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Development of a composite humanized liver chimeric mouse that contributes to
pharmacokinetic studies and its application to drug discovery research
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In this study, we aimed to develop a human ADME model with reduced effects
of mouse plasma proteins by generating humanized liver chimeric mice deficient in two major plasma
proteins, Albumin (Alb) and Alpha-1-acid Glycoprotein 1 (Agpl). The expression of human drug
metabolism-related genes in the liver of Alb/Agpl double KO humanized liver chimeric mice was
similar to that of traditional humanized liver chimeric mice, suggesting that the effect of these
plasma protein deficiencies was limited. In this model, there was a large discrepancy between the
predicted and measured drug metabolism clearance value for Diazepam in humans. However, the
predicted value of drug metabolism clearance in humans for Ketoprofen and UCN-01 provided by
Alb/Agpl double KO humanized liver chimeric mice was similar to the measured value in humans.
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