research and training program. A special effort is devoted
to ensuring the cohesion of the Center and maintenance of an interdisciplinary and translational research focus on
the common research theme, which is "the investigation of multifactorial geriatric conditions". The key LAC tasks
are achieved by the LAC leadership administrators, and three committees: the Executive Committee, the Internal
Advisory Committee, and the External Advisory Committee.
Operations (RC1)
Leader 1: Katy Araujo, MPH
Leader 2:

katy.araujo@yale.edu

Mary Geda, RN, BSN, MSN

mary.geda@yale.edu

Leader 3: Lauren Ferrante, M.D., M.H.S. lauren.ferrante@yale.edu
The Operations Core (OC) supports OAIC investigations of multifactorial geriatric conditions by recruiting and
retaining diverse populations of older persons, seeking input from the local community in research, planning and
dissemination, monitoring participant safety, ensuring regulatory compliance, developing surveys and
instruments, designing Information Technology (IT) systems to implement research, collecting and preparing data
for statistical analysis, and providing continuity and shared knowledge across projects. The overall goal of the OC
is to ensure the successful implementation of research focused on multifactorial geriatric conditions. This goal will
be accomplished by leading, managing, and coordinating the effective, efficient and innovative use of facilities,
data, staff, resources, and space. There is a consistent demand for experienced personnel with the ability to
quickly execute aging-focused research and an increasing need for informatics skills and technology to streamline
work.
Pilot and Exploratory Studies Core (PESC)
Leader 1: Albert Shaw, MD PhD albert.shaw@yale.edu
Leader 2:

Terri Fried, MD

terri.fried@yale.edu

Leader 3: Denise Acampora, MPH denise.acampora@yale.edu
The primary goal of the Pilot/Exploratory Studies Core (PESC) is to facilitate the development of innovative and
rigorous research studies that will enhance our understanding of the pathogenesis, etiology, diagnosis, prevention,
and management of multifactorial geriatric conditions, leading ultimately to the development of efficacious and
cost-effective interventions to increase or maintain the independence of older Americans.
Research Education Component (REC)
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Leader 1:

Terri Fried, MD

terri.fried@yale.edu

Leader 2:

Albert Shaw, MD PhD

albert.shaw@yale.edu

Leader 3:

Denise Acampora, MPH

denise.acampora@yale.edu

Leader 4: Andrew Cohen, MD, DPhil andrew.b.cohen@yale.edu
The objective of the Research Education Core (REC) is to identify highly promising early-stage investigators and
provide support to promote their development as independent investigators and leaders in aging research. The
REC seeks to provide three groups of investigators, designated as Pepper Scholars, Small REC Awardees, and
REC Affiliates, with the knowledge and skills to conduct biological, translational, and clinical studies of
multifactorial geriatric conditions and to obtain subsequent funding from a broad range of sources. The outcomes
and career advancement goals for the Pepper Scholars include: 1) publication of research results in high-impact
journals; 2) success in obtaining independent funding, both to support further career development (e.g. K08 and
K23 awards) and specific projects (e.g. R21 and R01 awards); and 3) development of leadership skills necessary
to manage research teams and to become successful mentors themselves.
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II. RESEARCH, RESOURCES AND ACTIVITIES (continued...)
B. RESEARCH (29 Projects Listed)
1. Project Title: REVERSING BRAIN METABOLIC ADAPTATIONS TO RECURRENT
HYPOGLYCEMIA IN OLDER ADULTS WITH TYPE 1 DIABETES USING A
PREDICTIVE LOW GLUCOSE MANAGEMENT (PLGM) SYSTEM
Leader(s):
HERZOG, RAIMUND INGO; WEINZIMER, STUART ALAN ;
YALE UNIVERSITY
NIH DP3DK112227 / (2016-2020)
Abstract:Normalizing plasma glucose via intensive insulin therapy reduces the incidence of diabetic
complications, butthe benefits of such regimens remain limited by frequent and severe bouts of hypoglycemia.
These boutsdiminish the brain's capacity to detect subsequent hypoglycemia and to activate protective
counterregulatoryhormonal responses, with reduced glucagon and epinephrine release, thereby increasing the
risk of moresevere hypoglycemic events with adverse consequences including seizures, coma and permanent
brain injury.Studies in older adults with type 2 diabetes have identified hypoglycemia as the major risk factor
contributing toincreased mortality, cardiovascular disease, falls and even dementia, highlighting the need for
its diligentavoidance and individualized treatment targets. This is of particular concern in patients with
longstanding type1 diabetes (T1DM) who often have had several decades of disease exposure at a much
younger age. A recentstudy of elderly T1DM patients found hypoglycemia unawareness and glycemic
variability to be key risk factorsfor additional severe hypoglycemic episodes and impaired cognition, further
underscoring the unmet need tocomprehensively define brain adaptations to hypoglycemia and to identify
preventative strategies that improveglycemic control. Using magnetic resonance spectroscopy and carbon-13
acetate both in rodent models andT1DM patients we found that enhanced brain energy substrate uptake and
utilization are the hallmarks ofaltered brain metabolism after recurrent hypoglycemia and that increased
alternate fuel levels in the brainimpair hormonal counterregulation. Encouragingly, it was shown that strict
avoidance of hypoglycemia viameticulous glucose control can restore hormonal responses and hypoglycemia
awareness. Predictive lowglucose management (PLGM) systems combine the advantages of sensor
augmented pump therapy withautomated basal insulin suspension to reduce hypoglycemia exposure. PLGM
outperforms currently availablebasal insulin suspension technology for hypoglycemia prevention. However,
the safety and clinical efficacy ofthis intervention, and the effect on counterregulation in older adults, have not
been defined. Therefore thegoals of this proposal are to implement a PLGM system in older T1DM patients in
order to reverse brainmetabolic adaptations and restore metabolic sensitivity, hypoglycemia awareness and
appropriatecounterregulatory hormonal responses. The ultimate purpose of our studies is to demonstrate the
clinicalusefulness of a technology-driven approach in older adults with T1DM to achieve tight glycemic
control withoutexposing these particularly vulnerable patients to the risks of profound hypoglycemia. To
approach this aim wehave assembled a highly skilled interdisciplinary team of translational scientists from
endocrinology, magneticresonance (MR) research and geriatrics who are experts in brain metabolism in
T1DM, development of MRmethodology, clinical implementation of artificial pancreas systems, and
recruitment, assessment and retentionof older persons.
2. Project Title:
Leader(s):

PROMOTING ADVANCE CARE PLANNING AS A HEALTHY BEHAVIOR
FRIED, TERRI R.
VA CONNECTICUT HEALTHCARE SYSTEM
VA I01HX002062 / (2017-2021)
The recent Institute of Medicine report ?Dying in America: Improving Quality and Honoring
IndividualPreferences near the End of Life? endorses advance care planning (ACP) as a key component of
qualityhealthcare. In contrast to the prevailing model of engaging only individuals with serious illness in ACP,
itproposes a continuous process, starting earlier in the lifespan with individuals in good health. Such
anapproach helps to prepare the individual for more in-depth discussions and treatment decision making as
moreserious illness develops. This project is responsive to this call. It builds upon earlier work of the
PrincipalInvestigator (PI) providing two key insights for improving the process of ACP. The first of these is
shifting thepurpose of ACP away from the pre-specification of treatment preferences to preparation for making
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the bestpossible ?in-the-moment? healthcare decisions. This is accomplished by conceptualizing ACP as acts
ofcommunication among patients, surrogates, and clinicians. The second is explicitly addressing the
manyattitudinal, cognitive, and behavioral barriers to engagement in ACP. This is accomplished by treating
ACP asa health behavior and intervening using validated models for health behavior change. The PI has
developedand pilot-tested an intervention based on the Trans-Theoretical Model. This intervention consists of
an expertsystem that assesses an individual's readiness to engage in ACP along with the attitudes and
beliefsinfluencing the desire, motivation, and ability to engage. It then provides individually tailored
feedbackmaterials providing information, motivation, and/or behavior change strategies (computer-tailored
informationor CTI). This project will also utilize a form of motivational interviewing called motivational
enhancementtherapy (MET), which, while also including the concept of readiness for behavior change, is
distinct from CTI. Itconsists of brief counseling exploring an individual's readiness to engage in behavior
change and helping theindividual to identify motivators for change. The objective of the project is to examine
the effects of CTI and MET on Veteran engagement in ACP. Thespecific aim is: To conduct a randomized
controlled trial examining the effects of: a) usual care; b) CTI; c)MET; d) CTI + MET on the proportion of
middle-age and older Veterans receiving primary care at the VA whocomplete the process of ACP. Broad
eligibility criteria will be used to identify Veterans age 55 years and olderwho are receiving primary care
within VA Connecticut Healthcare System and who have not completed all ofthe 4 key ACP behaviors: health
care proxy assignment, living will completion, communication with the healthcare proxy about views on
quality vs. quantity of life, communication with the clinician about these views. Theintervention(s) will be
delivered over the phone. For Veterans receiving CTI, an individually tailored feedbackreport, a stage-matched
brochure, and a pamphlet for the surrogate will be mailed. This will be repeated at 2and 4 months. For
Veterans receiving MI, the Veteran and surrogate will participate in a dyadic interview.Follow-up interviews
will occur at 2 and 4 months. For Veterans receiving CTI + MI, the printed materials willbe mailed, and the
interview will be conducted within 2 weeks. Baseline measures, including stage of changefor the 4 key ACP
behaviors, pros and cons of behavior change, and health status and sociodemographicvariables, will be
obtained for all participants. The outcome measure, obtained at 6 months, will be theproportion of participants
who have completed the 4 ACP behaviors. The proposal will also lay the groundworkfor more widespread
implementation by collecting implementation data on the time and effort required todeliver the interventions,
success of and barriers to delivering the interventions, and spill-over effects on otherclinical services.
Additional work will be done to strategize about the most efficient ways to embed theinterventions into
existing clinical services.
3. Project Title:

CIRCADIAN RHYTHM AS A NOVEL THERAPEUTIC TARGET IN THE
INTENSIVE CARE UNIT
Leader(s):
KNAUERT, MELISSA P
YALE UNIVERSITY
NIH K23HL138229 / (2018-2022)
PROJECT SUMMARY Candidate: My long-term career goal is to be an independent patient-oriented
researcher who will improveoutcomes in the intensive care unit (ICU) by investigating questions and
developing interventions at theintersection of sleep physiology, circadian biology, and critical illness. I have
proposed career developmentactivities that will prepare me to successfully conduct a series of investigations
focused on understanding ICUcircadian rhythm abnormalities and the associated effects on ICU sleep
disruption, delirium, and broadercritical illness outcomes. I have relevant clinical training in critical care and
sleep medicine. I have gained initialpatient-oriented research experience by conducting several studies related
to sleep disruption in the ICU. Inthis K23 application, I am proposing specific training in circadian biology
with a focus on (1) circadian rhythmmeasurement, (2) circadian entrainment interventions, and (3)
longitudinal data analysis. Completion of thesetraining activities will bridge current knowledge gaps and set
up future success as an independent investigator. Mentors and Environment: I will be mentored by Drs. Henry
Klar Yaggi, Margaret Pisani, and NancyRedeker, a team of experienced, committed experts in the fields of
sleep medicine, critical care medicine,circadian measurement, ICU delirium, and patient-oriented research.
This team has demonstratedcollaborative success, and each member brings unique expertise. I will also work
with advisors Dr. KennethWright (circadian biology expert) and Dr. Terrence Murphy (analytics expert). My
department Chairperson (Dr.Gary Desir) and Section Chief (Dr. Naftali Kaminski) have provided assurance
that I will dedicate at least 75%of my time to career development activities. We will recruit study subjects
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that I will dedicate at least 75%of my time to career development activities. We will recruit study subjects
from the Yale-New Haven HospitalMedical ICU which is a high volume ICU with sufficient patients to make
this project feasible. Our section'sTranslational Research Core and Medical ICU Biorepository will support
this project. Mentored Research Project: Delirium affects 50-80% of medical ICU patients. Prevention and
treatmentstrategies are limited, and delirium is associated with poor outcomes including increased mortality.
BecauseICU sleep disruption is likely to be a contributor to the development of ICU delirium, sleep promotion
isrecommended for delirium treatment and prevention. Currently, there is a lack of investigation regarding
thepotentially significant contribution of circadian abnormalities to the problem of ICU sleep disruption
andconsequent delirium. Circadian abnormalities are potentially modifiable, and thus constitute a novel
therapeutictarget for ICU delirium. This project will prospectively study ICU patients (N=100) with detailed
circadianmeasures. We will examine the impact of ICU light levels on circadian abnormalities and examine
theassociation between circadian abnormalities and days of delirium. In addition, we will conduct a
pilotrandomized controlled trial (N=50) to assess the feasibility of providing daytime bright light to ICU
patients topromote circadian entrainment.
4. Project Title:

THE PREDICT STUDY (PRE-ICU DETERMINANTS OF POST-ICU
FUNCTIONAL OUTCOMES AMONG OLDER ADULTS)
Leader(s):
FERRANTE, LAUREN
YALE UNIVERSITY
NIH K76AG057023 / (2017-2022)
PROJECT SUMMARY/ABSTRACTCandidate: My career goal is to become an independent
physician-scientist and national leader in geriatriccritical care outcomes research whose body of work
improves the long-term functional outcomes of critically illolder adults. My clinical training as a Pulmonary &
Critical Care Medicine (PCCM) physician and researchtraining in Geriatric Clinical Epidemiology have
prepared me to pursue this career path. My track record ofearly success is evidenced by the publication of
high-impact original reports and the receipt of 3 grants,including a GEMSSTAR award. I have already
distinguished myself as a national leader in my specialty as wellas in geriatrics: I founded and am co-chair of
the American Thoracic Society Critical Care Assembly's Agingand Geriatrics Working Group, and was
recently selected as an incoming co-chair of the American GeriatricsSociety (AGS) Medical Subspecialties
Section. My research efforts have been recognized nationally, with theAGS New Investigator Award, and at
Yale, with the prestigious Iva Dostanic Physician-Scientist Award.Mentors and Environment: I have an
exceptional team of mentors and advisors, including my primary mentorDr. Thomas Gill (Geriatrics), a
leading expert on the epidemiology and prevention of disability, co-mentor Dr.Margaret Pisani (PCCM), an
expert in critical care outcomes research, and advisor Dr. Terrence Murphy, abiostatistician with expertise in
longitudinal studies of aging and critical care outcomes research. My researchand career development plans
draw on the wealth of resources available at Yale, including the Yale Programon Aging/Claude D. Pepper
Older Americans Independence Center, the Yale School of Public Health, and oneof the largest intensive care
units (ICUs) in the country at Yale-New Haven Hospital. These resources, and thesupport provided by the
Section of Pulmonary, Critical Care, and Sleep Medicine at the Yale School ofMedicine, provide an ideal
environment for my career development and execution of the proposed research.Mentored Research Project:
Nearly 1.4 million older adults survive an ICU stay each year, and many of thesewill suffer from increased
disability. Our prior work has demonstrated that premorbid factors are stronglyassociated with the course of
disability after a critical illness ? yet no mechanism exists to identify which olderICU patients are at risk of
increased disability. To address this knowledge gap, I have proposed an innovativeresearch project that
leverages the wealth of resources available at Yale in addition to two high-qualitylongitudinal datasets: the
National Health and Aging Trends Study (NHATS) and Precipitating Events Project(PEP). The overall
objective is to develop, externally validate, and pilot test a predictive tool (that incorporatespremorbid risk
factors) to identify older ICU patients at risk of worsening post-ICU disability and provide apersonal estimate
of the increase in disability. The results will inform the design and conduct of a largerprospective cohort study
to test the accuracy of the tool in predicting post-ICU disability as well as asubsequent clinical trial testing
interventions to improve post-ICU functional outcomes among older adults.

5. Project Title:

DEMENTIA AND DECISION-MAKING FOR OLDER ADULTS WITHOUT
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5. Project Title:

DEMENTIA AND DECISION-MAKING FOR OLDER ADULTS WITHOUT
SURROGATES
Leader(s):
COHEN, ANDREW B
YALE UNIVERSITY
NIH K76AG059987 / (2018-2023)
PROJECT SUMMARY / ABSTRACTA growing number of older adults with dementia are ?unbefriended?:
they have impaired capacity and no familyor friends to make decisions on their behalf. Because such persons
must be represented by a stranger ?most often a guardian, selected by the court ? they may receive care that is
discordant with their preferences.Work by the candidate, for example, suggests that individuals with dementia
who are under guardianship aremuch more likely to receive aggressive end-of-life treatment than those with
family members available to makedecisions. Given the substantial difficulties involved in making decisions for
a person with dementia whosevalues and priorities are unknown, the current application seeks to lay the
groundwork for an innovative?upstream? approach among persons who still have capacity but do not have a
potential surrogate, so that theyare at risk for becoming unbefriended. The candidate envisions an intervention
whereby such persons wouldbe identified ahead of time and health professionals would elucidate their values
and priorities. The proposedwork will address the key knowledge gaps that stand in the way of such an
intervention. Because little isknown about the population that would be targeted, Aim 1 will use a unique
national dataset to describe theprevalence and risk factors associated with older adults who are unable to name
a surrogate. Aims 2 and 3take up the broader challenge of generating an advance care planning model tailored
to the unique challengesof dementia. Aim 2 will involve using qualitative methods to ascertain the core
information that shapestreatment decisions when an ideal surrogate is exercising substituted judgment. Aim 3
involves thedevelopment and validation of a tool, capturing this information, that can be used in clinical
practice.The candidate, Dr. Cohen, is a geriatrician at the Yale School of Medicine with a track record of early
success,including several high-impact original reports and a GEMSSTAR award from the NIA. He has
engaged anexceptional mentorship team. His primary mentor, Dr. Terri Fried, is an internationally-recognized
authority ondecision-making for older adults with serious illness. He has recruited three co-mentors and an
advisor whosediverse academic backgrounds will contribute a remarkable richness of perspectives and
expertise both to theproposed research and to the career development plan. Dr. Cohen has outlined a rigorous
program of trainingthat draws upon resources from across Yale University as well as national training
opportunities in mixedmethods research and leadership development. The extraordinary resources available
from the Yale Sectionof Geriatrics and Program on Aging provide an ideal environment for the execution of
the proposed researchand for Dr. Cohen?s emergence as an independent investigator at the forefront of
geriatrics, medical decision-making, and ethics.

6. Project Title:
Leader(s):

YALE ALZHEIMER DISEASE RESEARCH CENTER
STRITTMATTER, STEPHEN M
YALE UNIVERSITY
NIH P50AG047270 / (2015-2020)
DESCRIPTION (provided by applicant): The Yale ADRC seeks to advance our understanding of Alzheimer's
disease with the eventual goal of translating laboratory discoveries into novel effective clinical therapies. Five
Cores (Administrative, Clinical, Data, Biomarker/Pathology and Outreach) and 3 Research Projects
(Lysosomes, Post-Synaptic Densities and GABAergic Networks) will work together to achieve this goal. Our
unifying theme is a focus on the cell biology of specific neurons, and its disruption in Alzheimer's disease
triggered by abnormal forms of Amyloid-? peptide. Research Projects will focus on specific neuronal
organelles and specific neuronal subtypes perturbed in disease and make use of human tissue analysis and
human subject imaging to evaluate mechanistic hypotheses. The Biomarker/Pathology Core will develop
novel, sensitive and high-throughput mass spectrometry assays by targeted multiple-reaction monitoring
(MRM) to monitor disease mechanisms. A key emphasis will be the translational development of research
findings into therapeutic benefit. To support the future strength of Alzheimer's research, the Yale ADRC will
strive to advance the careers of Young Investigators through mentorship from a distinguished Internal
Advisory Committee, and through Pilot Project awards. In addition to collecting clinical data and
biospecimens of brain, CSF, DNA, serum, blood cells and iPSCs for analysis by members of the ADRC
research team, the ADRC will support other Yale NIH-funded research studies on related topics and contribute
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research team, the ADRC will support other Yale NIH-funded research studies on related topics and contribute
materials to national NIA-sponsored research networks. The Outreach Core will connect with the community
to provide greater knowledge regarding Alzheimer's disease and related dementia.
7. Project Title:
Leader(s):

EPIDEMIOLOGY OF DISABILITY AND RECOVERY IN OLDER PERSONS
GILL, THOMAS MICHAEL
YALE UNIVERSITY
NIH R01AG017560 / (2000-2021)
DESCRIPTION (provided by applicant): The causes and consequences of disability are of fundamental
concern to a US population whose age structure is shifting dramatically. An important impediment to the
development of interventions to prevent disability and restore independent function has been an incomplete
understanding of the disabling process. This application is a competing renewal of an NIA MERIT award,
which provides support for the PEP Study, a unique and highly innovative, ongoing study of 754
community-living persons, aged = 70. Over the past 17+ years, participants have completed comprehensive
assessments at 18-month intervals and have been interviewed monthly to reassess their functional status and
ascertain intervening events, other health care utilization, and deaths. Findings from the PEP Study have
greatly enhanced our understanding of the disabling process. To date, 90 original reports have been published,
including 76 since the start of the award. Recent linkages with Medicare claims and Connecticut Tumor
Registry have further enriched PEP as an unparalleled platform for disability research. Building on our earlier
work, this 5-year renewal will rigorouslyevaluate the role of common, but relatively neglected intervening
events on the disabling process, investigate the functional antecedents, outcomes, and prognostic determinants
of a new cancer diagnosis, elucidate the public health importance of multiple modifiable patient-centered
factors on functional outcomes, and determine whether hospice services are being targeted appropriately at the
end of life. The Specific Aims are: (1) to identify modifiable factor, from multiple patient-centered domains,
that are associated with disability burden and poor functional recovery after a major surgical procedure; (2a) to
determine the functional outcomes among older persons who are admitted to an emergency department (ED)
but not hospitalized, relative to those who are admitted to an ED and hospitalized and to those who were not
admitted to an ED; (2b) to identify modifiable factors, from multiple patient-centered domains, that are
associated with poor functional outcomes after an ED admission; (3a) to identify distinct sets of functional
trajectories in the year immediately before and after a new cancer diagnosis, evaluate the relationship between
the pre- and post-cancer trajectories and determine whether these results differ based on the cancer-specific
prognosis; (3b) to identify the patient-centered and cancer-specific factors that are associated with functional
decline after a new cancer diagnosis; and (4) among decedents, to evaluate the relationship between the
presence and burden of restricting symptoms and disability, respectively, and subsequent enrollment in
hospice. This hypothesis-driven research will take advantage of the most comprehensive set of functional data
on such a large cohort of older persons, with an excellent participation rate, remarkably low attrition, and little
missing data. By further elucidating the epidemiology of disability and recovery, the proposed research will
help to inform the development of effective and efficient interventions directed at maintaining and restoring
independent function among older persons.

8. Project Title:
Leader(s):

PET IMAGING OF SYNAPTIC DENSITY IN ALZHEIMERS DISEASE
CARSON, RICHARD E.; VAN DYCK, CHRISTOPHER H ;
YALE UNIVERSITY
NIH R01AG052560 / (2017-2021)
Project Summary/Abstract Alzheimer's disease (AD) afflicts 6 million people in the USA, and the number of
AD patients will double by2050 if no cure is identified. The clinical dementia of AD is coupled to a distinct
pathology, with ?-amyloidplaques, neurofibrillary tangles, and synaptic loss. Synapses are essential for
cognitive function, and their lossis well established as the major structural correlate of cognitive impairment in
AD. An early event in ADpathogenesis, synaptic failure is detectable in individuals with the prodromal stage
of MCI. Positron EmissionTomography (PET) imaging is increasingly employed in studies of AD, using
tracers for glucose metabolism, -amyloid, and neurofibrillary tangles. However, currently, there are no PET
radioligands that directly imagesynaptic density in vivo, which would be of high utility in studies of AD as
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well as in monitoring potentialtherapies. One suitable molecular target for a synaptic density imaging agent is
the synaptic vesicleglycoprotein 2 (SV2), an essential vesicle membrane protein, with one of its isoforms,
SV2A, ubiquitouslyexpressed in virtually all synapses. We recently developed 11C-UCB-J as a promising
radioligand forquantitative measurement of SV2A with PET. In our pilot first-in-human SV2A PET studies in
healthy subjects,we found that 11C-UCB-J has the potential to be an excellent PET tracer for quantitative
imaging of SV2A in thehuman brain, and can act as a general-purpose tool for measuring synaptic vesicle
density. We propose toapply 11C-UCB-J with human imaging studies in AD. In Aim 1, we will quantify
SV2A using bolus/infusiondelivery on the High Resolution Research Tomography (HRRT) and examine
SV2A density in AD compared tohealthy controls (HC). We hypothesize that 11C-UCB-J will reveal
decreased SV2A binding in the AD brain witha pattern that may differ from the cortical regions previously
validated for 18F-FDG. All subjects will also beevaluated for amyloid status and the effect of overall amyloid
status on SV2A binding will be determined. InAim 2, we will compare group and individual differences in
SV2A density to differences in glucose metabolismmeasured with 18F-FDG. Regional patterns of deficits will
be compared to HC for the 2 tracers. We hypothesizethat the magnitude of reduction in specific binding of
11C-UCB-J in AD compared to HC will be greater than thatfound with 18F-FDG. Further, we will correlate
the magnitude of reduction in synaptic density and glucosemetabolism with neuropsychological test
performance. Aim 3 compares the group and individual differences inamyloid distribution from 11C-PIB to
SV2A-PET as well as FDG-PET, with the expectation that patterns ofsynaptic loss produced by 11C-UCB-J
will differ from that of amyloid PET, particularly in the earlier phases ofthe AD spectrum. In summary, this
project will take the first critical steps to validating a novel imagingbiomarker of synaptic density for studies in
AD and other neuropsychiatric disorders.
9. Project Title:

THE IMPACT OF AGING AND HIV INFECTION ON IMMUNOLOGIC AND
TRANSCRIPTOMIC SIGNATURES OF INFLUENZA VACCINE RESPONSE
Leader(s):
SHAW, ALBERT C; KANG, INSOO ;
YALE UNIVERSITY
NIH R01AG055362 / (2017-2022)
It is estimated that approximately half of HIV-infected individuals in the United States are over 50 years of
age.Aging of the HIV-infected population has linked alterations in immune responses associated with age and
theimmunologic consequences of chronic HIV infection. This intersection of HIV and aging will influence
hostdefense against infection and response to vaccines. As a result, understanding the nexus of
HIV-associatedimmune activation and immunosenescence takes on particular urgency. We will leverage
insights from ourpublished and ongoing studies on the effects of aging on dysregulated innate immune pattern
recognitionreceptor (PRR) function, a novel population of pro-inflammatory IL-7 receptor alow effector
memory (EM) CD8 Tcells that are expanded in HIV-negative older adults, and on expansion of EM CD8 T
cells in older HIV-positiveadults. We have also elucidated gene expression and immunologic signatures of
influenza vaccine responsein young and older HIV-negative adults. These findings position us to illuminate
the effects of aging and HIVinfection on innate and adaptive immune function, particularly following
influenza vaccination. To addressthese questions, we have assembled an interdisciplinary group of
investigators with expertise in the study ofaging of the innate and adaptive human immune systems, and in
HIV immunology, biology and clinical care.Our overarching hypothesis is that the pro-inflammatory
environment associated with age and with suppressedHIV infection potentiates immunosenescence in older
adults with HIV disease. To test this hypothesis, we willenroll young (age 21-35) and older (age over 65)
adults with HIV infection receiving high-dose influenzavaccine. We will employ state of the art methods
including multichannel mass cytometry on whole blood toassess development and activation of major
populations (e.g. monocytes, dendritic cells, NK cells,lymphocytes, neutrophils), including novel studies of
platelets pre- and post-vaccine. We will evaluate innateimmune PRR function (including Toll-like and
NOD-like receptor family members), where we previously foundage-associated alterations in cytokine
production and costimulatory protein expression that were related toinfluenza vaccine response. We will also
study T cell responses to in vitro vaccine antigen stimulation,including the IL-7 receptor alow EM CD8 T cell
subset. Statistical modeling will include clinical and functionalcovariates (e.g. CD4+ T cell count, estimated
duration of HIV disease and of ART, medical co-morbidities,medication use, functional status). Finally, we
will derive gene expression signatures of influenza vaccineresponse in young and older adults with HIV
disease, and compare these to those we previously identified inHIV-negative adults. We will employ state of
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disease, and compare these to those we previously identified inHIV-negative adults. We will employ state of
the art analytic methods to integrate gene expression andimmunologic data to obtain a comprehensive view of
the human immune response in the context of age andimmune suppression. These studies ultimately are aimed
at identifying pathways amenable to pharmacologictargeting to improve immune and vaccine responses in
older (and young) adults with HIV disease.
10. Project Title:

ATTACHMENT BEHAVIORS IN PARENT CHILD DYADS COPING WITH
EARLY STAGE ALZHEIMER'S DISEASE AND RELATED DEMENTIAS
Leader(s):
MONIN, JOAN E
YALE UNIVERSITY
NIH R01AG058565 / (2019-2023)
Roughly 4 million adult children provide unpaid care to their parents with Alzheimer's disease and
relateddementias (ADRD). Caring for a parent with ADRD can be stressful and negatively impact caregivers'
health.While research on spousal caregiving dyads shows that emotionally supportive communication
betweenspouses in the early stages of ADRD can protect caregivers' health, little is known about such
interpersonalprocesses in parent-child dyads. This needs to be addressed because adult child caregivers and
their parentsface different interpersonal challenges (e.g., navigating a reversal of the parent-child role) than
spousal dyads.We have shown in our spousal caregiving work that mutual emotional support behaviors,
defined as caregiversand care-recipients providing and receiving communication of safety, feeling
comfortable expressingvulnerability and empathy, and giving and receiving tangible aid, decrease caregiving
burden and protectpsychological health. Mutual emotional support behaviors are amenable to change,
making them appropriatetargets for interventions. Our research is informed by attachment theory, which
stipulates that the need foremotional security is a fundamental need in the parent-child dyad across the
lifespan, especially in times ofcrisis. Our overarching hypothesis is that mutual emotional support behaviors
can protect the health of adultchild caregivers and parents by reducing caregiver stress and negative coping
strategies. We integrate ourhypotheses about mutual support into an existing dyadic caregiving stress model
that shows how caregiverand care-recipient characteristics, primary and secondary stressors, caregiver
appraisals and coping allinfluence both dyad members' health and relational functioning. To test our
innovative model, we propose aStage 0 dyadic, longitudinal, and observational study of 200 dyads: older
adults aged 60 and older with earlystage ADRD and one primary adult child caregiver. Both dyad members
will be interviewed, using valid andreliable self-report measures, and have videotaped discussions about
dementia-related stressors at baselineand a one-year follow-up. Mutual emotional support behaviors will be
measured with an observational codingsystem created by Co-I Feeney, and blood pressure will be monitored.
Dyadic analysis will be performed withmixed models and structural equation modeling. Aim 1 will examine
whether mutual emotional supportbehaviors are associated with lower caregiver demand appraisals,
caregiver perceived stress, and caregivernegative coping longitudinally. Aim 2 will examine whether mutual
emotional support behaviors protect bothdyad members' health and relational functioning longitudinally and
whether this is mediated by lower caregiverdemand appraisals, caregiver perceived stress, and caregiver
negative coping. Aim 3 will examine mutualemotional support behavior differences by sex as a biological
variable and contextual factors (e.g., SES,caregiver depression, relationship history). This will lead to a
Stage 1 application to create an attachment-based intervention tool to protect the health of parents with
ADRD and their adult child primary caregivers.

11. Project Title:

FEASIBILITY OF VIRTUAL COACHING IN MAKING INFORMED CHOICES
ON ELDER MISTREATMENT SELF-DISCLOSURE (VOICES)
Leader(s):
ABUJARAD, FUAD
YALE UNIVERSITY
NIH R01AG060084 / (2018-2022)
7. PROJECT SUMMARYElder mistreatment (EM) is a major public health problem with prevalence
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7. PROJECT SUMMARYElder mistreatment (EM) is a major public health problem with prevalence
estimate ranges from 7.6% to 12.7%among older adults. EM causes serious adverse outcomes for its victims
including injury, increased serviceutilization, mental distress and increased mortality. A major barrier in EM
is the inability toaccurately identify EM victims. It is estimated that only 1 in 24 cases become known to
authorities. This isproblematic as older adults are not likely to report that they are being mistreated. To
improve the screening forEM and promote self-disclosure we will study the Feasibility of Virtual cOaching
in making Informed Choicesovercomingon Elder Mistreatment Self-Disclosure (VOICES). The overarching
aim of this project is to VOICES that runson tablets and used by older adults screen for EM. VOICES will be
utilizing virtual coaching, interactivemultimedia libraries (e.g. graphics, video clips, animations, etc.),
techniques form electronic screening forintimate partner violence, and brief motivational interviewing
designed to enhance identifying EM among olderadults. This project includes developing new screening
framework, as well as a study to examine the feasibilityof this complex interventions in real-world settings.
Our aims are: 1) to develop and refine the interactiveVOICES tool, which will promote self-identification
and self-disclosure to increase reporting of EM at point-of-care in the ED setting. 2) to conduct a feasibility
study (N= 800) examining the use of VOICES in a busy ED,and 3) to perform a preliminary evaluation of
the accuracy of VOICES as a screening tool in correctlyclassifying EM cases that were referred to Adult
Protective Services (APS).
12. Project Title:

PRAGMATIC TRIAL OF THE EFFECTIVENESS AND COST-EFFECTIVENESS
OF DEMENTIA CARE
Leader(s):
REUBEN, DAVID B.
UNIVERSITY OF CALIFORNIA LOS ANGELES
NIH R01AG061078 / (2018-2023)
PROJECT SUMMARYIn the United States, an estimated 5.5 million persons are affected by Alzheimer's
disease, the most commontype of dementia. The clinical manifestations of dementia are devastating and often
lead to caregiver stress,burnout, and medical illnesses. Dementia is a prototype of a disorder with complex
needs that span both thepatient and caregiver, medical and social domains, and health system and
community-based organizations.In response, several dementia care programs have been developed to more
comprehensively meet the needsof patients and their caregivers, including those based within health care
systems and those based in thecommunity. These programs have been implemented at either single sites or
on a relatively small scale; nonehas been replicated widely because of unanswered questions about
effectiveness and cost-effectiveness.In November 2017, the Patient Centered Outcomes Research Institute
(PCORI) approved a 4-site pragmaticclinical trial to compare the effectiveness of health-systems-based care
(based on the UCLA Alzheimer's andDementia Care program) with community-based care (based on the
Benjamin Rose Institute Care Consultationprogram) on patient- and caregiver-reported outcome measures,
including behavioral symptoms and caregiverdistress (co-primary outcomes), and secondary outcomes of
caregiver strain, unmet needs, and depressionover 18-months. Because of PCORI's mandate, neither
intervention will be compared to usual care (thus, onlyrelative effectiveness can be determined). Nor will
cost-effectiveness of either intervention be evaluated.The proposed research will add a third usual care (UC)
arm and expand outcomes to include costs and healthcare utilization. This expansion will permit comparison
of each of the intervention arms to current usual care,thereby providing multisite pragmatic randomized
clinical trial evidence for effectiveness of the two activetreatment arms. It will also allow evaluation of
whether paying for such care will offset the costs anddetermination of which intervention is more cost
effective. The study will also conduct exploratory analyses oftertiary outcomes of both interventions versus
usual care including mortality, time spent at home, long-termnursing home placement, physician and
patient/caregiver satisfaction and comparing all three groups onseveral types of utilization and out-of-pocket
expenses.The study's questions are fundamental to planning for the clinical care of persons with dementia.
Theyaddress both clinical effectiveness and cost-effectiveness. By answering these questions, clinicians,
healthsystems, and insurers can make decisions about which programs to promote, scale and disseminate.

13. Project Title:
Leader(s):

REHABILITATION AT HOME USING MOBILE HEALTH IN OLDER ADULTS
AFTER HOSPITALIZATION FOR ISCHEMIC HEART DISEASE (RESILIENT)
DODSON, JOHN A
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Leader(s):

DODSON, JOHN A
NEW YORK UNIVERSITY SCHOOL OF MEDICINE
NIH R01AG062520 / (2019-2024)
Project SummaryParticipation in ambulatory cardiac rehabilitation (CR) by patients with ischemic heart
disease (IHD) remainslow. By recent estimates, fewer than two thirds of eligible patients are referred, and
fewer than half of thosereferred participate. Even among those referred, multiple barriers to participation
include limited facilities,competing time demands, high out-of-pocket costs, and prolonged wait time.
Barriers to CR are particularlyhigh in older adults (age =70), due to factors such as physical impairments or
transportation barriers, althoughthese patients may simultaneously have the greatest potential to benefit.
Mobile health-enabled CR (mHealth-CR) for IHD ? which involves delivery of CR via portable electronic
devices ? has the potential to increaseengagement by reducing participation barriers, but it remains largely
untested outside of small studies inrelatively healthy young persons. It is therefore unclear what proportion of
older adults with IHD and barriers totraditional CR are able to engage with mHealth-CR, and whether
mHealth-CR leads to better outcomes thanusual care. Therefore, we propose RESILIENT: Rehabilitation at
home using mobile health in older adultsafter hospitalization for ischemic heart disease. This is a
prospective, multicenter, non-blinded randomizedclinical trial (with blinded assessment of primary endpoint)
to evaluate engagement and outcomes withmHealth-CR among older adults with IHD, identified at the time
of acute myocardial infarction (AMI),percutaneous coronary intervention (PCI), or coronary artery bypass
graft (CABG). The trial will be conductedat two academic medical centers: NYU School of Medicine and
Yale School of Medicine, which collectivelyserve a diverse patient population and have a track record of
successfully recruiting older adults in clinicalresearch studies. We will randomize 400 older adults with IHD
to receive mHealth-CR (n=300) or usual care(n=100) for 3 months. Our intervention combines mHealth-CR
software, delivered via a tablet device, withbaseline counseling and weekly phone calls by an exercise
therapist over 3 months. Intervention and usualcare groups will also receive a standard referral to ambulatory
CR in accordance with guidelines, as well asdynamic assessment of activities of daily living (ADLs). The
primary efficacy endpoint is change in functionalcapacity, assessed by 6 minute walk distance. Secondary
efficacy endpoints are goal attainment, healthstatus, ADLs, hospital readmission, and death. The engagement
endpoint is defined by weekly completion ofmHealth-CR tasks. We hypothesize that mHealth-CR will
improve a range of outcomes, and that distinctpatterns of engagement will be discerned. The PI for this
project (Dr. Dodson) is an Early Stage Investigatorwith a focus on cardiovascular outcomes research among
older adults; additional investigators have a widerange of expertise in geriatrics, biostatistics, behavioral
science, cardiac rehabilitation, and computer science.The study results could lead to new sustainable and
resource-efficient CR strategies among older adults withIHD, and lay the groundwork for a subsequent large
multi-center clinical trial.
14. Project Title:

FORECASTING PNEUMOCOCCAL SEROTYPE FREQUENCIES TO
DEVELOP ADULT-SPECIFIC VACCINES
Leader(s):
WEINBERGER, DANIEL MARTIN
YALE UNIVERSITY
NIH R01AI123208 / (2016-2020)
Project Summary/AbstractPneumococcal conjugate vaccines (PCVs) administered to children have nearly
eliminated both pneumococcaldisease (e.g. pneumonia, septicemia) and colonization caused by serotypes in
the vaccines. The vaccine hasreduced disease rates not only in vaccinated children but also in adults, because
children no longer transmitthese serotypes. However, the frequency of disease caused by serotypes not
targeted by the PCVs hasincreased and will continue to increase, particularly in adults. Consequently, there is
a critical need for a newPCV formulation that targets the remaining serotypes that are expected to cause the
most disease in adults.The proposed projects will address a major challenge?predicting which of the 80+
serotypes that are notincluded in current PCVs are most likely to become important causes of disease in
adults in the future. Tomake such predictions about disease patterns in adults, it is necessary to know which
non-vaccine serotypeswill emerge to colonize the nasopharynx of healthy children, who are the main source
of exposure for adults.Likewise, it is critical to understand which non-vaccine serotypes that colonize
vaccinated children are likely tocause disease in adults. To answer these questions, we will first develop and
validate a statistical model topredict which serotypes will colonize healthy vaccinated children based on both
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empirical epidemiologic dataand novel experimental data. The experimental data for these models will be
collected using an innovative,high-throughput in vitro assay of serotype competition (a known correlate of
frequency of colonization) in whichlarge numbers of serotypes will be grown in nutrient-limited media. The
relative abundance of the serotypes inthese competitions will be tracked using Illumina sequencing. The
models will be developed and validatedusing colonization data from the Navajo Nation and from Denmark
from both before and after introduction ofPCVs in children. Because serotypes differ in their capacity to
cause disease, it is important to know howprojected changes in carriage of different serotypes among
children will impact serotype-specific rates ofdisease in adults. Using large clinical databases on carriage
and disease from the Navajo Nation and fromDenmark, we will fit and validate an empirical model to
determine, for different serotypes, how both thecapacity to cause disease and serotype-specific frequency of
colonization in children interact to influenceserotype-specific disease rates in adults with or without
underlying diseases. Finally, we will use the validatedmodel to make projections of the serotype-specific
rates of disease in adults following introduction of differentPCVs in children (e.g., the planned PCV15) and
will use this information to determine the potential impacts ofalternative formulations of adult-specific
conjugate vaccines. These studies will provide important newinformation that will inform the selection of
serotypes for a new adult-specific pneumococcal conjugate vaccine,which should have a major impact on
pneumococcal disease in adults.
15. Project Title: THE IMPACT OF HIV INFECTION ON IMMUNOLOGIC, TRANSCRIPTOMIC,
AND METABOLOMIC SIGNATURES OF MEDICATION-ASSISTED THERAPY
FOR OPIOID ADDICTION
Leader(s):
SPRINGER, SANDRA ANN; SHAW, ALBERT C ;
YALE UNIVERSITY
NIH R01DA043337 / (2016-2021)
The prevalence of HIV infection is 28 to at least 50 times higher among people who inject drugs
(PWID)compared to the general population. In North America, there were an estimated 267,000 persons
living withHIV infection (PLHs) among 2 million PWIDs in 2012. Opioids represent the dominant class of
injected agent,and in 2013 517,000 adults reported heroin use within the past year, representing an
approximately 150%increase compared to 2007. Medication-assisted treatment (MAT) for opiate addiction,
combined with needleand syringe exchange programs (NESP) have substantially reduced the risk of HIV
transmission in PWIDs.Moreover, MAT reduces mortality among HIV-positive PWIDs (which is otherwise
3-fold higher than in PWIDswho are HIV-negative). MAT is predominantly available in the form of opioid
agonist treatment with methadoneor buprenorphine, with emerging use of opioid antagonist treatments (e.g.
extended-release naltrexone).However, there are no recommendations currently available to guide the
selection of MAT agent. Moreover,despite substantial evidence for immunomodulatory effects of opioids on
immune responses, to our knowledgeno studies have employed systems biology methods to evaluate MAT
agents for their effects on parameterssuch as chronic inflammation?particularly important for HIV disease
progression and present even in elitecontrollers or individuals who have achieved virologic control without
antiretroviral therapy (ART). To addressthese questions, we have assembled an interdisciplinary group of
investigators with expertise in HIV disease,the epidemiology of injection drug use and MAT intervention
studies for PWID, innate immunity andinflammation, and computational biology. Using methods familiar to
our research groups, we will carry out aprospective, longitudinal study of HIV-positive (on ART) vs.
HIV-negative PWIDs starting MAT, recruited fromthe largest drug treatment center in New Haven,
Connecticut. We will obtain samples of blood at baseline (day0), and at day 3, 14, and at 1, 3, and 6 months
after the start of MAT. Freshly collected samples of wholeblood will be analyzed using multidimensional
mass cytometry to evaluate the activation and differentiationstate of cells of the innate and adaptive immune
system, including novel analyses of platelet activation andfunction as an understudied contributor to chronic
inflammation. In addition, we will carry out an unbiasedanalysis of innate immune pattern recognition
receptor (PRR) function in monocytes and dendritic cells toassess potential alterations in PRR function that
may contribute to dysregulated inflammatory responses.RNA-seq analyses of whole blood, together with
metabolomic analyses of serum samples, will also beperformed at these timepoints. We believe the
integration of these cellular, immunologic, transcriptomic andmetabolomic signatures will advance the
biology of MAT in the context of HIV infection. Moreover, our designof a prospective study and the analysis
of freshly isolated cells will facilitate insights that cannot be achievedwith cryopreserved samples and should
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of freshly isolated cells will facilitate insights that cannot be achievedwith cryopreserved samples and should
provide information to guide the selection of MAT agents.
16. Project Title:

NOVEL BIOMARKERS IN CARDIAC SURGERY TO DETECT ACUTE
KIDNEY INJURY
Leader(s):
PARIKH, CHIRAG R
THE JOHNS HOPKINS UNIVERSITY
NIH R01HL085757 / (2006-2020)
DESCRIPTION (provided by applicant): The Translational Research Investigating Biomarker Endpoints
(TRIBE) consortium is dedicated to enhancing the safety and outcomes in patients undergoing cardiac
surgery by reducing the incidence and complications of acute kidney injury (AKI). In the prior two grant
cycles, we enrolled 2200 adults and children undergoing cardiac surgery, collected peri- operative blood and
urine samples, and measured novel biomarkers representing kidney injury, cardiac injury and inflammatory
pathways in order to determine their association with AKI and three year mortality. In this competitive
renewal, we will assess the utility of additional peri-operative biomarkers in blood and urine that represent
repair, fibrosis and inflammation. With the existing and new biomarkers available in this cohort, we will
create multi-marker panels to detect and quantify the spectrum of kidney injury. These will be included in the
prediction models for long term events that will be built using validated, emerging and innovative statistical
methods. The availability of reliable peri-operative clinical models for shot and long-term outcomes will
assist in clinical decision-making and inform future biomarker-guided clinical trials. In adults, the risk
prediction models will focus on recurrent cardiovasculr events and longer term mortality. In children, this
project will serve as a foundational epidemiological study to be conducted as the first cohort to potentially
link clinical AKI and kidney injury biomarkers with the future development of hypertension and CKD. We
will also collaborate with other independent NIH sponsored AKI cohorts to validate the biomarker panels
derived in the adult and pediatric cohorts. Our primary research aims are: Aim 1: To develop a peri-operative
biomarker panel to optimally categorize and quantify the impact of cardiac surgery on the kidney and
long-term health outcomes in adults. Aim 2: To determine whether clinical AKI and kidney injury defined by
peri-operative biomarkers have long-term adverse effects among children after cardiac surgery. Aim 3: To
validate multiplex biomarker panels of kidney injury markers in independent cohorts of adults and children.

17. Project Title:

TLR4-MEDIATED EPIGENETIC AND SENESCENCE MECHANISMS IN
EMPHYSEMA
Leader(s):
LEE, PATTY J
DUKE UNIVERSITY
NIH R01HL138396 / (2017-2021)
PROJECT SUMMARYCOPD is now the 3rd leading cause of death worldwide. Emphysema, characterized
by airspace enlargementand impaired gas exchange, is a major subtype of COPD. The cumulative effects of
cigarette smoke exposure(CS) and environmental toxins across the lifespan are important contributing
factors to the development ofemphysema. Yet very little is known about the underlying mechanisms, which
limits therapies. Our overallgoals are to understand the molecular mechanisms of how our lungs maintain
normal structural integrity andhow they protect against inhaled toxins, such as CS. We identified a critical
role for an innate immune receptor,Toll-like receptor 4 (TLR4), in lung maintenance and in preventing
inappropriate activation of aging and injurypathways. Unfortunately, age and CS, two of the most common
risk factors for COPD, result in inadequatelevels of TLR4, thus predisposing to emphysema. Our studies will
fill current gaps in our understanding of howthe immune system, in specific lung cells, can impact
lung-protective responses even in the absence ofinfection, thereby offering potential new therapeutic targets.
Using TLR4-deficiency and CS as clinicallyrelevant experimental models of emphysema, we identified
mechanistic roles for the senescence molecule,p16INK4A, and DNA-modifying enzymes, HDAC2, Dnmt3a
and Tet2, in emphysema. In addition, we offer thefirst in vivo evidence that increased p16INK4A contributes
to emphysema. Our overall hypothesis is thatstructural cell TLR4 is required to maintain normal lung
integrity, at baseline and after CS, by inhibitingp16INK4A via HDAC2-Dnmt3a-Tet2-mediated mechanisms.
We will use a combination of age- and CS-exposed human and mouse lungs/cells as well as innovative gene
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manipulations to test this hypothesis in thefollowing Aims: 1) Identify mechanisms of decreased TLR4
expression with aging and CS and thecontribution of TLR4 in specific structural cells to emphysema. 2)
Determine the mechanisms of decreasedHDAC2 in TLR4-deficient and CS-exposed cells. 3) Identify
HDAC2 and Dnmt3a / Tet2 -mediated mechanismsof p16INK4A induction and the contribution of
p16INK4A in specific structural cells to emphysema. Our studies willexpand our basic understanding of the
molecular drivers of emphysema, establish previously unrecognizedinteractions amongst innate immunity,
senescence and DNA modifications and inform future preventative ortherapeutic approaches to a range of
age- and CS-related lung diseases.
18. Project Title:
Leader(s):

ENHANCING ENGAGEMENT IN ADVANCE CARE PLANNING
FRIED, TERRI R.
YALE UNIVERSITY
NIH R01NR016007 / (2016-2020)
DESCRIPTION (provided by applicant): Advance care planning (ACP), the process by which individuals
and their healthcare surrogate can prepare for future treatment decisions, remains underutilized. ACP
addresses many of the issues that patients and their caregivers endorse as important in end-of-life care.
However, there are many emotional, cognitive, and practical barriers to engaging in ACP. While it has been
demonstrated that intervention can increase ACP engagement, this model require a skilled, well-trained
moderator meeting with patients and caregivers in lengthy encounters. This type of intensive intervention
may be best suited for patients with serious chronic illnesses who are ready to think about their specific
disease trajectories and the decisions they are likely to face. The recent Institute of Medicine (IOM) report
'Dying in America: Improving Quality and Honoring Individual Preferences near the End of Life' proposes a
continuous process of ACP, starting earlier in the lifespan with individuals ingood health and an initial focus
on identification of a surrogate decision maker and general communication about patients' goals with more
in-depth and specific discussions coming later. This proposal describes the evaluation of an intervention to
promote initial engagement in ACP. Taking a public health approach to ACP engagement, the intervention is
designed to be able to reach a broad cross-section of individuals at modest expense. The intervention
considers ACP to be a health behavior, to which the Trans theoretical Model (TTM) of health behavior
change is applicable. The TTM provides a framework for the delivery of tailored intervention materials
based on an assessment of an individual's readiness to engage in ACP along with the attitudes and beliefs
influencing the desire, motivation, and ability to engage. The PI and her co-investigators have developed a
TTM-tailored expert system intervention with stage-targeted brochures and demonstrated the acceptability of
these materials to a diverse cohort of older adults. The proposed study represents the logical next steps in this
work, by examining the ability of the intervention to reach a wide audience and increase readiness to engage
in ACP. The specific aims of the current proposal are: Primary Aim 1: Utilizing a randomized controlled
trial, to examine the effect of an individually TTM-tailored intervention on the proportion of middle-age and
older persons who complete ACP, as compared with usual care. Primary Hypothesis 1: The proportion of
older persons completing ACP will be higher among those receiving the intervention compared to persons
receiving usual care. Primary Aim 2: To examine the ability to deliver the intervention to a wide
cross-section of individuals. Primary Hypothesis 2: Among eligible persons, = 80% will participate in the
intervention.

19. Project Title:

UNDERSTANDING DECISIONS ABOUT ANTICOAGULATION IN PATIENTS
WITH ATRIAL FIBRILLATION AND DEMENTIA
Leader(s):
OUELLET, GREGORY MICHAEL
YALE UNIVERSITY
NIH R03AG064255 / (2019-2021)
Over 5.5 million Americans over 65 have Alzheimer?s Disease (AD) and Alzheimer?s Disease-related
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Over 5.5 million Americans over 65 have Alzheimer?s Disease (AD) and Alzheimer?s Disease-related
dementias (ADRD), and many of them have multiple coexisting chronic conditions. Decision-making for
chronic conditions often defaults to disease-specific guidelines, which may be inappropriate in the setting of
AD/ADRD. Clinical trials often exclude older adults with AD/ADRD, and the benefits and harms of
treatments may be quite different than in younger, healthier individuals due to declines in life expectancy,
cognition and function. Importantly, guidelines may not address the variable outcomes that patients value
most. The decision regarding whether or not to prescribe anticoagulation for a patient with atrial fibrillation
is an exemplar of a complex clinical decision often made in the context of coexisting AD/ADRD. Atrial
fibrillation is the most common arrhythmia in older adults, and places those affected at significantly
increased stroke risk. The current decisional paradigm regarding anticoagulation relies on weighing the risk
of stroke versus the risk of bleeding. By virtue of their age, nearly all patients with atrial fibrillation and
AD/ADRD have stroke risk scores that meet the threshold for prescription of an oral anticoagulant.
However, the appropriateness of anticoagulation may change with shifting benefits and harms and goals of
care over the course of AD/ADRD.Little is currently known about the factors involved in clinical
decision-making about anticoagulation for atrial fibrillation in the context of comorbid AD/ADRD. Although
a few studies have demonstrated that an AD/ADRD diagnosis is associated with lower levels of
anticoagulation, there is a paucity of evidence about how dementia progression influences decisions to
continue or discontinue anticoagulant prescription. There has also been little work to understand how
clinicians ultimately make these decisions. The proposed work will redress these gaps with a mixed-methods
approach to understand the decisions made by clinicians regarding anticoagulation for patients with atrial
fibrillation and comorbid AD/ADRD, and how they arrived at these decisions. Contemporary data from the
electronic medical record (EMR) of a large dementia care practice will be leveraged to understand
functional, clinical, and sociodemographic factors associated with anticoagulant use and discontinuation over
the course of AD/ADRD progression. This work will also employ rigorous qualitative methods to capture the
range of factors physicians consider and how they integrate these factors when making decisions about
anticoagulation for this vulnerable population. This work represents a first step in a research career devoted
to promoting optimal decision-making about comorbid chronic conditions for patients with Alzheimer?s
Disease and Alzheimer?s Disease-related dementias. This GEMSSTAR Award would allow the candidate, a
geriatrician, to obtain the training and mentorship to further his quantitative and qualitative analysis skills
and develop expertise in using EMR data to pursue research at the forefront of clinical geriatrics.
20. Project Title: A DAILY SELF-REGULATION INTERVENTION FOR PERSONS WITH EARLY
STAGE ALZHEIMER'S DISEASE AND RELATED DEMENTIAS AND THEIR
SPOUSES
Leader(s):
MONIN, JOAN E
YALE UNIVERSITY
NIH R21AG055861 / (2018-2020)
At least 5 million Americans have Alzheimer's disease which can be physically and emotionally
burdensomefor patients and caregivers, especially spouses. Beginning in the early stages of Alzheimer's,
couples mayexperience communication deterioration and uncertainty about the future. Enhancing daily
self-regulation skillsmay benefit couples coping with Alzheimer's and related dementias. Research has shown
that self-regulation,defined as monitoring and controlling one's own behavior, emotions, or thoughts in
response to the demandsof a stressful context, can protect psychological and physical health. Although there
have been successfultraditional cognitive behavioral interventions for caregiving couples, to our knowledge,
there are no existingself-guided, self-regulation interventions that are low in cost and can easily be
disseminated to a widerpopulation of couples in need. The overarching aim of this project is to adapt an
existing, easy-to-use, dailyself-regulation intervention, Wish, Outcome, Obstacle, Plan (WOOP), shown to be
effective in a variety ofhealth contexts (e.g., back pain, stroke, relationship dysfunction), including those with
cognitive limitations, tocouples coping with early stage Alzheimer's and related dementias. The WOOP
intervention is centeredaround a four-step mental process that helps individuals accomplish their goals for
well-being. WOOP changesbehavior via cognitive, motivational, and feedback processes which are outside
of people's awareness, whichmay prove particularly useful for persons with Alzheimer's as their disease
progresses. WOOP has also beenused to improve relationship satisfaction. The present WOOP study will
include an in-person training session,daily self-guided WOOP activities for two weeks with phone check-ins,
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include an in-person training session,daily self-guided WOOP activities for two weeks with phone check-ins,
and additional phone booster sessions.Aim 1 will assess the feasibility of WOOP for persons with early stage
Alzheimer's or related dementias andtheir close, committed partners. We will monitor (a) recruitment, (b)
adherence, and (c) missing data. We willexplicitly qualitatively and quantitatively examine how AD-related
factors (e.g. cognitive functioning, dementiasymptoms, quality of life) impact WOOP instruction and use.
Aim 2 examines the extent to which WOOPimproves self-regulation skills, behavioral change, and
psychological well-being for each partner. Aim 3explores whether there are additive or interactive effects of
both partners participating in WOOP. Fifty couplesin which one person has early Alzheimer's or a related
dementia will participate in a study in which bothpartners' positive emotions, self-regulation skills, health
behaviors, and relationship satisfaction will beassessed at baseline, 2-weeks, 5-weeks, and 3 month
interviews. Monitoring feasibility outcomes andqualitative coding of interviews will guide the adaptation of
WOOP to the AD context. Dyadic repeatedmeasures analysis will examine individual and partner outcomes
longitudinally. Information from this study willbe used to inform a Stage 2 RCT trial as part of an R01
application to examine the effectiveness of WOOP toenhance the individual and relational well-being of
couples coping with Alzheimer's and related dementias.
21. Project Title:

QBSAFE: A NOVEL APPROACH TO CARE FOR OLDER, COMPLEX ADULTS
WITH TYPE 2 DIABETES
Leader(s):
LIPSKA, KASIA JOANNA; MONTORI, VICTOR MANUEL ;
YALE UNIVERSITY
NIH R21AG061427 / (2019-2020)
PROJECTS SUMMARY/ABSTRACTOne in five Americans over the age of 75 (~4 million people) has type
2 diabetes and this population isexpected to double over the next 25 years. About half of these oldest patients
have multiple comorbidities andfunctional impairments, and the vast majority has one or more geriatric
conditions. As a result, glycemicmanagement in this population is challenging. Multiple chronic conditions
and impairments make it challengingto self-manage complex tasks (such as insulin administration and
dosing), leave patients overwhelmed andoverburdened by the work required to manage their conditions, and
increase the risk of adverse events (suchas hypoglycemia). To shift the paradigm of care for this population ?
from the narrow focus on reachinghemoglobin A1c targets to prioritizing patient-centered goals ? we
propose to develop and test the QBSafeprotocol. QBSafe will focus on maximizing Quality of life (reducing
the burden of symptoms), optimizing theBurden of treatment (medication administration, costs, and
monitoring), and improving treatment Safety(reducing adverse effects, such as hypoglycemia). Utilizing our
experience with stakeholder engagement inresearch, we propose to assemble a working group of patients,
caregivers, and clinicians to co-develop theQBSafe protocol of care. Next, we propose to pilot test QBSafe
in a single-arm feasibility two-site study andexamine the extent to which QBSafe (a) can be embedded
within clinical practice routines (using NormalizationProcess Theory and its Toolkit); (b) affects quality of
life, treatment burden, and hypoglycemia risk 6 monthsafter implementation (using validated measures); (c)
affects clinician satisfaction with diabetes care; and (d) isready for testing in a large multicenter randomized
trial. To maximize chances of success, our team bringstogether experience and expertise in diabetes and
aging, minimally disruptive medicine, prevention ofhypoglycemia, stakeholder engagement in research,
design and testing of interventions in randomized trials,and evaluation of factors that promote or hinder the
adoption of innovations in routine clinical care. Ifsuccessful, QBSafe will offer a novel alternative diabetes
care strategy for patients with type 2 diabetes sincethe demonstration of the glycemic hypothesis and the
institutionalization of hemoglobin A1c-based care 25years ago. This work will set the stage for a randomized
trial to compare the impact of the intervention onquality of life, treatment burden, and adverse events when
compared with usual clinical guideline-directed care,i.e., targeting hemoglobin A1c level

22. Project Title:
Leader(s):

RESEARCH TRAINING IN GERIATRIC CLINICAL EPIDEMIOLOGY
GILL, THOMAS MICHAEL
YALE UNIVERSITY
NIH T32AG019134 / (2001-2021)
DESCRIPTION (provided by applicant): This is the third competing renewal of the Yale Training Program
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DESCRIPTION (provided by applicant): This is the third competing renewal of the Yale Training Program
in Geriatric Clinical Epidemiology and Aging- Related Research. The objective of the Yale Program is to
develop a cadre of physician scientists and PhD investigators with expertise in geriatric clinical epidemiology
and/or translational aging research who will be equipped to address the myriad of unanswered questions
concerning the diagnosis, etiology, treatment, prevention, and prognosis of the health problems experienced
by the ever-increasing number of older persons. We will accomplish this objective by providing highly
qualified physicians, who are already well trained in geriatrics and/or subspecialties with age-related
relevance, and outstanding PhD-trained investigators with 2 to 3 years of rigorous research training. Our
trainees will develop skills in each of 10 essential areas: 1) formulation of significant and focused research
questions and hypotheses; 2) design of observational, mechanistic and/or experimental studies to address
focused research questions; 3) techniques for successful execution of specific study designs; 4) project
and/or laboratory management; 5) critical analysis of the scientific literature, including research methods and
data quality; 6) interpretation of findings; 7) oral and written communication of scientific methods and
findings; 8) development and implementation of strategies for research support; 9) research team approaches
and leadership; and 10) budget management. These skills will be developed through a training experience
that includes both didactic and experiential components. The didactic curriculum includes courses offered
through the Clinical Scholars Program, Investigative Medicine Program and School of Public Health,
coupled with several high quality aging-specific training venues at Yale and 'offsite'. The central component
of the Yale Program is a mentored research experience, which includes structured meetings with Program
Faculty in geriatrics/gerontology and at least one supervised research project tailored to the trainee's
experiences and interests, with the goal of producing one or more first- authored, peer-reviewed publications
and a grant application to support further research. The Yale Program has successfully recruited and retained
a full complement of outstanding trainees during each of the first 14 years, and has successfully placed many
of its graduates in tenure-track, research-intensive positions at top- tier academic institutions. For the next
five years, we request continued funding for four postdoctoral positions.
23. Project Title:

RANDOMIZED TRIAL OF A MULTIFACTORIAL FALL INJURY
PREVENTION STRATEGY-SUPPLEMENT
Leader(s):
BHASIN, SHALENDER; GILL, THOMAS MICHAEL ; REUBEN, DAVID B. ;
BRIGHAM AND WOMEN'S HOSPITAL
NIH U01AG048270 / (2014-2020)
SummaryThe STRIDE Trial is the largest pragmatic, cluster randomized, parallel group superiority trial with
practicesstratified by healthcare system and patients nested within practices. Fall injuries are a major public
healthproblem. Thirty percent of people over the age of 65 fall each year, and for those over 75 the rates are
evenhigher. Serious fall injuries, including fractures and other falls leading to medical attention, are a
commonsource of disability and death among the elderly. This randomized trial will determine the
effectiveness of anevidence-based, multifactorial, patient-centered intervention to reduce the risk of serious
fall injuries amongnon-institutionalized older persons. The original target sample size was 6,000 participants
enrolled from 86practices to provide 90% power to detect a 20% reduction in the rate of the primary outcome
with interventionrelative to control. Later, the duration of the trial was extended to a total of 40 months (20
months ofrecruitment and an additional 20 months of follow-up), which reduced the target sample size to
5,322participants. Recruitment ended after 20 months on March 31, 2017, with a total of 5,451 participants
enrolled.The intervention phase ended on November 30, 2018 and follow-up will end on March 31,
2019.The primary aim of this administrative supplemental application is to request funds to carry out trial
close-outactivities of the STRIDE Trial necessitated by the extension of the intervention and the follow-up
period as aresult of the two DSMB-approved modifications in the trial's design. In December 2017, the trial's
DSMB andthe NIA approved the extension of the duration of the study from 36 months (18 months of
recruitment and aminimum 18 months of follow-up) to 40 months (20 months of recruitment and a minimum
of 20 months offollow-up). Based on an analysis of the event rate of the primary outcome in a closed
session, the trial's DSMBand the NIA staff directed the study team to Extend the study from a minimum of
20 and maximum of 40months follow-up to a minimum of 24 and maximum of 44 months of follow-up.
Final end date of the study,including the analytic phase is now extended to April 30, 2020. Because of the
extension of the interventionduration and the follow-up period, the project's end date was extended to April
30, 2020. The close-out fundsare necessary for completing the data collection, adjudication of the primary
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30, 2020. The close-out fundsare necessary for completing the data collection, adjudication of the primary
outcome, analyses of the primaryand secondary outcomes as described in the peer-reviewed and funded grant
application, preparation of thestudy reports and manuscripts, and orderly close-out of the trial. The
supplement does not change the specificaims or scope of the parent grant application and is required for
trial's close-out activities resulting fromimplementation of the DSMB and NIA-approved extension of the
intervention and follow-up period.
24. Project Title:

PREVENTION OF LOWER URINARY TRACT SYMPTOMS IN WOMEN: YALE
BLADDER HEALTH CLINICAL CENTER
Leader(s):
RICKEY, LESLIE M.
YALE UNIVERSITY
NIH U01DK106908 / (2015-2020)
DESCRIPTION (provided by applicant): Lower urinary tract dysfunction (LUTD) includes symptoms
related to bladder storage, emptying, pain, and infection. LUTD is a highly prevalent chronic medical
condition that disproportionately affects women and contributes to overall morbidity. Based on population
growth and prevalence estimates, lower urinary tract symptoms (LUTS) and conditions are expected to affect
more than 43 million women over the next 30 years. The cost to society for LUTS and related issues such as
falls and lost productivity is estimated to be over $65 billion per year. LUTS also interfere with participation
in social and physical activities, which affects quality of life and also contributes negatively to other
chronicmedical conditions such as cardiovascular disease, diabetes, obesity, and depression. Clearly, there is
high individual and societal impact, however many women do not understand these implications, and even
symptomatic women often don't seek treatment. This is likely due to a focus on disease treatment without
adequate understanding of what behaviors affect LUTS development and progression. The PLUS consortium
will establish the evidence base necessary to conduct future prevention intervention studies in girls and
women. The objective of our application is to demonstrate how we can build the knowledge base for bladder
health using Ecological Systems Theory as a guiding framework, an approach that addresses risk factors at
the individual, family/peer, and community levels. Health outcomes are affected by a variety of complex and
interrelated factors both at the individual and environmental level. The majority of current evidence for
bladder health and risk factors for LUTS is based on individual traits, and therefore most interventions have
focused on a single stratum of the ecologic model without consideration of contextual targets within other
levels. Utilizing existing databases, focus groups, and longitudinal cohort studies, we will consider issues
including biologic factors, behaviors, knowledge, environment, and health services that will determine who
is at risk to develop LUTS and how early symptoms are addressed and managed. A multi-level approach is
essential to any sustainable, effective program; hence, an ecological framework that accounts for multiple
contextual factors is critical to identifying and ultimately changing behaviors that lad to LUTS and associated
health outcomes. The multidisciplinary team we have assembled for the Yale Bladder Health Clinical Center
includes experts in LUTS care and research in addition to investigators with expertise in health behaviors and
epidemiologic studies across the age range of females including smoking, vaccination, obesity, prenatal care,
urinary tract infection, and disability. Investigators have recruited female patients both from primary care
clinics and the community into numerous longitudinal studies, and their approach to chronic disease
prevention will shed new light on the study of risk and protective factors for LUTS. This innovative
collaboration between clinicians and prevention scientists will help redefine LUTS as a public health issue
and ultimately improve the long term health and wellness of millions of girlsand women.

25. Project Title:
Leader(s):

UNINTENDED PROLONGED OPIOID USE
HOOTEN, W. MICHAEL
MAYO CLINIC
NIH U01TR002743 / (2019-2023)
PROJECT SUMMARYMisuse of prescription opioids remains a public health crisis. Appropriate short-term
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PROJECT SUMMARYMisuse of prescription opioids remains a public health crisis. Appropriate short-term
use of these medicationsin opioid-na?ve patients is indicated in select health care settings, but intentional
short-term use is emerging asa previously under-recognized segue to unintended prolonged opioid use
(UPOU). Clinical strategies aimed atpreventing UPOU in health care settings are lacking due, in part, to
absence of information about how thispoorly-understood clinical phenomenon develops.Investigators at
Mayo Clinic recently organized a group of thought leaders to develop a conceptual frameworkto explain
UPOU. Such a framework is essential both to guide the study of this problem and to identify potentialtargets
for interventions to reduce UPOU. The framework is comprised of three domains, including (1)
patientcharacteristics; (2) practice environment characteristics; and (3) opioid prescriber characteristics that
interact toeither facilitate or impede UPOU. Within each domain, potential factors, drawn from the relevant
literature,moderate or mediate the influence of each domain. However, much of the information needed to
evaluate thisframework does not currently exist. The widespread adoption of electronic health records (EHR)
providesunique potential opportunities for translational research, including identifying subjects eligible for
studyparticipation and serving as a data sources for retrospective or prospective studies. However,
interoperabilitybetween EHRs poses a considerable challenge to taking advantage of these
opportunities.Researchers at the Yale School of Medicine recently launched Hugo, a secure mobile personal
health(mHealth) platform that enables patients to access their information from multiple EHRs and other
healthcareinformation sources, including commercial pharmacy records. The Hugo platform has tremendous
potential tofacilitate clinical research, especially research conducted across multiple centers ? as information
from diversesource systems at each institution can be easily integrated into a common dataset.In this
application, four CTSA hubs (Mayo Clinic, University of Minnesota, University of Michigan, and Yale)
willexplore the Hugo platform's potential to facilitate clinical research, with the UPOU study as a use case.
We willuse the Hugo platform to identify incident cases of UPOU and prospectively recruit patients and
opioidprescribers for assessments, as well as to evaluate the proposed conceptual framework using
structuralequation models. At this study's conclusion, we will have successfully deployed a highly
innovative mHealthplatform across multiple centers and this platform will be immediately available for
widespread disseminationacross the entire CTSA consortium and other clinical research sites. The
information gained about UPOU willsignificantly advance core knowledge about this poorly understood
clinical phenomenon. This newly acquiredinformation will be used design, test, and deploy prevention
strategies aimed at mitigating the risks of UPOU.
26. Project Title:

SYSTEMS IMMUNE PROFILING OF DIVERGENT RESPONSES TO
INFECTION
Leader(s):
HAFLER, DAVID A.; MONTGOMERY, RUTH R ;
YALE UNIVERSITY
NIH U19AI089992 / (2010-2021)
The overall goal of the Human Immunology Project Consortium (HIPC) program is to capitalize on
recentadvances in immune profiling methods in order to create a novel public resource that characterizes
diversestates of the human immune system. We propose to contribute to this program through
deepinterrogation and a broad systems approach that will identify molecular signatures of divergenthuman
immune responses to infections. The three projects that comprise our U19 each leverage acommon
experimental infrastructure to focus on a different infectious diseases: the Lyme diseasespirochete Borrelia
burgdorferi, emerging arthropod-borne West Nile virus, and effects of aging onvaccination against influenza.
Our goal is to delineate human immune signatures that are associated withthe divergent manifestations in the
population, using well-defined patient cohorts and a multidimensionalanalytical approach to quantitatively
assess primary human immune cell function. Our program employscutting-edge immune profiling such as
multidimensional profiling by CyTOF, metabolomics, nanoscaletechnologies such as MuSIC (MultiSpectral
Imaging Cytometry), and RNA-seq on single cells that willinform a systems approach to elucidate the
biologic signatures defining immune responsiveness.Commonalities between the responses in different
tissues, and to the different infection types, will bedetermined by quantifying signature enrichments, and by
identifying conserved active sub-networks in thisimmune-specific functional network.This collaborative U19
takes advantage of enormous strengths across our institutions to tackle achallenging issue in human
immunology. The investigators in this proposal have established collaborations,regular interactions, and a
track record of shared success. Our three research projects are supported byshared cores for Administration,
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track record of shared success. Our three research projects are supported byshared cores for Administration,
Data Management and Analysis, Single Cell Immunophenotyping, andClinical Recruitment. The united goal
of these varied approaches is to define elements of the immuneresponse that contribute to divergent infection
outcomes. This multifactorial, wide-angle view of the immuneresponse will be compiled employing the
expertise of each individual approach for Systems Modeling fromdeep interrogation of three sets of stratified
patient cohorts. The output of this functional systemsimmunology approach will be definitions of human
immune signatures following multiple forms of infectiouschallenges with the ultimate goal of defining future
targets for intervention and predicting susceptibility orresistance.
27. Project Title:

SYSTEMS BIOLOGY TO IDENTIFY BIOMARKERS OF NEONATAL
VACCINE IMMUNOGENICITY
Leader(s):
LEVY, OFER
CHILDREN'S HOSPITAL BOSTON
NIH U19AI118608 / (2016-2021)
PROJECT SUMMARYImprovement of early life immunization requires a better understanding of
vaccine-induced molecularpathways that underlie protective immunogenicity as Correlates of Protection
(CoP). Systems vaccinologyemploying technologies that measure molecular changes (?OMICs?) has
provided critical insights into theadult immune response to vaccination, but has yet to be applied to the
youngest, despite their need forimproved immunization. We will apply powerful OMIC tools to the neonatal
immune response to Hepatitis Bvaccination (HBV). HBV is an ideal model to define mechanisms of
successful neonatal immunizationbecause: a) HBV is highly effective (>90% protection) and has a
well-characterized CoP (anti-hepatitis Bsurface antigen antibody (anti-HBs)); b) anti-HBs titres directly
correlate with protection, i.e. the higher anti-HBs the better and more durable protection; c) anti-HBs titers
after the fist (neonatal) dose correlate withtiters after the last; d) anti-HBs levels vary widely between
subjects; such inter-subject variability enablespowerful systems vaccinology tools to extract meaningful
correlations; e) the neonatal HBV response issensitive to co-administration of Bacille Calmette-Gu?rin
(BCG), which is routinely given together with HBV inthe Expanded Program of Immunization (EPI); this
offers the unique opportunity to characterize this in vivoperturbation via OMICs. Our chosen clinical study
sites in the Gambia and Papua New Guinea are amongstthe world's most experienced with respect to
neonatal vaccinology. Here, newborns will be immunized withnothing (delayed), HBV, BCG or (HBV +
BCG) and peripheral blood pre-/post-immunization collected fortranscriptomic and proteomic analysis as
well as immune phenotyping. Project 1 will develop and employcutting edge, cross-platform bioinformatics
tools to identify pathways associated with CoP. Project 2, willapply unbiased immune phenotyping analysis
tools to the same samples and translate to host immuneparameters the in silico derived OMICs signatures. In
Project 3 key molecular signals will be dissected invitro to establish cause and effect. We have optimized all
assays to work with small blood volumes anddemonstrated feasibility in our pilot of rapid enrollment,
stringently controlled sample collection andprocessing yielding cogent data that already hint at distinct
vaccine-induced responses. Our cross-platformvalidation and correlation with CoP in a cohort containing
training- and test-sets as well as a validationcohort, will identify biomarkers predicting neonatal vaccine
immunogenicity i) pre-vaccination (Overall Aim 1)and ii) post-vaccination (Overall Aim 2). Delineation of
the relevant mechanisms in vitro (Overall Aim 3)complements the output of this HIPC. Overall, our work
will identify vaccine-induced molecular pathways keyfor successful vaccine-induced neonatal immune
responses, thereby enhancing and accelerating vaccinedevelopment for those in greatest need.

28. Project Title:

PAIN MANAGEMENT COLLABORATORY COORDINATING CENTER
(PMC3)
Leader(s):
KERNS, ROBERT D; BRANDT, CYNTHIA A. ; PEDUZZI, PETER NATALE ;
YALE UNIVERSITY
NIH U24AT009769 / (2017-2023)
Project Summary / AbstractThe Pain Management Collaboratory Coordinating Center (PMC3) will (1)
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Project Summary / AbstractThe Pain Management Collaboratory Coordinating Center (PMC3) will (1)
provide national leadership andtechnical expertise in all aspects of research supporting the design and
execution of high impactDemonstration Projects that conduct cost-effective, large-scale, pragmatic clinical
trials on non-pharmacological approaches for pain management and other comorbid conditions in veteran or
military healthcare systems, and (2) make data, tools, best practices, and resources from these and other
projects availableto facilitate research partnerships in VA and DoD health systems. The PMC3 will leverage
the expertise of thePain Research, Informatics, Multimorbidities and Education (PRIME) Center of
Innovation based at the VAConnecticut Healthcare System (VACHS) and its partners at VACHS and Yale,
including the VA CooperativeStudies Program Coordinating Center/Clinical Epidemiology Research Center
and the Yale Center forAnalytical Sciences and Yale Center for Medical Informatics, enhanced by a strong
partnership with colleaguesat the Uniformed Services University for the Health Sciences Center for
Rehabilitation Sciences Research anda novel Military Treatment Facility Engagement Committee comprised
of collaborating DoD and universityaffiliated investigators, clinicians and educators devoted to facilitating
successful pragmatic trials in DoDsettings. We will use our expertise in pain management, electronic health
records (EHR), data systems and thedesign and coordination of multi-site pragmatic trials to accomplish
these objectives in collaboration with ourVA, DoD and Yale partners. To achieve these objectives, three
specific sims will be addressed: Aim 1: Todevelop, adapt and adopt technical policy guidelines and best
practices for the effective design and conduct ofpragmatic trials; Aim 2: To work collaboratively with and
provide operational, technical, design and othersupport to Demonstration Project teams to develop, initiate
and implement a research protocol; and Aim 3:Towidely disseminate NIH-DoD-VA Pain Management
Collaboratory endorsed policies and best practices andlessons learned within military and veteran health care
systems. Achievement of these objectives and SpecificAims promise to significantly accelerate the
integration of evidence-based non-pharmacological approaches forthe management of pain into routine
clinical care in military and veteran health care systems consistent withkey recommendations from the
National Pain Strategy.
29. Project Title:
Leader(s):

NIA AD/ADRD HEALTH CARE SYSTEMS RESEARCH COLLABORATORY
MOR, VINCENT; MITCHELL, SUSAN L ;
BROWN UNIVERSITY
NIH U54AG063546 / (2019-2024)
PROJECT SUMMARYOver five million Americans have Alzheimer's disease (AD) or an AD-related
dementia (AD/ADRD). These high-need, high-cost patients are vulnerable to receiving poor quality,
uncoordinated care, ultimately leading toadverse health outcomes, poor quality of life, and misuse of
resources. As recently concluded by the federally-funded Research Summit on Dementia Care, improving
the care of PWD and their CGs is an urgent public healthchallenge that must be met and informed by high
quality evidence. While prior research has elucidatedopportunities to improve the care of PWD and their
CGs, the adoption of promising interventions has beenstymied by the lack of research evaluating their
effectiveness when implemented under ?real-world? conditions.Pragmatic clinical trials embedded (ePCTs)
in healthcare systems (HCS) have the potential to accelerate thetranslation of evidence-based interventions
into clinical practice. Since its inception in 2012, the NIH CommonFund HCS Research Collaboratory has
made pivotal contributions towards advancing the conduct of ePCTs.However, as concluded in a 2017
NIA-sponsored conference, ePCTs conducted with PWD and their CGs haveunique considerations that merit
specific focus. Thus, the overarching objective of this proposal is to build on themodel of the NIH
Collaboratory to establish the National Institute on Aging (NIA) AD/ADRD ResearchCollaboratory, co-led
by the multiple principal investigators (MPIs), Drs. Vince Mor (Brown University) and SusanMitchell
(Hebrew SeniorLife (HSL)) and co-administered by their respective institutions. The Aims are: 1.
Toestablish the infrastructure of the AD/ADRD Collaboratory, 2. To develop and disseminate guidelines for
theconduct of all aspects of ePCTs among PWD and their CGs in partnership with HCS, 3. Enhance
researchdevelopment and investigator capacity to conduct ePCTs in PWD and their CGs within HCS, and 4.
Todisseminate knowledge and best practices to engage stakeholders in this research. Accomplished
investigatorsfrom across the nation will lead the following Working Group Cores: 1. Technical and Data (B),
J. Bynum, MD,MPH; 2. Regulation and Ethics (C), J. Karlawish, MD; 3. Design and Statistics (D), H.
Allore, PhD; 4. Pilot Studies(E), A. Brody, PhD, RN; 5. Patient and CG Reported Outcomes (F), L. Hanson,
MD, MPH; 6. Dissemination andImplementation (G), L. Gitlin, PhD/J. Gaugler, PhD; 7. HCS (H): E. Larson,
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MD, MPH; 6. Dissemination andImplementation (G), L. Gitlin, PhD/J. Gaugler, PhD; 7. HCS (H): E. Larson,
MD, MPH, and Training (I): C.Callahan MD/A. Torke MD. An Administration Core (A) will integrate all
critical functions across the Collaboratory.IMPACT: There is an urgent need to improve care provided by
HCS for PWD and their CGs. ePCTs conductedare ideally-suited to test the effectiveness of interventions
aimed at improving their health outcomes but requirespecific expertise, methodology, data sources, and
industry partnerships. The knowledge, investigativeexperience, collaborations, and evidence generated by an
AD/ADRD Collaboratory has the potential to transformthe delivery, quality, and outcomes of care for
Americans from all backgrounds with AD/ADRD and their CGs.
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II. RESEARCH, RESOURCES AND ACTIVITIES (continued...)
C. PILOT/EXPLORATORY PROJECTS (12 Pilot Projects Listed)
1. Project Title:
Platelets, oxidative stress and aging: PESC (2019-2020)
Leader:
John Hwa
Normal human aging is a complex multi-factorial process linking changes in fundamental cellular
biochemistry,
to multi-organ function and human frailty. Thus, although chronological age is well defined (determined by the
calendar), biological age (determined by physiology/phenotype) is less well defined. By understanding “rate
limiting steps” for aging, one may be able to better understand normal healthy aging and thus biological age.
Cardiovascular disease (myocardial and cerebrovascular) is the leading cause of morbidity and mortality in the
USA accounting for 28.6% of all deaths (CDC statistics & AHA Statistics). Platelets play a key role in
cardiovascular disease with antiplatelet agents such as aspirin reducing both cardiovascular morbidity and
mortality. We recently assessed platelet molecular oxidative stress responses in normal aging mice and human
subjects and uncovered an expected progressive increase, followed by an unexpected decrease in oxidative
stress in the very elderly. This may in part be attributed to an adaptive catalase change (switch) associated with
platelets in aging individuals. Through two Specific Aims we seek to address the hypothesis that a bimodal
platelet stress response is intrinsic to the platelet aging process. The switch point (change from increase to
decrease) may be regulated by a catalase switch associated with normal aging and is indicative of adaptive or
maladaptive aging. Specific Aim #1 will determine how platelet oxidative stress response is affected by aging,
specifically focusing on what is changed and when is it changed. Specific Aim #2 will focus on the mechanism
that regulates this age associated change. The focus of this study will be on biological aging and healthspan.
We are fortunate to be in a unique position to address these Specific Aims from fundamental biochemistry, and
cellular signaling to clinical outcomes in the setting of internationally recognized experts from the Yale
Cardiovascular Research Center, the Yale Pepper Center for Aging and the Yale Hematology Research Center.
Successful completion of these aims will have multidisciplinary implications spanning the mechanistic
understanding of aging, to improving cardiovascular morbidity therapeutics in the very elderly
2. Project Title: Studying the role of NLRX1 in T cell senescence and its interface with lung aging: PESC
(2019-2020)
Leader:
Insoo Kang
In the US, the number of individuals over age 65 is estimated to grow to over 72 million by 2030. With aging
of
the population, the impact of acute and chronic disease states will be amplified. Changes in multiple organ
systems occur with aging. However, it is not fully understood how these changes interact with each other.
Although increased susceptibilities to infections and malignancies in older adults suggest an age-associated
decline of immunity, aging could be regarded as a condition with dysregulated inflammation. In T cells,
probably
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the most prominent change with aging is memory T cell expansion. Similarly to other organ systems,
biological
aging of the pulmonary system is associated with structural changes leading to a progressive decline in
function.
The term “aging lung” is usually applied to designate the organ, characterized by notable changes both in
structure and function in the decline stage. The nucleotide binding domain and leucine-rich-repeat-containing
protein X1 (NLRX1) is a member of the NLR family that functions as a negative regulator of the pattern
recognition receptor RIG-I signaling, the NLRP3 inflammasome activation, and the TLR-induced NF-?B
signaling.
Studies, including our own, raise the possible implication of NLRX1 in aging. We found reduced NLRX1
expression in lung tissues of patients with chronic obstructive pulmonary disease (COPD), which increases
with
age. Our preliminary studies revealed that aging itself induced the reduction of NLRX1 in murine lungs and
that
the lungs from 12-month-old (MO) total body NLRX1 knockout (KO) mice manifested enhanced
characteristics
of the “aging lung” with senile emphysema-like alveolar remodeling. Of note, we found decreased expression
of
NLRX1 in monocytes of older adults, raising the possible effect of NLRX1 on immune aging. Indeed, we
noticed
memory T cell expansion in NLRX1 KO mice. Our RNA-seq analysis on effector memory (EM) CD4+ T cells
of
wildtype (WT) and NLRX1 KO mice shows an accelerated aging change in the global gene expression profile
in
NLRX1 KO mice, supporting the role of NLRX1 in altering T cell immunity with aging. Despite the changes
in
lung function and T cell immunity with reduced NLRX1 expression, especially in the context of aging, it is not
fully understood how these changes in both organ systems interact with each other. Here we address this
question based on the hypothesis that the age-associated NLRX1 decrease can accelerate aging in T cells and
the lung, and that such accelerated T cell and lung aging interface, leading to further T cell and lung aging. The
goal of our proposal is to test this hypothesis by investigating T cell immunity and its interaction with lung
structure
and function in NLRX1 KO and WT mice using analytic tools including high-dimensional mass cytometry
(CyTOF).
Our proposal is clearly relevant to the Yale Pepper Center Theme since it studies multiple age-associated
conditions namely T cell and lung aging and explores the role of NLRX1 as a predisposing factor for such
ageassociated
changes.
3. Project Title: Infections and Microglial Barrier Disruption: Consequences for Post-Delirium Cognitive
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3. Project Title: Infections and Microglial Barrier Disruption: Consequences for Post-Delirium Cognitive
Decline (PESC: 2018-2020)
Leader:
Jaime Grutzendler
Our laboratory has found that microglia in mice and humans form a barrier that wraps around
and compacts amyloid plaques in Alzheimer disease (AD), decreasing their neurotoxicity. This barrier is
diminished in older animals leading to worsening of axonal pathology . Our preliminary data indicates that in
vivo treatment of mice with lipopolysaccharide (LPS) or poly (I:C) (to mimic systemic bacterial or viral
infection,
respectively) results in impaired microglia barrier function, with reduced encapsulation and enlargement of
plaques. We propose that systemic infection leads to acute disruption of the microglial barrier, with changes in
amyloid plaque conformation and neurotoxicity that can accelerate cognitive decline. This proposal suggests a
paradigm in which infectious insults contribute to cognitive decline and neurotoxicity resulting from microglial
barrier disruption, and will also test the possibility that pharmacologic targeting of cellular mechanisms to
preserve barrier function early after infection will improve cognitive outcomes in at-risk patients. Aim 1
analysis
of the consequences of barrier disruption following LPS or poly (I:C) treatment, using AD-like mice crossed to
CX3CR1-GFP mice to visualize microglia. We will also implement a cecal ligation model to simulate human
conditions in aging thatmight lead to spontaneous release of bacterial LPS systemically. We will evaluate
conformational changes in amyloid plaques, alterations in plaque growth and effects on cognitive function (as
assessed by fear conditioning testing). Aim 2 will assess whether acute in vivo treatment with monoclonal
antibodies against TLR4 (activated by LPS), TLR3 (activated by poly (I:C)), or a ß-amyloid precursor protein
cleaving enzyme (BACE)-1 inhibitor (diminishing ß-amyloid production) affects microglial barrier disruption.
4. Project Title:

Assessing Multiple Pathways of DNA Damage Responses in Normal Lung Aging and
in Chronic Obstructive Pulmonary Disease (COPD): REC (2019-2021)
Leader:
Maor Sauler
The aging lung is characterized by a physiologic decline in lung function and increased susceptibility to
disease.
Many parallels have been identified between normal lung aging and the leading cause of respiratory disease
amongst older adults, Chronic Obstructive Pulmonary Disease (COPD). Although advanced age and cigarette
smoke exposure are leading COPD risk factors, not all at-risk individuals develop disease, and the pathologic
and clinical manifestations amongst susceptible individuals vary widely. This is because COPD is a
multifactorial syndrome in which multiple poorly understood cellular and molecular interactions contribute to
disease susceptibility and pathobiology. Our goal is to translate advances in aging biology into a better
understanding of the cellular and molecular interactions that underlie differences between normal lung aging
and COPD in order to develop more effective approaches to diagnose, prevent, and treat this disease of the
elderly.
DNA damage responses are important in the biology of aging and COPD. DNA damage occurs in all cells
with age, a process that is accelerated by cigarette smoke. In response to DNA damage, cells can activate
multiple DNA damage responses (DDRs). Certain DDRs are protective such as DNA repair pathways. Others
are implicated in COPD pathogenesis, such as cell senescence and apoptosis. We do not fully understand how
the cellular capacity for DNA repair changes in COPD, or if COPD airway cells are more likely to activate
certain deleterious DDRs in response to injury. We hypothesize that we can identify critical differences
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certain deleterious DDRs in response to injury. We hypothesize that we can identify critical differences
between normal lung aging and COPD by characterizing multiple DDRs in epithelial cells using novel
molecular approaches. Understanding similarities in DDRs between normal lung aging and COPD may
improve our ability to understand disease heterogeneity. Additionally, it may lead to the identification of novel
DDR regulatory factors that contribute to disease susceptibility
5. Project Title: Insomnia Symptoms as a Multifactorial Geriatric Health Condition: REC (2019-2021)
Leader:
Brienne Miner
Insomnia symptoms are reported by up to 50% of persons aged 65 and older. These symptoms, which
include difficulties with sleep onset or maintenance, early morning awakening, or perceived non-restorative
sleep, are associated with multiple adverse outcomes including cognitive decline, depression, falls, and high
healthcare costs. The traditional treatment approach for insomnia symptoms targets primary sleep disorders
(obstructive sleep apnea, restless legs syndrome or periodic limb movement disorder), and/or cognitive
behavioral therapy for insomnia, but the effectiveness of these strategies may be limited because of the
multifactorial etiology of insomnia symptoms in older persons.
Understanding how aging-related, “gerocentric” risk factors contribute, above and beyond primary sleep
disorders, to insomnia may yield a more comprehensive approach and allow us to tailor treatments specifically
to older persons. Gerocentric factors (e.g., multimorbidity, symptom burden, medication effects, geriatric
health
conditions [e.g., cognitive or vision impairments], physical inactivity, psychosocial/behavioral factors, and
systemic inflammation) may disrupt sleep through multiple mechanisms. These factors are prevalent and
potentially modifiable. In addition, many gerocentric factors may occur simultaneously within the same person,
and determining how these factors cluster together within older persons has the potential to impact both the
diagnosis and treatment of insomnia.
Insomnia diagnosis in older persons may be better evaluated by measures that incorporate both patientreported
symptoms and short total sleep time (TST). Insomnia diagnosis is traditionally based on patientreported
insomnia symptoms and daytime dysfunction, which are elements captured by the Pittsburgh Sleep
Quality Index (PSQI). However, a growing body of research has shown the importance of evaluating short
TST, as persons with both insomnia symptoms and short TST may represent a group at high risk for adverse
outcomes. Thus, we propose a new definition for insomnia that is based on both PSQI-measured poor sleep
quality and short TST. We further propose that TST should be defined objectively using actigraphy. This is
supported by evidence of a poor correlation between subjective and objective measures of TST in older
persons, as well as research demonstrating that older persons may be less likely to report or perceive the
severity of symptoms in the setting of objective disease. As a result, actigraphy-confirmed insomnia (poor
sleep quality and actigraphy-confirmed short TST) rather than patient-reported insomnia (poor sleep quality
and self-reported short TST) may better assess insomnia severity in older persons.
This research will bring an aging perspective to the management of insomnia by evaluating a new
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diagnostic approach that incorporates the contribution of gerocentric risk factors. In particular, we will identify
aging-related mechanisms underlying insomnia, thus informing its immediate management, and quantify the
risk of adverse health outcomes, informing the need for proactive, preventive interventions. This work will
inform a future K award application targeted toward vulnerable older adults with cognitive impairment,
building
a multifactorial intervention for insomnia based on modifiable risk factors and an improved diagnostic strategy.
Our results may inform multifactorial treatment strategies that will have broad benefits in older persons
6. Project Title: Multifactorial Associations with and Consequences of Decreased Glutathione in the Aging
Human Brain: REC (2018-2020)
Leader:
Janice Hwang
The overall goal of this pilot and feasibility project was to validate a scanning protocol to measure
intracerebral GSH levels, which are a surrogate measure for oxidative stress, amongst older individuals.
The secondary aims were to assess the multifactorial consequences of altered intracerebral GSH levels in
the aging brain. To this end, 40 participants, 20 old and 20 young have completed metabolic assessments
including oral glucose tolerance testing, DEXA scanning for body composition, fMRI scanning for resting
state functional connectivity and neurocognitive assessments. These 40 participants have also completed
MRS scanning to measure intracerebral GSH levels; however, due to an unexpected problem with the
MRS scanning which was identified during interim data analysis, we have had to repeat MRS scanning for
a subset of participants. Interim analysis of spectra acquired for intracerebral GSH revealed higher than
expected noise levels in the spectra, which rendered the measurement significantly less accurate. The
scanning problem has been identified and resolved and we are now planning to ask participants whose
scans had unacceptably high noise levels to return for repeat scanning. This is still ongoing (although we
have temporarily paused scanning of participants due to the COVID-19 pandemic).
In the interim, we have started analyzing the data from the fMRI scanning as well as other
completed data (including plasma hormone levels, questionnaires,
body composition measures). In preliminary data analysis, 20 young
(age 27.5?0.9 years, BMI 28.4?1.1 kg/m2, A1c 5.3%?0.1) and 20 old
(age 73.1?1.5, BMI 26.9?0.9, A1c 5.5%?0.1) individuals completed an
oral glucose tolerance test, DEXA scanning for body composition,
neurocognitive assessments and resting state functional MRI
scanning for functional connectivity. As designed, there were no
differences in BMI and HbA1C between the old and young groups.
At this time, we are awaiting results from initial analysis of
resting state brain connectivity data from the completed cohorts. For
MRS scanning data, of the individuals who have intracerebral GSH
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levels which are of acceptable quality, we observed a trend towards
lower intracerebral GSH levels in older individuals compared to young
(Figure 2, P= 0.07). We are continuing to work to analyze the collected data from the metabolic
assessments and neurocognitive evaluations.
Our plan going forward to complete this project will be to complete re-scanning of some of the
participants for intracerebral GSH levels and to begin data analysis to investigate the relationships between
metabolic dysfunction, intracerebral GSH levels, and brain functional connectivity patterns. Our original
hypothesis is that increasing age will be associated with higher oxidative stress (and thus lower GSH
levels) and that this will be directly correlated
7. Project Title: Multi-Phenotype Big Data Approach to Cerebral Small Vessel Disease Genomics: REC
(2018-2020)
Leader:
Guido Falcone
Cerebral small vessel disease (CSVD) is a highly prevalent condition in people aged 60 years and older. CSVD
poses a heavy burden of morbidity and mortality to this age group by leading to numerous clinical
manifestations,
including small vessel ischemic stroke (SVIS), spontaneous intracerebral hemorrhage (ICH), late-life
depression
(LLD) and cognitive decline (CD). The development of effective preventive and therapeutic strategies for
CSVD
is challenging due to its multi-factorial nature, with age, hypertension, hyperlipidemia, diabetes, smoking and
the
epsilon variants in APOE, all playing a role in its development. Population genetics offers powerful tools to
identify
novel biological pathways involved in human disease. Statistical associations between DNA sequence variants
and specific diseases have strong causal implications: because mutations are randomly distributed during
meiosis, they are immune to confounding by postnatal exposures. The implementation of genomic analyses to
both identify novel biological targets and improve risk prediction strategies constitutes an appealing strategy in
CSVD because genetic variation contributes substantially to its risk. These genomic tools are greatly enhanced
in CSVD-related cerebrovascular diseases by the recently created Platform for Accelerated Genetic Discovery
in Cerebrovascular Disease, a resource of individual-level data collected in several countries that seeks to
democratize access to genetic data and potentiate stroke genetic research by making genomic data freely
available to investigators from around the world. The overarching hypothesis of this proposal is that genetic
variation shared by different CSVD-related conditions contributes substantially to the acceleration of biological
processes leading to CSVD. Given the multitude of downstream clinical manifestations caused by CSVD, this
acceleration imposes a heavy burden to elderly people. Our goal is to harness this joint genetic contribution to
the acceleration of CSVD-related conditions to identify novel biological mechanisms leading to CSVD. We
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will
pursue the following aims: (1) determine the proportion of variance in age-of-onset of SVIS, ICH, LLD and
CD
explained by common genetic variation; (2) Determine the proportion of shared genetic contribution to
age-ofonset
in SVIS, ICH, LLD and CD; (3) identify mutations that jointly contribute to the accelerated development of
SVIS, ICH, LLD and CD; (4) derive and test a prediction tool based on genetics risk factors shared by
age-ofonset
of SVIS, ICH, LLD and CD. This proposal will: (1) identify genes and biological mechanisms leading to
earlier CSVD onset that may be targeted by novel preventive and therapeutic interventions, (2) identify genetic
risk loci for accelerated CSVD that may improve clinical decision-making by enhancing risk stratification
strategies; (3) serve as an educational platform to acquire research training in Aging, computational biology
and
Big Data tools, and (4) generate crucial preliminary data to apply to the Paul B. Beeson Emerging Leaders
Career Development Award in Aging. It will also contribute to support an early stage investigator that belongs
to
a minority currently underrepresented in the fields of Medical and Public Health research.
8. Project Title: Social Pensions, Health and Informal Elderly Care by the Community: REC (2016-2020)
Leader:
Xi Chen
Millions of seniors in developing countries often lack both income and a formal safety net, and are at high
risk for a variety of health problems. The family provides primary old-age support but may present difficulties
for both the elderly and their family. Social pensions, i.e., non-contributory cash transfers paid regularly to
older
people, are the key to alleviating old age poverty, reducing income insecurity, and investing in health. Though
social pensions granted to older persons have the potential to greatly improve geriatric health conditions, the
story is far more complex that the effect may go through multiple pathways. Meanwhile, multi-factorial forces
at
the individual level, the family level, and the community level may interact with social pension benefits to
determine multidimensional health measures and their trajectories.
Utilizing extremely rich information on self-reported health, coexisting diseases, and blood/non-blood
biomarkers in a HRS-sister survey in China, we will implement cutting-edge and rigorous quasi-experimental
research designs to distinguish the causal impact of social pensions from confounded factors. To advance the
literature and build the knowledge base to improve social pension policies to achieve desirable health
objectives, we examine how health of seniors and old-age social support respond to pension benefits, through
what channels, and how multiple (e.g., disease, demographic, social environmental) factors mediate the
relationship between pension benefits and multiple domains of healthy aging. We hypothesize that nutrition,
financial strain, health services utilization, and retirement are multiple pathways through which social pensions
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affect old-age health, and that the independent factors, i.e., pre-existing health conditions, children’s
instrumental support, access to health facilities, and their combined effects play a key mediating role on health
outcomes. Our approach acknowledges that pensions do not benefit senior health in a singular process, but
may exist via one or more factors of varying severity, and that these factors may interact. Specifically, we will
accomplish three aims: 1) evaluate the impact of social pensions on self-rated health, diseases, and
biomarkers; 2) understand multiple pathways and joint mediating factors between pensions and health; and 3)
examine whether social pension amplifies or dissipates informal social support for the elderly.
We will pioneer studies of social pensions and old-age health via making best use of the most appropriate
biomarkers to inform public policies. Distinguishing the causal impact of social pensions, we also aim to build
the knowledge base to improve social pensions to achieve desirable health objectives. This work will provide
novel information about the influence of social pension benefits on geriatric health conditions, which holds
general and important implications for social security programs in the U.S. and the developing countries.
9. Project Title:
Molecular Underpinnings of Social Disparities: REC (2018-2020)
Leader:
Morgan Levine
The risks of morbidity and mortality progressively increase with age. This growing susceptibility is
perceived to be a result of the aging process, characterized by accumulating dysregulation and breakdown
across multiple interacting systems. Aging-related damage at the molecular level eventually impacts higher
order
systems, affecting organ functioning and contributing to pathogenesis of disease. Nevertheless, there exist
striking differences between individuals in the rate and manner in which they age. Factors such as social
disadvantages experienced throughout the life course may have profound effects on a person’s rate of aging, as
evidenced by higher age-specific rates of heart disease, cancer, diabetes, and neurodegenerative diseases;
accelerated physical and cognitive decline; and faster rates of aging (1-8). However, much is still unknown
regarding the underlying biology through which social disparities experienced at different stages in the life
course
“get under the skin” and, in turn, increase vulnerability to adverse outcomes later in life.
I propose to use a unique new data resource from the Health and Retirement Study (HRS) to elucidate
the biological pathways and networks through which life course social disadvantage “gets under the skin” and
influences subsequent morbidity and mortality. The integration of multidimensional molecular, physiological,
sociodemographic, psychological, and health data to study human health and aging exemplifies the Yale
Pepper
Center theme of multifactorial geriatric health conditions. Further, identifying the biological pathways through
which social/behavioral environments influence morbidity and mortality is essential for extracting biological
insight and identifying translational opportunities to positively impact these dynamics.

Generated on: 09/25/2020, 9:59:22 AM

31 of 55

Pepper_Annual_Yale_2019-2020

Generated on: 09/25/2020, 9:59:22 AM

10. Project Title: Mindfulness based stress reduction for older couples with metabolic syndrome: REC
(2017-2020)
Leader:
Joan Monin
A promising intervention likely to benefit older couples with metabolic syndrome is Mindfulness Based
Stress
Reduction (MBSR)(Kabat-Zinn, 2013). MBSR is a standardized 8-week manualized program in which a
trained clinician teaches participants to engage in mindful meditation in their daily lives to reduce stress. A
growing number of MBSR studies show psychological and physical health benefits across multiple health
contexts (Grossman, Niemann, Schmidt, & Walach, 2004). The overarching goal of this study is to adapt
MBSR to older couples with metabolic syndrome to maximize stress reduction effects on both partners’
psychological and physical health.
11. Project Title:

What Matters in the ED: older adults’ desires and providers’ beliefs: Small
REC (2019-2020)
Leader:
Cameron Gettel
The overall objective of this proposal is to identify the fears, concerns, and desired outcomes of
older adults regarding their healthcare in the ED, and descriptively understand if ED providers are
prioritizing patient-centered outcomes during their care. The proposed investigation adheres to
the Pepper Center theme of investigating multifactorial geriatric health conditions by embracing
methods of multiple chronic conditions research. A key feature of multiple chronic conditions
research is attention to multilevel contextual factors that impact patient outcomes. In the brief
interviews, patient fears and desired outcomes will elicit the predisposing factors (physiologic,
impairment, disease, sociodemographic) and precipitating factors (behavioral, environmental,
social, medical, psychological) for seeking care. By assessing underlying comorbidities, the
proposed investigation will integrate multilevel contextual factors and provide meaningful baseline
descriptive information on the level to which patient priorities and desired outcomes are being
addressed in the ED. Through the use of interviews aimed at identifying patient-centered clinical
outcomes, the proposed investigation recognizes some of the many factors that impact health in
older persons. Furthermore, assessment of ED providers’ priorities and their interpretation of what
outcomes they believe patients prefer will advance clinical decision-making, particularly identifying
older person’s health outcome priorities.

12. Project Title:

Antimicrobial Burden in Older Adults on Palliative Chemotherapy:Small REC
(2018-2020)
Leader:
Rupak Datta
By 2030, persons aged 65 years or older (i.e., older persons) will account for 20% of the
population and over 60% of cancer cases in the United States. The number of cancer cases in
older persons is estimated to exceed 12 million persons over the next decade; as a result, many
older persons will live with advanced cancer. Advanced cancer is an indication for palliative care,
a comprehensive approach to improve quality of life that includes palliative chemotherapy.
However, older persons on palliative chemotherapy incur high risks of infection resulting in
widespread antimicrobial use. This finding has significant clinical impact because antimicrobial use
in older persons on palliative chemotherapy may precipitate adverse events, generate reservoirs of
antimicrobial resistance, achieve limited symptom relief, reduce quality of life, and affect survival.
Understanding the epidemiology of antimicrobial use in older persons on palliative chemotherapy
may inform
infection management strategies that promote principles of palliative medicine and antimicrobial
stewardship.
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The overall objective of this proposal is to evaluate the longitudinal burden of antimicrobial
therapy in older persons on palliative chemotherapy. We will accomplish this objective by using a
retrospective hospitalization dataset of older persons on palliative chemotherapy.
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II. RESEARCH, RESOURCES AND ACTIVITIES (continued...)
D. DEVELOPMENT PROJECTS (0 Development Projects Listed)
No development projects.
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III. CAREER DEVELOPMENT
REC Scholar, Research & Grants Funded During Pepper Supported Time
Xi Chen
Assistant Professor of Public Health (Health Policy) / Yale University
Social Pensions, Health and Informal Elderly Care by the Community
Guido Falcone
Assistant Professor of Medicine (Neurology) / Yale University
Multi-Phenotype Big Data Approach to Cerebral Small Vessel Disease Genomics

Years

Publications

2016-2020 20 (2 1st/Sr)

2017-2020 21 (1 1st/Sr)

P30AG021342
R03NS112859

Morgan Levine
Assistant Professor of Pathology / Yale University
Multiple Molecular Underpinnings of Social Disparities

2018-2020 6 (1 1st/Sr)

R01AG065403
R01AG068285

Joan Monin
Associate Professor of Public Health (Social and Behavioral Sciences) / Yale
University
Metabolic Syndrome Mindfulness Couples

2018-2020 6 (6 1st/Sr)

R01AG058565
R21AG055861

Janice Hwang
Assistant Professor of Medicine (Endocrinology) / Yale University
Multifactorial Associations with and Consequences of Decreased Glutathione in the
Aging Human Brain
Brienne Miner
Assistant Professor of Medicine (Geriatrics) / Yale University
Insomnia Symptoms as a Multifactorial Geriatric Health Condition
Maor Sauler
Assistant Professor of Medicine (Pulmonary) / Yale University
Assessing Multiple Pathways of DNA Damage Responses in Normal Lung Aging
and in Chronic Obstructive Pulmonary Disease (COPD)
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2019-2021 4 (2 1st/Sr)
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IV. PUBLICATIONS
2020
1. Genetic Variation and Response to Neurocritical Illness: a Powerful Approach to Identify Novel
Pathophysiological Mechanisms and Therapeutic Targets.
Acosta JN, Brown SC, Falcone GJ
Neurotherapeutics, 2020 Jan 23, 17(2): 581-592
https://doi.org/10.1007/s13311-020-00837-2 | PMID: 31975153 | PMCID: PMC7283396
Citations: 2 | AltScore: 2.85
2. Association of Fish Oil and Physical Activity on Mobility Disability in Older Adults.
Balachandran A, Gundermann DM, Walkup MP, King AC, Ambrosius WT, Kritchevsky SB, Pahor M,
Newman AB, Manini TM
Med Sci Sports Exerc, 2020 Apr, 52(4): 859-867
https://doi.org/10.1249/MSS.0000000000002195 | PMID: 31688650 | PMCID: PMC7123515
Citations: | AltScore: 4.85
3. Midlife Study of the Louisville Twins: Connecting Cognitive Development to Biological and
Cognitive Aging.
Beam CR, Turkheimer E, Finkel D, Levine ME, Zandi E, Guterbock TM, Giangrande EJ, Ryan L,
Pasquenza N, Davis DW
Behav Genet, 2020 Mar, 50(2): 73-83
https://doi.org/10.1007/s10519-019-09983-6 | PMID: 31820295 | PMCID: PMC7033012
Citations: | AltScore: 0.75
4. Regionalization of emergency general surgery operations: A simulation study.
Becher RD, Sukumar N, DeWane MP, Gill TM, Maung AA, Schuster KM, Stolar MJ, Davis KA
J Trauma Acute Care Surg, 2020 Mar, 88(3): 366-371
https://doi.org/10.1097/TA.0000000000002543 | PMID: 31804419
Citations: | AltScore: 11
5. Hospital Variation in Geriatric Surgical Safety for Emergency Operation.
Becher RD, Sukumar N, DeWane MP, Stolar MJ, Gill TM, Schuster KM, Maung AA, Zogg CK, Davis
KA
J Am Coll Surg, 2020 Jun, 230(6): 966-973.e10
https://doi.org/10.1016/j.jamcollsurg.2019.10.018 | PMID: 32032720 | PMCID: PMC7409563
Citations: | AltScore: 13.7
6. Efficacy of a Self-Help Web-Based Recovery Training in Improving Sleep in Workers: Randomized
Controlled Trial in the General Working Population.
Behrendt D, Ebert DD, Spiegelhalder K, Lehr D
J Med Internet Res, 2020 Jan 7, 22(1): e13346
https://doi.org/10.2196/13346 | PMID: 31909725 | PMCID: PMC6996739
Citations: | AltScore: 3.75
7. Comparative Effects of Angiotensin-Converting Enzyme Inhibitors and Angiotensin Receptor
Blockers on Response to a Physical Activity Intervention in Older Adults: Results From the
Lifestyle Interventions and Independence for Elders Study.
Brown JD, Smith SM, Strotmeyer ES, Kritchevsky SB, Gill TM, Blair SN, Fielding RA, Buford TW,
Pahor M, Manini TM
J Gerontol A Biol Sci Med Sci, 2020 Apr 17, 75(5): 1010-1016
https://doi.org/10.1093/gerona/glz120 | PMID: 31070702 | PMCID: PMC7164526
Citations: 2 | AltScore: 4.75
8. Anticoagulation after intracerebral hemorrhage: a perfect clinical scenario for genetics-based
precision medicine.
Brown SC, Sheth KN, Falcone GJ
Pharmacogenomics, 2020 Apr, 21(5): 307-309
https://doi.org/10.2217/pgs-2019-0181 | PMID: 32238090
Citations: | AltScore: NA
9. Global reach of ageism on older persons' health: A systematic review.
Chang ES, Kannoth S, Levy S, Wang SY, Lee JE, Levy BR
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PLoS One, 2020, 15(1): e0220857
https://doi.org/10.1371/journal.pone.0220857 | PMID: 31940338 | PMCID: PMC6961830
Citations: 4 | AltScore: 511.826
10. Physician Practice Patterns for Performing Thoracentesis in Patients Taking Anticoagulant
Medications.
DeBiasi EM, Murphy TE, Araujo KLB, Pisani MA, Puchalski JT
J Bronchology Interv Pulmonol, 2020 Jan, 27(1): 42-49
https://doi.org/10.1097/LBR.0000000000000614 | PMID: 31436608 | PMCID: PMC6923589
Citations: | AltScore: NA
11. Deep Learning for Automated Measurement of Hemorrhage and Perihematomal Edema in
Supratentorial Intracerebral Hemorrhage.
Dhar R, Falcone GJ, Chen Y, Hamzehloo A, Kirsch EP, Noche RB, Roth K, Acosta J, Ruiz A, Phuah CL,
Woo D, Gill TM, Sheth KN, Lee JM
Stroke, 2020 Feb, 51(2): 648-651
https://doi.org/10.1161/STROKEAHA.119.027657 | PMID: 31805845 | PMCID: PMC6993878
Citations: 2 | AltScore: 46.4
12. Genetically Elevated LDL Associates with Lower Risk of Intracerebral Hemorrhage.
Falcone GJ, Kirsch E, Acosta JN, Noche RB, Leasure A, Marini S, Chung J, Selim M, Meschia JF, Brown
DL, Worrall BB, Tirschwell DL, Jagiella JM, Schmidt H, Jimenez-Conde J, Fernandez-Cadenas I,
Lindgren A, Slowik A, Gill D, Holmes M, Phuah CL, Petersen NH, Matouk Md CN, Gunel M, Sansing L,
Bennett D, Chen Z, Sun LL, Clarke R, Walters RG, Gill TM, Biffi A, Kathiresan S, Langefeld CD, Woo
D, Rosand J, Sheth KN, Anderson CD, International Stroke Genetics Consortium.
Ann Neurol, 2020 Apr 11, 88(1): 56-66
https://doi.org/10.1002/ana.25740 | PMID: 32277781
Citations: | AltScore: 20.35
13. Home Health Rehabilitation Utilization Among Medicare Beneficiaries Following Critical Illness.
Falvey JR, Murphy TE, Gill TM, Stevens-Lapsley JE, Ferrante LE
J Am Geriatr Soc, 2020 Mar 18, 68(7): 1512-1519
https://doi.org/10.1111/jgs.16412 | PMID: 32187664
Citations: | AltScore: 29.1
14. Chronic Disease Decision Making and \What Matters Most\.
Fried TR, Street RL Jr, Cohen AB
J Am Geriatr Soc, 2020 Mar, 68(3): 474-477
https://doi.org/10.1111/jgs.16371 | PMID: 32043559 | PMCID: PMC7197748
Citations: 1 | AltScore: 15.2
15. Cooperation and conflict in intra-hospital transfers: A qualitative analysis.
Germack HD, Fekieta R, Campbell Britton M, Feder SL, Rosenberg A, Chaudhry SI
Nurs Open, 2020 Mar, 7(2): 634-641
https://doi.org/10.1002/nop2.434 | PMID: 32089862 | PMCID: PMC7024622
Citations: | AltScore: NA
16. Recovery from Severe Disability that Develops Progressively Versus Catastrophically: Incidence,
Risk Factors, and Intervening Events.
Gill TM, Gahbauer EA, Leo-Summers L, Murphy TE
J Am Geriatr Soc, 2020 Jun 3
https://doi.org/10.1111/jgs.16567 | PMID: 32495396
Citations: | AltScore: 5.05
17. Cohort Profile: The Precipitating Events Project (PEP Study).
Gill TM, Han L, Gahbauer EA, Leo-Summers L, Murphy TE
J Nutr Health Aging, 2020, 24(4): 438-444
https://doi.org/10.1007/s12603-020-1341-4 | PMID: 32242212 | PMCID: PMC7322244
Citations: | AltScore: 10.7
18. Optimizing Retention in a Pragmatic Trial of Community-Living Older Persons: The STRIDE
Study.
Gill TM, McGloin JM, Shelton A, Bianco LM, Skokos EA, Latham NK, Ganz DA, Nyquist LV, Wallace
RB, Carnie MB, Dykes PC, Goehring LA, Doyle M, Charpentier PA, Greene EJ, Araujo KL
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J Am Geriatr Soc, 2020 Mar 25, 68(6): 1242-1249
https://doi.org/10.1111/jgs.16356 | PMID: 32212395
Citations: 1 | AltScore: 5.7
19. Patient Recommendations to Improve the Implementation of and Engagement With Portals in
Acute Care: Hospital-Based Qualitative Study.
Greysen SR, Magan Y, Rosenthal J, Jacolbia R, Auerbach AD, Harrison JD
J Med Internet Res, 2020 Jan 14, 22(1): e13337
https://doi.org/10.2196/13337 | PMID: 31934868 | PMCID: PMC6996719
Citations: | AltScore: 0.75
20. Schizophrenia and Epigenetic Aging Biomarkers: Increased Mortality, Reduced Cancer Risk, and
Unique Clozapine Effects.
Higgins-Chen AT, Boks MP, Vinkers CH, Kahn RS, Levine ME
Biol Psychiatry, 2020 Aug 1, 88(3): 224-235
https://doi.org/10.1016/j.biopsych.2020.01.025 | PMID: 32199607 | PMCID: PMC7368835
Citations: | AltScore: 21.3
21. Predictors of Residential Care Admission in Community-Dwelling Older People With Dementia.
Jamieson H, Abey-Nesbit R, Nishtala PS, Allore H, Han L, Deely JM, Pickering JW
J Am Med Dir Assoc, 2020 Jul 6
pii: S1525-8610(20)30351-0. https://doi.org/10.1016/j.jamda.2020.04.021 | PMID: 32646821
Citations: | AltScore: 1.85
22. Genetic underpinnings of cerebral edema in acute brain injury: an opportunity for pathway
discovery.
Kirsch E, Szejko N, Falcone GJ
Neurosci Lett, 2020 Jun 21, 730: 135046
https://doi.org/10.1016/j.neulet.2020.135046 | PMID: 32464484 | PMCID: PMC7372633
Citations: | AltScore: NA
23. General practitioners' provision of end-of-life care and associations with dying at home: a
registry-based longitudinal study.
Kjellstadli C, Allore H, Husebo BS, Flo E, Sandvik H, Hunskaar S
Fam Pract, 2020 Jul 23, 37(3): 340-347
https://doi.org/10.1093/fampra/cmz059 | PMID: 31995182 | PMCID: PMC7377342
Citations: 1 | AltScore: 0.75
24. Pilot Observational Study to Detect Diurnal Variation and Misalignment in Heart Rate Among
Critically Ill Patients.
Knauert MP, Murphy TE, Doyle MM, Pisani MA, Redeker NS, Yaggi HK
Front Neurol, 2020, 11: 637
https://doi.org/10.3389/fneur.2020.00637 | PMID: 32760341 | PMCID: PMC7373742
Citations: | AltScore: NA
25. Assessment of Epigenetic Clocks as Biomarkers of Aging in Basic and Population Research.
Levine ME
J Gerontol A Biol Sci Med Sci, 2020 Feb 14, 75(3): 463-465
https://doi.org/10.1093/gerona/glaa021 | PMID: 31995162 | PMCID: PMC7328198
Citations: | AltScore: NA
26. Ageism Amplifies Cost and Prevalence of Health Conditions.
Levy BR, Slade MD, Chang ES, Kannoth S, Wang SY
Gerontologist, 2020 Jan 24, 60(1): 174-181
https://doi.org/10.1093/geront/gny131 | PMID: 30423119 | PMCID: PMC7182003
Citations: 5 | AltScore: 369.076
27. An Online Pain Education Program for Working Adults: Pilot Randomized Controlled Trial.
Li Y, Tse MYM
J Med Internet Res, 2020 Jan 14, 22(1): e15071
https://doi.org/10.2196/15071 | PMID: 31934865 | PMCID: PMC6996734
Citations: 1 | AltScore: 4.25
28. Linking early life risk factors to frailty in old age: evidence from the China Health and Retirement
Longitudinal Study.
Generated on: 09/25/2020, 9:59:22 AM

38 of 55

Pepper_Annual_Yale_2019-2020

Generated on: 09/25/2020, 9:59:22 AM

Li Y, Xue QL, Odden MC, Chen X, Wu C
Age Ageing, 2020 Feb 27, 49(2): 208-217
https://doi.org/10.1093/ageing/afz160 | PMID: 31957780 | PMCID: PMC7047816
Citations: 1 | AltScore: 11.05
29. Differences in Admission Blood Pressure Among Causes of Intracerebral Hemorrhage.
Lin J, Piran P, Lerario MP, Ong H, Gupta A, Murthy SB, D?az I, Stieg PE, Knopman J, Falcone GJ, Sheth
KN, Fink ME, Merkler AE, Kamel H
Stroke, 2020 Feb, 51(2): 644-647
https://doi.org/10.1161/STROKEAHA.119.028009 | PMID: 31818231
Citations: | AltScore: 15.35
30. Chronic polypharmacy with increasing Drug Burden Index (DBI) exacerbates frailty and impairs
physical function, with effects attenuated by deprescribing, in aged mice.
Mach J, Gemikonakli G, Logan C, Vander Wyk B, Allore H, Ekambareshwar S, Kane AE, Howlett SE, de
Cabo R, Le Couteur DG, Hilmer SN
J Gerontol A Biol Sci Med Sci, 2020 Mar 9
pii: glaa060. https://doi.org/10.1093/gerona/glaa060 | PMID: 32147704
Citations: 1 | AltScore: 30.65
31. Health-care use and cost for multimorbid persons with dementia in the National Health and Aging
Trends Study.
MacNeil-Vroomen JL, Thompson M, Leo-Summers L, Marottoli RA, Tai-Seale M, Allore HG
Alzheimers Dement, 2020 Jul 30
https://doi.org/10.1002/alz.12094 | PMID: 32729984
Citations: | AltScore: 2.75
32. Race/ethnicity influences outcomes in young adults with supratentorial intracerebral hemorrhage.
Miyares LC, Falcone GJ, Leasure A, Adeoye O, Shi FD, Kittner SJ, Langefeld C, Vagal A, Sheth KN,
Woo D
Neurology, 2020 Mar 24, 94(12): e1271-e1280
https://doi.org/10.1212/WNL.0000000000008930 | PMID: 31969467 | PMCID: PMC7274930
Citations: | AltScore: 36.5
33. Non-Traumatic Subdural Hemorrhage and Risk of Arterial Ischemic Events.
Murthy SB, Wu X, Diaz I, Parasram M, Parikh NS, Iadecola C, Merkler AE, Falcone GJ, Brown S, Biffi
A, Ch'ang J, Knopman J, Stieg PE, Navi BB, Sheth KN, Kamel H
Stroke, 2020 May, 51(5): 1464-1469
https://doi.org/10.1161/STROKEAHA.119.028510 | PMID: 32178587 | PMCID: PMC7188584
Citations: | AltScore: 1.95
34. Impact of Anticholinergic Burden on Cognitive Performance: A Cohort Study of
Community-Dwelling Older Adults.
Nishtala PS, Allore H, Han L, Jamieson HA, Hilmer SN, Chyou TY
J Am Med Dir Assoc, 2020 May 8
pii: S1525-8610(20)30286-3. https://doi.org/10.1016/j.jamda.2020.03.027 | PMID: 32402780
Citations: | AltScore: NA
35. Cardiac rehabilitation in older adults: is it just lifestyle?
Norekv?l TM, Allore HG
Heart, 2020 Jul, 106(14): 1035-1037
https://doi.org/10.1136/heartjnl-2019-316497 | PMID: 32299827 | PMCID: PMC7361003
Citations: | AltScore: 15.6
36. Rethinking rehabilitation after percutaneous coronary intervention: a protocol of a multicentre
cohort study on continuity of care, health literacy, adherence and costs at all care levels (the
CONCARD<sup>PCI</sup>).
Norekv?l TM, Allore HG, Bendz B, Bjorvatn C, Borregaard B, Br?rs G, Deaton C, F?lun N,
Hadjistavropoulos H, Hansen TB, Igland S, Larsen AI, Palm P, Pettersen TR, Rasmussen TB, Schj?tt J,
S?gaard R, Valaker I, Zwisler AD, Rotevatn S, CONCARD Investigators.
BMJ Open, 2020 Feb 12, 10(2): e031995
https://doi.org/10.1136/bmjopen-2019-031995 | PMID: 32054625 | PMCID: PMC7045256
Citations: 1 | AltScore: 8
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37. Impact and Lessons From the Lifestyle Interventions and Independence for Elders (LIFE) Clinical
Trials of Physical Activity to Prevent Mobility Disability.
Pahor M, Guralnik JM, Anton SD, Ambrosius WT, Blair SN, Church TS, Espeland MA, Fielding RA, Gill
TM, Glynn NW, Groessl EJ, King AC, Kritchevsky SB, Manini TM, McDermott MM, Miller ME,
Newman AB, Williamson JD
J Am Geriatr Soc, 2020 Apr, 68(4): 872-881
https://doi.org/10.1111/jgs.16365 | PMID: 32105353 | PMCID: PMC7187344
Citations: | AltScore: 13
38. Tracking Multimorbidity Changes in Diverse Racial/Ethnic Populations Over Time: Issues and
Considerations.
Qui?ones AR, Allore HG, Botoseneanu A, Newsom JT, Nagel CL, Dorr DA
J Gerontol A Biol Sci Med Sci, 2020 Jan 20, 75(2): 297-300
https://doi.org/10.1093/gerona/glz028 | PMID: 30721991 | PMCID: PMC7176055
Citations: 1 | AltScore: 6.75
39. Measuring spatial accessibility and within-province disparities in accessibility to county hospitals in
Shaanxi Province of Western China based on web mapping navigation data.
Shen C, Zhou Z, Lai S, Lu L, Dong W, Su M, Zhang J, Wang X, Deng Q, Chen Y, Chen X
Int J Equity Health, 2020 Jun 18, 19(1): 99
https://doi.org/10.1186/s12939-020-01217-0 | PMID: 32552715 | PMCID: PMC7302366
Citations: | AltScore: NA
40. IL-7 receptor alpha defines heterogeneity and signature of human effector memory CD8+ T cells in
high dimensional analysis.
Shin MS, Kim D, Yim K, Park HJ, You S, Dong X, Koumpouras F, Shaw AC, Fan R, Krishnaswamy S,
Kang I
Cell Immunol, 2020 Sep, 355: 104155
https://doi.org/10.1016/j.cellimm.2020.104155 | PMID: 32619811 | PMCID: PMC7415611
Citations: | AltScore: 1.75
41. Leveraging effect size distributions to improve polygenic risk scores derived from summary
statistics of genome-wide association studies.
Song S, Jiang W, Hou L, Zhao H
PLoS Comput Biol, 2020 Feb, 16(2): e1007565
https://doi.org/10.1371/journal.pcbi.1007565 | PMID: 32045423 | PMCID: PMC7039528
Citations: | AltScore: 8.9
42. Vasomotor Symptoms and Accelerated Epigenetic Aging in the Women's Health Initiative (WHI).
Thurston RC, Carroll JE, Levine M, Chang Y, Crandall C, Manson JE, Pal L, Hou L, Shadyab AH,
Horvath S
J Clin Endocrinol Metab, 2020 Apr 1, 105(4):
pii: dgaa081. https://doi.org/10.1210/clinem/dgaa081 | PMID: 32080740 | PMCID: PMC7069347
Citations: 1 | AltScore: 5.45
43. Physician Orders for Life-Sustaining Treatment and Limiting Overtreatment at the End of Life.
Truog RD, Fried TR
JAMA, 2020 Feb 16
https://doi.org/10.1001/jama.2019.22522 | PMID: 32062673 | PMCID: PMC7429267
Citations: | AltScore: 160.45
44. Re-evaluation of the Uplift Clinical Trial Using Age-Appropriate Spirometric Criteria.
Vaz Fragoso CA, Leo-Summers LS, Gill TM, McAvay GJ
Chest, 2020 Aug, 158(2): 539-549
https://doi.org/10.1016/j.chest.2020.02.070 | PMID: 32278783 | PMCID: PMC7417373
Citations: | AltScore: 1.1
45. Antihypertensive medications and physical function in older persons.
Vaz Fragoso CA, McAvay GJ
Exp Gerontol, 2020 Sep, 138: 111009
https://doi.org/10.1016/j.exger.2020.111009 | PMID: 32593771 | PMCID: PMC7395796
Citations: | AltScore: 14.2
46. The OATH Syndemic: opioids and other substances, aging, alcohol, tobacco, and HIV.
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Womack JA, Justice AC
Curr Opin HIV AIDS, 2020 Jul, 15(4): 218-225
https://doi.org/10.1097/COH.0000000000000635 | PMID: 32487817 | PMCID: PMC7422477
Citations: | AltScore: 0.5
47. Health Inequality among Chinese Older Adults: The Role of Childhood Circumstances.
Yan B, Chen X, Gill TM
J Econ Ageing, 2020 Oct, 17:
https://doi.org/10.1016/j.jeoa.2020.100237 | PMID: 32064224 | PMCID: PMC7021249
Citations: | AltScore: NA
48. Single cell immune profiling of dengue virus patients reveals intact immune responses to Zika virus
with enrichment of innate immune signatures.
Zhao Y, Amodio M, Vander Wyk B, Gerritsen B, Kumar MM, van Dijk D, Moon K, Wang X, Malawista
A, Richards MM, Cahill ME, Desai A, Sivadasan J, Venkataswamy MM, Ravi V, Fikrig E, Kumar P,
Kleinstein SH, Krishnaswamy S, Montgomery RR
PLoS Negl Trop Dis, 2020 Mar, 14(3): e0008112
https://doi.org/10.1371/journal.pntd.0008112 | PMID: 32150565 | PMCID: PMC7082063
Citations: 1 | AltScore: 21
2019
1. Genetic underpinnings of recovery after stroke: an opportunity for gene discovery, risk
stratification, and precision medicine.
Acosta JN, Brown SC, Falcone GJ
Genome Med, 2019 Sep 13, 11(1): 58
https://doi.org/10.1186/s13073-019-0671-5 | PMID: 31519204 | PMCID: PMC6743185
Citations: | AltScore: 7.85
2. Joint modeling of concurrent binary outcomes in a longitudinal observational study using inverse
probability of treatment weighting for treatment effect estimation.
Agogo GO, Murphy TE, McAvay GJ, Allore HG
Ann Epidemiol, 2019 Jul, 35: 53-58
https://doi.org/10.1016/j.annepidem.2019.04.008 | PMID: 31085069 | PMCID: PMC6626675
Citations: 2 | AltScore: 1.25
3. Intervention to Prevent Falls: Community-Based Clinics.
Baker DI, Leo-Summers L, Murphy TE, Katz B, Capobianco BA
J Appl Gerontol, 2019 Jul, 38(7): 999-1010
https://doi.org/10.1177/0733464817721113 | PMID: 28737101
Citations: | AltScore: 0.75
4. Hospital Operative Volume and Quality Indication for General Surgery Operations Performed
Emergently in Geriatric Patients.
Becher RD, DeWane MP, Sukumar N, Stolar MJ, Gill TM, Becher RM, Maung AA, Schuster KM, Davis
KA
J Am Coll Surg, 2019 Jun, 228(6): 910-923
https://doi.org/10.1016/j.jamcollsurg.2019.02.053 | PMID: 31005629 | PMCID: PMC6582986
Citations: | AltScore: 14.05
5. Evaluating mortality outlier hospitals to improve the quality of care in emergency general surgery.
Becher RD, DeWane MP, Sukumar N, Stolar MJ, Gill TM, Maung AA, Schuster KM, Davis KA
J Trauma Acute Care Surg, 2019 Aug, 87(2): 297-306
https://doi.org/10.1097/TA.0000000000002271 | PMID: 30908450 | PMCID: PMC6660354
Citations: 1 | AltScore: 3.85
6. Hospital Volume and Operative Mortality for General Surgery Operations Performed Emergently
in Adults.
Becher RD, DeWane MP, Sukumar N, Stolar MJ, Gill TM, Maung AA, Schuster KM, Davis KA
Ann Surg, 2019 Feb 8
https://doi.org/10.1097/SLA.0000000000003232 | PMID: 30829696 | PMCID: PMC6803029
Citations: | AltScore: NA
7. Factors Associated With Functional Recovery Among Older Survivors of Major Surgery.
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7. Factors Associated With Functional Recovery Among Older Survivors of Major Surgery.
Becher RD, Murphy TE, Gahbauer EA, Leo-Summers L, Stabenau HF, Gill TM
Ann Surg, 2019 Feb 6, 272(1): 92-98
https://doi.org/10.1097/SLA.0000000000003233 | PMID: 30741734 | PMCID: PMC6684864
Citations: 2 | AltScore: 5.95
8. Modeling defibrillation benefit for survival among cardiac resynchronization therapy defibrillator
recipients.
Bilchick KC, Wang Y, Curtis JP, Cheng A, Dharmarajan K, Shadman R, Dardas TF, Anand I, Lund LH,
Dahlstr?m U, Sartipy U, Maggioni A, O'Connor C, Levy WC
Am Heart J, 2020 Apr, 222: 93-104
https://doi.org/10.1016/j.ahj.2019.12.017 | PMID: 32032927
Citations: | AltScore: 0.5
9. Mapping the care transition from hospital to skilled nursing facility.
Campbell Britton M, Petersen-Pickett J, Hodshon B, Chaudhry SI
J Eval Clin Pract, 2019 Jul 16, 26(3): 786-790
https://doi.org/10.1111/jep.13238 | PMID: 31309664 | PMCID: PMC6962572
Citations: | AltScore: NA
10. Smog, Cognition and Real-World Decision-Making.
Chen X
Int J Health Policy Manag, 2019 Feb 1, 8(2): 76-80
https://doi.org/10.15171/ijhpm.2018.105 | PMID: 30980620 | PMCID: PMC6462201
Citations: 1 | AltScore: NA
11. Does money relieve depression? Evidence from social pension expansions in China.
Chen X, Wang T, Busch SH
Soc Sci Med, 2019 Jan, 220: 411-420
https://doi.org/10.1016/j.socscimed.2018.12.004 | PMID: 30530234 | PMCID: PMC6800113
Citations: 4 | AltScore: 26.23
12. End-of-Life Decision Making and Treatment for Patients with Professional Guardians.
Cohen AB, Benjamin AZ, Fried TR
J Am Geriatr Soc, 2019 Oct, 67(10): 2161-2166
https://doi.org/10.1111/jgs.16072 | PMID: 31301189 | PMCID: PMC6800801
Citations: | AltScore: 5.7
13. Characteristics of Patients With Professional Guardians in the Department of Veterans Affairs
Health Care System.
Cohen AB, Trentalange M, Benjamin AZ, Fried TR
JAMA Intern Med, 2019 Jan 1, 179(1): 107-108
https://doi.org/10.1001/jamainternmed.2018.4849 | PMID: 30398533 | PMCID: PMC6500761
Citations: 1 | AltScore: 10.5
14. Agreement between actigraphic and polysomnographic measures of sleep in adults with and without
chronic conditions: A systematic review and meta-analysis.
Conley S, Knies A, Batten J, Ash G, Miner B, Hwang Y, Jeon S, Redeker NS
Sleep Med Rev, 2019 Aug, 46: 151-160
https://doi.org/10.1016/j.smrv.2019.05.001 | PMID: 31154154 | PMCID: PMC6594867
Citations: 3 | AltScore: 14.55
15. Meaning in life moderates the association between morally injurious experiences and suicide
ideation among U.S. combat veterans: Results from the National Health and Resilience in Veterans
Study.
Corona CD, Van Orden KA, Wisco BE, Pietrzak RH
Psychol Trauma, 2019 Sep, 11(6): 614-620
https://doi.org/10.1037/tra0000475 | PMID: 31144841 | PMCID: PMC6722007
Citations: | AltScore: 0.75
16. Changing Disease Prevalence, Incidence, and Mortality Among Older Cohorts: The Health and
Retirement Study.
Crimmins EM, Zhang YS, Kim JK, Levine ME
J Gerontol A Biol Sci Med Sci, 2019 Nov 13, 74(Supplement_1): S21-S26
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https://doi.org/10.1093/gerona/glz075 | PMID: 31724057 | PMCID: PMC6853787
Citations: | AltScore: 1
17. Perspectives on antimicrobial use at the end of life among antibiotic stewardship programs: A
survey of the Society for Healthcare Epidemiology of America Research Network.
Datta R, Topal J, McManus D, Dembry LM, Quagliarello V, Juthani-Mehta M, SHEA Research Network.
Infect Control Hosp Epidemiol, 2019 Sep, 40(9): 1074-1076
https://doi.org/10.1017/ice.2019.194 | PMID: 31328703 | PMCID: PMC7165360
Citations: | AltScore: 17.45
18. Antimicrobial therapy for asymptomatic bacteriuria or candiduria in advanced cancer patients
transitioning to comfort measures.
Datta R, Wang T, Zhu M, Dembry LM, Han L, Allore H, Quagliarello V, Juthani-Mehta M
Infect Control Hosp Epidemiol, 2019 Apr, 40(4): 470-472
https://doi.org/10.1017/ice.2019.22 | PMID: 30821230 | PMCID: PMC6482377
Citations: | AltScore: 6.3
19. Increased Length of Stay Associated With Antibiotic Use in Older Adults With Advanced Cancer
Transitioned to Comfort Measures.
Datta R, Zhu M, Han L, Allore H, Quagliarello V, Juthani-Mehta M
Am J Hosp Palliat Care, 2020 Jan, 37(1): 27-33
https://doi.org/10.1177/1049909119855617 | PMID: 31185722 | PMCID: PMC6868290
Citations: 1 | AltScore: 1
20. Top-tier emergency general surgery hospitals: Good at one operation, good at them all.
DeWane MP, Sukumar N, Stolar MJ, Gill TM, Maung AA, Schuster KM, Davis KA, Becher RD
J Trauma Acute Care Surg, 2019 Aug, 87(2): 289-296
https://doi.org/10.1097/TA.0000000000002367 | PMID: 31349347 | PMCID: PMC6771423
Citations: | AltScore: 18.7
21. High-performance acute care hospitals: Excelling across multiple emergency general surgery
operations in the geriatric patient.
DeWane MP, Sukumar N, Stolar MJ, Gill TM, Maung AA, Schuster KM, Davis KA, Becher RD
J Trauma Acute Care Surg, 2019 Jul, 87(1): 140-146
https://doi.org/10.1097/TA.0000000000002273 | PMID: 31259872
Citations: | AltScore: 1.75
22. Acute Kidney Injury Among Older Patients Undergoing Coronary Angiography for Acute
Myocardial Infarction: The SILVER-AMI Study.
Dodson JA, Hajduk A, Curtis J, Geda M, Krumholz HM, Song X, Tsang S, Blaum C, Miller P, Parikh CR,
Chaudhry SI
Am J Med, 2019 Dec, 132(12): e817-e826
https://doi.org/10.1016/j.amjmed.2019.05.022 | PMID: 31170374 | PMCID: PMC6891160
Citations: | AltScore: 8.35
23. Thirty-Day Readmission Risk Model for Older Adults Hospitalized With Acute Myocardial
Infarction.
Dodson JA, Hajduk AM, Murphy TE, Geda M, Krumholz HM, Tsang S, Nanna MG, Tinetti ME,
Goldstein D, Forman DE, Alexander KP, Gill TM, Chaudhry SI
Circ Cardiovasc Qual Outcomes, 2019 May, 12(5): e005320
https://doi.org/10.1161/CIRCOUTCOMES.118.005320 | PMID: 31010300 | PMCID: PMC6481309
Citations: 2 | AltScore: 155.4
24. Perspectives of Patients in Identifying Their Values-Based Health Priorities.
Feder SL, Kiwak E, Costello D, Dindo L, Hernandez-Bigos K, Vo L, Geda M, Blaum C, Tinetti ME, Naik
AD
J Am Geriatr Soc, 2019 Jul, 67(7): 1379-1385
https://doi.org/10.1111/jgs.15850 | PMID: 30844080 | PMCID: PMC6612577
Citations: 1 | AltScore: 30.35
25. The Combined Effects of Frailty and Cognitive Impairment on Post-ICU Disability among Older
ICU Survivors.
Ferrante LE, Murphy TE, Leo-Summers LS, Gahbauer EA, Pisani MA, Gill TM
Am J Respir Crit Care Med, 2019 Jul 1, 200(1): 107-110
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https://doi.org/10.1164/rccm.201806-1144LE | PMID: 30883191 | PMCID: PMC6603056
Citations: 2 | AltScore: 18.55
26. Reply to Measuring Under- and Over-Use of Medications.
Fried TR, Mecca M
J Am Geriatr Soc, 2019 Nov, 67(11): 2429
https://doi.org/10.1111/jgs.16112 | PMID: 31390042 | PMCID: PMC6861606
Citations: | AltScore: NA
27. Medication Appropriateness in Vulnerable Older Adults: Healthy Skepticism of Appropriate
Polypharmacy.
Fried TR, Mecca MC
J Am Geriatr Soc, 2019 Jun, 67(6): 1123-1127
https://doi.org/10.1111/jgs.15798 | PMID: 30697698 | PMCID: PMC6561813
Citations: 3 | AltScore: 69.9
28. Reply to Association between treatment of superficial bladder cancer and 10-year mortality in older
adults with multiple chronic conditions.
Garg T, Young AJ, O'Keeffe-Rosetti M, McMullen CK, Nielsen ME, Kirchner HL, Murphy TE
Cancer, 2019 Feb 15, 125(4): 652-653
https://doi.org/10.1002/cncr.31894 | PMID: 30516841
Citations: | AltScore: NA
29. One Step Closer to Precision Medicine Strategies Based on Genetic Information: ABCB1
Polymorphisms in the CHANCE Trial.
George BP, Falcone GJ
JAMA Neurol, 2019 May 1, 76(5): 523-525
https://doi.org/10.1001/jamaneurol.2018.4404 | PMID: 30742212
Citations: | AltScore: 7
30. Translational Geroscience: Challenges and Opportunities for Geriatric Medicine.
Gill TM
J Am Geriatr Soc, 2019 Sep, 67(9): 1779-1781
https://doi.org/10.1111/jgs.16056 | PMID: 31287924 | PMCID: PMC6732027
Citations: 1 | AltScore: 17.15
31. Taking to Bed at the End of Life.
Gill TM, Gahbauer EA, Leo-Summers L, Murphy TE
J Am Geriatr Soc, 2019 Jun, 67(6): 1248-1252
https://doi.org/10.1111/jgs.15822 | PMID: 30829402 | PMCID: PMC6986379
Citations: | AltScore: 31.5
32. Days Spent at Home in the Last Six Months of Life Among Community-Living Older Persons.
Gill TM, Gahbauer EA, Leo-Summers L, Murphy TE, Han L
Am J Med, 2019 Feb, 132(2): 234-239
https://doi.org/10.1016/j.amjmed.2018.10.029 | PMID: 30447203 | PMCID: PMC6349467
Citations: 1 | AltScore: 18.3
33. Likelihood of Sustaining an Injury in the Setting of Multiple Falls.
Gill TM, Williams CS
J Am Geriatr Soc, 2019 Jan, 67(1): 119-123
https://doi.org/10.1111/jgs.15639 | PMID: 30325022 | PMCID: PMC6583909
Citations: | AltScore: 13.95
34. Ketogenic diet activates protective d T cell responses against influenza virus infection.
Goldberg EL, Molony RD, Kudo E, Sidorov S, Kong Y, Dixit VD, Iwasaki A
Sci Immunol, 2019 Nov 15, 4(41):
pii: eaav2026. https://doi.org/10.1126/sciimmunol.aav2026 | PMID: 31732517 | PMCID: PMC7189564
Citations: 7 | AltScore: 2345.466
35. Usefulness of Social Support in Older Adults After Hospitalization for Acute Myocardial Infarction
(from the SILVER-AMI Study).
Green YS, Hajduk AM, Song X, Krumholz HM, Sinha SK, Chaudhry SI
Am J Cardiol, 2020 Feb 1, 125(3): 313-319
https://doi.org/10.1016/j.amjcard.2019.10.038 | PMID: 31787249 | PMCID: PMC7003680
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Citations: | AltScore: NA
36. Physical Activity and Performance Impact Long-term Quality of Life in Older Adults at Risk for
Major Mobility Disability.
Groessl EJ, Kaplan RM, Rejeski WJ, Katula JA, Glynn NW, King AC, Anton SD, Walkup M, Lu CJ,
Reid K, Spring B, Pahor M
Am J Prev Med, 2019 Jan, 56(1): 141-146
https://doi.org/10.1016/j.amepre.2018.09.006 | PMID: 30573142 | PMCID: PMC6309909
Citations: 2 | AltScore: 1.75
37. Optimizing Clock Drawing Scoring Criteria: Development of the West Haven-Yale Clock Drawing
Test.
Gromisch ES, Beauvais J, Iannone LP, Marottoli RA
J Am Geriatr Soc, 2019 Oct, 67(10): 2129-2133
https://doi.org/10.1111/jgs.16047 | PMID: 31287923
Citations: | AltScore: 11.05
38. Perihematomal Edema After Intracerebral Hemorrhage in Patients With Active Malignancy.
Gusdon AM, Nyquist PA, Torres-Lopez VM, Leasure AC, Falcone GJ, Sheth KN, Sansing LH, Hanley
DF, Malani R
Stroke, 2020 Jan, 51(1): 129-136
https://doi.org/10.1161/STROKEAHA.119.027085 | PMID: 31744426 | PMCID: PMC7048624
Citations: | AltScore: 17.45
39. Influence of Multimorbidity on Burden and Appropriateness of Implantable
Cardioverter-Defibrillator Therapies.
Hajduk AM, Gurwitz JH, Tabada G, Masoudi FA, Magid DJ, Greenlee RT, Sung SH, Cassidy-Bushrow
AE, Liu TI, Reynolds K, Smith DH, Fiocchi F, Goldberg R, Gill TM, Gupta N, Peterson PN, Schuger C,
Vidaillet H, Hammill SC, Allore H, Go AS, Cardiovascular Research Network Longitudinal Study of
Implantable Cardioverter Defibrillators.
J Am Geriatr Soc, 2019 Jul, 67(7): 1370-1378
https://doi.org/10.1111/jgs.15839 | PMID: 30892695 | PMCID: PMC6743319
Citations: | AltScore: 7.9
40. Association Between Mobility Measured During Hospitalization and Functional Outcomes in Older
Adults With Acute Myocardial Infarction in the SILVER-AMI Study.
Hajduk AM, Murphy TE, Geda ME, Dodson JA, Tsang S, Haghighat L, Tinetti ME, Gill TM, Chaudhry SI
JAMA Intern Med, 2019 Oct 7
https://doi.org/10.1001/jamainternmed.2019.4114 | PMID: 31589285 | PMCID: PMC6784755
Citations: | AltScore: 111.35
41. Evaluation of Complementary and Integrative Health Approaches Among US Veterans with
Musculoskeletal Pain Using Propensity Score Methods.
Han L, Goulet JL, Skanderson M, Bathulapalli H, Luther SL, Kerns RD, Brandt CA
Pain Med, 2019 Jan 1, 20(1): 90-102
https://doi.org/10.1093/pm/pny027 | PMID: 29584926 | PMCID: PMC6329442
Citations: 1 | AltScore: 12.75
42. Cost-Related Insulin Underuse Among Patients With Diabetes.
Herkert D, Vijayakumar P, Luo J, Schwartz JI, Rabin TL, DeFilippo E, Lipska KJ
JAMA Intern Med, 2019 Jan 1, 179(1): 112-114
https://doi.org/10.1001/jamainternmed.2018.5008 | PMID: 30508012 | PMCID: PMC6583414
Citations: 7 | AltScore: 1371.066
43. A statistical framework for cross-tissue transcriptome-wide association analysis.
Hu Y, Li M, Lu Q, Weng H, Wang J, Zekavat SM, Yu Z, Li B, Gu J, Muchnik S, Shi Y, Kunkle BW,
Mukherjee S, Natarajan P, Naj A, Kuzma A, Zhao Y, Crane PK, Alzheimer?s Disease Genetics
Consortium,., Lu H, Zhao H
Nat Genet, 2019 Mar, 51(3): 568-576
https://doi.org/10.1038/s41588-019-0345-7 | PMID: 30804563 | PMCID: PMC6788740
Citations: 18 | AltScore: 46.9
44. Sociodemographic Factors and Characteristics of Caregivers as Determinants of Skilled Nursing
Facility Admissions When Modeled Jointly With Functional Limitations.
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J?rgensen TSH, Allore H, MacNeil Vroomen JL, Wyk BV, Agogo GO
J Am Med Dir Assoc, 2019 Dec, 20(12): 1599-1604.e4
https://doi.org/10.1016/j.jamda.2019.01.154 | PMID: 30902676
Citations: | AltScore: 1
45. Top 10 Research Priorities in Spatial Lifecourse Epidemiology.
Jia P, Lakerveld J, Wu J, Stein A, Root ED, Sabel CE, Vermeulen R, Remais JV, Chen X, Brownson RC,
Amer S, Xiao Q, Wang L, Verschuren WMM, Wu T, Wang Y, James P
Environ Health Perspect, 2019 Jul, 127(7): 74501
https://doi.org/10.1289/EHP4868 | PMID: 31271296 | PMCID: PMC6791465
Citations: 5 | AltScore: 18.7
46. A joint model for recurrent events and a semi-competing risk in the presence of multi-level
clustering.
Jung TH, Peduzzi P, Allore H, Kyriakides TC, Esserman D
Stat Methods Med Res, 2019 Oct-Nov, 28(10-11): 2897-2911
https://doi.org/10.1177/0962280218790107 | PMID: 30062911 | PMCID: PMC7366508
Citations: 1 | AltScore: NA
47. Design and analysis of longitudinal trials of antimicrobial use at the end of life: to give or not to give?
Juthani-Mehta M, Allore HG
Ther Adv Drug Saf, 2019, 10: 2042098618820210
https://doi.org/10.1177/2042098618820210 | PMID: 30800269 | PMCID: PMC6378640
Citations: 1 | AltScore: 6.45
48. Biocatalytic Reversal of Advanced Glycation End Product Modification.
Kim NY, Goddard TN, Sohn S, Spiegel DA, Crawford JM
Chembiochem, 2019 Sep 16, 20(18): 2402-2410
https://doi.org/10.1002/cbic.201900158 | PMID: 31013547 | PMCID: PMC6768434
Citations: 1 | AltScore: 17.858
49. Associations between home deaths and end-of-life nursing care trajectories for community-dwelling
people: a population-based registry study.
Kjellstadli C, Han L, Allore H, Flo E, Husebo BS, Hunskaar S
BMC Health Serv Res, 2019 Oct 15, 19(1): 698
https://doi.org/10.1186/s12913-019-4536-9 | PMID: 31615500 | PMCID: PMC6794846
Citations: 2 | AltScore: 0.25
50. Pilot study: an intensive care unit sleep promotion protocol.
Knauert MP, Pisani M, Redeker N, Murphy T, Araujo K, Jeon S, Yaggi H
BMJ Open Respir Res, 2019, 6(1): e000411
https://doi.org/10.1136/bmjresp-2019-000411 | PMID: 31258916 | PMCID: PMC6561389
Citations: 1 | AltScore: 28.1
51. Intensive Blood Pressure Reduction and Perihematomal Edema Expansion in Deep Intracerebral
Hemorrhage.
Leasure AC, Qureshi AI, Murthy SB, Kamel H, Goldstein JN, Walsh KB, Woo D, Shi FD, Huttner HB,
Ziai WC, Hanley DF, Matouk CC, Sansing LH, Falcone GJ, Sheth KN
Stroke, 2019 Aug, 50(8): 2016-2022
https://doi.org/10.1161/STROKEAHA.119.024838 | PMID: 31272326 | PMCID: PMC6646091
Citations: | AltScore: 17.45
52. Association of Intensive Blood Pressure Reduction With Risk of Hematoma Expansion in Patients
With Deep Intracerebral Hemorrhage.
Leasure AC, Qureshi AI, Murthy SB, Kamel H, Goldstein JN, Woo D, Ziai WC, Hanley DF, Al-Shahi
Salman R, Matouk CC, Sansing LH, Sheth KN, Falcone GJ
JAMA Neurol, 2019 May 13
https://doi.org/10.1001/jamaneurol.2019.1141 | PMID: 31081862 | PMCID: PMC6515816
Citations: 4 | AltScore: 127.23
53. Identification and Validation of Hematoma Volume Cutoffs in Spontaneous, Supratentorial Deep
Intracerebral Hemorrhage.
Leasure AC, Sheth KN, Comeau M, Aldridge C, Worrall BB, Vashkevich A, Rosand J, Langefeld C,
Moomaw CJ, Woo D, Falcone GJ
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Stroke, 2019 Aug, 50(8): 2044-2049
https://doi.org/10.1161/STROKEAHA.118.023851 | PMID: 31238829 | PMCID: PMC6646054
Citations: 2 | AltScore: 10.15
54. Active coping shields against negative aging self-stereotypes contributing to psychiatric conditions.
Levy BR, Chung PH, Slade MD, Van Ness PH, Pietrzak RH
Soc Sci Med, 2019 May, 228: 25-29
https://doi.org/10.1016/j.socscimed.2019.02.035 | PMID: 30870669 | PMCID: PMC7232846
Citations: | AltScore: 17.83
55. Positive views of aging reduce risk of developing later-life obesity.
Levy BR, Slade MD
Prev Med Rep, 2019 Mar, 13: 196-198
https://doi.org/10.1016/j.pmedr.2018.12.012 | PMID: 30705805 | PMCID: PMC6348756
Citations: 1 | AltScore: NA
56. China in transition: health, wealth, and globalisation.
Liu GG, Chen X
Lancet Public Health, 2019 Sep, 4(9): e444-e445
https://doi.org/10.1016/S2468-2667(19)30151-3 | PMID: 31493838 | PMCID: PMC6790332
Citations: 2 | AltScore: 8.85
57. The role of epigenetic aging in education and racial/ethnic mortality disparities among older U.S.
Women.
Liu Z, Chen BH, Assimes TL, Ferrucci L, Horvath S, Levine ME
Psychoneuroendocrinology, 2019 Jun, 104: 18-24
https://doi.org/10.1016/j.psyneuen.2019.01.028 | PMID: 30784901 | PMCID: PMC6555423
Citations: 2 | AltScore: NA
58. Associations of genetics, behaviors, and life course circumstances with a novel aging and healthspan
measure: Evidence from the Health and Retirement Study.
Liu Z, Chen X, Gill TM, Ma C, Crimmins EM, Levine ME
PLoS Med, 2019 Jun, 16(6): e1002827
https://doi.org/10.1371/journal.pmed.1002827 | PMID: 31211779 | PMCID: PMC6581243
Citations: 1 | AltScore: 10.6
59. Are China's oldest-old living longer with less disability? A longitudinal modeling analysis of birth
cohorts born 10years apart.
Liu Z, Han L, Feng Q, Dupre ME, Gu D, Allore HG, Gill TM, Payne CF
BMC Med, 2019 Feb 1, 17(1): 23
https://doi.org/10.1186/s12916-019-1259-z | PMID: 30704529 | PMCID: PMC6357399
Citations: 4 | AltScore: 6.45
60. Comorbid conditions and emergency department treat and release utilization in multimorbid
persons with cognitive impairment.
MacNeil-Vroomen JL, Nagurney JM, Allore HG
Am J Emerg Med, 2020 Jan, 38(1): 127-131
https://doi.org/10.1016/j.ajem.2019.07.023 | PMID: 31337598 | PMCID: PMC6917961
Citations: | AltScore: 0.5
61. CRcoder: An Interactive Web Application and SAS Macro to Support Personalized Clinical
Decisions.
McAvay GJ, Murphy TE, Agogo GO, Allore H
Perm J, 2020, 24:
https://doi.org/10.7812/TPP/19.078 | PMID: 31905337 | PMCID: PMC6972556
Citations: 1 | AltScore: NA
62. The Epidemiology of Patient-Reported Hypersomnia in Persons With Advanced Age.
Miner B, Gill TM, Yaggi HK, Redeker NS, Van Ness PH, Han L, Vaz Fragoso CA
J Am Geriatr Soc, 2019 Dec, 67(12): 2545-2552
https://doi.org/10.1111/jgs.16107 | PMID: 31390046 | PMCID: PMC6898735
Citations: | AltScore: 8.75
63. Hospital Readmission From Skilled Nursing Facilities (SNFs): Perspectives of Hospital and SNF
Providers.
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Minges KE, Campbell Britton M, Clark BW, Ouellet GM, Hodshon B, Chaudhry SI
J Am Med Dir Assoc, 2019 Aug, 20(8): 1050-1051
https://doi.org/10.1016/j.jamda.2019.03.005 | PMID: 31043356
Citations: | AltScore: NA
64. Associations between spouses' oxytocin receptor gene polymorphism, attachment security, and
marital satisfaction.
Monin JK, Goktas SO, Kershaw T, DeWan A
PLoS One, 2019, 14(2): e0213083
https://doi.org/10.1371/journal.pone.0213083 | PMID: 30818381 | PMCID: PMC6395040
Citations: | AltScore: 495.772
65. The impact of both spousal caregivers' and care recipients' health on relationship satisfaction in the
Caregiver Health Effects Study.
Monin JK, Levy B, Doyle M, Schulz R, Kershaw T
J Health Psychol, 2019 Oct, 24(12): 1744-1755
https://doi.org/10.1177/1359105317699682 | PMID: 28810439 | PMCID: PMC5786494
Citations: 6 | AltScore: 2.1
66. Gender differences in short-term cardiovascular effects of giving and receiving support for health
concerns in marriage.
Monin JK, Manigault A, Levy BR, Schulz R, Duker A, Clark MS, Van Ness PH, Kershaw T
Health Psychol, 2019 Oct, 38(10): 936-947
https://doi.org/10.1037/hea0000777 | PMID: 31403812 | PMCID: PMC6897330
Citations: | AltScore: 10
67. The Competing Risk of Death in Longitudinal Geriatric Outcomes.
Murphy TE, Gill TM, Leo-Summers LS, Gahbauer EA, Pisani MA, Ferrante LE
J Am Geriatr Soc, 2019 Feb, 67(2): 357-362
https://doi.org/10.1111/jgs.15697 | PMID: 30537050 | PMCID: PMC6367003
Citations: 2 | AltScore: 11.75
68. Personalized and typical concurrent risk of limitations in social activity and mobility in older
persons with multiple chronic conditions and polypharmacy.
Murphy TE, McAvay GJ, Agogo GO, Allore HG
Ann Epidemiol, 2019 Sep, 37: 24-30
https://doi.org/10.1016/j.annepidem.2019.08.001 | PMID: 31473124 | PMCID: PMC6755051
Citations: | AltScore: NA
69. Bayesian Model Averaging for Selection of a Risk Prediction Model for Death within Thirty Days of
Discharge: The SILVER-AMI Study.
Murphy TE, Tsang SW, Leo-Summers LS, Geda M, Kim DH, Oh E, Allore HG, Dodson J, Hajduk AM,
Gill TM, Chaudhry SI
Int J Stat Med Res, 2019, 8: 1-7
https://doi.org/10.6000/1929-6029.2019.08.01 | PMID: 31178945 | PMCID: PMC6553647
Citations: | AltScore: NA
70. Antiplatelet Therapy After Spontaneous Intracerebral Hemorrhage and Functional Outcomes.
Murthy SB, Biffi A, Falcone GJ, Sansing LH, Torres Lopez V, Navi BB, Roh DJ, Mandava P, Hanley
DF, Ziai WC, Kamel H, Rosand J, Sheth KN, VISTA-ICH Steering Committee Collaborators.
Stroke, 2019 Nov, 50(11): 3057-3063
https://doi.org/10.1161/STROKEAHA.119.025972 | PMID: 31895618 | PMCID: PMC6941441
Citations: | AltScore: 30.28
71. Sex-Based Differences in Presentation, Treatment, and Complications Among Older Adults
Hospitalized for Acute Myocardial Infarction: The SILVER-AMI Study.
Nanna MG, Hajduk AM, Krumholz HM, Murphy TE, Dreyer RP, Alexander KP, Geda M, Tsang S, Welty
FK, Safdar B, Lakshminarayan DK, Chaudhry SI, Dodson JA
Circ Cardiovasc Qual Outcomes, 2019 Oct, 12(10): e005691
https://doi.org/10.1161/CIRCOUTCOMES.119.005691 | PMID: 31607145 | PMCID: PMC6913190
Citations: | AltScore: 36.9
72. Medication appropriateness criteria for older adults: a narrative review of criteria and supporting
studies.
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Niehoff KM, Mecca MC, Fried TR
Ther Adv Drug Saf, 2019, 10: 2042098618815431
https://doi.org/10.1177/2042098618815431 | PMID: 30719279 | PMCID: PMC6348576
Citations: 1 | AltScore: 3.25
73. The Relationships Between Physical Performance, Activity Levels, and Falls in Older Men.
Orwoll ES, Fino NF, Gill TM, Cauley JA, Strotmeyer ES, Ensrud KE, Kado DM, Barrett-Connor E,
Bauer DC, Cawthon PM, Lapidus J, Osteoporotic Fractures in Men (MrOS) Study Research Group.
J Gerontol A Biol Sci Med Sci, 2019 Aug 16, 74(9): 1475-1483
https://doi.org/10.1093/gerona/gly248 | PMID: 30383210 | PMCID: PMC6696710
Citations: | AltScore: 2.5
74. Treatment of Hypertension in Complex Older Adults: How Many Medications Are Needed?
Ouellet GM, McAvay G, Murphy TE, Tinetti ME
Gerontol Geriatr Med, 2019 Jan-Dec, 5: 2333721419856436
https://doi.org/10.1177/2333721419856436 | PMID: 31245434 | PMCID: PMC6580710
Citations: | AltScore: 5.05
75. Functional Outcomes After Hip Fracture in Independent Community-Dwelling Patients.
Ouellet JA, Ouellet GM, Romegialli AM, Hirsch M, Berardi L, Ramsey CM, Cooney LM Jr, Walke LM
J Am Geriatr Soc, 2019 Jul, 67(7): 1386-1392
https://doi.org/10.1111/jgs.15870 | PMID: 30964203 | PMCID: PMC6941577
Citations: 1 | AltScore: 69.75
76. Feasibility of Delivering a Tailored Intervention for Advance Care Planning in Primary Care
Practice.
Paiva A, Redding CA, Iannone L, Zenoni M, O'Leary JR, Fried TR
J Am Geriatr Soc, 2019 Sep, 67(9): 1917-1921
https://doi.org/10.1111/jgs.16035 | PMID: 31271654 | PMCID: PMC6732008
Citations: 1 | AltScore: 3.85
77. Transcriptomic analysis of human IL-7 receptor alpha <sup>low</sup> and <sup>high</sup>
effector memory CD8<sup>+</sup> T cells reveals an age-associated signature linked to influenza
vaccine response in older adults.
Park HJ, Shin MS, Kim M, Bilsborrow JB, Mohanty S, Montgomery RR, Shaw AC, You S, Kang I
Aging Cell, 2019 Aug, 18(4): e12960
https://doi.org/10.1111/acel.12960 | PMID: 31044512 | PMCID: PMC6612637
Citations: 3 | AltScore: 5.45
78. Functional trajectories before and after a new cancer diagnosis among community-dwelling older
adults.
Presley CJ, Han L, Leo-Summers L, Hurria A, Gross CP, Davidoff AJ, Allore HG, Gill TM
J Geriatr Oncol, 2019 Jan, 10(1): 60-67
https://doi.org/10.1016/j.jgo.2018.05.017 | PMID: 29937422 | PMCID: PMC6526705
Citations: 1 | AltScore: 48.75
79. Racial/ethnic differences in multimorbidity development and chronic disease accumulation for
middle-aged adults.
Qui?ones AR, Botoseneanu A, Markwardt S, Nagel CL, Newsom JT, Dorr DA, Allore HG
PLoS One, 2019, 14(6): e0218462
https://doi.org/10.1371/journal.pone.0218462 | PMID: 31206556 | PMCID: PMC6576751
Citations: 4 | AltScore: 36.08
80. Improved Diagnostic Yield and Specimen Quality With Endobronchial Ultrasound-Guided Forceps
Biopsies: A Retrospective Analysis.
Ray AS, Li C, Murphy TE, Cai G, Araujo KLB, Bramley K, DeBiasi EM, Pisani MA, Cortopassi IO,
Puchalski JT
Ann Thorac Surg, 2020 Mar, 109(3): 894-901
https://doi.org/10.1016/j.athoracsur.2019.08.106 | PMID: 31593653
Citations: | AltScore: 3.95
81. Impact of Perceived Racism on Healthcare Access Among Older Minority Adults.
Rhee TG, Marottoli RA, Van Ness PH, Levy BR
Am J Prev Med, 2019 Apr, 56(4): 580-585
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https://doi.org/10.1016/j.amepre.2018.10.010 | PMID: 30772147 | PMCID: PMC6430677
Citations: 2 | AltScore: 19
82. Reply to: A Body of Work, A Missed Opportunity: Dyadic Research in Older Adults.
Riffin C, Van Ness PH, Iannone L, Fried T
J Am Geriatr Soc, 2019 Apr, 67(4): 855-856
https://doi.org/10.1111/jgs.15747 | PMID: 30632604 | PMCID: PMC6458067
Citations: | AltScore: NA
83. Multifactorial Examination of Caregiver Burden in a National Sample of Family and Unpaid
Caregivers.
Riffin C, Van Ness PH, Wolff JL, Fried T
J Am Geriatr Soc, 2019 Feb, 67(2): 277-283
https://doi.org/10.1111/jgs.15664 | PMID: 30452088 | PMCID: PMC6367031
Citations: 3 | AltScore: 12.85
84. Real-Time Surveys Reveal Important Safety Risks During Interhospital Care Transitions for
Neurologic Emergencies.
Sather J, Rothenberg C, Finn EB, Sheth KN, Matouk C, Pham L, Parwani V, Ulrich A, Venkatesh AK
Am J Med Qual, 2019 Jan/Feb, 34(1): 53-58
https://doi.org/10.1177/1062860618785248 | PMID: 29987938
Citations: | AltScore: NA
85. Strengths and Limitations of a Small Randomized Trial Comparing Manual and Vacuum Drainage
in Thoracentesis.
Senitko M, Murphy TE, Puchalski JT
J Bronchology Interv Pulmonol, 2019 Jul, 26(3): e43
https://doi.org/10.1097/LBR.0000000000000583 | PMID: 31233478 | PMCID: PMC6592623
Citations: | AltScore: NA
86. Safety and Tolerability of Vacuum Versus Manual Drainage During Thoracentesis: A Randomized
Trial.
Senitko M, Ray AS, Murphy TE, Araujo KLB, Bramley K, DeBiasi EM, Pisani MA, Cameron K,
Puchalski JT
J Bronchology Interv Pulmonol, 2019 Jul, 26(3): 166-171
https://doi.org/10.1097/LBR.0000000000000556 | PMID: 30433893 | PMCID: PMC6517094
Citations: 2 | AltScore: 6.1
87. Challenges in Estimating the Impact of Vaccination with Sparse Data.
Shioda K, Schuck-Paim C, Taylor RJ, Lustig R, Simonsen L, Warren JL, Weinberger DM
Epidemiology, 2019 Jan, 30(1): 61-68
https://doi.org/10.1097/EDE.0000000000000938 | PMID: 30334918 | PMCID: PMC6276862
Citations: | AltScore: 6.7
88. Decomposing inequality in catastrophic health expenditure for self-reported hypertension
household in Urban Shaanxi, China from 2008 to 2013: two waves' cross-sectional study.
Si Y, Zhou Z, Su M, Wang X, Lan X, Wang D, Gong S, Xiao X, Shen C, Ren Y, Zhao D, Hong Z, Bian Y,
Chen X
BMJ Open, 2019 May 9, 9(5): e023033
https://doi.org/10.1136/bmjopen-2018-023033 | PMID: 31076467 | PMCID: PMC6528006
Citations: 3 | AltScore: 4.7
89. Deviation From Personalized Blood Pressure Targets Is Associated With Worse Outcome After
Subarachnoid Hemorrhage.
Silverman A, Kodali S, Strander S, Gilmore EJ, Kimmel A, Wang A, Cord B, Falcone G, Hebert R,
Matouk C, Sheth KN, Petersen NH
Stroke, 2019 Oct, 50(10): 2729-2737
https://doi.org/10.1161/STROKEAHA.119.026282 | PMID: 31495332 | PMCID: PMC6756936
Citations: 2 | AltScore: 2
90. Effect of Gastric Acid Suppressants on Response to a Physical Activity Intervention and Major
Mobility Disability in Older Adults: Results from the Lifestyle Interventions for Elders (LIFE)
Study.
Squires PJ, Pahor M, Manini TM, Brown JD
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Pharmacotherapy, 2019 Aug, 39(8): 816-826
https://doi.org/10.1002/phar.2299 | PMID: 31230397
Citations: | AltScore: 5.3
91. Short-Term Disability Fluctuations in Late Life.
Stolz E, Gill TM, Mayerl H, Freidl W
J Gerontol B Psychol Sci Soc Sci, 2019 Oct 4, 74(8): e135-e140
https://doi.org/10.1093/geronb/gbz089 | PMID: 31298701 | PMCID: PMC6777769
Citations: 2 | AltScore: 4.2
92. Development and Validation of a Polypharmacy Knowledge Assessment Instrument.
Thomas JM, Mecca MC, Niehoff KM, Mecca AP, Van Ness PH, Brienza R, Hyson A, Jeffery S
Am J Pharm Educ, 2019 Jun, 83(5): 6435
https://doi.org/10.5688/ajpe6435 | PMID: 31333246 | PMCID: PMC6630871
Citations: | AltScore: 23.85
93. Challenges and strategies in patients' health priorities-aligned decision-making for older adults with
multiple chronic conditions.
Tinetti M, Dindo L, Smith CD, Blaum C, Costello D, Ouellet G, Rosen J, Hernandez-Bigos K, Geda M,
Naik A
PLoS One, 2019, 14(6): e0218249
https://doi.org/10.1371/journal.pone.0218249 | PMID: 31181117 | PMCID: PMC6557523
Citations: 4 | AltScore: 26.8
94. Association of Patient Priorities-Aligned Decision-Making With Patient Outcomes and Ambulatory
Health Care Burden Among Older Adults With Multiple Chronic Conditions: A Nonrandomized
Clinical Trial.
Tinetti ME, Naik AD, Dindo L, Costello DM, Esterson J, Geda M, Rosen J, Hernandez-Bigos K, Smith
CD, Ouellet GM, Kang G, Lee Y, Blaum C
JAMA Intern Med, 2019 Oct 7
https://doi.org/10.1001/jamainternmed.2019.4235 | PMID: 31589281 | PMCID: PMC6784811
Citations: 8 | AltScore: 195.45
95. Chronic Conditions, Medically Supportive Care Partners, And Functional Disability Among
Cognitively Impaired Adults.
Van Ness PH, MacNeil Vroomen J, Leo-Summers L, Vander Wyk B, Allore HG
Innov Aging, 2019 May, 3(2): igz018
https://doi.org/10.1093/geroni/igz018 | PMID: 31286072 | PMCID: PMC6604743
Citations: 1 | AltScore: 2.35
96. Re-evaluation of combination therapy in chronic obstructive pulmonary disease (COPD).
Vaz Fragoso CA, Gill TM, Leo-Summers LS, Van Ness PH
Respir Med, 2019 May, 151: 27-34
https://doi.org/10.1016/j.rmed.2019.03.020 | PMID: 31047114 | PMCID: PMC6519718
Citations: 1 | AltScore: NA
97. Mitochondrial DNA variants and pulmonary function in older persons.
Vaz Fragoso CA, Manini TM, Kairalla JA, Buford TW, Hsu FC, Gill TM, Kritchevsky SB, McDermott
MM, Sanders JL, Cummings SR, Tranah GJ
Exp Gerontol, 2019 Jan, 115: 96-103
https://doi.org/10.1016/j.exger.2018.11.023 | PMID: 30508565 | PMCID: PMC6356103
Citations: | AltScore: NA
98. FEV<sub>1</sub> as a Standalone Spirometric Predictor and the Attributable Fraction for Death
in Older Persons.
Vaz Fragoso CA, Van Ness PH, McAvay GJ
Respir Care, 2020 Feb, 65(2): 217-226
https://doi.org/10.4187/respcare.07012 | PMID: 31662447 | PMCID: PMC7055488
Citations: 2 | AltScore: NA
99. Moving Frailty Toward Clinical Practice: NIA Intramural Frailty Science Symposium Summary.
Walston J, Bandeen-Roche K, Buta B, Bergman H, Gill TM, Morley JE, Fried LP, Robinson TN, Afilalo
J, Newman AB, L?pez-Ot?n C, De Cabo R, Theou O, Studenski S, Cohen HJ, Ferrucci L
J Am Geriatr Soc, 2019 Aug, 67(8): 1559-1564
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https://doi.org/10.1111/jgs.15928 | PMID: 31045254 | PMCID: PMC6830521
Citations: 9 | AltScore: 38.05
100. Neural correlates of perceived physical and mental fatigability in older adults: A pilot study.
Wasson E, Rosso AL, Santanasto AJ, Rosano C, Butters MA, Rejeski WJ, Boudreau RM, Aizenstein H,
Gmelin T, Glynn NW, LIFE Study Group.
Exp Gerontol, 2019 Jan, 115: 139-147
https://doi.org/10.1016/j.exger.2018.12.003 | PMID: 30528639 | PMCID: PMC6331252
Citations: | AltScore: 1.5
101. Differences in the Impact of Pneumococcal Serotype Replacement in Individuals With and Without
Underlying Medical Conditions.
Weinberger DM, Warren JL, Dalby T, Shapiro ED, Valentiner-Branth P, Slotved HC, Harboe ZB
Clin Infect Dis, 2019 Jun 18, 69(1): 100-106
https://doi.org/10.1093/cid/ciy875 | PMID: 30321313 | PMCID: PMC6579958
Citations: 1 | AltScore: 0.25
102. Polypharmacy, Hazardous Alcohol and Illicit Substance Use, and Serious Falls Among PLWH and
Uninfected Comparators.
Womack JA, Murphy TE, Rentsch CT, Tate JP, Bathulapalli H, Smith AC, Bates J, Jarad S, Gibert CL,
Rodriguez-Barradas MC, Tien PC, Yin MT, Gill TM, Friedlaender G, Brandt CA, Justice AC
J Acquir Immune Defic Syndr, 2019 Nov 1, 82(3): 305-313
https://doi.org/10.1097/QAI.0000000000002130 | PMID: 31339866 | PMCID: PMC7176040
Citations: 5 | AltScore: 49.75
103. Impact of Aging and HIV Infection on the Function of the C-Type Lectin Receptor MINCLE in
Monocytes.
Zapata HJ, Van Ness PH, Avey S, Siconolfi B, Allore HG, Tsang S, Wilson J, Barakat L, Mohanty S,
Shaw AC
J Gerontol A Biol Sci Med Sci, 2019 May 16, 74(6): 794-801
https://doi.org/10.1093/gerona/gly209 | PMID: 30239628 | PMCID: PMC6521921
Citations: 2 | AltScore: 1.75
104. Menagerie: A text-mining tool to support animal-human translation in neurodegeneration research.
Zeiss CJ, Shin D, Vander Wyk B, Beck AP, Zatz N, Sneiderman CA, Kilicoglu H
PLoS One, 2019, 14(12): e0226176
https://doi.org/10.1371/journal.pone.0226176 | PMID: 31846471 | PMCID: PMC6917268
Citations: 1 | AltScore: 0.75
105. A functional macrophage migration inhibitory factor promoter polymorphism is associated with
reduced diffusing capacity.
Zhang C, Ramsey C, Berical A, Yu L, Leng L, McGinnis KA, Song Y, Michael H, McCormack MC,
Allore H, Morris A, Crothers K, Bucala R, Lee PJ, Sauler M
Am J Physiol Lung Cell Mol Physiol, 2019 Feb 1, 316(2): L400-L405
https://doi.org/10.1152/ajplung.00439.2018 | PMID: 30520689 | PMCID: PMC6397351
Citations: | AltScore: 9.55
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V. EXTERNAL ADVISORY BOARD MEMBERS
Ana Maria Cuervo, M.D., Ph.D
Albert Einstein College of Medicine
Serving since 2012 (8 years)
Edward Marcantonio, MD, SM
Beth Israel Deaconess Medical Center
Serving since 2012 (8 years)
Heather Whitson, MD
Duke University School of Medicine & Durham VA Medical Center
Serving since 2016 (4 years)
Neil Alexander, M.D., M.S.
University of Michigan
Serving since 2016 (4 years)
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VI. RECOGNITION AND AWARDS (2019-2020)
Andrew Cohen (2020)
2020 Outstanding Junior Investigator of the Year Award, American Geriatrics Society.
Guido Falcone (2020)
American Society for Clinical Investigation Young Physician-Scientist Award, Bernard J. Tyson Career
Development Award 2020 International Stroke Conference; Robert G. Siekert New Investigator Award in
Stroke, 2020 International Stroke Conference and the 2020 Paul Dudley White Scholar (highest ranking
abstract), 2020 International Stroke Conference.
Maor Sauler (2019)
Assembly on Respiratory Cell & Molecular Biology 2019 Science and Innovation Center Rising Star
Award from The American Thoracic Society (ATS)
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VII. MINORITY RESEARCH
General Brief Description of Minority Activities:
Not defined.
No minority trainee information specified.
No minority grant information specified.
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