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研究成果の概要（和文）：NASHの発症機序には，腸内細菌叢の異常，歯周病菌の感染，それに関連した肝へ流入
するLPSの増加が指摘されている．p62:Nrf2遺伝子の二重欠損マウス（DKO）はNASHを発症する．そこでDKOを用
いて，腸内細菌叢と腸管上皮バリア機能の異常に主眼をおき検討した．In vivo解析－糞便と血清中LPS濃度は
DKOで増加していた．腸内細菌叢では，DKOでグラム陰性菌が増加していた．腸管透過性はDKOで亢進していた．
In vitro解析－細胞膜抵抗とタイトジャンクション蛋白発現はNrf2欠損により低下した．DKOのNASH発症には，
グラム陰性菌の増加と腸管上皮バリア機能の脆弱性が重要な因子である．

研究成果の概要（英文）：It has been reported that the onset mechanism of NASH is associated with 
abnormal intestinal bacterial flora, infection of periodontal disease bacteria, and its related 
increase in LPS influx into the liver. p62:Nrf2 gene double knockout mice (DKO) spontaneously 
develop NASH. Therefore, DKO was studied in terms of the abnormalities of intestinal bacterial flora
 and intestinal barrier function. In vivo analysis, the serum and fecal LPS concentrations were 
increased in DKO. In the intestinal microflora, the number of gram-negative bacteria species was 
increased in DKO. The intestinal permeability was increased in DKO. In vitro analysis, the cellular 
membrane resistance value and tight junction protein expression levels were decreased in the 
Nrf2-deficient intestinal cells. It is likely that the onset mechanism of NASH is attributed to an 
increase in gram-negative bacteria species and a weakness of intestinal barrier function.

研究分野：口腔外科学

キーワード： 脂肪性肝炎　生活習慣病　LPS　歯周病菌　腸内細菌
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