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Development of anti-fibrotic therapies for liver fibrosis by the regulation of
Rho family GTPases of macrophages.

MATSUMOTO, Toshihiko
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Liver fibrosis is regulated by interaction between macrophage (Mo ) and
hepatic stellate cell (HSC). We hypothesized that alterations in cell shape via actin remodeling may
modulate the phenotype of Mg and HSC in fibrotic liver. We therefore examined the effects of Rho
family GTPase inhibitors, which regulate actin remodeling, on MMPs expression of Mg and activation

of HSC, with the aim of developing future anti-fibrotic therapies.

Treatment with the Racl/Cdc42 inhibitor, R-Ketorolac, inhibited actin remodeling, while it had no
impact on MMPs expression of murine M@ 1in vitro and in vivo. The Racl inhibitor, NSC23766-treated
mice showed a higher number of MMP9 positive cells in the liver and reduced liver fibrosis.
Transfection of miR142-3p, which targets Rho family GTPase genes including Racl, increased MMP12
expression in human Mg , while it increased MMP1 and BAMBI expression in human HSC.

These results suggest that Rho family GTPases may be a target for anti-fibrotic therapy.
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