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PC: personal computer, primary care, prostate cancer, ..
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Toxicol Sci. 2010 Feb;113(2):293-304. Epub 2009 Oct 25.

Effects of cytochrome P450 inhibitors on the biotransformation of
fluorogenic substrates by adult male rat liver microsomes and
cDNA-expressed rat cytochrome P450 isoforms.

Makaji E, Trambitas CS, Shen P, Holloway AC, Crankshaw DJ.
Department of Obstetrics & Gynecology, McMaster University, Ontario, Canada.

Abstract

We have evaluated the use of a panel of six fluorogenic cytochrome P450 (CYP) substrates as
a potential tool for rapid screening for global changes in CYP activity in rats under different
physiological conditions. The biotransformation of 3-[2-(N,N-diethyl-N-methylammonium)ethyl]-
7-methoxy-4-methylcoumarin (AMMC), 7-benzyloxy-4-(trifluoromethyl)-coumarin, 7-
benzyloxyquinoline, 3-cyano-7-ethoxycoumarin, 7-methoxy-4-(trifluoromethyl)-coumarin, and 7-
ethoxy-4-trifluoromethyl-coumarin by microsomes from adult male rat liver were characterized,
their sensitivities to 15 putative inhibitors were determined and compared to similar experiments
using nine different complementary DNA (cDNA)-expressed rat CYPs. Inhibitory profiles of the
substrates in microsomes were different from each other, with some overlap, suggesting that
each substrate is to some extent biotransformed by a different CYP isoform. Ketoconazole and
clotrimazole were nonselective inhibitors, while ticlopidine selectively inhibited biotransformation
of AMMC. CYP2A1 did not biotransform any of the substrates, and CYP2E1 was insensitive to
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. LAls: long-acting injections 7

. TM-QTL: Texel muscling QTL 34

. ODT: crodispersible tablet 34

. MI: marginal integrity 3

- STATSCIS: Stockholm Thessaloniki Acute Traumatic Spinal Cord

Injury Study 3+

SAHARA: Social Aspects of HIV/AIDS Research Alliance 3£
NLS: National Laboratory System 3{F

NOXA1: NADPH oxidase activator 1 3¢
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