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Development of a liver carcinogenesis model using human hepatocytes and
searching suitable anti-cancer drugs considering mutated genes.
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Humanized chimeric mice can be prepared by introducing primary human
hepatocytes into the TK-NOG mice from the spleen via the portal vein after inducing hepatic injury,
and tumors derived from human primary hepatocytes do not occur. However, when human hepatocytes
cultured under the special condition were transplanted, tumors were observed in part. The tumors
were derived from human hepatocytes because they were positive for HLA. The histology of the tumors
was similar to that of human hepatocellular carcinoma. We compared the tumors with human cell before

culturing and human hepatocytes just before administration by exome sequence. As a result, the
missense mutation (Q61L§ was observed in NRas in the tumors. This mutation is the most commonly
occurring NRas activating mutation in various cancers. NRas mutation in human hepatocytes
administered was considered to be one of the causes of tumorigenesis.
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