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We have generated a disease model mouse with ARHGAP10 gene mutation
identified in a Japanese schizophrenia (SCZ) patient and identified Rho kinase as a novel
therapeutic target by phenotypic analysis. In order to elucidate the role of Rho kinase in the
regulation of higher brain functions, we performed pharmacologic functional analysis with fasudil, a

non-selective ROCK inhibitor, and KD025, a selective ROCK2 inhibitor in this study. We also
analyzed the effects of ROCK inhibitors on neuronal activity in striatal dopamine D1
receptor-expressing medium spiny neurons (DIR-MSN) in which GCaMP has been expressed with AAV
expression vector. Furthermore, the effects of Fasudil and KD025 on depolarization-evoked dopamine
(PA) and serotonin (5HT) release in the nucleus accumbens were analyzed using an in vivo dialysis
system. Our findings suggest that ROCK2 could be a better drug target for developing novel
antipsychotics.
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