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Development of overeating-induced obese mouse assuming human life style-related
diseases and investigation of pathophysiological factors associated with NASH
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Nonalcoholic steatohepatitis (NASH) is a chronic liver disease that develops from
simple steatosis to liver cirrhosis and hepatocellular carcinoma. Effective prevention and treatment
methods are strongly desired. We generated double knockout (DKO) mice without Sgstml and Nrf2 genes. In
DKO mice, a number of biological molecules from the intestine and adipose tissue in addition to liver may
play central roles in the onset of NASH. The serum LPS levels were significantly higher in DKO mice than
that in WT mice. Furthermore, the intestinal permeability and the gram-negative bacteria levels and
endotoxin in feces were all increased significantly in DKO mice. DKO mice had a significant decrease in
Kupffer cells (KCs)' phagocytic function. The overload of serum LPS induced by the modification of
intestine microbiota, the increase of intestinal permeability, and the impaired clearance of LPS by KCs
dysfunction were considered to be important for the progression of NASH in DKO mice.
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