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Involvement of small GTPase Rho family signaling pathways in diseases.
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In this study, we focused on the analysis of protein kinases downstream of Rho
family small GTPases as therapeutic targets. We developed the novel substrate screening method based on
the interactome analysis. By this method, a number of candidate substrates were identified for several
kinases including Rho-kinase, PKN, and aPKC. We identified tumor suppressor protein Scrib and
cardiomyopathy-related gene products such as CARP and MYL2 as novel Rho-kinase substrates. We identified
phosphorylation sites, and analyzed the modes of action for Scrib and CARP upon the phosphorylation by

Rno—iinase. We also found that PKA phosphorylates Rho-kinase, suggesting the crosstalk between PKA and
Rho-kinase.
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