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    Abstract

To further characterize neuronal cannabinoid receptors, we compared the ability of known and novel cannabinoid analogs to compete for receptor sites labeled with either [3H]SR141716A or [3H]CP-55,940. These efforts were also directed toward extending the structure-activity relationships for cannabinoid agonists and antagonists. A series of alternatively halogenated analogs of SR141716A were synthesized and tested in rat brain membrane binding assays along with the classical cannabinoids, Δ9-tetrahydrocannabinol, cannabinol, cannabidiol, the nonclassical cannabinoid CP-55,940, the aminoalkylindole WIN55212–2 and the endogenous fatty acid ethanolamide, anandamide. Saturation binding isotherms were performed with both radioligands, as were displacement studies, allowing an accurate comparison to be made between the binding of these various compounds. Competition studies demonstrated that all of the compounds were able to displace the binding of [3H]CP-55,940 with rank order potencies that agreed with previous studies. However, the rank order potencies of these compounds in competition studies with [3H]SR141716A differed significantly from those determined with [3H]CP-55,940. These results suggest that CP-55,940, WIN55212–2 and other agonists interact with cannabinoid binding sites within the brain which are distinguishable from the population of binding sites for SR141716A, its analogs and cannabidiol. Structural modification of SR141716A significantly altered the affinity of the compound and its relative ability to displace either [3H]CP-55,940 or [3H]SR141716A preferentially within the rat brain receptor membrane preparation.


Footnotes
	
Send reprint requests to: Brian F. Thomas, Ph.D., Research Pharmacologist, Research Triangle Institute, P.O. Box 12194, Research Triangle Park, NC 27709.


	Abbreviations:	CNS
	central nervous system
	Ki
	affinity constant
	Kd
	dissociation constant
	Bmax
	concentration of receptors
	CB1
	central cannabinoid receptor subtype
	CB1A
	splice variant of CB1 cannabinoid receptor subtype
	CB2
	peripheral cannabinoid receptor subtype
	CBN
	cannabinol
	CBD
	cannabidiol
	THC
	tetrahydrocannabinol
	AMP
	adenosine monophosphate
	DMH
	dimethylheptyl
	BSA
	bovine serum albumin
	SR141716A
	N-(Piperidin-1-yl)-5-(4-chlorophenyl)-1-(2,4-dichlorophenyl)-4-methyl-1H-pyrazole-3-carboxamide
	[3H]SR141716A
	N-(Piperidin-1-yl)-5-(4-chlorophenyl)-1-([6-3H]-2,4-dichlorophenyl)-4-methyl-1H-pyrazole-3-carboxamide
	6-I-SR141716A
	N-(Piperidin-1-yl)-5-(4-chlorophenyl)-1-(2,4-dichloro-6-iodophenyl)-4-methyl-1H-pyrazole-3-carboxamide
	3-I-SR141716A
	N-(Piperidin-1-yl)-5-(4-chlorophenyl)-1-(2,4-dichloro-3-iodophenyl)-4-methyl-1H-pyrazole-3-carboxamide
	4′-I-SR141716A
	N-(Piperidin-1-yl)-5-(4-iodophenyl)-1-(2,4-dichlorophenyl)-4-methyl-1H-pyrazole-3-carboxamide
	4′
	6-I2-SR141716A, N-(Piperidin-1-yl)-5-(4-iodophenyl)-1-(2,4-dichloro-6-iodophenyl)-4-methyl-1H-pyrazole-3-carboxamide
	4′
	3-I2-SR141716A, N-(Piperidin-1-yl)-5-(4-iodophenyl)-1-(2,4-dichloro-3-iodophenyl)-4-methyl-1H-pyrazole-3-carboxamide
	4′-Br-SR141716A
	N-(Piperidin-1-yl)-5-(4-bromophenyl)-1-(2,4-dichlorophenyl)-4-methyl-1H-pyrazole-3-carboxamide
	4′-H-SR141716A
	N-(Piperidin-1-yl)-5-phenyl-1-(2,4-dichlorophenyl)-4-methyl-1H-pyrazole-3-carboxamide
	PMSF
	phenylmethanesulfonyl fluoride
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