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Development of a method for preventing NASH progression and hepatocarcinogenesis by
using butyrate-produding probiotics

WATANABE, Tetsu
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We used a CDAA diet to establish rat NASH model. Rats treated with CDAA diet conta
ining 10% MIYAIRI588, a pharmaceutical product of C. butyricum, reduced CDAA-diet induced hepatic lipid de
position and si?nificantly improved the triglyceride content, insulin resistance, serum endotoxin levels,
and hepatic inflammatory indexes. We also found that MIYAIRI 588 substantially increased the activation of

hepatic AMPK and AKT and Nrf2 and its targeted antioxidative enzymes, which suppressed hepatic oxidative
stress. In vitro studies revealed that sodium butyrate (NaB) activated AMPK and AKT and enhanced Nrf2 expr
ession. NaB-mediated AMPK activation induced the phosphorylation and nuclear translocation of Sirtuin 1, 1
eading to the increased assembly of mTOR complex 2 and phosphorylation of AKT and subsequent induction of
Nrf2 expression and activation. These data clearly showed that the butyrate-producing probiotic MIYIRI 58
8 has beneficial effects in the prevention of NASH progression.
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