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Effects of Gambogenic Acid on Activities of Cytochrome P450 Enzymes in Rat

Liver Microsomes

CHEN Wei'?, HE Rui—xi'*, PENG Hui'*, ZHU Yan-yan'*, PENG Dai-yin'*, CHEN
Wei-dong'* (1. School of Pharmacy, Anhui University of Chinese Medicine, Anhui Hefei 230012,
China; 2. Anhui Academy of Chinese Medicine, Anhui Hefei 230012, China)

[ Abstract] Objective To investigate the effects of gambogenic acid on the activities of cytochrome P450
(CYP450) enzymes in rat liver microsomes by a probe-drug cocktail. Methods The rat liver microsomes
were incubated with gambogenic acid and the mixture of specific probe drugs (theophylline, diclofenac so-
dium, omeprazole, dextromethorphan, chlorzoxazone, and midazolam) for the six CYP450 enzymes
(CYP1A2, CYP2C9, CYP2C19, CYP2D6, CYP2E1l, and CYP3A4). High-performance liquid chromatog-
raphy was applied to measure the relative enzymatic activities of six probe substrates in liver microsomes
and calculate half maximal inhibitory concentration (IC;,). Results After incubation with gambogenic acid
at various concentrations, there were significant differences in the activities of CYP1A2, CYP2C9,
CYP2C19, CYP2D6., CYP2E1l, and CYP3A4 in rat liver microsomes, and with the increasing concentra-
tion of gambogenic acid, the activities of these enzymes decreased significantly. According to the inhibitory
curve, the IC;, of gambogenic acid for CYP2C19, CYP2D6, and CYP3A4 was 4. 180, 45. 61, and 10. 02
pmol/L, respectively, and the IC;, of gambogenic acid for CYP1A2, CYP2C9, and CYP2E1 was higher
than 100 ymol/L. Conclusion = Gambogenic acid has a moderate inhibitory effect on the activity of CYP2C19
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and a weak inhibitory effect on the activity of CYP3A4, but shows no inhibitory effects on CYP1A2,
CYP2C9, CYP2D6, and CYP2EL.
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