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Understanding of molecular mechanism for inhibition of NASH development by
p62-Approach in terms of fatty acid energy metabolism

Shoda, Junichi
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We generated p62 knockout (p62-KO) mice and demonstrated that these mice
developed to simple steatosis in the livers by the obesity caused by hyperphagia. Moreover, we found
that p62-KO mice developed severe steatohepatitis induced by a 60% high fat diet (HFD). We supposed
the mechanism for the development of steatohepatitis in p62-KO mice fed HFD that p62 influenced
free fatty acid (FFA) metabolism and resulted in the unbalance between FFA and fatty acyl-CoA in the
hepatocytes. TG levels in p62-KO hepatocytes was increased compared with WT hepatocytes, and these
results suggest that deletion of p62 could be associated with the functional change of
lipophagy” , the important and new system of the metabolism for TG to FFA. To elucidate the
regulatory role of p62 in NASH more clearly, we plan to compare the phenotzpes between p62-KO and
p62 gene rescued mice in hepatocytes, and p62 knockout hepatocytes and WT hepatocytes.
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