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2019 Alzheimer’s Drug Development Pipeline
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The amyloid hypothesis of Alzheimer's disease at 25 years RS

i Molecular Medicine
Dennis J Selkoe, John Hardy
DOI 10.15252/emmm.201606210 | Published online 29.03.2016 EMBO Molecular Medicine’(2016) emmm.201606210
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Aducanumab

EMERGE premiere étude positive (Oct
2019)

Primary endpoint of EMERGE (larger dataset)

_ ITT Population OTC Population

% Reduction vs. Placebo2 o ? % Reduction vs. Placebo2
p-value . ((\ p-value

Low dose High dQse Low dose High dose
(N=543) (N—547) (N=329) (N=340)
14% G\} -23% 16% -23%
0.117 40 0.010 0.134 0.031

2: difference in change from baseline vs. placebo at Week 78. Negative percentage means less decline in the treated arm.

N: numbers of randomized and dosed subjects that were included in the analysis. Placebo = 548 (ITT) and 313 (OTC).
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EMERGE : une action sur les ADL Q*b
EMERGE: Longitudinal chaﬁge from baselmggﬁl
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Immunothérapie anti-Tau &
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Anti-Tau antibody N> Essais en cosffs
Tau is a compelling target - passive anti-Tau immunotherapy s@hcb% efficacy

*
Dose-dependent inhi 'tig of Tau spreading, independent 5& -
Protection against toxic oligomeric Tau of effector function\, 6 %
\V \ »
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Ref: Brendza et al, AD/PD 2017 (Genefite

Genentech

Passive immunizatiown with an anti-Tau antibody demonstrated dose-deper dur.t efficacy, independent of A Member Of the Roche Group
antibody effector i:uictlion, in support of the mechanism of action of tarr;eting Tau spreading
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RgpB load

 GAIN

Alzheimer's Trial
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DES SYMPTOMES ET DES CIBLESDIVERS...

Troubles cognitifs
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A Phase 3 Study to Evaluate Pimavanserin for the Treatment of Hallucinations and
Delusions Associated With Dementia-related Psychosis: Study Population and Design

Foff E'; Youakim,JM'; Owen, R'; Knowles,M*; Ballard,C%; Cummings,J?; Tariot;P*; Stankovic,S'
TACADIA Inc., *The L y of Exeter Medical School, *Cleveland Cink Lou Ruvo Center, Center for generaton and i Clevalapa Ciinic Lemer College of “Banner 's Institute, L Yy of Arizona Collaga of Medicine
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Open-label Double-blind Prinfaty endpoint
time to relapsein

392 patients Pimavanserin (20 or 34 mg) double-blind period

for 26 weeks or until relapse

Male or Female Pimavanserin
50-90 yrs old for 8-12 weeks &
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Open-label Week 12 Week 38
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N= 392 372 354 310 235 PBO (n)=99 94 89 73 56 47 39 22

PIM (n)=95 93 87 81 63 53 45 34
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LES ESSAIS AU STADE PRESYMPTOMATIQUE N
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Les interventions non pharmacologiques
Results of MAPT-AV45

Amyloid positive group N Q Ay
<\ ~
Group Mean change from baseline to 36 @T\s Mean difference (95% Cl) Pvalue(\." P value
(95% Cl) A\'Q, vs placebo (ray (Hochberg)
Omega3 + Multid. 0.29 (0.02 ; 0.56) 0.72 (0.38 ; 1.04) s(({xfetm 0.0012
Omega3 -0.23 (-0.44; -0:03) 0.18 (-0.09 to 0.46) 0.1356 0.1356
Multid. -0.05 (-0.175.0.28) 0.47(0.18t00.76) _ > 0.0109 0.0218
. . N >
Amyloid Negative group \\}Q O‘Q
Group I&@V»’change from baseline to 36 months Mean difference (95% Cl) P value P value
N (95% Cl) (\vs placebo (raw) (Hochberg)
Omega3 + Multqg\Q,\ 0.07 (-0.08 ; 0.21) A\O.os (0.31;0.16) 0.9222 0.9268
0mega§\o\‘ 0.08 (-0.11 ; 0.26) -0.06 (-0.33 to 0.20) 0.9095 0.9268
Mui\i@"‘ 0.04 (-0.13 ; 0.20) Y7 -0.10(-035t00.14) 0.9268 0.9268

Positive effect of Ml+omega-3 anddMl alone in ITT, per-protocole and per-protocole

adherence analysis



INITIATIVE EUROPEENNE

EPAD 41\

European Prevention of
Alzheimer's Dementia Consortium &
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REGISTRE DE SUJETS « A RISQUE QQCOHORTE DE SUIVI
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