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Neurofibrillary tangles (NFTs), pathological hallmarks of Alzheimer’ s
disease (AD), consist of highly phosphorylated tau. We previously reported that pitavastatin
decreases the total and phosphorylated tau. The reduction of tau was considered to be due to
Rho-associated coiled coil protein kinase (ROCK) inhibition by pitavastatin. ROCK plays important
roles to organize the actin cytoskeleton, an expected therapeutic target of human disorders. We
have examined the effects of ROCK inhibitors on tau phosphorylation in detail by using cell culture
model of tauopathy,and a mouse model of tauopathy . The levels of phosphorylated tau, and
oligomeric tau were reduced by the ROCK inhibitors. ROCK inhibitor inactivated tau kinases
(GSK3beta, Cdk5). Autophagy, which is important for the degradation of tau was activated.
Collectively, these results suggest that ROCK inhibitors represent a viable therapeutic route to
reduce the pathogenic tau protein in tauopathies, including AD.
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