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Alzheimer’s 
disease (AD)

Cyclin dependent 
kinase 5 (CDK5)

A study in cell culture and in mice suggests that inhibition 
of CDK5 could be useful for treating AD. In cultured 
neurons, short hairpin RNA knockdown of CDK5 decreased 
phosphorylation of hyperphosphorylated microtubule-
associated protein-τ (MAPT; TAU; FTDP-17), an AD-
associated marker, compared with that seen using a control 
vector. In a mouse model of AD, shRNA knockdown of CDK5 
decreased neurofibrillary tangles compared with that seen 
using a control vector. Next steps include optimizing the lead 
CDK5 antagonists and testing them in mouse models of AD.
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