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YANG Zhi-fu; ZHOU Si-yuan; MEI Qi-bing; YANG Tie-hong; LIU Zhen-guo L

b AR
b T RORL A
Abstract: b OB iR

ARSCAEH AR

b B AR

AimTo study the metabolic kinetics of MN9202 in Beagle dog liver microsome. MethodsBeagle dog liver
microsomes were prepared by using ultracentrifuge method. After incubating 0.4 |.|moI-L'1 MN9202 with

1 g-L'1 microsomes for 30 min at 37 “C, the reaction was terminated by adding 0.5 mL alkalization. The b JAPIC
RP-HPLC was used to determine the drug in the incubation mixture. The Michaelis-Menten parameters b ML
K., and V.. in Beagle dog liver microsomes were initially estimated by analyzing Lineweave-Brurk plot. b AT
Various selective CYP inhibitors were used to investigate their inhibitory effect on the metabolism of b X
MN9202. ResultsThe Km' Vimax and CLint of MN9202 were (22.6+8.0) pmoI-L'l, (0.54+0.17) pmol-g~

L. min"! and (0.024 2+0.000 9) L-g'l-min'l, respectively. The metabolism of MN9202 was significantly PubMed
inhibited by ketoconazole (Ket) and troleandomycin (Tro) in Beagle dog liver microsomes. F Article by
Tranylcypromine (Tra) could inhibit the metabolism of drug as well. While other inhibitors showed little b Article by
inhibitory effect on the metabolism of MN9202. Conclusionlt was shown that CYP3A and CYP2C19 were b Arti
involved in MN9202 metabolism. The inhibitors of human CYP3A and CYP2C19 may have potential AUl [y
interaction with MN9202, and this can reduce the metabolism rate and increase the toxicity of MN9202. k Article by
Keywords: metabolism liver microsomes HPLC 1,4-dihydro-2,6-dimethyl-4-(3’-nitrophenyl)-3,5- F Article by

pyridinedicarboxylic acid pentyl methyl ester

Wi H 1 2005-03-22 & [m] H 31 1 44 i 5 A1 H 3
DOI:
A IiH -

AR o Mg
TEF& i

22 30K -

ESUEICESTR Sy

CEVFR (EER AU SEAT 0 A, WA ERRE PRI R M N E e N AEAMCRA I )



HIS A7 1t ik

EIER ZFER

UranR L

[ 1312

Copyright 2008 by 2422274k




