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Di ease/-l\/lodifying AD Therapies

A disease-modifying agent must:

o Affect the underlying process leading to cell death
e Produce a meaningful impact on disease course
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Alzheimer’s is the cumulative product of a series of pathological events that
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may begin with the deposition of beta-amyloid in the brain
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Where are the new drugs?

* Not from lack of trying

] d-toterse @ Amyiod & Tou related

Undisclosed Mechanism
\ RGN1016 (Phase 1)
O 8AC (Phase 1)

[ AGN-242071 (Phase 1)

112 drugs in testing in 2018

« Agitation (n=5)
« Sleep disorders (n=2)
= Apathy (n=1)

54% anti-Amyloid

* Immunotherapy (n=6)
= BACE Inhibitor (n=5)
« Anti-aggregation (n=3)

65%

Disease
Modifying
Therapies

31%

Neuropsychiatric
Symptoms

» Acelylcholinesterase 4% 26 Agents

Inhibitor (n=1) Symplomatic in Phase Il
Cognitive Enhancer

* Metabolic (n=1)
= Nevroprotection (n=1)

8% other MOAS

* Anti-aggregation (n=1)

4% Anti-Tau




Welcome to the

Evolution/ Revolution



Aducanumab

May be first disease modifying therapy
Removes amyloid from brain
Best effect when started early

FDA reviewing



ducanumab

Before treatment

Placebo

Low dose

Medium dose

High dose

EMERGE: Longitudinal change from baseline in CDR-SB
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High dose aducanumab n=547
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Side Effects

Aria E

Aria H

A SubjectF Week 80 B Unscheduled 1, 85 days

Temporal Parietal
Unscheduled 2, 118 days

Temporal arie
Unscheduled 3, 195 days

Temporal Parietal
F Unscheduled 5, 300 days

Temporal Parietal
Unscheduled 4, 285 days

Parietal and Occipital



Operational Issues

Identification of candidates
Mild sx, amyloid +

Infusion center capacity

Surveillance for ARIA
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