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Introduction

The association between diabetes and dementia is well documented, and numerous studies
have suggested a link between type 2 diabetes (T2D) and Alzheimer’s disease (AD). Recently,
a linear correlation between circulating glycosylated hemoglobin Alc (HbAlc) levels and
cognitive decline has been demonstrated in the English Longitudinal Study of Ageing. The
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* Potential higher concentrations of RAGE ligands

* Potentially higher degree of inflammation and cell death
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* Higher glucose predicted better ADAS-cog,, response
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Could we use RAGE ligand concentrationsin plasma as indicators of RAGE activation to identifyand select a

ISAEs: All considered not related to study drug
TEAEs leading to discontinuation of study: Increased HbAlc (n=1 azeliragon, mild and not serious) and
pancreatic carcinoma (n=1 placebo, severe and serious)
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operationally conducted under a single protocol. Each study was randomized separately
and independently powered to evaluate efficacy with respect to the co-primary
endpoints of ADAS-cog and CDR-sb. Entry criteria excluded patients with HbAlc >7.7%.

Statistical Analysis

Following protocol-planned primary analysis, post-hoc analyses were done including this
subgroup analysis in which T2D was defined by HbAlc of 6.5% or more at baseline.
Primary methodology presented is the protocol-planned statistical model: the primary
analysis uses MMRM methodology with baseline as covariate, baseline stratum as a
covariate, and subject as a random effect. The analysis population selection follows ICH E9
recommendations for randomization support (criteria are based on pre-randomization data
and are applied to all patients in the study).

All p-values presented are nominal, since the primary analysis of this study was negative.

better suited for this population are currently being
explored.

*B-Study was terminated prematurely with almost no data at M15 and M18, which resulted in B-Study data not suitable for independent interpretation

Conclusions

Results of this analysis indicate a potential benefit of treatment with azeliragon for patients with T2D and AD.
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.
Interpretation of these results is limited by the small number of subjects with both conditions participating in the STEADFAST study.
Further studies are needed to confirm these promising results.




