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ABSTRACT

Risperidone (Risperdal®), a psychotropic agent, is mainly used to treat schizophrenia.
Risperidone is extensively metabolized in the liver by cytochrome P450 2D6 (CYP 2D6)
enzymes by hydroxylation. Rifampin, an antimicrobial agent, is a potent inducer of CYP 3A4. It
has been known to markedly decrease plasma concentrations of various drugs which are
concomitantly administered during treatment. Therefore, rifampin may alter the
pharmacokinetics of risperidone when these two drugs are coadministered. The objective of this
study is to examine the effect of rifampin on the pharmacokinetics of a single oral dose of
risperidone in healthy volunteers.

In the present study, the pharmacokinetic parameters of risperidone were determined in
10 healthy male volunteers. An open, randomized, two-phases crossover design was used in this
study. In phase 1, each subject ingested a single dose of 4 mg risperidone alone and in phase 2,
each subject ingested the same dose of risperidone after pretreatment with 600 mg of given
orally rifampin once daily for 5 days. Plasma concentrations of risperidone at the specific times
(0, 10, 20, 30, 45 min, 1, 1.5, 2, 4, 6, 8, 12, 24, and 48 hr) were determined by HPLC method.
The results showed that rifampin increased the clearance (Cl) of risperidone by 81% (0.05 &
0.01 vs 0.27 £ 0.18 Vkg/hr ; P < 0.05) and the C,..and AUC_ . were significantly decreased by
50% (32.44 = 6.05 vs 16.16 T 2.73 ng/ml ; P < 0.05) and 72% (157.49 T 48.80 vs 42.66 &
7.81 ng/l/hr ; P < 0.01), respectively, when compared with the administration of risperidone
alone group. In conclusion, the alteration in the risperidone pharmacokinetic parameters may be
due to induction of CYP 450s including of CYP 2D6. However, as the metabolite of risperidone
is also active. Therefore, clinicians should be careful for increasing the dose of risperidone in

the patient who is taking rifampin especially if the patient does not respond to an initial
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treatment with risperidone or if it is possible, rifampin should not be coadministered with

risperidone in order to maximise the therapeutic efficacy of risperidone.
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