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Abstract: Aim To identify the dug-metabolizing enzymes imvolved in the hydroxylation of the new
M ethods
in vitio, and metabolites and remained parent drug were

anti-inflammatory and anodyne im recoxib. Im recoxib was incubated with heterologous
expression human cytochrome P450 ( tCYPs)
detected with liquid chromatography-multistage mass spectrometry. The contribution of 4 CYPs in the
hydroxylation metabolism of imrecoxib was evaluated by total nomalized rate ( TNR) method. Results
Im recoxib is metabolized by CYP2C9, CYP2D6 and CYP3A4, with the rate of 62.5%, 21.1%

16.4%, mspectively. Conclusion

and
CYP2C9 is the major enzyme involved in imrecoxib hydroxylation
metabolism.
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Table1 The monitored activities of 4 rCYPs

Activity /pmol product®

1CYP Probe substrate reaction min-'+ ( pmol P450) !
2C9 Tolbutam ide-4/-hydroxylation 3.91
2C19 (S) -Mephenytoin-4/-hydroxylation 6.78
2D6 Dextrome thorphan-O-deme thylation 0.54
3A4 Midazolam-1 /-hydroxylation 0.24
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Figure 3 Chromatograms of im recoxib ( A), Ml ( B) E 0l
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A: Incubation at37 ‘C with 50 nmole L°' 1CYP2C9 and 5 Hmol* L' imrecoxib; B: Incubation at 37 C with 50 nmol* L'

1ICYP2D6 and 5 Hmol® L™ imrecoxib

Figure 4 Time course of Ml production incubated with ICYP2C9 and ICYP2D6, sepamately
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