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Alzheimer’s disease ~ [-Site APP-cleaving
(AD) enzyme 1 (BACE1)

Summary

In vitro and rat studies identified brain-penetrating
iminohydantoin BACE inhibitors that could help
treat AD. BACE1 is one of two proteases that
catalyze the formation of B-amyloid (AB) from
amyloid-f precursor protein (APP). Two of the
iminohydantoin-based compounds inhibited AP
secretion with IC, values of 2.6 and 12 uM in a
human cell assay and showed brain penetration in
rats. Merck & Co. Inc. did not disclose next steps,
which could include evaluating the compounds in

animal models of AD.

CTS-21166, a small molecule BACEI inhibitor from
CoMentis Inc. and Astellas Pharma Inc., is in Phase

I testing for AD.

At least four other companies have BACE1
inhibitors in preclinical development for AD.
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Licensing status

Patent application
filed; licensing status
undisclosed
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