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RAGE Inhibition
A Novel Mechanism of Action for AD Treatment
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Azeliragon Phase 2b Study Design

A Randomized, double-blind, placebo-controlled trial

Q Mild to moderate AD (MMSE 14-26); N=399
»Power of 80% to detect a treatment benefit of 3 points on the ADAS-cog;

0 Stable background therapy with cholinesterase inhibitorsand/or memantine

QThree arms (1:1:1)

»60mg/d x 6 days, 20 mg/day x 18 months

» Discontinued due to increased incidence of confusion, falls and greater ADAS-cog;; decline not seen with 5 mg/d or
placebo

»15 mg/d x 6 days, 5 mg/dayx 18 months
> Placebo x 18 months

Q Objectives:
»>ADAS-cog,, after 18 months of treatment with azeliragonvs placebo
»Safety/tolerability of treatment with azeliragon vs placebo
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Final Analysis Demonstrates Azeliragon Meeting Pre-specified ADAS-cog,, Primary
Endpoint

O Protocol-planned analyses, using different
methodologies to cope with missing data, all

ADAS-COG,, Change from Baseline show statistically significant differences in ADAS-
ITT, Mild-to-Moderate AD (MMSE 14-26) cogq, favoring 5 mg/d versus placebo
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More Pronounced Efficacy in Mild AD Patients:
Effects on Phase 3 Co-Primary Endpoints Demonstrated in Phase 2b

ADAS-COG,, Change from Baseline Change from Baseline at Month 18
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Significant Reduction in Psychiatric Side Effects

Azeliragon 5 mg/day safe and well-tolerated with a statistically significant reduction in psychiatric

adverse events in patients with mild-to-moderate AD
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Azeliragon Phase 2b Responder Analysis

Q Data from the overall population of mild—moderate (MMSE 14-26), mild
(MMSE >21) and moderate (MMSE <20) sub-groups evaluated post-hoc using
responder criteria for the ADAS-cogy,

Q Responder analysis using survival analysis methodology was performed using a
cut-point of a 7-point™ increase in ADAS-cog,, over 18 months to define
progression

Q Sensitivity analyses were performed examining the impact of the selected cut-
point evaluating the range of values between 1 and 20

*Vellas et al. J Nutr Health Aging 2007



Time to Event Analysis for ADAS-cog,, Change from Baseline

Progression Defined as ADAS-cog,, Increase of 7-points
Mild-Moderate AD (MMSE 14-26)

Product-Limit Survival Estimates
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Time to Event Analysis for ADAS-cog,, Change from Baseline

Progression defined as ADAS-cog,, Increase of 7-points
Moderate AD (MMSE <20)

Product-Limit Survival Estimates
With Number of Subjects at Risk
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Time to Event Analysis for ADAS-cog,, Change from Baseline

Progression Defined as ADAS-cog;, Increase of 7-points
Mild AD (MMSE >21)

Product-Limit Survival Estimates
With Number of Subjects at Risk
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ADAS-cog,, Time To Event Analysis Hazard Ratios Using Multiple Cut-Points
Mild AD (MMSE >21)

* For all cut-points between a 1 and 20 point worsening in ADAS-cog, the hazard
ratio favors azeliragon 5 mg/day
« Effect in overall population primarily driven by the mild sub-group
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Conclusions

0 Azeliragon 5 mg/day delayed time to cognitive deterioration (i.e. a 7-point worsening
in ADAS-cog+) relative to placebo in patients with mild AD

0 Monotonic increasing difference in ADAS-cog, change from baseline over placebo
after month 9

QO These results, combined with previously described statistically significant less
worsening of ADAS-cog and CDR-sb at 18 months in azeliragon-treated patients,
provide further confidence in azeliragon as a disease modifying therapy and support
for the design of the ongoing Phase 3 STEADFAST trial in patients with mild AD



