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Isoleucine-induced modulation of CYP3A3 and CYP3A4 in the conscious dog. 1. A cocktail containing the drug substrate of the cytochrome P450 (CYP) 3A3 and CYP3A4 enzymes, erythromycin, was administered intravenously (50, 100, 250 and 500 microg/kg) or orally (1, 3 and 5 mg/kg) to dogs,

one of which was previously treated orally with L-isoleucine (30 mg/kg) 3 h before the other treatments were given. 2. The L-isoleucine-pretreated dogs showed a significant increase in the drug clearance (CL(tot)), reduced oral clearance (CL(po)) and a marked decrease in systemic availability (F)
of the drug, compared with the control dogs. There was a non-linear relationship between the L-isoleucine dose and the CL(tot), CL(po) and F of erythromycin. The significant correlation between the CL(po) and F of erythromycin in the L-isoleucine-pretreated dogs was indicative of induction of

CYP3A3/CYP3A4 in the liver. 3. The maximum increase in CL(tot) and F and the minimum decrease in CL(po) and F of erythromycin were observed at the dose of 250 microg/kg, given intravenously, or 3 mg/kg, given orally, demonstrating a dose-dependent 6d1f23a050
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