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[ Abstract ] Objective: To investigate the inhibitory effects of Inula cappa ( YEJ) extract on the
activities of six CYP450 enzyme isoforms in rat and human liver microsomes. Methods: Liver
microsomes were exiracted by calcium salt precipitation. In the liver microsome incubation system,
YEJ extract was diluted to 5 different concentrations (0.01, 0.05, 0.25, 0.5, 1 g/L) with phosphate
buffer saline ( PBS) buffer, and then incubated with a mixed probe substrates ( phenacetin,
chlorzoxazone, dextromethorphan, omeprazole, tolbutamide, midazolam, and testosterone ). The

metabolite amount was determined by ultra performance liquid chromatography-tandem mass
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spectrometry ( UPLC-MS/MS). The amount of metabolites produced by the blank solvent group was

recorded as VO, and the amount of metabolites produced by the other different YEJ] extract

concentrations was recorded as Vx. Residual enzyme activity (/) was calculated using the equation I =

(1 =Vx/V0) x 100, and the activity curve was fitted by GraphPad v 5.0 software. IC,, values were

calculated based on the activity curve. Results: The ICs, values of YEJ extracts ranged from 0. 287 to
152.407 g/L. on rat liver microsomeal CYP1A2, CYP2C11, CYP2C19, CYP2D4, CYP2El and
CYP3A2, and the IC,, values range from 0. 258 to 19. 275 g/L. on human liver microsomes.
Conclusion: YE] extract has a weak inhibitory effect on the activity of six isoforms of CYP450 in rat

and human liver microsomes.

[ Key words ] cytochrome P450 enzyme; inhibition; drug interaction; human liver microsomes; rat

liver microsomes ; Inula cappa extract
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