©
2019 2021

NASH

Mechanism of NASH pathogenesis by nuclear receptors through qualitative changes
in fatty acids

Inoue, Yusuke

3,400,000
NASH

HNF4a KO NASH KO PPAR
a NASH KO PPARa NASH

PPARa

PPARa NASH
HNF4a  PPARa
NAFLD/NASH

Non-alcoholic steatohepatitis (NASH) is a malignant disease that progresses
to cirrhosis and hepatocelular carcinoma, for which there is no cure. Mice with liver-specific
deficiency of the nuclear receptor HNF4a (KO mice) develop NASH, but NASH was ameliorated in
double-deficient mice by crossing KO mice with PPARa -deficient mice. Therefore, KO mice develop
NASH due to PPARa activation. The activation was found to be accompanied by changes in the
composition of fatty acids in the liver. In particular, an increase in oleic acid was proven to
activate PPARa .
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