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Introduction

The association between diabetes and dementia is well documented, and numerous studié
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a linear correlation between circulating glycosylated hemoglobin Alc (HbAlc) levels and
cognitive decline has been demonstrated in the English Longitudinal Study of Ageing. The
Receptor for Advanced Glycation Emeducts (RAGE) is a multiligand receptor of the
iImmunoglobulin superfamily. The multiligand nature of RAGE is highlighted by its ability to |
bind diverse ligands such as advanced glycationpeaducts (AGEs). AGEs have been linked Azeliragon
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pathological conditions, and RA{B@ands
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. . L The full analysis set includes all randomized mild AD subj who receive any study medication and have any assessment.
establishing a vicious cycle that perpetuates

Inflammation, induces vascular damage and -
rovents tissue repalr Results T2 Diabetes Subgroup

The role of inflammation and RAGE
expression/signaling associated with AD
and T2D raises the question of whether
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- RAGE could be a common denominator A-Study
between AD and T2D and whether treatment with azeliragon,an oral RAGEnhibitor or 001
antagonist could havea distinct effect in patients presentingwith both T2D and AD. This | . Pr0.08 2.7 o1
hypothesiswas supportedby the observation,in the phase2b study of azeliragonthat AD | 2= \1.7'

p=0.6
patients with high fasting plasmaglucoseor prediabetes(diabetic subjectswere excluded 0. \0.7
from this study)respondedbetter to treatment with azeliragon
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To determine if a differential responseto azeliragonwas observedin patients
presentingboth T2D and ADin the STBRDFASTrial.

Rationale Supporting Subgroup Selection
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Study Design

The STRDFASTstudy was a randomized, double-blind, placebacontrolled trial in
approximately 800 patients with probable mild AD, MMSE 21-26, CDRglobal 0.5-1,
receiving stable standard of care therapy (acetylcholinesteraseinhibitor and/or
memantine SoC)evaluatingthe efficacy and safety of 18 months of treatment with
azeliragorb mg/dayrelativeto placeba

> A study poen e
B-Study Treatment period ~12 months W

Study terminated by sponsor

5mg/day azeliragon or Placebo + SOC*

Secondary Endpoints:
Imaging: MRI volumetric measures, FDG-PET

400 patients

| Improvement

Co-Primary Endpoints:

STEADFAST Stud
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ADAS-cog,, and CDR-SB
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ADCS-ADL, NPI, MMSE, COWAT, CFT, Trailmaking A and B, RUD-lite, DEMQOL
Biomarkers: Plasma AP

* Standard of Care

The clinical trial design included two separate studies (A-Study and B-Study)
operationallyconductedunder a singleprotocol. Eachstudywasrandomizedseparately
and independently powered to evaluate efficacy with respect to the co-primary
endpointsof ADAScogand CDRsh. Entrycriteria excludedpatients with HbAlc >7.7%.

Statistical Analysis

Following protocceplanned primary analysis, peBbc analyses were done including this
subgroup analysis in whidf2D was defined by HbAlc of 6.5% or more at baseline.
Primary methodology presented is the protocolplanned statistical model the primary
analysisuses MMRM methodology with baseline as covariate, baseline stratum as a
covariate,and subjectasa randomeffect. Theanalysigpopulationselectionfollows ICHED
recommendationgor randomizationsupport(criteriaare basedon pre-randomizationdata
andare appliedto all patientsin the study)

All p-valuespresentedare nominal, sincethe primary analysisof this study wasnegative

Conclusions

STRDFAST Study T2 Diabetes Subgroup

Demographyg Baseline Characteristics

Fll Analyss S Pasto  osfeagon Smg
Age (years): Mean (Median) 78 (77) 76 (77)
Gender: males; females 18; 4 22;11
(% males) (82%) (67%)
Ethnicity: Not Hispanic or Latino, n (%) 17 (77%) 27 (82%)
Race: White, n (%) 19 (87%) 30(91%)
Weight (kg): Mean (SD) 77 (13) 79 (17)
BMI (kg/m2): Mean (SD) 27 (3) 27 (4)
Baseline HbAlc: Mean (Median) 7.0(6.9) 7.0(6.9)
Baseline ADAS-Cog: Mean (Median) 16 (14) 16 (16)
Baseline MMSE: Mean (Median) 23 (24) 24 (24)
ApoE Status (% positive) 11 (50) 16 (49)
Years since diagnosis: Mean (Median) 2.6 (2.0) 2.6 (2.2)
Memantine 8 (36) 12 (36)
Background SoC, n (%) | AChEl 21 (96) 30(91)
Both 7(32) 9(27)

Safety Overview: No Overall Safety Issues

No Significant Changes in HbAlc or Weight

Mean (SD)
A-Study B-Study
Parameter Treatment Baseline Month18  Treatment Baseline  Month 12
PBO n=7 7.2(0.7) 6.9 (0.6) PBON=9 | 6.8(0.3) | 6.94(0.9)
HbAlc (%)

AZL n=14 6.9(0.3) 6.7(0.8) AZL n=9 7.0(0.5) | 6.69(0.5)

Glucose PBO n=7 142 (44) 130 (52) PBON=9 | 143(36) | 147(73)
(mg/dL) AZLn=13 | 158(42) | 140(57) AZLn=9 | 135(43) | 143(63)

Weight PBO n=7 80 (12) 78 (12) PBON=9 | 78(15) | 77(16)

(ke) AZL n=14 85 (20) 83 (20) AZLn=9 | 79(17) | 78(14)

Supportive Analysis

Thedata presentedhere hasbeenconfirmedby supportive
analysisusing the Wilcoxon methodology (valid for small
samples and without making parametric assumptions),
ANCOVAy visit, and ANCOVAwith multiple-imputations
for coping with missingdata. Other cognitive endpoints
better suited for this population are currently being
explored

A Results of this analysis indicate a potential benefit of treatment with azeliragon for patients with T2D and AD.
A The improved cognition seems to be independent of changes in glycemic control, pointing to potential changes in

Inflammation/vascular dysfunction. Additional evaluation of MRI data and inflammatory markers is ongoing.
A Interpretation of these results is limited by the small number of subjects with both conditions participating in tEFBEBE study:.
A Further studies are needed to confirm these promising results.




