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    Abstract

Delavirdine mesylate (U-90152T) is a highly specific nonnucleoside HIV-1 reverse transcriptase inhibitor currently under development for the treatment of AIDS. The metabolism of delavirdine was investigated in male and female cynomolgus monkeys after oral administration of [14C-carboxamide]delavirdine mesylate at single doses of 80 mg/kg and multiple doses of 160 to 300 mg/kg/day. Desalkyl delavirdine was the major metabolite in circulation. In urine, desalkyl delavirdine accounted for nearly half of the radioactivity, with despyridinyl delavirdine and conjugates of desalkyl delavirdine accounting for most of the remaining radioactivity. Bile was mostly composed of desalkyl delavirdine and 6′-O-glucuronide delavirdine, with parent drug, 4-O-glucuronide delavirdine, and conjugates of desalkyl delavirdine as significant components. In addition, several minor metabolites were observed in urine and bile of delavirdine treated monkeys. The metabolism of delavirdine in the monkey was extensive and involved N-desalkylation, hydroxylation at the C-4′ and C-6′ positions of the pyridine ring, hydroxylation at the C-4 position of the indole ring, pyridine ring-cleavage, N-glucuronidation of the indole ring, and amide bond cleavage as determined by MS and/or one-dimensional and two-dimensional NMR spectroscopies. Phase II biotransformations included glucuronidation, sulfation, and β-N-acetylglucosaminidation. The identification of theN-linked β-N-acetylglucosamine and 4-O-glucuronide metabolites of delavirdine represents novel biotransformation pathways.


Footnotes
	
Send reprint requests to: Dr. Mayland Chang, Drug Metabolism Research, Pharmacia & Upjohn, Inc., Kalamazoo, MI 49007.


	Abbreviations used are::	HIV-1
	human immunodeficiency virus type 1
	SPE
	solid phase extraction
	PB
	particle beam
	LC
	liquid chromatography
	MS
	mass spectrometry
	CI
	chemical ionization
	ESI
	electrospray ionization
	APCI
	atmospheric pressure chemical ionization
	2D
	two-dimensional
	COSY
	correlation spectroscopy
	ROESY
	rotating frame nuclear overhauser and exchange spectroscopy
	TOCSY
	total correlation spectroscopy
	LSC
	liquid scintillation counting
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