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A sequence variation (1148M) in the patatin-like phospholipase

domain-containing protein 3/adiponutrin(PNPLA3) gene and Endoplasmic reticulum (ER) stress have been
reported to be important pathological characteristics in NAFLD/NASH. To clarify, therefore, the
pathogenesis of NAFLD/NASH, we established three kinds of PNPLA3 gene-modified mice and investigated
the phenotypes and involved factors under ER stress and other conditions. Our observations would
indicate that PNPLA3 has an important role in hepatic fatty acid and triglyceride metabolism through
XBP1 under ER stress. Moreover, human PNPLA31148M knockin mice had a tendency to develop hepatic
steatosis with high fat diet. Taken together, PNPLA3 and ER stress are important for the
pathogenesis of NAFLD/NASH.
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