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研究成果の概要（和文）：非アルコール性脂肪性肝炎（Nonalcoholic steatohepatitis: NASH）は脂肪肝から肝硬変，
肝癌に至る進行性の慢性肝疾患である．有効な予防と治療法が強く要望されている．代表者らはヒトNASHを想定したSq
stm1/Nrf2遺伝子二重欠失マウスを作製した．肝のみならず腸管や脂肪組織由来の生物学的因子が，NASHへの進展に中
心的役割を果たすことが推測されている．本マウスでは，過食肥満下における腸内環境変化によるLPS産生増加，腸管
バリア機能障害による腸管透過性の亢進，肝のLPSに対する異物排除機構の障害，これに関連した自然免疫反応の亢進
が重要であると考えられた．

研究成果の概要（英文）：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 Sqstm1 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.

研究分野： 生活習慣病

キーワード： 肥満　非アルコール性脂肪性肝炎　遺伝子改変マウス　リポ多糖　Kupffer細胞
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