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Development of a novel treatment for nonalcoholic steatohepatitis by targeting
small intestinal fatty acid transporters

Yamamoto, Yasunori
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The purpose of this study was to verify whether PPARa agonists, which
control intestinal fatty acid transporters including intestinalMTP, suppress liver fibrosis in
non-alcoholic steatohepatitis (NASH). NASH model rats fed a high-fat diet were divided into
Pemafibrate (PPARa agonist) administration group and non-administration group, and lipid deposition

in the small intestine and the expression of lipid metabolism-related genes, as well as liver
fibrosis and o -SMA level, were evaluated. In the Pemafibrate-treated group, lipid droplet
deposition in the intestinal tract was markedly reduced and the expression of lipid
regulation-related molecules was suppressed compared to the non-treated group. In addition,
improvement in liver fibrosis and decreased expression of fibrosis-related molecules were observed.
PPARa agonists reduce liver fibrosis by inhibiting lipid droplet formation and absorption in the
intestine, suggesting that they may serve as a new therapeutic target for NASH.
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