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    Abstract

These studies were designed to characterize the disposition and metabolism of atomoxetine hydrochloride [(−)-N-methyl-γ-(2-methylphenoxy)benzenepropanamine hydrochloride; formerly know as tomoxetine hydrochloride] in Fischer 344 rats and beagle dogs. Atomoxetine was well absorbed from the gastrointestinal tract and cleared primarily by metabolism with the majority of its metabolites being excreted into the urine, 66% of the total dose in the rat and 48% in the dog. Fecal excretion, 32% of the total dose in the rat and 42% in the dog, appears to be due to biliary elimination and not due to unabsorbed dose. Nearly the entire dose was excreted within 24 h in both species. In the rat, low oral bioavailability was observed (F = 4%) compared with the high oral bioavailability in dog (F = 74%). These differences appear to be almost purely mediated by the efficient first-pass hepatic clearance of atomoxetine in rat. The biotransformation of atomoxetine was similar in the rat and dog, undergoing aromatic ring hydroxylation, benzylic oxidation (rat only), and N-demethylation. The primary oxidative metabolite of atomoxetine was 4-hydroxyatomoxetine, which was subsequently conjugated forming O-glucuronide and O-sulfate (dog only) metabolites. Although subtle differences were observed in the excretion and biotransformation of atomoxetine in rats and dogs, the primary difference observed between these species was the extent of first-pass metabolism and the degree of systemic exposure to atomoxetine and its metabolites.


Footnotes
	Abbreviations used are::	HPLC
	high pressure liquid chromatography
	LC/MS
	liquid chromatography-mass spectrometry
	AUC
	area under the time verssus plasma concentration curve
	LSC
	liquid scintillation counting
	CID
	collision-induced dissociation
	LC/MS/MS
	combined liquid chromatography-tandem mass spectrometry
	CL
	clearance
	Cmax
	maximal plasma concentration
	Tmax
	time to maximal plasma concentration
	Vss
	volume of distribution
	F
	absolute oral bioavailability
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