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B The most common form of dementia

Pathology of loss of synapses and neurons, and amyloid and tau
aggregation (specific diagnosis) with other associated proteinopathies

Progressive memory loss, decreased judgment, communication
challenges, personality changes & confusion

Worsens over time until death

Has common pathophysiology but may have a variety of pathogenic
causes

m  Alzheimer’s is age dependent, regardless if due to dominantly inherited
mutations, APP duplication, ApoE4 risk factor or other causes. Why is the
disease so age dependent?

m  Alzheimer’s disease is a unique diseaé=2dt humii=s (unlike cancer, stroke,
atherosclerosis, etc.). Why?



100+ years of Alzheimer’s disease (AD)
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The Dominantly Inherited Alzheimer Network Observational (DIAN-Obs) Df/m{?
and Trials Unit (DIAN-TU) study sites
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DIAN amyloid deposition, hypometabolism, and cortical
atrophy by estimated years to onset
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Plasma %ptau217/tau ratio predicts amyloid
positivity as well as FDA approved CSF tests

Plasma biomarker of
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m=) Plasma ptau217 performs as well as FDA-approved CSF assays for predicting amyloid positivity

m=) Plasma ptau217 accurately predicts amyloid positivity in cognitively unimpaired individuals
NAPA Advisory Council Meeting 2026




First Highly Specific Blood Test for Alzheimer’s tau
tangles
naturemedicine g0 e

Plasma MTBR-tau243 biomarker identifies tau tangle
pathology in Alzheimer’s disease
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How are scientific advances in
understanding, biomarkers, and
clinical treatments being applied
now and in the future for clinical

treatment, and soon, prevention?



Highly accurate AD blood tests are clinically available now

JAMA | Original Investigation

Blood Biomarkers to Detect Alzheimer Disease in Primary Care
and Secondary Care

naturemedicine

Explore content ¥  About the journal ¥  Publish with us v

nature > nature medicine » articles > article Sebastian Palmgqvist, MD, PhD; Pontus Tideman, MSc; Niklas Mattsson-Carlgren, MD, PhD; Suzanne E. Schindler, MD, PhD; Ruben Smith, MD, PhD;
Rik Ossenkoppele, PhD; Susanna Calling, MD, PhD; Tim West, PhD; Mark Monane, MD, MBA; Philip B. Verghese, PhD; Joel B. Braunstein, MD, MBA;

Kaj Blennow, MD, PhD; Shorena Janelidze, PhD; Erik Stomrud, MD, PhD; Gemma Salvadd, PhD; Oskar Hansson, MD, PhD

Article | Open access \ Published: 21 February 2024
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Number of tests

Clinical biomarker testing at Washington University

* Biomarker testing has increased ~7-fold over the past 3 years
* AD blood tests have been used in clinical diagnosis and decision making for >2 years

* The modality used for biomarker testing is greatly affected by practical
considerations such as reimbursement
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CSF tests only:
~6 tests/month

CSF tests, blood tests, rare amyloid PET: ~20 tests/month,
67% CSF tests, 33% blood tests

CSF tests, blood tests, amyloid PET:
~44 tests/month,
34% CSF tests, 28% blood tests,
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37% (and increasing) amyloid PET
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Drugs which completely remove detectable amyloid
plaques (by PET scan) have consistently shown less
cognitive and clinical decline in mild early Alzheimer’s

«— Reduced brain amyloid
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Advent of disease-modifying treatments for AD

e Lecanemab was the first fully FDA-approved disease modifying treatment for early
symptomatic AD

 The CLARITY AD trial demonstrated that lecanemab slowed clinical progression by 27%
on the primary endpoint, the Clinical Dementia Rating® Sum of Boxes (CDR®-SB), which

measures both cognitive and functional features typically affected by AD

Figure 56. Time to Worsening of Global CDR Score
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Van Dyck et al. NEJM 2023
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Translation from
Alzheimer’s disease treatment
to prevention trials

DIAN-TU Secondary Prevention



DIAN-TU AD Prevention Trial Platform
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DIAN-TU-001

DIAN Obs
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delayed symptom onset and probability of progression free compared to controls DIAN TU
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The DIAN-TU trial of gantenerumab provides the first DIANTU
proof of principle that removing amyloid plagques may

prevent the onset of Alzheimer’s disease dementia.

THE LANCET
Neurology

Safety and efficacy of long-term gantenerumab treatment in
dominantly inherited Alzheimer’s disease: an open-label
extension of the phase 2/3 multicentre, randomised,
double-blind, placebo-controlled platform DIAN-TU trial

Bateman et al., The Lancet Neurology,
Volume 24, Issue 4, 316 - 330




Cognitive Composite Score

Model of cognitive decline and treatment effects to delay

onset of symptoms from Alzheimer’s disease by 5 to 15 years

. s Natural Progression (0%)
. == 50% Reduction in Disease Progression
50% Delay in Time to Threshold Symtpom Onset
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Trials Unit
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Delay in cognitive decline (Symptomatic Onset) in
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DIAN-TU-003: Amyloid Removal Trial (ART)
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DIANTU

Dominantly Inherited
Alzheimer Network
Trials Unit

DIAN-TU-003 « ART

Former gantenerumab OLE participants treated with lecanemab open-label for 5
years, to assess long-term efficacy (up to 15 years) and safety of removing amyloid
plaques.

In DIAD mutation carriers, ART will determine:

1.

Clinical effects of anti-amyloid antibodies on delaying dementia onset and risk of

progression in treated compared to non-treated participants

amyloid plaques

. Effects of long-term amyloid plague removal on

. Long-term effects of anti-amyloid antibodies on the rate and full removal of

a) longitudinal measures of established and novel fluid biomarkers of amyloid removal and

disease progression
b) amyloid-related imaging abnormalities (ARIA)

NAPA Advisory Council Meeting 2026
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Coming Next: the Amyloid Removal Trial (ART) DIANTU

Dominantly Inherited
Alzheimer Network
Trials Unit

DIAN-TU-003 » ART

AAIC July 2024 NAPA Advisory Council Meeting 2026



Historical Precedent: Treatment of inherited high cholesterol with
statin to decrease pathology before organ failure

Young familial hyper-cholesterolemia
- patient with cholesterol deposits
| resolved after treatment with a statin

Young dominantly inherited Alzheimer’s
participant, still asymptomatic, CDR O
treated with gantenerumab to remove
amyloid plaques

Pre-treatment POSt_treatmmtdvisory Council Meeting 2026
AAIC July 2024



How will we solve aging causes of Alzheimer’s?

* Join forces across labs and fields — bring together fundamental
biology of aging research with Alzheimer’s disease research

* Develop systems capable of handling immense biological complexity
(i.e. aging)
* Omics
* Machine Learning
* Deep Learning — neural nets Al

e Accelerating the rate of biomedical discoveries that lead to human

health improvement
* Create scalable scientific partners through generative Al (e.g. LLMs,
knowledge structures, and agentic Al)
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What Health Problem Are We Trying To Solve? @

Developing an Al Scientific Assistant for
Biomedical Research

To multiply the effectiveness of
biomedical research efforts, addressing
the challenge of making impactful health
advances quickly enough for current
patients’ benefit.

Initial focus on Alzheimer's disease and
neurodegeneration as the Proof of Concept:

Affects tens of millions globally, urgent need
for new strategies

(1) Expertise in Alzheimer’s disease and
neurodegeneration

(2) Cross-field support with multiple
stakeholders in academia, industry, and
government

(3) Large research community

(4) Neuroscientists inherently trained in
thinking, reasoning, and intelligence

Core Objectives:

Accelerate & improve accuracy and
future success of hypothesis generation
(e.g., asking the right questions, the killer
experiment, elegant design, insight)

Transform experimental design with
doubling or tripling success rates of
durable findings that lead to impactful
human health discoveries

Revolutionize data interpretation (doing
analyses not possible with traditional
human/computer approaches)

Enable cross-disciplinary collaboration
that wouldn’t otherwise be possible.

Harnessing Artificial Intelligence to Transform Alzheimer’s Disease Research, Nature Medicine 2025

NAPA Advisory Council Meeting 2026
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How Is It Done Today? What Are The
Limitations Of Present Approaches?

Current limitations: Data challenges:

* Several decades required to train new expert scientists . Overwhelming volume of new research
7
data, and interactions

» Too few ground-breaking scientists available for
demand/need

* Difficulty integrating cross-disciplinary
» Siloed knowledge limits capacity as information grow at

exponential pace flndmgs
* Researchers limited to increasingly narrow knowledge « Inefficient or incorrect utilization of existing
domains
knowledge

* Manual literature review and data analysis become less
useful

» Breakthroughs and discoveries bottlenecked by available
expertise

NAPA Advisory Council Meeting 2026



How will we build and train the Al

Biomedical Research Scientist Assistant? <
0 9 o
O
o O ° :g:
o o o %O

Bring together leaders in
academic Al, Al tech
industry, biomedical
researchers and Pharma
in a public-private
Consortium

World leading
Neurodegenerative and
Aging researchers with deep
expertise and vast
biomedical datasets will
design, train, and use Al
systems

NAPA Advisory Council Meeting 2026

Establish and grow the
Consortium with
stakeholders aligned in
accelerating basic
biomedical discoveries to
improve human health and
brain aging

25



C-brAIn Members and Interested Stakeholders

Albert Einstein College of Medicine

Amsterdam University Medical Center

Baylor College of Medicine
Cardiff University
Columbia University
Harvard

Houston Methodist

Johns Hopkins University
Ludwig Maximilian University Munich
Lund University

Massachusetts General Hospital
Massachusetts Institute of Technology
Mayo Clinic, Jacksonville

Michigan State University

Mount Sinai

Northwestern

Salk Institute

Scripps Research Institute

Stanford

UK Dementia Research Institute
University College London

University of California, Los Angeles
University of California, San Diego
University of California, San Francisco

University of Colorado, Denver
University of Edinburgh
University of Massachusetts

University of Pennsylvania
University of Southern California
University of Washington

Vanderbilt University Medical School
VIB-KU Leuven

Washington University*

Weill Cornell Medicine

Academic Al Researchers Pharma / Biotech

Berkeley (LBNL)

Berlin Institute of Health (BIH)
Emory / Georgia Tech

Harvard

Imperial College London

Mount Sinai

Stanford

University of Southern California
University of Washington

Washington University

NAPA Advisory Council Meeting 2026

Major and Key Supporters

AD Data Initiative*

Bristol Myers Squibb*
Eisai Co. Ltd. Alzforum*
Johnson & Johnson* Alzheimer’s Association*
Sanofi* Anonymous Foundation*
Other Pharma Pending The Dolby Family*
Gates Ventures*
Robertson Foundation*
Sage Bionetworks*

The 10,000 Brains Project*

*Major Contributing Members
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To visit C-BRAIN website (c-brain.org):
To register for updates or collaborations, enter
tiny.cc/BRAINC

contact info at:
or

NAPA Advisory Council Meeting 2026
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How do research results turn into actionable NAPA recommendations?

Research Subcommittee
expertise

AD biomarkers
Treatments
Public healh
Im plementation science
Caregiver representation

Recommendation
development

Cross-cutting input from Risk
Reduction & LT55
subcomm ittee chairs

Maonthhy meetings:
Mominate & discuss potential
recommendations

'

Knowledge inputs

Ide ntify cross-cutting themes,
clarify scope, reach consensus

Current state of AD research —
knowledge, gaps,
opportunities

'

MAPA goals

Draft recommendations
document

Prior NAPA recommendations

N

Review & finalization

Full NAPA committee review &
adjudication

Dissemination

l

Submit to ASPE Office & NAPA
Chair

Final recommendations

l

N

Present at quarterly public
meeting

NAPA Advisory Council Meeting 2026




NAPA impact

* Recommendations toward NAPA goal of treating and preventing
Alzheimer's disease have contributed to increased federal funding for
ADRD research

* Multiple breakthroughs in recent years:
o First disease-modifying treatments for AD

o Diagnostic tests, including blood tests, being used in the clinic to diagnose
patients with 90-95% accuracy

o Multiple prevention trials launched, with emerging evidence that AD might be
prevented years before symptom onset
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The DIAN (NIH U19AG032438)
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Through public/private support
and partnership, the DIAN-TU has

launched trials to provide advancement of
treatments, scientific understanding and
improvements in the approach to Alzheimer’s

disease drug developments.
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*Financial support has also
been provided by
anonymous sources.
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