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Analysis of mechanism by which a Wnt/beta-catenin signaling inhibitor
ameliomates NASH-induced liver fibrosis and disorder
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NASH is a progressive fibrotic disease, which increasing the risk of

developing hepatocellular carcinoma, however, there are still no efficient therapeutic strategy. Our
previous study showed that PRI-724 treatment to NASH-related liver fibrosis decreased hepatic
expressions of a SMA, type | and type 111 collagens, liver fibrosis markers, Moreover, expression of
matrix metalloproteinase Mmp8 and Mmp9 in the liver were significantly increased.

In the present study, we analyzed which types of macrophage play a role in MMP9 production. The
number of Mmp9-positive cells in hepatic Cd68+ macrophages isolated from livers treated with PRI-724
increased 5.5-fold. Marco+Mmp9+Cd68+ Kupffer cells were only observed in the livers of mice treated
with PRI-724, and Mmp9 expression in Marco+Cd68+ Kupffer cells increased 4.3-fold.
PRI-724, a selective CBP/[ -catenin inhibitor, thus shows a potent therapeutic effect for
NASH-related liver fibrosis.
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