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Analysis for the pathogenesis of development of NASH via ER stress by PNPLA3
gene mutant mice
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Because XBP-1 was regulated by ATF6 and hyperglycemia, and expression of
ATF6 was not different between wild type and Knockout mice, it was considered that regulation of
XBP-1 gene was involved by PMPLA3 gene. In gene expression of lipid synthesis, expression of
SREBP1c, ACC2, FASN, CPTla , DGAT1, 2 were not different in between wild type and knockout mice,
and saturated fatt¥ acids/unsaturated fatty acids ratios were high both before and after ER stress.
Therefore, we concluded that PNPLA3 may have roles for the changes of fatty acids composition. In

addition, we have created PNPLA3 mutant transgenic mice (Tg: PNPLA3 KO mice with mutant PNPLA3 gene
(1148M) which is liver specific regulated by albumin promoter.
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