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Neurodegeneration Biological Target: Gamma secretase

Gamma secretase is an aspartic protease complex involved in the biosynthesis of A3 peptide, a potential neurotoxic contributor in the
progression of Alzheimer’s disease. Direct inhibition of enzymatic activity introduces potential selectivity issues associated with other
biological functions of gamma secretase including Notch and Eph processing. As an alternative approach to gamma secretase inhibition,
modulation of enzyme activity using, e.g., NSAIDs is a potentially druggable concept. This patent describes the synthesis and evaluation of
a novel chemical series that demonstrates inhibition of gamma secretase activity in vitro and reduction of A342 CSF levels following oral

administration of a standard dose of 30 mg/kg.
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Compound A: AB42 ICs 39 nM; reduction CSF Af42 in vivo, 58%
Compound B: Af42 ICs, 190 nM; reduction CSF AB42 in vivo, 20%
Compound C: Af42 ICs; 29 nM; reduction CSF AB42 in vivo, 20%
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