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Metabolism of diphenytriazol by rat liver microsomesin vitro WA SCAE B AR
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Abstract

AIM The metabolism of diphenytriazol in rat hepatic microsomal incubates in vitro was investigated in order to obtain the
information about metabolic mechanism of diphenytriazol by liver drug enzymes. METHODS ) The metabolism of
diphenytriazol was investigated with six kinds of hepatic microsomal incubates of rats pretreated by phenobarbital (PB),
dexamethasone(Dex), B-nphthoflavone(BNF), diphenytriazol (Dip), pyridine and control. The Dip in rat hepatic
microsomal incubates was extracted by chloroform, and diazepam was used asinternal standard. The determination was
performed on a Lichrospher ODS-C, 4 reversed column (250 mmx46 mm, id) with a mobile phase of methanol- pH 7.5

phosphate buffer (70:30, V/V) at aflow-rate of 1.0 mL-mi nl A UV- VISdetector was operated at 235 nm. RESULTS
The assay was linear from 7.23—358 pmol L for Dipin rat hepatic microsomal incubates. The limit of detection was 0.54
pmol L1 (signal-to-noise ratio 3). The method afforded average recoveries of (98.5£3.7)% (n=6) ,intra day and inter-
day variation coefficients were less than <<4.0% (n=5) . The method allowed study of the metabolism of Dip inrat liver
microsomal incubates in vitro. The microsome induced by BNF showed a major role in the metabolism of Dip, the
microsome induced by Dip catalyzed the metabolism at 60% of the rate seen in BNF group, and the microsome induced by
PB catalyzed the metabolism at 40% of the rate seen in BNF group. The others showed alower enzymatic activity. The

K, 1s(60.5£1.3)umol L and vV, is (5.7£0.44)mmol -g'l-mi nL for Dip with the microsome induced by BNF.
CONCLUSION Cytochrome P450 1A and 2B may play the major role in metabolism of Dip.
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