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Neurology
Alzheimer’s disease 
(AD)

β-Site APP-cleaving 
enzyme 1 (BACE1); 
γ-secretase

Studies in mice suggest that dual inhibition of 
BACE1 and γ-secretase could help treat AD. In 
a mouse model of AD, knockout of both Bace1 
and γ-secretase decreased β-amyloid (Aβ) plaque 
deposits and improved memory defects without 
toxicity or behavioral abnormalities. Next steps 
could include testing the BACE1 inhibitors and 
γ-secretase inhibitors as a combination therapy in 
animal models of AD. 
CTS-21166, a BACE1 inhibitor from CoMentis 
Inc. and Astellas Pharma Inc., is in Phase I testing 
to treat AD. 
TTP854, a BACE1 inhibitor from TransTech 
Pharma Inc., is in preclinical testing for AD. 
At least four companies have γ-secretase inhibitors 
in clinical testing to treat AD.
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