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A study in cell and mouse tissue culture suggests that 
raising endosomal pH could help treat AD. In a cell 
culture model of AD, the generic ion channel blockers 
bepridil and amiodarone raised endosomal pH, lowered 
BACE1 and γ-secretase activity and reduced production 
of pathogenic β-amyloid (Aβ) compared with no 
treatment. In brain slices from an AD mouse model, 
bepridil reduced Aβ to levels comparable to those in 
vehicle-treated control slices. Next steps include lead 
optimization to increase γ-secretase modulation. 
Eli Lilly and Co.’s semagacestat (LY450139), a γ-secretase 
inhibitor, is in Phase III testing for AD.  
Six other companies have preclinical and Phase I 
compounds that modulate BACE1 and γ-secretase to 
treat AD.
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