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Development of human specific hepatotoxicity evaluation method using humanized
liver mouse and elucidation of species differences in the pathogenesis of
toxicity
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In this study, we established an evaluation method for human-specific
hepatotoxicity using chimeric mouse with humanized liver, in which the mouse hepatocytes are
replaced by human hepatocytes. The plasma levels of apoA mRNA, alanine transaminase (ALT) protein,
and human cytokeratin were measured using d-galactosamine induced liver injury in humanized liver of

chimeric mouse. The major components of deviant markers detected using species-specific TagMan
assay and ALT ELISA were from mice hepatocytes. Moreover, the amount of human cytokeratin detected
using M65 EpiDeath ELISA was very small. These results suggest that the toxicity of d-galactosamine
in humanized liver of a chimeric mouse appears mainly in mouse hepatocytes.
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