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The two aims of this study are to establish a culture system of human
induced pluripotent stem cell (iPSC)-derived hepatocyte organoids with high phenotype of hepatocyte
and to investigate the process of hepatocarcinogenesis using gene-edited iPSCs.

Through optimization of the hepatocyte induction method from iPSCs and subsequent 3D culture
conditions, we successfully developed a culture system that maintains proliferation and hepatic
phenotype. Additionally, iPSC lines were generated that replicate the HBV integration identified in
hepatocellular carcinomas in our in-house database. After differentiation into the hepatocyte
lineage, these established iPSC-derived hepatic cells exhibited enhanced proliferative capacity. As
a result, a pathological model was successfully created that partially mimics the mechanism of
hepatocarcinogenesis. Our research team is currently identifying therapeutic targets based on the
elucidation of the mechanism underlying this enhanced proliferation.
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