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The objectives of this research grant program were to establish a novel
culture method for human iPS cell-derived hepatocyte organoids (iPS-Hep Organoid), and to construct
a new liver disease model that can reproduce a part of hepatocellular carcinogenesis using human iPS

cells whose target genes were modified by genome editing. As a result of examining a lot of culture
conditions, we have developed a new method for generating human iPS-Hep Organocids that can be
cultured for more than six months, which maintained characters of hepatic lineages. Next, we
established human iPS cell lines that mimic a part of the hepatocellular carcinogenesis that occurs
in chronic liver disease caused by the hepatitis B virus infection. The established iPS cells were
differentiated into hepatic lineage generated and were analyzed. Such cells exhibited several
features of hepatocellular carcinoma, and the precise molecular mechanism underlying was clarified.
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