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BIOMARKERS DEVELOP AT DIFFERENT TIMES CHOLINESTERASE INHIBITORS: MAIN TREATMENT
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MOST LARGE TRIALS HAVE TARGETED AMYLOID
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ANTI-AMYLOID ANTIBODIES

Aducanumab BAN2401

Biogen Loses $18B in Value as It Kills Aducanumab
Alzheimer's Program
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That New Alzheimer's Drug?
Don’t Get Your Hopes Up Yet
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CURRENT TRIALS:
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COMPARED TO AB, TAU HAS A
TIGHTER RELATIONSHIP TO
SYMPTOMS AND PROGRESSION....
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TAU ANTIBODIES REDUCES TAU SPREADING

Alzheimer disease: tau

Neighbouring
neuron or glial cell
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[ 2019 Alzheimer s Drug Development Pipeline
PHASE 2 TAU TRIALS isesse Motiing i, As 10; ngbrual'y 2019:
< . rugs
DRUG SPONSOR CLASS POPULATION RS » 156 trials
AADvac1 Axon Neuroscience  Active immunotherapy Mild AD @ s
Bcereano v @ltoross « 73% DMD
ABBV-8E12 Abbvie Passive immunotherapy MCI, AD (failed psp) @usossco @uricozss @aiosz Wasoveer Hlovcss i
o . . . O S - « 40% Amyloid
ANAVEX 2-73 OLE  Anavex Life Sciences Sigma-1 receptor & musc agonist Mild- mod AD . 18% Tau
AZD0530 Aot Seolablkinase-nhibi Mildan * 11% Behavioral sx
BIIB092 (TANGO) Biogen Immunotherapy MCI, mild AD, PSP . 14% Cognition
X onis] Biogen TARIBIOT; antisense ViTd AD
oligonucleotide Mg

Methylene Blue Texas AD Research  Tau protein aggregation inhibitor Healthy, MCI, mild AD Qutizmy Gz °

@moy  @ezsen 2
Nicotinamide (Vit B3) UCI Histone deacetylase inhibitor MCI, AD ,g‘?
Nilotinib Georgetown Tyrosine kinase inhibitor AD
RO7105705 Roche/Genentech Immunotherapy MCI/AD, Mod AD

L JAURIEL, Lauriet)

LY3303560 Lilly Immunotherapy memory >6 months
CuMMINGS ET AL. J PREV ALz Dis 2019; HTTP://oX.001.0RG/10.14283/PAD.2019.14 Stanford University 18 Cummings et al. Alz & Dementia 2019 Stanford University

Opportunities for AB/B-amyloid Combination Therapies

Based on therapeutics currently in clinical development
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Anti-Afi mAb: Inflammation
- Deposited f-amyloid Excitotoxicity
Neuroplasticity

* Targeting soluble A by different mechanisms: BACEi + GSM, BACEi + anti-soluble A} mAb
+ Targeting soluble and insoluble AB: BACEI/GSM + anti-Afl mAb (plaque-specific)

. Tar%eting /B-amyloid and second pathols in combination: eg AP and tau
Gauthier et al. JPAD 2019




