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| Letter from Leadership

At the Penn Alzheimer’s Disease Research Center (ADRC), hope is no longer far
away, it is here and it is growing.

The FDA’s approval of the first disease-modifying Alzheimer's treatments
marked one turning point. For the first time, we have medicines that can slow
the course of this disease. But we know these are only the beginning.

The Penn ADRC is leading the charge to understand why Alzheimer’s and other
diseases that cause dementia affect people differently and how we can deliver
the right treatment to the right person at the right time. This past year, our
center advanced research, supported families, and trained the next generation
of leaders.

Together with our Penn partners and Philadelphia’s vibrant communities, we're
bringing hope to families living with Alzheimer’s and related dementias.

David Wolk, MD Jason Karlawish, MD Edward Lee, MD, PhD
Director Associate Director Associate Director
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The Penn ADRC
Difference

Alzheimer’s does not look the same across people, families, or environments.
Research should not either.

At the Penn ADRC, we ask questions that address topics such as diversity,
biology, lived experience, diagnosis, care delivery, clinical outcomes, and
decision making.

We start in the lab and end in the clinic, where our results are verified. Our
approaches reach across populations and disciplines. Progress is measured by
clarity, care alignment, and improved well-being for patients and their families.

This work advances diagnosis, interpretation, treatment and care.

The Penn ADRC doesn’t adapt to change. We lead it.
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Core Strengths:

Scientific Impact, Biomarkers

At the heart of Penn ADRC’s success are nine integrated cores that drive
progress across science, care, and community. Each core plays a distinct role,
and together they power our mission to prevent, detect, and treat Alzheimer’s
and related diseases.

Administrative Core

Coordinates the center’s strategy, budget, and operations. Ensures that
discoveries move efficiently from idea to impact by connecting researchers,
clinicians, and community partners across every project.

Impact: Stronger coordination and fewer roadblocks to research progress

Biomarker Core
Develops and validates tests that detect
Alzheimer’s earlier and more accurately.

Groundbreaking work in plasma biomarker
validation led by Katie Cousins, PhD (right),
established clinically useful blood test
thresholds in a racially diverse cohort. The team
confirmed strong agreement between plasma
biomarkers and amyloid PET imaging without
racial differences in performance.

Impact: Earlier identification of disease biology
and more inclusive clinical confidence
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Core Strengths:

Clinical Impact

Clinical Core
Connects individuals and families to research studies and collects essential
data — imaging, cognitive testing, biosamples — that fuel scientific discovery.

Major advances occured across several projects. David Wolk, MD (above), led
international efforts to define LATE, offering clearer guidance for clinicians to
diagnose this common, often misidentified disease in older adults.

The Anti-Amyloid Therapy Monitoring (ATM) project linked clinical care with
research by combining traditional and digital cognitive testing, clinical and
advanced imaging, and blood biomarkers to monitor in real time our day-to-
day use of anti-amyloid treatments. The project relied on digital assessments,
supported by trainees who presented their work at national meetings.

The core also studied why some people decline either faster or slower than
expected. A new paper in JAMA Neurology shows that differences between
tau levels and day-to-day symptoms can point to resilience, added health
conditions, or greater risk. These results came from both PET scans and
blood tests and apply to Penn ADRC and ATM cohorts, offering a practical
way to guide prognosis and treatment monitoring.

Impact: More precise diagnoses and safer delivery of disease-slowing treatment
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Core Strengths:

Scientific Impact, Neuropathology

Neuropathology Core
Oversees one of the world’s largest brain banks.

Research led by Edward Lee, MD, PhD (below), linked air pollution to
accelerated Alzheimer’s pathology in real human tissue, showing measurable
disease impact within one year of elevated exposure.

Impact: Strong evidence connecting environmental health and brain outcomes
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Core Strengths:

Scientific Impact, Neuroimaging

Neuroimaging Core
Advances MRI and PET scans to monitor brain changes and measure
treatment effects.

Pulkit Khandelwal, PhD (below), developed purple-mri, a new tool that
connects postmortem MRI with pathology to detect disease patterns missed
on standard scans. The method sharpens imaging markers for clinical trials
and patient care.

Impact: More consistent, comparable, and clinically useful brain imaging

Data Management & Statistics Core
Transforms complex data into actionable knowledge.

Doctoral student Omar Vazquez developed a novel statistical correction for
survival bias in autopsy-confirmed disease studies, earning a 2024 American

Statistical Association Student Paper Award.

Impact: Stronger evidence and more reliable outcome modeling
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Core Strengths:

Community Impact

Outreach, Recruitment & Engagement Core
Builds bridges between science and community.

Research led by core Co-Leaders Jason Karlawish, MD, and Emily Largent,
PhD, reframed caregiving as “mind support,” created a roadmap to guide
clinicians in delivering diagnoses of mild cognitive impairment and dementia,
and advanced national standards for supported decision-making in the care of
people living with Alzheimer’s disease and related dementias.

The core built strong local relationships through community partnerships and
participant engagement, laying the groundwork for national platforms that
expand public understanding of how to live well with an aging brain. These
include The Age of Aging podcast and Neurotransmissions, a STAT column
written by Jason Karlawish, MD.

Impact: Higher engagement, improved understanding, and enhanced trust
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Core Strengths:

Scientific Impact, Genomics

Genomics Core

Studies how genes and life experiences influence
who develops brain diseases, how symptoms
appear, and why some people stay resilient
longer.

One study showed that certain gene activity
patterns match where brain cells are lost in
frontotemporal degeneration (FTD), and that
these genes behave differently in diseased cells.
Another project led by Postdoctoral Fellow
Barbara Spencer, PhD (right), found that people
with a C9orf72 gene expansion are much more
likely to develop both ALS and FTD, while those
without the expansion stop gaining additional risk
after about three years.

The team also received a $3.2 million NIH grant to better understand how this
gene affects symptoms and progression. They began shaping a roadmap for
future CO9orf72 prevention trials, supported by evidence that the thalamus
shows early shrinkage years before symptoms begin. These advances were
featured in a keynote talk at the Association for Frontotemporal Degeneration
Annual Education Conference.

Impact: Clearer understanding of genetic risk, earlier signs of disease, and
new groundwork for future prevention efforts
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Core Strengths:

Training the Next Generation

Research Education Component (REC)
Prepares tomorrow’s leaders through hands-on research and one-on-one
mentorship.

Our Clark Scholars contributed to studies in neurology, nursing,
neuropsychology, bioethics, and engineering. Many earned competitive
awards, including F31, T32, K awards, Alzheimer’s Association funding, and
national recognition for imaging and health equity work. Several published
first-author papers and presented at major conferences. Graduates moved into
faculty roles, residencies, and research positions across Penn and other
institutions.

Impact: A growing workforce equipped to advance brain health

Clark Scholars Christopher Brown, MD, PhD; Victor Ekuta, MD; and Lauren Fisher, BSN, RN
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Highlights of the Year

Breakthroughs That Matter

BLOOD TEST ADVANCES

Our team helped validate plasma biomarkers that detect
Alzheimer’s years before symptoms appear, marking a leap
toward earlier, more affordable, and more equitable detection.

EQUITY IN RESEARCH PARTICIPATION

Nearly half of the enrollees in our ABC Study identify as African
American, closing critical gaps in Alzheimer’s research and
ensuring that discoveries reflect all communities.

AlI-DRIVEN BRAIN IMAGING

Introduced purple-mri, an advanced Al tool that maps brain
structure with precision, bridging postmortem and clinical
imaging to enhance disease tracking and research

collaboration.

NEW DISEASE CRITERIA

Penn ADRC investigators co-led creation of the first clinical
guidelines for LATE, a common but often missed cause of
dementia in older adults, bringing clarity to diagnosis and care.

TRAINING FUTURE LEADERS

The Christopher Clark Scholars Program has trained a new
generation of Alzheimer’s researchers, many of whom now
lead labs and clinical programs around the country.
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| By the Numbers

years
+ advancing Alzheimer’s
research at Penn
\

~

J

2,600+ Participants \T 8,500+ DNA
Enrolled in ongoing Samples
studies, making ‘ Fueling genetics,
discoveries possible /_ advancing

— personalized care
7,400+ Brain Scans 47,000+ Slides

From more than
970 autopsies,

Building one of the
world’s largest

gy

imaging databases now powering Al
to track disease and analysis to reveal
measure treatment hidden patterns of
effects disease

Each number represents lives touched, families supported,
and discoveries made possible by donors.
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Your Support
Fuels Discovery

The future of Alzheimer’s care relies on access to new therapies, precision in
treatment, and strong support for families.

At Penn ADRC, we’re leading on all fronts. Our teams are improving early

detection, delivering clear diagnoses, and preparing future leaders in research
and care.

Every gift moves us closer to better care and lasting change.

DONATE HERE

Or visit bit.ly/UPENN-GIVING-ADRC
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Listen to

The Age of Aging

Looking for thoughtful conversations about aging, memory, and staying

independent?

The Age of Aging is a biweekly podcast featuring researchers, clinicians,
caregivers, and individuals living with cognitive change. Each episode explores
personal stories and expert insights on how aging is understood and

experienced today.

Episodes cover a wide range of topics, including
“Making Art, Creating Mind,” “Early Onset Caregiving,”
“From Surviving to Thriving After 50,” and “Diet,
Exercise and...Doodling?”

Produced by the Penn Memory Center in the Michael
Naidoff Communications Hub. Available on Apple
Podcasts, Spotify, YouTube, and all major platforms.

SUBSCRIBE NOW

\— SCAN HERE —J

THE AGE OF

AGING

& PENN MEDICINE PODCAST
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Contact Us

The University of Pennsylvania

Alzheimer’s Disease Research Center

Perelman School of Medicine at the University of Pennsylvania
Philadelphia, PA 19104

. 215-349-8226
& www.med.upenn.edu/adrc
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