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Development of a versatile design method for protease inhibitors based on
hydroxyproline

Kobayashi, Kazuya
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To establish a universal strategy for the design of protease inhibitors, I
have investigated the development of inhibitors against B -secretase (BACE1l) and SARS (severe acute
respiratory syndrome) 3CL protease (3CLpro), which are therapeutic targets for Alzheimer®s disease
and SARS, respectively, using hydroxyproline as a common backbone. In the case of the BACEl
inhibitors, we have obtained valuable structure-activity relationship information for a novel
skeleton-based inhibitor. This information will be useful in developing highly active derivatives in

the future. As for the SARS 3CLpro inhibitors, we have identified a new inhibitor with single digit
p M (IC50) activity from the design based on the common backbone.
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