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Elucidation of the mechanism of human-specific drug hepatotoxicity using a novel
humanized liver mouse model of drug-induced liver injury
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Conventional humanized liver mice are unable to predict the pharmacokinetics
and toxicity of some drugs in humans due to drug-metabolizing enzyme activity in the residual mouse
hepatocytes. In this study, we transplanted human hepatocytes into mice deficient in liver-specific
Por activity and successfully established a liver-specific Por-deficient humanized liver TK-NOG

mouse model. In this model, P450 enzyme activity of the remaining mouse hepatocytes is reduced due
to liver-specific Por deficiency, suggesting that the drug metabolizing capacity is more similar to
that of humans compared to the conventional humanized liver model. In conclusion, the liver
Por-deficient humanized liver mouse model is expected to be utilized as a new platform for
pharmacokinetic and safety studies.
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