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    Abstract

The effects of pantoprazole on xenobiotic metabolizing enzymes in rat liver microsomes were examined. Groups of female Sprague-Dawley rats were orally administered pantoprazole and other proton pump inhibitors, omeprazole and lansoprazole, at 5, 50, or 300 mg/kg/day for 7 days, followed by assays to detect changes in the levels of liver microsomal protein, cytochrome P450, cytochromeb5, NADPH cytochrome creductase, and drug metabolizing enzyme activities. Increases in total cytochrome P450 contents were evident after a 7-day high-dose administration of all the proton pump inhibitors tested, and the increase by treatment with pantoprazole was less than that with lansoprazole. The three proton pump inhibitors increased the enzymatic activities and cytochrome P450 enzyme levels of CYP1A, CYP2B, and CYP3A. CYP1A was less induced with pantoprazole than with omeprazole or lansoprazole. In contrast, CYP2B was more strongly induced with pantoprazole than with other proton pump inhibitors. NADPH cytochromec reductase was induced with omeprazole and pantoprazole. The present results suggest that enzyme induction differs among these proton pump inhibitors not only quantitatively but also qualitatively.


Footnotes
	
Send reprint requests to: Noriko Masubuchi, Drug Metabolism and Analytical Chemistry Research Laboratory, Daiichi Pharmaceutical Co., Ltd. 16–13, Kita-Kasai 1-Chome, Edogawa-ku, Tokyo 134 Japan.


	Abbreviations used are::	PAN
	pantoprazole
	OM
	omeprazole
	LAN
	lansoprazole
	MC
	3-methylcholanthrene
	PB
	phenobarbital
	U
	untreated
	CMC
	carboxymethyl cellulose
	EROD
	ethoxyresorufin O-deethylation
	PROD
	pentoxyresorufin O-depentylation
	POD
	phenacetinO-deethylation
	T6H
	testosterone 6β-hydroxylation
	P450
	cytochrome P450
	b5
	cytochromeb5
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