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ABSTRACT

Efavirenz, a reverse transcriptase inhibitor, has been shown to be an
inducer of CYP3A4. Ketoconazole, a imidazole antifungal agent, is metabolized by the
cytochrome P450 isozyme system. The objective of this study was to investigate the
effect of efavirenz on ketoconazole pharmacokinetics in HIV-infected patients. Twelve
patients participated in the study. In phase 1 patients received 400 mg of ketoconazole
as a single oral dose on days 1. In phase 2 they also received 600 mg of efavirenz once
daily in combination with 150 mg of lamivudine and 30 or 40 mg of stavudine twice daily
on day 2 to 16. On day 16 ketoconazole was added to the regimen as a single oral
dose. Ketoconazole pharmacokinetics were studied on days 1 and 16. The results of
phase 2 showed that efavirenz significantly increased the Cl/f of ketoconazole by

201.67% (10.76±11.17 vs 32.46±36.73 L/h; p<0.05). The  t ½ was significantly shorter

by 58.40% (5.00±3.99 vs 2.08±1.27 h; p<0.05).  Cmax and  AUC0-24 were significantly

decreased by 43.97% (10.62±4.23 vs 5.95±3.20 µg/ml; p<0.05) and 72.01% (68.53±

52.89 vs 19.18±9.76 µg.h/ml; p<0.05), respectively, when compared to phase 1.
In conclusion, efavirenz has a strong inducing effect on the metabolism

of ketoconazole. The dosage of ketoconazole should be monitored during co-
administration with efavirenz in order to optimize the clinical outcome.




