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[ABSTRACT] AIM To explore the potential influence of cytochrome P450 CYP3A4*4 and CYP3A4*18B
gene polymorphisms on the blood concentration and therapeutic effects of aripiprazole in treatment of

schizophrenia, and to detect the genetic background of interindividual variations for aripiprazole metabolism.

[ 1 2012-11-06 [ 1 2013-01-24
[ ] (B2011285)
[ | s s s s , Phn: 86-755-2553-3749, E-mail: zhangxuan0222@163.com



.192. (Chin J New Drugs Clin Rem),2013 3, 32 3

METHODS  Eight-four patients with schizophrenia received aripiprazole 10 — 30 mg-d™ for 4 weeks. The gene
polymorphism of CYP3A4*4 and CYP3A4*18B were detected with PCR - RFLP, trough concentration of
aripiprazole was measured by reversed phase high - performance liquid chromatography (RP-HPLC), and the
therapeutic effect of aripiprazole was evaluated with PANSS after 0, 2, 4 weeks treatment. RESULTS In the
84 schizophrenia patients, no mutation of CYP3A4%4 was dectected. There were 46 patients with *1/*1 genetype
(55%), 34 patients with *1/*18B (40% ), and 4 patients with *18B/*18B (5% ) identified in CYP3A4*18B.
The concentration/dose ratios could be influenced by genotype of CYP3A4*18B. The ratios of *1/*1 genetype
patients were the highest, those of *18B/*18B were the lowest and those of *1/*18B were moderate. The
concentration/dose ratios of CYP3A4 *1/*1 were significantly higher than those of *18B/*18B (P < 0.05) . There
was no significantly difference between other two groups (P > 0.05) . There were no significantly difference in
therapeutic effect among various CYP3A4*18B genetypes after the treatment of aripiprazole for 2 and 4 weeks
(P > 0.05) . CONCLUSION The gene polymorphisms of CYP3A4*18B may be associated with the blood

concentration of aripiprazole, but not confirmed with the therapeutic effect.
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