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    Abstract

The ability of modafinil to affect human hepatic cytochrome P450 (CYP) activities was examined in vitro. The potential for inhibition of CYP1A2, CYP2A6, CYP2B6, CYP2C9, CYP2C19, CYP2D6, CYP2E1, CYP3A4/5, and CYP4A9/11 by modafinil (5–250 μM) was evaluated with pooled human liver microsomes. Modafinil exhibited minimal capacity to inhibit any CYP enzyme, except CYP2C19. Modafinil inhibited the 4′-hydroxylation ofS-mephenytoin, a marker substrate for CYP2C19, reversibly and competitively with a Ki value of 39 μM, which approximates the steady-stateCmax value of modafinil in human plasma at a dosage of 400 mg/day. No irreversible inhibition of any CYP enzyme was observed, and there was no evidence of metabolism-dependent inhibition. The potential for induction of CYP activity was evaluated by exposing primary cultures of human hepatocytes to modafinil (10–300 μM). Microsomes were then prepared and assayed for CYP1A2, CYP2A6, CYP2B6, CYP2C8, CYP2C9, CYP2C19, CYP2D6, and CYP3A4/5 activities. The mean activities of microsomal CYP1A2, CYP2B6, and CYP3A4/5 from modafinil-treated hepatocytes were higher (up to 2-fold) than those in the solvent-treated controls but were less than those produced by reference inducers of these enzymes. At high concentrations of modafinil (≥100 μM), the mean activity of CYP2C9 was decreased (up to 60%) relative to that in the solvent controls. Overall, modafinil was shown to have effects on human hepatic CYP1A2, CYP2B6, CYP2C9, CYP2C19, and CYP3A4/5 activities in vitro. Although effects obtained in vitro are not always predictive of effects in vivo, such results provide a rational basis for understanding drug-drug interactions that are observed clinically and for planning subsequent investigations.


Footnotes
	
Send reprint requests to: Dr Philmore Robertson, Jr., Department of Drug Safety and Disposition, Cephalon, Inc., 145 Brandywine Parkway, West Chester, PA 19380-4245. E-mail:proberts{at}cephalon.com


	
↵1 Current address: Department of Pharmacology and Physiology, University of Rochester, Rochester, NY 14642.


	
A preliminary report of this study was presented as a poster at the 12th International Symposium on Microsomes and Drug Oxidations, July 20–24, 1998, in Montpellier, France, Abstract 314.
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	resorufin
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	4-androsten-17β-ol-3-one
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