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Roles of intestinal bacteria and oxidative stress responsive transcription
factor Nrf2 in NASH pathogenesis
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Sgstml and Nrf2-double knockout mice represent spontaneous onset of NASH.
Using the mice, we elucidated the mechanism for Nrf2-assisted biological defense to prevent NASH
onset and progression. In this year, we have newly developed intestine-specific Nrf2 gene rescue
mice and analyzed alterations in phenotypes of the intestine, visceral fat, and liver.
In parallel with this study, we studied the effects of long-term oral administration of
pH-insensitive redox nanoparticles (RNP) on NASH onset and progression. The administration of RNP
significantly inhibited the progression of liver fibrosis in the NASH model. In the analysis of
gPCR, the expression levels of inflammatory signaling molecules and fibrogenesis molecules were
attenuated in the liver. It is suggested that RNP may be a promising drug for the treatment of NASH.
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