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Abstract: 

A placebo-controlled, double-blind, three-way crossover study evaluated the influence of age, gender, testosterone (TST), oral contraceptives (OCPs), and ketoconazole (KCZ) coadministration on CYP3A activity. Thirty nine human subjects were orally administered one dose of 0.0625 mg triazolam (TRZ) and/or three doses of 200 mg KCZ. Plasma concentrations of TRZ, KCZ, and TST were measured during the 8 hours after dosage. Pharmacokinetic parameters for TRZ were consistent with established values. KCZ significantly increased Cmax, Tmax, T1/2, AUC and decreased clearance (CL) of TRZ (P<0.001). Individual 8 hours AUCs of TRZ were significantly correlated with the exposure of KCZ (rs=0.653, P<0.001). Plasma TST levels in males reduced with age or after the treatment of KCZ. TST, OCPs, and gender did not affect the pharmacokinetic parameters of TRZ. In males, AUC (rs=0.63) significantly increased with age (P<0.05). CL (rs=-0.63) and CL/weight (rs=-0.61) decreased with age (P<0.05). However, these changes were not detected in females. In summary, 0.0625 mg TRZ could be used to monitor CYP3A activity. Gender, TST and OCPs did not influence CYP3A activity. CYP3A activity decreased in male elders, but not in females.
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