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Development of the novel therapy for NAFLD by Engineering Fatty Liver from iPS
cells
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PNPLA3 variant was reported to be related with metabolic associated fatty
liver disease. However, the mechanism has not been unveiled yet. The aim of this study is to
generate iPSC-derived hepatic stellate cells (iHSC) from human-induced pluripotent stem cells (iPSC)

with PNPLA3 single nucleotide polymorphism (SNP) and to clarify the mechanism of liver fibrosis
caused by PNPLA3 SNP. Two types of iPSC (Wild, Variant) were differentiated into iHSC. TGF-[
stimulation resulted in significantly higher secretion of the liver fibrosis markers, o SMA and
Col1Al in Variant-iHSCs than in Wild-iHSC. Variant-iHSC secreted significantly more PDGF and TGF-( ,
and had significantly higher cell proliferative and migration ability. AMIGO2 knockdown using siRNA
in variant-iHSC significantly reduced migration and proliferation ability. The staining for AMIGO2
in cirrhotic liver and normal liver samples showed that AMIGO2 protein expression was observed in

PNPLA3-variant samples.
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