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Elucidation of the mechanism of liver fibrosis by Wnt-b-catenin pathway
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There are no therapeutic agents for HCV cirrhosis, especially decompensated
cirrhosis with Child-Pugh (CP) score B, which exists in more than 200,000 people in Japan, and the
prognosis is poor. A therapeutic drug (anti-fibrotic drug) for liver cirrhosis has not been put into

practical use at present. Recently, it was reported that Wnt signaling is also involved in fibrosis
via TGF-b. PRI-724 is a compound developed by Prism Pharma that can inhibit Wnt signaling and
selectively inhibit the protein interaction between (3 -catenin and CREB-binding protein. An
antifibrotic effect was also observed by administration of PRI-724 using a fibrotic model using
carbon tetrachloride and bile duct ligation. As the mechanism of action of PRI-724, we found that it
suppresses the activation of hepatic stellate cells and showed the involvement of Ly-6 Clow

macrophages.
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