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Effect of Phyllanthus Amarus Schum and Thonn Extract on the
Pharmacokinetics of Midazolam in Rabbits
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Abstract

The objective of this study was to evaluate the effect of P. amarus ethanolic extract on the
pharmacokinetics of midazolam, a CYP3A4 probe drug, in rabbits. The study was an open-label,
randomized, two-phase crossover design with one week washout period. Four male rabbits received
multiple-dose of P. amarus extract 500 mg/kg once a day orally for 7 days and the last dose at 1 h
before midazolam administration. Midazolam plasma concentration time-profiles were characterized
after a single oral dose of 10 mg/kg midazolam on the day before and after P. amarus medication.

The results showed that pretreatment with P. amarus increased the mean maximum plasma
concentration (Cpax), time to reach Cpax (Tmax), time required to reduce the plasma concentration to one
half its initial value (half-life; Ty,,), area under the drug concentration-time curves (AUC), whereas the
total clearance (CL/F) was decreased compared with control group receiving a single oral dose of
midazolam. It is suggested that P. amarus extract might inhibit CYP3A4 which is the enzyme
responsible for midazolam metabolism in rabbits. Thus, coadministration of P. amarus and midazolam
or other drugs which are CYP3A4 substrates may increase plasma drug concentration leading to
serious side effects. Clinical relevance of herb-drug interaction between P. amarus and CYP3A4

substrates should be warranted.
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