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Neurology

Alzheimer’s 
disease (AD)

g-Secretase; 
nicastrin (NCSTN)

Mouse studies could raise concerns about 
inhibiting g-secretase to treat AD. Mice 
engineered for brain-specific, postnatal 
disruption of nicastrin, a g-secretase subunit, 
showed age-related neurodegeneration 
compared with wild-type controls. Nicastrin 
knockouts had defects in learning and memory 
compared with wild-type controls. Next steps 
include identifying substrates of g-secretase that 
could be targeted to prevent AD rather than 
targeting g-secretase directly. 
Eli Lilly and Co.’s LY450139, a nonselective g-
secretase inhibitor, is in Phase III trials for AD.  
Eisai Co. Ltd. and Wyeth each have g-secretase 
modulators in Phase I trials for AD.  
Elan Corp. plc and Cellzome Inc. have separate 
preclinical g-secretase programs.
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