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The flavin-containing monooxygenase (FMO) catalyzes the oxygenation of
medicines and dietary-derived compounds. However, little information regarding apparent drug
interactions has been reported so far for FMO3. Therefore, the purpose of the present study was to
investigate the interactions of FMO substrates using humanized-liver mice. In humanized-liver mice,
itopride was extensively oxygenated to its N-oxide detected in plasma, whereas control mice were
poor metabolizers for itopride. The plasma concentrations of itopride N-oxide after oral
administration of itopride with intravenous trimethylamine were significantly suppressed by
co-administered trimethylamine only at early phase. Pharmacokinetics modeling suggested that the
higher dose of trimethylamine modified the in vivo hepatic intrinsic clearance of itopride. These
results suggest that trimethylamine lead to drug interactions for FMO substrate at immediately after

administration in vivo, but the potential might be limited.
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