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Research of new therapies_targeting small intestinal mucosal homeostasis for
non-alcoholic steatohepatitis (NASH).
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In amiodarone (AMD)-induced NASH model mice, we examined whether disruption
of small intestinal mucosal homeostasis is involved in the pathogenesis of NASH. Villus shortening,
disruption of tight junction proteins localization and increased intestinal permeability were
observed in the small intestine of the AMD group mice. In the liver of AMD group mice, activation of

macrophages expressing CD14, which is a co-receptor of LPS, and increased expression of TNF-a were
observed. Those results suggest that AMD-induced NASH progression is likely associated with the
disruption of intestinal barrier function. Thus, it is thought that intestinal homeostasis could

slow or prevent NASH progression.
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