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®* Dementia

(f * Cognitive problems + need help with ADLs (mild, moderate, or severe)



D EMENITIIA

An umbrella term describing a set of
symptoms causing a person to have changes
in brain function that interfere with the

ability to function and do everyday activities
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Lewy Body

. Tau pd’r‘h' R 12% - 25%
Up to 30% have AD pathology
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Before 1900s

Ancient descriptions of
old age, senility,
memory loss.

1976

Alois Alzheimer Katzman’s Essay highlighting
presents Auguste  AD as 4t or 5t cause of
Deter’s pathology:  death. “Neither the clinician,
plagues and the neuropathologist... can

?aenugrloeflsi.aﬂllary distinguish” AD and senility.

1906

2400 BC: Ptah-hotep
“old age descends...
remembers not

yesterday”

The Prevalence and Malignancy
of Alzheimer Disease

A Major Killer

mporal course of ARIA on MH

12020 2012

Fluorine-18 PET imaging agents,
approved by the FDA, T1/2 of 110 min

2008

2020: F18 tau imaging approved

RGE: Longitudinal change from baseline in CDR-SB ENGAGE: Longitudinal change from baseline in CL

ADU +/-.

2021 FDA approves
aducanumab using amyloid
reduction, first DMT in AD

Neg bapi phase 2
trial, “vasogenic
edema” now ARIA

noted mostly in
APOE4 carriers.

1984

Dr. George
Glenner, Caine

Wong identify 1987: First gene associated with familial

amyloid be’;}a Alzheimer's disease, APP identified on
g;ﬁ;ﬂ?gas s chromosome 21. 1993: ADAD: presenilin 1

and 2 discovered. 1995: amyloid
hypothesis. Amyloid low in CSF: sink?

component of the
amyloid plaques.

- 4%

AD Control
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ALZHEIMER’S DISEASE HISTORY

1996-

Positive trials and adoption of
ACHE-I.

Hglmes et al 20013
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PiB PET SCANS

2002

First amyloid PET radiotracer,
called Pittsburgh Compound B
(PIB), detects amyloid in living
brain. 11C has T1/2 20 min

k.5

2006

First passive
immunotherapies:
bapi, sola in phase 2
trials: ARIA-H in
micelll

- 2022-24

+ results from lecanemab and donanemab.

2023: FDA approves lecanemab (DMT) ANA
doses 2/22/23. Brexpiprazole (agitation).

2024: FDA approved donanemab

Case3
MMSE 0

2001-2002

AN-1792: active
immunotherapy.
Development terminated
due to 6% risk aseptic
meningoencephalitis.

Path: markedly cleared
plaque from the brain in
those with AB response

Imaging: Inc atrophy in
treatment group.
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Dementia Syndrome
With Cognitive and
Behavioral Changes

Neuronal
Death

Neurodegenerative
Changes

Hyperphosphorylated Neurofibrillary Tangles

Tau Protein

Neurotransmitter
Deficits

Oxidative Injury Dying Back and

Synapse Loss
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\@ ALZHEIMER’S BIOMARKER PROGRESSION: ATN

O Abnormal - - AB ————
—— Tau-meditated neuronal injury & nddp!\m(t-on/" :
- - Brain structure

: Memory
e Clinvicall function

———————
Chrecal disease stage
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Lecanemab phase 2

Residual Centiloids
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AMYLOID BAD, BUT THEN WHY DID AMYLOID
MAB TRIALS FAIL?

A: EACH TRIAL ALLOWED US TO SEE FURTHER,
STANDING ON SHOULDERS




Soluble forms

Oigome!l\ \'

protofibril




Soluble forms Insoluble forms
Most neurotoxic forms

 Monomers [f Oligomers <75k Da Protofibrils >75 kDa
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SECONDARY OUTCOME MEASURES

% PHASE 3 POSITIVE RESULTS FOR PRIMARY AND ALL {

O

29% slowing
by donanemab
at 76 weeks
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BIOMARKER DATA

Adjusted Mean Change from
Baseline (+SE) in Amyloid PET using Centiloids

(N) Placebo: 344
(N) Lecanemab: 354

from Baseline (+SE) in
Plasma P-Tau181 (pg/mL)

Adjusted Mean Change

Visit (Month)
(N) Placebo: 752
(N) Lecanemab: 746

Mean <30
Centiloids for
lecanemab at
18 months*

Difference of
-59.1 Centiloids
at 18 months

12
Visit (months)

259
276

Plasma P-Tau181

87 CL decrease by donanemab at 76 weeks
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LSM Change in Amyloid
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Placebo Nn=786 758 734
Donanemab n=758 717 686

658
602

620
568

7.9% increase
from baseline

35.0% decrease
from baseline




1 IMPACT ON CAREGIVERS

co
Zarit Burden Interview: Care Partner Burden Reduced by 38%

Zarit Burden
Interview — Care
j Partner Burden
[Total Score]
Adjusted Mean Lecanemab
Change From

Baseline 38% Less
(£SE) Decline

Placebo

£
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2
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0

Lecanemab (N) 831
Placebo (N) 847
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90%
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70%
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40%

Patients (%)

30%
20%
10%

0%
Visit (Month)
N (Placebo)
N (Lecanemab)

71 67
70 63

55%
no decline at
18 months
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Patients (%)

30%
20%
10%

0%
Visit (Month)

N (Placebo)
N (Lecanemab)

71 67
70 63

1\\; LOW TAU SUBSET (EARLIER DISEASE)

12

62
57

28%
improvement at
18 months
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* Always ARIA E, +/- ARIA H (ARIA H"I'éa;qu in tx and placebo groups)







% ARIA-E LEC (896 Lec, 897 placebo) DON (860 Don, 876 placeho)

C Nonarrer 5.4% (0.3% placeho), 15.7% (0.8% placebo)
1.4% symptoms 3.9% symptoms

One APOE4 10.9% (1.9% placeho), 22.6%, (1.9% placebo)
1.7% symptoms 6.6% symptoms

APOE44 32.6% (3.8%placebo), 40.6%, (3.4% placeho)
9.2% symptoms 8.4% symptoms

https://www.fda.gov/media/ 178166/ download




Lecanemab

Donanemab
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®* <1% of ARIA WSS
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Clinically Improved 9% 5% 7%

B Cinically Stable ~ 76% 83% 66%



® You can cheapl ;

(j * Shift the odds away from moderq’re or severe dementia






