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For many years, it was believed that the aging process was inevitable and that age-related diseases could not be
prevented or reversed. The geroscience hypothesis, however, posits that aging is, in fact, malleable and, by targeting the hallmarks of biological aging, it is indeed possible to alleviate age-related diseases and dysfunction and
extend longevity. This field of geroscience thus aims to prevent the development of multiple disorders with age,
thereby extending healthspan, with the reduction of morbidity toward the end of life. Experts in the field have made
remarkable advancements in understanding the mechanisms underlying biological aging and identified ways to target aging pathways using both novel agents and repurposed therapies. While geroscience researchers currently face
significant barriers in bringing therapies through clinical development, proof-of-concept studies, as well as earlystage clinical trials, are underway to assess the feasibility of drug evaluation and lay a regulatory foundation for
future FDA approvals in the future.
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Introduction
With the advent of modern medicine, life
expectancy has more than doubled since 1900.1
However, increased longevity comes with a price—
the longer we live, the greater the risk of developing
age-related diseases. In fact, aging is the strongest
risk factor of multiple morbidities, ranging from
cardiovascular disease to neurological conditions.2,3
The COVID-19 pandemic, which poses a greater
risk for older people and has resulted in disproportionate mortality in this population, has highlighted the importance of understanding health

risks related to aging.4 Insights garnered from centenarians have shown that these individuals appear
to be protected from declines in health related to
normal aging.5 Thus, research into the mechanisms
underlying normal aging, such as genetics and environment, can provide important insights into how
to optimize physiological health.6
The goal of geroscience is to extend healthspan
by delaying the onset of age-related diseases, or by
extending healthspan.7 The field posits that biological aging is, in fact, modifiable, rather than a
fixed process immune to intervention. Geroscience
research has, therefore, focused on determining if
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Figure 1. Key geroscience targets. Adapted from Kennedy et al.6 https://doi.org/10.1016/j.cell.2014.10.039.

biological processes can be targeted to delay aging
and perhaps stop and even reverse its effects on
healthspan (Fig. 1).
Several molecular pathways associated with
aging are being investigated, including autophagy
(proteostasis component), cellular senescence,
the growth hormone/insulin-like growth factor (GH/IGF) axis, epigenetics, metabolomics,
proteomics, DNA damage, and mitochondrial
dysfunction. Novel agents targeting various mechanisms, such as mitochondrial function and epigenetics, are being evaluated for clinical use. In
addition, a large body of work has indicated that
several approved therapies such as metformin
may be repurposed to treat specific age-related
diseases and positively impact biological aging as a
whole.8,9
This line of research, however, is not without
challenges, as it is not widely accepted that biological aging can, in fact, be modified. The FDA
currently does not recognize aging as an indication for drug approval, which poses a significant
roadblock in getting compounds through the clinical development process.10 Proof-of-concept studies are now underway to evaluate the feasibility of
conducting interventional trials to assess novel or
repurposed interventions. While preliminary findings are indeed promising, researchers must identify
comprehensive clinical outcomes, including both
biological and functional measures, and biomarkers, and go beyond standard disease assessments to
determine if these agents have a significant impact
on the hallmarks of aging.
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On May 19, 2021, experts in geroscience met
virtually at the New York Academy of Sciences’
symposium, “Extending Human HealthSpan and
Longevity,” organized by Stephanie Lederman,
Glenda Greenwald, Orla Smith, Nir Barzilai,
James L. Kirkland, and Judith Campisi, to discuss the molecular mechanisms that contribute
to longevity and how those insights show that
disease emergence can be prevented or reversed
by repurposing or developing novel therapies
that target these processes. This report summarizes the speakers’ presentations at the one-day
symposium.
Age later: translational geroscience
Nir Barzilai of Albert Einstein College of Medicine
opened the symposium with a keynote presentation that provided an overview of the geroscience
field, as well as work from his laboratory. Barzilai
discussed the importance of targeting the key hallmarks of biological aging to extend healthspan.
Genetic insights into aging have stemmed from
data on centenarians who stay healthy 20–30 years
longer than their counterparts, with only 30% experiencing disease at age 100.5,11
In collaboration with Zhengdong Zhang,
Barzilai and his team used exome sequencing
to identify links between single nucleotide polymorphisms (SNPs) and longevity. This network
approach confirmed findings from animal studies that have identified pathways such as MAPK,
insulin/IGF-1 signaling, and MTOR.12
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and dapagliflozin as the ones he believes should be
evaluated next.8,14,15
Targetable aging processes

Figure 2. Primary and secondary targets of metformin across
the hallmarks of aging. Adapted from Kulkarni et al.9 https://
doi.org/10.1016/j.cmet.2020.04.001.

A study performed in collaboration with Sanish Sathyan used SOMAmer technology to identify proteins related to longevity expressed at older
age.13 The network analysis revealed that potential
biomarkers are associated with the breakdown
of tissues including the extracellular matrix and
platelet degradation.
Clinical trials are currently evaluating agents
that target multiple pathways. Metformin has been
used for 70 years to treat type 2 diabetes mellitus (T2DM), and both interventional and association studies have shown that metformin attenuates
aspects of aging9 (Fig. 2).
Metformin has been associated with a lower mortality rate in T2DM patients, and nondiabetics taking metformin may experience a delay in cognitive
decline.8 The TAME (Targeting Aging with Metformin) trial is designed to evaluate 3000 people
between the age of 65 and 80 years to determine the
effect of metformin on the time to any major agerelated disease incidence and evaluate its correlation with biomarkers. As metformin is very safe and
affordable, results from this trial will reveal utility as
a possible therapeutic.
Barzilai concluded by sharing a matrix developed by his lab ranking therapies for their repurposing potential. This analysis revealed several candidates, of which Barzilai highlighted canagliflozin

Targeting selective autophagy in aging and
age-related diseases
For the first session of the day, Ana Maria Cuervo of
Albert Einstein College of Medicine discussed work
that her laboratory has been pursuing on the role of
selective autophagy in aging. Cuervo and her team
employ several different models to study proteostasis to better understand protein quality control.
Cuervo’s research focuses on selective types of
autophagy, such as chaperone-mediated autophagy
(CMA), and how proteins are targeted and then
degraded. The lysosome-associated membrane protein type 2A (LAMP-2A) plays a key role in allowing proteins to cross the lysosomal membrane for
degradation. This pathway is a very favorable target,
as its activity decreases with age.16
Using rodent models with a fluorescent reporter
allowed visualization of CMA in multiple organs
including the brain.17 This study, in collaboration with J.J. Bravo-Cordero (Mt. Sinai), revealed
spatial–temporal changes on CMA under physiological conditions. Furthermore, by crossing the
fluorescent reporter mouse with mouse models of
age-related diseases, they recently demonstrated
a cell-type specific decline in neuronal CMA in
the brain of Alzheimer’s disease mice models.18
To understand the consequences of this decline of
CMA in disease and aging, they experimentally
blocked CMA in neurons and found that it leads
to neurodegeneration.18 Neuronal CMA is required
to maintain a metastable proteome, since blocking this pathway results in an increase in protein
aggregation.18
Taking a network approach to create an index
to measure autophagy, Cuervo and her team found
that CMA decreases in neurons in brains from
Alzheimer’s disease patients, and that the decrease
in neuronal CMA activity levels correlate with disease state and changes in brain pathology in tissue
samples from these patients.
Targeting autophagy, and specifically the CMA
pathway, could thus lead to development of pharmaceuticals to reduce protein aggregation and preserve cellular function in neurological conditions
and other age-related conditions. Cuervo’s team has
initiated this line of work in collaboration with
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E. Gavathiotis (Albert Einstein) and found that
chemical activation of CMA in a mouse model
of Alzheimer’s preserves memory and reduces tau
and β-amyloid protein accumulation and microglia
activation.18
Also, on the same line, they have demonstrated
that genetic preservation of CMA activity until late
in life in mice prevents a decline in the regenerative capacity of hematopoietic stem cells that occurs
with age, in this case, by restoring proper cellular energetics.19 Chemical activation of CMA in
hematopoietic stem cells proved effective not only
to prevent, but also to restore repopulating capabilities of the cells both in mouse and human donors.19
Overall, these findings support the potential value
of targeting selective autophagy to improve several
of the cellular pathways associated with aging, such
as proteostasis, metabolism, or stem cell function.
Senescent cells as a therapeutic target
Laura J. Niedernhofer of the University of Minnesota Medical School discussed the role of cellular
senescence in driving the aging process. Niedernhofer and her team are particularly interested in
studying endogenous DNA damage as a potent trigger of senescence.
Senescent cells are irreversibly arrested, very
resistant to apoptosis, and secrete proinflammatory
molecules.20 Immune system function declines with
age, as does its ability to tag and remove senescent
cells from the body. Selectively targeting p16Ink4a positive senescent cells for clearance can improve
median lifespan and overall health, demonstrating
that senescence not only occurs with age, but also
drives aging.21–23
The extreme heterogeneity of secretory senescent cells has made characterization a significant challenge and thus has hindered development of senotherapeutics. However, existing drugs
with senotherapeutic properties have been identified, including kinase inhibitors like dasatinib and
other natural products with promiscuous mechanisms of action, which could affect multiple molecular systems.24
In collaboration with researchers at the University of Minnesota and the Mayo Clinic, Niedernhofer and her team applied findings from the
COVID-19 pandemic in their study of communityacquired microbes. Exposing older pathogen-free
lab mice to pet store mice results in full mortality
4

within 14 days, while young mice survive the exposure. Death of the old mice is driven by the mouse
hepatitis virus (MHV), a beta-coronavirus related
to SARS-CoV-2, because inoculation of the mice
with a sublethal dose of the virus before exposure
to pet store mice ablated mortality. Treating aged
mice with fisetin, a natural product with senolytic
activity,25 reduced the mortality rate of old mice by
half.26 Mortality rates were also partially rescued
in transgenic models that clear p16-positive senescent cells or in old mice treated with the senolytic
cocktail dasatinib plus quercetin, indicating a role
for senescent cells in contributing to mortality of
old mice upon infection with a viral pathogen. Evidence was provided that senescent cells overreact to
pathogen-associated molecular patterns, leading to
increased inflammation, cytokine storm, and multiorgan failure. This study strongly supports the
geroscience hypothesis, revealing that aging biology
contributes to the loss of resilience and vulnerability
to disease in old organisms and can be therapeutically targeted to restore resilience.
Niedernhofer’s team recently utilized a genetic
model of a tissue-specific knockout of a DNA
repair molecule to increase senescence selectively
in immune cells. This resulted in increased systemic spread of senescent cells, organ damage,
and reduced lifespan of mice.27 This line of work
demonstrates that senescent immune cells play a key
role in driving age-related accumulation of senescent cells, suggesting that senescent immune cells
could be a favorable target of senotherapeutics.
Biomarkers and omics for therapies
Translational geroscience: Role of IGF-1 in
human healthspan and lifespan
For the second session of the day, Sofiya Milman
of Albert Einstein College of Medicine presented
findings from recent work from her laboratory
on the GH/IGF-1 pathway and its contribution to
healthspan. Reduced GH/IGF-1 action is associated
with extension in healthspan and lifespan across
multiple species, including humans, suggesting a
conserved mechanism for longevity.28–32
GH, which is secreted by the pituitary gland,
binds the GH receptor, and stimulates transcription of IGFs, which promote growth and development via action at the IGF-1 receptor; its highly
regulated activity requires cleavage of its binding
proteins by proteases.33 IGF-1 peaks during the
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second decade of life but falls quickly and declines
with aging; its age-related downward trajectory
raises the possibility that it may be an agingpromoting candidate. Yet, inhibiting this pathway
can extend lifespan, even if the pathway is blocked
later in life.34 This time course effect is very favorable since IGF-1 is important for growth early
in life.
Using serum IGF-1 levels as a surrogate for GH,
Milman and her team found a twofold increase in
the survival of females with low IGF-1 levels.32 This
population was also approximately 50% less likely to
be cognitively impaired compared with those with
higher levels.35 Centenarians that carry an IGF-1
mutation have reduced receptor levels and lower
signaling activity, indicating a genetic contribution
to the effect of IGF-1 on lifespan.36 Recent work
by Milman’s team revealed that low IGF-1 levels
delay cognitive impairment, multimorbidities, and
all-cause mortality in older adults.37
While there are inconsistencies in the literature
regarding IGF-1 and its link to aging, Milman
pointed out that the NHANES study, which did not
show significant effects, included people over 18
years old and did not separate results by age.37–40
Using samples from the UK Biobank of nearly
450,000 people, Milman’s group found that lower
IGF-1 levels in younger people were associated
with an increased risk of mortality and age-related
diseases compared with older adults.41 These data
suggest an interaction between age and IGF-1,
where higher levels of IGF-1 appear to be protective
for younger adults but not for older adults. Milman
contributes these effects to antagonistic pleiotropy
of IGF-1, which promotes development and growth
in youth but antagonizes proteostasis and other
cell maintenance mechanisms at older age42
(Fig. 3).
Epigenetic biomarker of aging for lifespan
and healthspan
Morgan Levine of Yale School of Medicine shared
research that her laboratory is pursuing to better
understand epigenetic changes that occur across
aging. Levine takes a biological systems approach to
look at how aging at higher levels of biological organization emerge from changes at lower levels.
Epigenetic aging reflects the operating system of
the cell, and epigenetic signatures affects cell identity across aging. Her lab has developed epigenetic
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Figure 3. Antagonistic pleiotropy of IGF-1. Adapted from
Gubbi et al. https://doi.org/10.1530/JME-18-0093.

clocks to compare biological to chronological age
using DNA methylation and supervised machine
learning.43 Analysis of data from the landmark
Framingham heart study showed that higher epigenetic age in the blood was associated with increased
mortality risk and other age-related outcomes after
adjusting for chronological age.44 In collaboration
with colleagues at Yale, Levine also demonstrated
that age patterns were accelerated in normal tissue
of breast cancer patients relative to healthy controls,
which may also be the case in the liver of nonalcoholic fatty liver disease (NAFLD) patients compared
with controls.45,46
Highly proliferative tissue shows greater biological aging, which affects timing of aging in each
organ. Levine’s team established a method to statistically improve reliability in a new epigenetic
clock model, as original clocks developed to measure biological age are not reliable. Her team found
that accelerated epigenetic aging affects cellular and
molecular hallmarks of aging, including senescence
and mitochondrial decline.47
Levine has also demonstrated that caloric restriction in rats slows epigenetic aging over time.43 In
vitro studies demonstrated the ability to reverse epigenetic aging in mouse fibroblasts using epigenetic
reprogramming, demonstrating that this clock is
modifiable.48 In collaboration with Yuancheng Lu
and David Sinclair, her team confirmed these data
in vivo using an injury and aging model.
Metabolomics in the search for biomarkers
and mechanisms of aging
Daniel Promislow of the University of Washington presented research from his laboratory on the
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Figure 4. Distance between genotypic and phenotypic relationships.

role of genetic variation in lifespan. It is challenging
to identify the link between genetic polymorphisms
and longevity, as most polymorphisms explain less
than 0.5% in variation.49,50 While complex traits
are typically influenced by large numbers of genetic
variants, the path is extremely complex leading from
genotype, through multiple domains of complex
networks, to downstream phenotype (Fig. 4). In this
light, the goal of Promislow’s research is to bridge
the gap between genotype and phenotype by focusing on the metabolome.
The metabolome comprises small molecules
that make up the building blocks of all organismal features, from cell membranes to metabolic
cycles, to genes and proteins. Studies in Drosophila
have shown that the metabolome is a predictive
biomarker of genotypes under stressful situations.51
In a study of diet restriction in Drosophila, Promislow and colleagues showed that the treatment not
only made flies live longer, but also reversed agerelated changes in the metabolome.52 In a followup study of the effects of dietary restriction across
almost 200 inbred strains of flies, Promislow and
colleagues used metabolomic profiles to successfully predict whether diet restriction would increase
or decrease lifespan.53 Moreover, while a direct
search for genetic variants associated with dietary
restriction did not identify significant genes, a network model that included metabolites linking genes
to longevity highlighted several genes that modify
the diet restriction response.53
6

Research in marmosets has suggested that the
metabolome may be a gender-specific biomarker
of mortality risk.54 Analysis of metabolic profiles
of over 44,000 people identified several metabolites
that are highly predictive of 5-year survival, underscoring the power of metabolome profiles as a powerful biomarker of aging, with the potential to point
to specific causal pathways.55
Promislow noted the importance of conducting
longitudinal studies to identify biomarkers of biological aging, as recent theoretical models suggest
that biomarkers from cross-sectional studies will be
biased toward the discovery of biomarkers that are
not causal with respect to aging.56 His team is now
pursuing a nationwide, open-data study of aging
in companion dogs to identify the biological and
environmental determinants of healthy versus nonhealthy aging.57
Translational potential of the biology of aging
Luigi Ferrucci of the National Institute on Aging at
the National Institutes of Health discussed different
mechanisms that may be therapeutically targeted
to slow biological aging. While common practice
is to treat each age-related disease one by one, Ferrucci discussed an alternative strategy to target the
hallmarks of biological aging to prevent these diseases from developing58,59 (Fig. 5). Data from animal models support this approach, as existing therapies like rapamycin can increase longevity, as can
many other commonly used drugs like aspirin.60–62
The rate of biological aging correlates with the
speed of damage accumulation at the level of macromolecular, organelle, and cellular levels, and the
capacity of the body to repair this damage. Ferrucci focuses on adenosine triphosphate (ATP),
which is tremendously affected by this damage, as
these mechanisms all require an enormous amount
of ATP to sustain mitochondrial function, which
declines dramatically with aging.63
A skeletal muscle proteomics analysis identified a
decline in mitochondrial function in muscle across
the age spectrum; however, there were differential
effects in protein regulation in older adults based
on activity levels, which are related to declines in
VEGFRa-156a/VEGFa-156b, a pathway that regulates blood vessel growth.64,65
Ferrucci closed by summarizing the aims of geroscience translational research, which include minimizing damage and enhancing resilience, tracking
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Figure 5. Preventing multimorbidities across aging.

effectiveness, and evaluating both middle- and longterm outcomes.
Translational research at the forefront of
healthspan and lifespan
Targeting immunity: What is it about immune
aging that makes older adults so vulnerable
to COVID-19?
For the second session of the day, George A. Kuchel
of the University of Connecticut School of Medicine
presented work from his group and others on the
role of immunity in the aging process and, specifically, how immune aging makes older adults vulnerable to COVID-19. His team takes a geroscienceguided approach in their research that encompasses
the complexity and heterogeneity of aging, integrating both reductionist and system-based perspectives.
Older adults aged 65–74 years have a 90-fold
greater risk of dying from COVID-19 compared
with younger adults (18–29 years), and older adults
aged 85 years or older have a 630-fold higher risk.
Analysis of 2000 COVID-19 patients in São Paolo
revealed that higher frailty levels also correlate with
lower survival probability.66
Relatively high mortality rates due to infection
with pneumonia, flu, or COVID-19 have illustrated the vulnerability of the aging population to
pathogens. Men over 65 years old have higher innate
immune activity and inflammation but less adaptive T and B cell activity compared with women,
suggesting that primary response and immune
memory are diminished in older adults.67,68 In
addition, CD4+ and CD8+ cells exhibit less coordination in older compared with younger adults,
reflecting immune dysregulation that confers a
higher risk from COVID-19–related mortality.69

The ability to clear infection with SARS-CoV-2
in nasal and airway epithelial tissues declines with
age, and data in macaques showed that older animals, but not younger animals, lose up to 10%
of their weight following infection, and younger
but not older animals could clear CD11b+ and
CD8+ cells, reflecting what is seen in aged mice
infected with influenza virus.70,71 Younger animals
also experience viral-induced fever while older animals do not, mirroring symptoms experienced by
older COVID-19 patients living in nursing homes.
Kuchel therefore recommended that a lower temperature threshold should be set when evaluating
COVID-19 immune response in older adults.
Kuchel proposed that vaccines and interventions
targeting biological aging could be used to reduce
the risk of age-related chronic diseases. He summarized by emphasizing that the specific nature of
immune and biological deficits must still be defined
to better understand immune resilience—the capacity of the immune system to maintain or rapidly
return to normal function when confronted with
stressors such as a novel pathogen (e.g., SARSCoV-2).72
Developing novel therapies targeting the
biology of aging
Joan Mannick of Life Biosciences discussed three
platforms that the company is pursuing to target conditions linked to biological aging. The first
platform is focused on mitochondrial uncouplers,
which allow hydrogen ions to leak into the cellular matrix independently of ATP production. These
agents enable the body to burn more calories to generate the same amount of ATP, resulting in increased
metabolism and a longer lifespan.
Life Biosciences has shown that their tool mitochondrial uncoupler compound BAM15 reduced
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fat mass accumulation in mice fed a high-fat
Western diet but does not affect lean muscle
mass.73 BAM15 was also shown to improve cellular
metabolic parameters, including glucose tolerance
and lipid profiles. Uncoupler therapies like BAM15
could be particularly advantageous to address the
global obesity epidemic and related diseases, such
as nonalcoholic steatohepatitis (NASH).
The second platform she discussed is chaperonemediated autophagy, which is aimed at removing
cellular waste accumulation to treat neurodegenerative diseases. Ana Maria Cuervo and her team evaluated their CMA activator compound in a mutant
mouse model (PS19) that mimics frontotemporal
dementia.18,74 They found that the typical accumulation of insoluble tau protein across different brain
regions, including the hippocampus, ventral amygdala, and piriform cortex, was markedly reduced
upon treatment with the CMA activator; treatment
also reduced tau aggregates and improved visual
memory in the PS19 mice, suggesting potential benefits for Alzheimer’s disease.18
Life Biosciences is also targeting CMA in
hematopoietic stem cells building on the work
mentioned in the previous section from Ana Maria
Cuervo’s group, where they found that treatment
with a CMA activator restored the function of
aged stem cells and increased blood cell production by hematopoietic stem cells in older mice.17
They are now investigating whether this agent can
be used to improve stem cell function in older
adults.
Mannick also discussed research that Life Biosciences is conducting in collaboration with David
Sinclair. Their proprietary gene therapy, OSK (Oct4,
Sox2, and Klf4), which expresses three Yamanaka
factors, reprograms the epigenome to a younger
state; initial findings have shown that this approach
is safe after 16 months of treatment in mice. Sinclair
also demonstrated that intravitreal OSK administration could reverse aging and injury-associated
changes in ganglion cells. This therapy also accelerated regeneration following injury to the optic nerve
and improved visual function in a mouse model of
glaucoma.75
Development of clinical trials to extend
healthy lifespan
Jamie Justice of Wake Forest School of Medicine
discussed the challenges facing the field of gero8

Figure 6. TAME Aging Outcomes Trial: proposed design.

science with regard to getting new compounds
or repurposed therapies through the clinical trial
pipeline. Geroscientists like Justice are working on
designing trials tailored to assess senotherapeutics, as many have shown promise for treating specific conditions like diabetic kidney disease and
Alzheimer’s disease.76–78
Cellular senescence may contribute to the development of idiopathic pulmonary fibrosis (IPF), a
disease usually diagnosed in older adults. On the
basis of preclinical research suggesting that senolytics might be effective in treating lung injury, Justice and Nambiar and their colleagues conducted
a proof-of-concept single-arm, open-label, 3-week
study to determine the feasibility and tolerability
of dasatinib and quercetin in IPF patients.79 They
found improvements in mobility but no effect on
other disease-specific outcomes, possibly due to the
short-term treatment.79
Justice is also working on the TAME trial, a 6year double-blind, randomized, placebo-controlled,
multicenter study that will evaluate the effects of
metformin on 3000 nondiabetic older adults aged
65–80 years. The outcomes of the TAME trial will
include clinical measures related to age-related diseases, and will assess function, biomarkers, and
patient-reported outcomes. This trial is the first to
study aging outcomes, and the goal is to create a
regulatory framework that future therapies can follow to achieve FDA approval (Fig. 6). Estimated
annual event rates from the LIFE and Health ABC
studies were used to calculate the annual rates they
might expect to see in trials with aging outcomes,
like the incidence of new major chronic disease or
multimorbidity. These event rate data provide support that aging outcome trials may be feasible to
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conduct within 4–6 years when simple trial eligibility criteria, such as older age and slow gait speed, are
used.
Justice emphasized the importance of identifying
and adding healthspan-relevant outcome measures
that encompass additional factors that affect biological aging rather than focusing on disease-specific
outcomes alone. She also noted the importance of
identifying biomarkers that reflect the interaction
between the underlying biology of aging and the
change in clinical disease and functional endpoints,
but that successful trials with clinical “aging” indicators are needed to validate and qualify biomarkers
for use as surrogate endpoints.80
Justice summarized by reiterating that trials testing geroscience-guided interventions are needed to
evaluate therapeutic effects in specific age-related
diseases and broadly on aging outcomes, and that
because aging is multifactorial, trial endpoints
should reflect this by including aggregate endpoints
to measure change in a collection of diseases, conditions, functional measures, and biomarkers.

tinib and quercetin in this animal model led to
a 35% reduction in tau expression and increased
tau clearance. MRI data confirmed these results,
showing that senolytic treatment reduced atrophy
and white matter pathology and improved cerebral
blood flow.
Gonzales and her team are currently evaluating this treatment in the STOMP-AD trial
(NCT04063124).77 The open-label, proof-ofconcept study will assess 12-week intermittent treatment in individuals with early-stage Alzheimer’s
disease. All participants will undergo safety evaluations every 2 weeks at the clinic. Preliminary data
from five patients enrolled in the study indicate a
favorable tolerability profile.
The primary goal of the study is to determine
the degree of CNS drug penetration in the CSF.
Additional outcomes include assessing senescence
markers in the blood, evaluating cognitive changes,
and using neuroimaging and biomarkers to determine if the treatment affects the pathogenesis of
Alzheimer’s.

Senolytics and Alzheimer’s disease
Mitzi M. Gonzales of the University of Texas
Health Sciences Center San Antonio discussed
work in her laboratory aimed at evaluating the
potential of senolytics to treat Alzheimer’s disease (NCT04063124; NCT04685590).77 Although
numerous small nucleotide polymorphisms have
been associated with increased risk of developing
Alzheimer’s disease, they each contribute to only
a small percentage of this risk.81 Therefore, the
mechanisms underlying Alzheimer’s appear to be
multifactorial.82
Cellular senescence is a key mechanism that
underlies normal aging and can contribute to the
development Alzheimer’s disease, as senescence
affects multiple cell types in the brain.83 Senescent
cells develop a sensenscence-associated secretory
phenotype (SASP), which can be toxic to neighboring cells and allow senescence to propagate within
tissues.84,85 Gonzales’ colleagues and other investigators have focused on senescence as a way to target
neuroinflammation.86,87
Analyses of postmortem brain tissue of individuals with Alzheimer’s disease revealed elevated
senescence markers in neurofibrillary tangles; these
results were confirmed in tau transgenic mice.88
Twelve weeks of intermittent treatment with dasa-

Senolytics: The path to translation
James L. Kirkland of the Mayo Clinic discussed
work that he and his team are pursuing regarding the effects of different senolytics on network
pathways, as the fundamental mechanisms of aging
appear to be highly interlinked. Kirkland is also
interested in whether combining senolytic therapies
with other drugs may provide synergistic effects.
Since some senescent cells mirror some types
of cancer cells, pro-survival networks likely support their resistance to apoptosis. To pursue this
hypothesis, Kirkland utilized a bioinformaticsbased approach to identify several anti-apoptotic
regulator pathways in senescent cells, many of
which are redundant.89
Anti-apoptotic regulators reduce viability in
senescent preadipocytes and endothelial cells
through different pathways.90 Dasatinib specifically
affected senescent preadipocytes while quercetin
affected endothelial cells. Although some other
senescent cell types were not responsive to one of
these drugs, they did respond to the combination of
both. Oral dosing of this combination in mice with
transplanted senescent cells successfully killed cells
with SASP.91 Senolytic treatment in human adipose
tissue from obese diabetic individuals also killed
cells with a SASP within 18 h of exposure.
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Dasatinib and quercetin treatment over the
course of seven mouths reversed impairments in
mobility caused by leg radiation.90 Similar effects
were seen in younger mice in which senescent cells
had been transplanted; these results were also confirmed in older adult mice treated with senolytics.91
Kirkland summarized by discussing the Translational Geroscience Network, composed of several
scientists from various institutions, which is aimed
at clinically evaluating multiple senolytics to target
serious conditions lacking sufficient interventions.
Early data show that dasatinib and quercetin cleared
senescent cells and reduced macrophage infiltration
and fibrosis in adipose tissue from patients with
diabetes. However, Kirkland cautioned that people
should not take any of these therapies to extend
lifespan or treat certain conditions, as their full
safety profiles have not yet been elucidated.
Mitochondrial-derived peptides and the
regulation of aging processes
Pinchas Cohen of the USC Leonard Davis School
of Gerontology closed the day’s discussion with a
final keynote presentation. Cohen’s research focuses
on mitochondrial dysfunction, one of the hallmarks
of aging that contributes to the pathogenesis of agerelated diseases such as Alzheimer’s disease.
Microproteins are bioactive peptides within an
open reading frame in the mitochondrial genome
of under 100 codons, of which eight have been published so far.92,93 These peptides are part of growing
class of microproteins identified from nuclear small
ORFs.94,95 Cohen and his colleagues have demonstrated that humanin, one of these microproteins,
exerts protective effects on the heart, brain, and
liver.96,97
Humanin is transcribed from mitochondrial
DNA and is expressed after translation on cytoplasmic ribosomes when its mRNA is carried out of
mitochondria to the cytoplasm to be translated by
mRNA binding proteins. Humanin exerts its biological effects via the JAK–STAT and ERK3 pathways.98
Using mitochondrial-derived peptide (MDP)
assays against humanin, Cohen and his colleagues found that mitochondrial proteins are
age-dependent and suppressed by GH and IGF-1.99
They also found that humanin levels are correlated
with endothelial function and AD status, indicating
that humanin could potentially serve as a biomarker
of mitochondrial function.100–102
10

Data from animal studies have shown that sustained humanin levels are positively linked to
longevity;101 these findings are mirrored in data
from centenarians and their offspring, who have
higher levels of humanin.103 Cohen and his colleague have identified an MDP called SHLP2, which
predicts prostate cancer risk.104–108
Their group also takes a population genetic
approach using Mitochondrial Wide Association
Studies, or MiWAS, to look at genetic relationships
in single ethnic groups. The advantage of using
MiWAS is that it allows for more comprehensive
analysis using a small sample size rather than looking at the whole genome. Cohen’s team revealed that
a D-loop SNP results in a fivefold greater risk of
cataracts in Hispanic people.109,110 In addition, they
identified a SNP in the humanin gene, which lowers
humanin levels, that is associated with a higher risk
of cognitive decline in African Americans.92
On the basis of data from his lab and others,
Cohen has proposed that mitochondria might be
a site of action that mimics the effects of diet and
exercise on aging via production of peptides like
MOTS-c, which promotes metabolic homeostasis
and reduces obesity and insulin resistance.111–113
MOTS-c markedly reduced fat accumulation in
mice after given a high-fat diet. These findings led to
initiation of a phase I trials of MOTS-c for diabetes,
obesity, and NASH.
A novel SNP in MOTS-c called K14Q, which
leads to expression of a bioinactive form of MOTSc resulting in increased MOTS-c levels, has been
linked to a higher risk of diabetes in Japanese
males.114 Although this risk is nearly doubled
in sedentary men, it can be overcome through
daily exercise. Since SNP carriers have higher levels of abdominal fat, a therapy targeting MOTSc could benefit those with this mutation, as
MOTS-c treatment also leads to improved exercise capacity, increased muscle mass, and extended
lifespan in mice.115,116
Cohen summarized by highlighting the promise
of MDPs as a novel class of genes that may represent
significant healthspan regulators, as well as potential therapeutics to address age-related diseases in
specific ethnic populations.
Conclusions
The remarkable progress made recently in aging
research has resulted from the realization that aging
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is likely a malleable process, and that it affects
virtually every tissue and organ. This realization
is the basis for the geroscience hypothesis. Geroscience has, in turn, spawned a plethora of academic
and industrial endeavors to develop interventions
that can ameliorate, postpone, or even reverse agerelated phenotypes and pathologies. These interventions currently hold significant promise for
extending the healthspan (years of healthy life) of
human populations.
In-depth study of the interactions among underlying mechanisms of aging are needed to answer the
following questions:

r
r
r

Is there a hierarchical relationship among
these mechanisms?
Are there organ/cell-type differences in the
interactions among these mechanisms?
Would it be possible to reach a synergistic effect through combinatorial interventions
targeting several of the process that drive
aging?

Additional research is also required to understand the status of these drivers of aging in
the human population to determine the mechanistic “signatures” for successful aging, as well
as to improve experimental models to include
aging (in single disease models) and comorbidities to understand how they affect the drivers of
aging.
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