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    Abstract

        Reported adverse drug interactions with the popular herb kava have spurred investigation of the mechanisms by which kava could mediate these effects. In vivo and in vitro experiments were conducted to examine the effects of kava extract and individual kavalactones on cytochrome P450 (P450) and P-glycoprotein activity. The oral pharmacokinetics of the kavalactone, kawain (100 mg/kg), were determined in rats with and without coadministration of kava extract (256 mg/kg) to study the effect of the extract on drug disposition. Kawain was well absorbed, with >90% of the dose eliminated within 72 h, chiefly in urine. Compared with kawain alone, coadministration with kava extract caused a tripling of kawain AUC0–8 h and a doubling of Cmax. However, a 7-day pretreatment with kava extract (256 mg /kg/day) had no effect on the pharmacokinetics of kawain administered on day 8. The 7-day pretreatment with kava extract only modestly induced hepatic P450 activities. The human hepatic microsomal P450s most strongly inhibited by kava extract (CYP2C9, CYP2C19, CYP2D6, CYP3A4) were inhibited to the same degree by a “composite” kava formulation composed of the six major kavalactones contained in the extract. Ki values for the inhibition of CYP2C9 and CYP2C19 activities by methysticin, dihydromethysticin, and desmethoxyyangonin ranged from 5 to 10 μM. Kava extract and kavalactones (≤9 μM) modestly stimulated P-glycoprotein ATPase activities. Taken together, the data indicate that kava can cause adverse drug reactions via inhibition of drug metabolism.

      
Footnotes
	
        This work was performed under National Institute of Environmental Health Sciences Contract N01-ES-25482.

      
	
        Article, publication date, and citation information can be found at http://dmd.aspetjournals.org.
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        ABBREVIATIONS: Y, yangonin; P450, cytochrome P450; K, kawain; DMY, desmethoxyyangonin; DHM, dihydromethysticin; DHK, dihydrokawain; M, methysticin; Pgp, P-glycoprotein; GC/MS, gas chromatography-mass spectrometry; HPLC, high-performance liquid chromatography; MES, 4-morpholineethanesulfonic acid; ANOVA, analysis of variance.
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