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This presentation will highlight the design of a potent gamma secretase modulator (GSM)
clinical candidate for the treatment of Alzheimer’s disease (AD) and the interplay of chemical
biology in the drug discovery process. Key components of the GSM design relied on a
pharmacophore model to identify a 2,5-cis-tetrahydrofuran (THF) linker to impart
conformational rigidity, locking the putative bioactive structure and affording a balance in
potency and physiochemical properties. Additionally, through the development of gamma
secretase photoaffinity probes, we show differentiation between different series of gamma
secretase inhibitors and modulators. Further emphasis on the value of chemical biology in
drug discovery for off-target ID and imaging will also be showcased in several vignettes.



