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Celebratory Historic Advances in Treatment of

AD/ADRD Research

* Recent approval of anti-amyloid monoclonal antibodies
(MABSs), the first disease modifying treatments (DMTs) for
MCI and early AD is monumental in AD therapeutics

research

* |n 2024, there are 164 active clinical trials assessing 127

dugs, including DMTs

* There are 23 studies [Phase 1 (6), Phase 2 (10), Phase 3 (7)]

evaluating efficacy of drugs targeting amyloid

* 11 trials are evaluating efficacy of anti-tau drugs, including

4 in Phase 1, 6 in Phase 2, and 1 in Phase 3

* Four trials are evaluating efficacy of DMTs in CU
participants at risk for AD, including AHEAD 3-45

Cummings, J et al, Alzheimer’s Dement. 2024; 10:e12465
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Treatment Advances for ADRD

2024 Alzheimer’s Drug Development Pipeline

s
Mechanism of Action (color)
. Amyloid
3 ApoE, Lipids and Lipoprotein Receptors
[ Epigenetic Regulators i .
B Growth Factors and Hormones . sease'MOd'fylng Blolo .
1 Inflammation/Immunity D\ glc
B Metabolism/Bioenergetics PHASE 1

0 Neurogenesis s
=3 Newrotransmitter Receptors OCs6253  OI8C-Ab002

B Oxidative Stress

Op61015

@@ vaoor
=3 Proteostasis/Proteinopathies v :'::":'- Calmente AREEeEs
E ?:'zapnc Plasticity/Neuroprotection PHASEZ2 ..MKV””
= g?:‘:('slaturc AAPimAbS Dosesanis V@insuin  Qpegipanarmin o7
\ y @412-101

O@ Hydrowypropyl Beta. @ m) 53733657 Oproleckin
[0 Bacibus Calmette- Cyclodestrin @ Lcanemat [ Sargramostim
Guerin W ®insulin Intranasal

-
®75v315  @Bepranemab +Empaghilozin D00t OQrao0s
@ A0-24050 O canshinimit [interleukin-2 Ofepinemab (B Tertomotive

| [ZT \Tdap Vacdine
O‘ﬁi\znmz © Bfls PHASE 3

@/dvcaumab Y @Uonanemzb

@5HR-1707
@sv-arp

© Alopeegnanalene
o] [Elerivaracetam V@usis V@ Gantenerumad 7 S
g B Chinese Trackions! Medki @GRK V@Lenemab A N O Baricitinib
o @ Rremternetug N ©Bumetanide
V@ corTi0a297 OSemaglutide QO ARIO0 OO
o © T3z Rt ;
2

ANE003 8 0 Blarcamesina: Q©oalanemdor
Wi g

= §/ Dasatwib+Quercetin
o) © Nicotine [0] Guandacine @ Edaravone v
M i ili 2
8 ecamylamine| (] REMOD46127 [ Tricapeilin Qo33
= ¥
= @ Tr2rodone [ Flos Gossypil Favennids
Xanamem
O Lmivadine
O Cannadidicl Q Lenalidomide
06 bu @ Leupcovelin

[CJorensbined

OO 16¢AdL

@ Uy O™

4
¢ Sew . e i W Mariciion s Cummings, J et al, Alzheimer’s
541 A O Methykene
?/ [ sattorexant W Temsaran ™ @ phi.o02

B weiliss  [Jpamec O Montelokast Biue
O vatscyelovic O fapamycin LI MWIS0

Dement. 2024; 10:e12465

[ THE-Froe (8D

0, @vaitamiprosate. O senicapot oo :;gs;ummm s@
% @ varoglutamstat  © Simufilam > Q
= - S jcotinamid N
Subject Characteristics (shape) @ Yangrue Girgnao N/ Sunmesnant @ Niwotinamide
A Heanhy volunteers

Riboside
Ve recinical

@ Probiotic Bend A0x-07010

@ Prodromal / Pradromalk-Mild Capsule

M 114d-Moderate Dementia
. Severe Dementia

Wisconsin Alzheimer's

Disease Research Center
UNIVERSITY OF WISCONSIN
SCHOOL OF MEDICINE AND PUBLIC HEALTH




o NS
Treatment Advances for ADRD—Targeted

Mechanisms
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Notable Advances in ADRD Research-Biomarkers

* Remarkable advances in the discovery and validation of multiple
neuroimaging and fluid AD/ADRD biomarkers for:

* Early detection and progression of AD pathology
* Differentiation of AD from non-AD dementia

Alzheimer disease
. biomarkers CSF biomarkers
Response to treatments —
. . . ["'C]-Pittsburgh compound-B %
° ["®C)-FC119S
Risk prediction i il
["®F]-Flutemetamol

* Convincing evidence from autopsy series of multiple co-existing /4
pathologies in decedents diagnosed with AD/ADRD. These PET imagingTau WL

["®FJflortauci pir
['*F]-GTP1

pathologies include vascular damage, Lewy body disease, TDP-43, oo
a-synuclein, LATE-NC, PART, ARTAG, etc.

* Concerted efforts to develop harmonized protocols for imaging
and fluid biomarkers of co-existing pathologies and examine their
impact on clinical phenotype, disease progression, treatment

response, and mortality -CLARITI
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Notable Advances in ADRD Research

* Concerted focus on health equity and
disparities research to better understand the
neurobiology, clinical phenotype, & genetics of
AD/ADRD in different races and ethnicities

Types & Sources of Real-World Data

Clinical Patient- Cost & Public
Data Generated Data Utilization Data Health Data
* Enhanced community engagement to diversify ooty | < ot | - ooresases
study cohorts and improve generalizability of RO <R B

Outcomes (PROs)

AD/ADRD research across the ADRC network

* Efforts to enhance generalizability through Real
World Data collection from multiple sources,
including EHR, cost and utilization data, public
health data and patient-generated data
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Overarching Scientific Themes

A) Non-amyloid mechanisms of AD/ADRD
- TDP-43

B) Generalizability of AD/ADRD Research

* The scientific themes permeate nearly all the sessions of

this 2-day meetin
y g @ Wisconsin Alzheimer's
Disease Research Center
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TDP-43 Focused Presentations

A) Basic Biology of TDP-43

Speaker - Margaret Flanagan, MD
South Texas ADRC

B) Advances in Clinical Definitions and Biomarker

Development for LATE

Speaker - David Wolk, MD
Penn ADRC
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Generalizability Focused Presentations

A) Tackling the Landscape of Selection Bias and
Representation in AD/ADRD Research: WHO We Stud

Matters |
Speaker - Rachel Whitmer, PhD
UC Davis ADRC

B) Generalizability - Real World Data / EHR Focus

Speaker - Robert Califf, MD
Commissioner Food and Drugs, FDA
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