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Roles of human cytochrome P450 1A2, 2C9, and 3A4/5 enzymes in drug oxidations
mediated by metabolically inactivated human hepatocytes in previously
transplanted chimeric mice
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To investigate the respective roles of cytochromes P450 1A2, 2C9 and 3A4/5
in drug oxidation in human livers, the in vivo pharmacokinetics of coumarin, S-warfarin and
diclofenac, and dexamethasone were analyzed after intravenous administrations in chimeric mice that
had been transplanted with human hepatocytes. P450 1A2, 2C9, and 3A4/5 were metabolically
inactivated in the humanized mice by orally pretreating them with furafylline, tienilic acid, and
azamulin, respectively. After intravenous administration of probe drugs, significant differences in
the concentration-time profiles of the primary metabolites coumarin 3,4-epoxide (as estimated by the

levels of o-hydroxyphenylacetic acid), 7-hydroxywarfarin and 4 -hydroxydiclofenac, and 6p
—hydroxgdexamethasone between untreated mice and mice treated with suppressors were observed. These
presumably resulted from suppressed P450 1A2, 2C9, and 3A4/5 activities in the primary oxidative

metabolism in vivo.
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