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Neurology Calpain 1 (CAPN1); 
CAPN2

In vitro and mouse studies identified analogs of 
CAPN1 and CAPN2 inhibitors that cross the 
blood brain barrier (BBB) and could help treat 
neurodegenerative diseases. Increased CAPN 
activity in neurodegenerative diseases is established, 
but current inhibitors cannot cross the BBB. In vitro, 
the lead peptidyl α-ketoamide compound inhibited 
CAPN1 and CAPN2 with IC50 values of 53 and 70 
nM. In mice, the inhibitor accumulated at detectable 
concentrations in the brain compared with the 
parent compound, which was undetectable. Next 
steps include testing these compounds in animal 
models of disease.
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