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MPC-7869 Clinical Rationale

B Novel anti-amyloid treatment strategy for AD

W Selective AB42-Lowering Agent (SALA) in vitro & in vivo
~ Allosteric modulation of y-secretase

B Reduces insoluble amyloid in mouse brain

B mproves spatial reference learning and memory
performance in transgenic mice

| Effective concentrations in animal models achievable in
humans at doses that have been well tolerated

W Hypothesis to be tested:
— Subjects receiving MPC-7869 will have a delay in the onset of
psychiatric adverse events

— Hypothesis is based on the potential disease modifying effects
of SALA agents

Methodology

® Randomized, Double-Blind, Placebo-Controlled Phase 2 Study
— 31 sites in Canada and the United Kingdom
® Mild to moderate Alzheimer's (MMSE 15-26)
~ Stable cholinesterase inhibitor allowed
m 207 Subjects in 3 treatment groups (1:1:1)
— 400 mg BID, 800 mg BID or Placebo BID.
W 12 months treatment (optional 1 year follow-on study available in Canada)
® Primary Efficacy: Cognition, Activities of Daily Living, Global Function
m Safety Endpoints
~ Incidence of adverse events.
~ Changes in physical examinations
~ Clinical laboratory resuits

m A post hoc exploratory analysis was performed comparing the number
of and time to adverse psychiatric events between treatment groups
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Safety: Discontinuations Over Time
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Safety Summary

HOverall, MPC-7869 appeared very well tolerated

EDiscontinuations due to AEs were comparable
between 800 mg BID and placebo

mAdverse events (higher frequency than placebo)
— transient eosinophilia, mild anemia, bp elevation, lower
respiratory infection, rash
B Adverse events (lower frequency than placebo)
— psychiatric events (p=0.057, placebo vs. 800 mg BID)
— urinary incontinence
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Conclusions

m MPC-7869 has an attractive therapeutic and safety profile in patients
with mild AD treated for 1 year, the vast majority of whom were already
on standard of care therapy (acetylcholinesterase inhibitors)

m In addition to the reported? significant benefit observed in patients with
mild AD in activities of daily living (p=0.033), global function (p=0.042)
and a positive trend in cognition, this analysis revealed a significant
reduction (p=0.020) in the number of and a delay in time to psychiatric
events (p=0.011)

~ The most common psychiatric events reported in the placebo group were
agitation, aggression, confusional state and depression

~ No significant effect was seen in the NPI (Neuropsychiatric Inventory)
exploratory endpoint

m These results are consistent with the hypothesis that treatment with
MPC-7869 may delay progression of AD
m Confirmatory Phase 3 Studies are ongoing
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