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Elucidation of the association between non alcoholic steatohepatitis and
endoplasmic reticulum stress by metabolomics of portal blood
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The aim of this study is to elucidate the association between the imbalance
of free amino acids (FAAs) in portal blood (PB) and the pathogenesis of hepatic steatosis in NAFLD.
We measured metabolites in PB of fasting WT mice and NAFLD model mice. Then, we made two media that

were consistent with the levels of FAAs in the PB of wt or NAFLD model mice. We found that the
decrease of 7 FAAs, especially Met and Tyr, in the media induced TG accumulation and ER stress via
the suppression of lipid secretion from hepatocytes. The high fat, L-methionine (Met) / L-tyrosine
(Tyr) -deficient diet (HF-MTD) induced steatosis and ballooning pathologically in the liver of
C57BL/6 mice, but the HF diet did not.
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