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The role of chymase in the disease preocess of non-alcoholic staetohepatitis (NASH)
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Chymase plays a role in the augmentation of angiotensin Il formation,which is invo
Ived in liver fibrosis. The effects of a chymase inhibitor (TY), were investigated in MCDD-induced Hamster
S (H) NASH model. Treatment with TY or placebo was initiated, and continued with MCDD for other 12 weeks.
At 12 weeks after, hepatic steatosis and fibrosis were observed in MCDD-fed H.MDA and gene expression of c
ollagen I, Il1,alpha-SMA and Rac-1 in liver were increased. At 24 weeks, steatosis and fibrosis were more
in the placebo-treated H fed MCDD for 24 weeks vs.12 weeks. H treated with TY for 12 weeks after being on
a 12-week MCDD had ameliorations in steatosis and fibrosis, with no differences compared to normal diet-fe
d H. There were augmentations in AT Il and MDA, and expression of collagen-1, I11,alpha-SMA and Rac-1 in t
he placebo-treated H at 24 weeks; these were reduced to normal in TY-treated H. TY not only prevented the
progression of hepatic steatosis and fibrosis, also ameliorated them.
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Chymase inhibitor ameliorates hepatic
steatosis and fibrosis on established
non-alcoholic steatohepatitis in hamsters
fed a methionine- and choline-deficient
diet.
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A chymase inhibitor,TY-51469,ameliorates
already formed hepatic steatosis and
fibrosis in a hamster nonalcoholic
steatohepatitis(NASH)model.
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