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WZE A R DBEE (F3X) : There is growing clinical interest of thalidomide because of its immunomodulatory and
antiangiogenic properties, despite its teratogenicity. However, little information about thalidomide has been
reported regarding its precise effects on drug-metabolizing enzymes. We investigated the effects of thalidomide on
cytochrome P450 (P450) enzymes in human liver microsomes to clarify the potential for possible drug interactions.
The present results suggest that total midazolam metabolism or cyclosporine A clearance may be increased by
thalidomide in a dose-dependent manner. Unexpected drug interactions involving thalidomide might occur via
heterotropic cooperativity of polymorphic P450 3A5. We investigate these drug interactions in cultured human liver
cell line system more closely resembled livers. A new hepatic cell line system with differentiated HepaRG
cryopreserved (Biopredic International, Rennes, France) was adopted. These results suggest that cultured human
cell line system with differentiated HepaRG cryopreserved could be applicable to thalidomide drug interaction study.
Further oxidative metabolism of 5-hydoroxythalidomide to 5-hydroxythalidomide GSH-conjugate formation is

under investigation using the new HepaRG cell system mimicking in vivo human livers.
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