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Effect of Jitai tablets on metabolic activity of methadone in
human and Beagle dog livers
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Abstract

OBJECTIVE To evauate metabolic inhibition potential of Jitai tablet (JTP) on methadone in human
liver and induction potential in Beagle dog liver for predicting drug-drug interactions while
coadministrating. METHODS JTP 1.5-150 mg * L1, positive inhibitors of CY P3A4 ketoconazole and
positive inhibitor of CY P2D6 quinidine were added into human liver microsome (HLM) incubation
system with methadone for coincubation. Formation rate of EDDP (a metabolite of methadone)
indicated metabolic activity on methadone for inhibition evaluation. After Beagle dogs were administered
by JTP 0, 0.1875, 0.625and 1.875¢ kg'1 for 36 weeks, dog liver microsome (DLM) was prepared.
Methadone was added in DLM incubation system. EDDP formation rate and metabolic ability in JTP
groups were determined for induction evaluation of JTP on methadone. RESUL TS Significant
inhibitory effect on methadone demethylation was found in ketoconazole, quinidine, and
ketoconazol e+quinidine groups, but there was no inhibitory effect in JTP group. The metabolic rate,

metabolic ability and metabolic ability per body mass of methadone demethylationin JTP 1.875g * kg‘1
group were greater than those in normal control group, and were 0.86+0.17 vs (0.49+0.10)cps * mint
- mg'* protein, 228+ 62 VS (115+13)cps + min — « mg™* protein, 10.6+0.8 VS (24.4+5.6) cps » min™—

. mg‘1 protein « g‘l, respectively(P<0.05). CONCLUSION JTP has no inhibitory effect on



