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    Abstract

The first endocannabinoid, anandamide, was discovered in 1992. Since then, two other endocannabinoid agonists have been identified, 2-arachidonyl glycerol and, more recently, noladin ether. Here, we report the identification and pharmacological characterization of a novel endocannabinoid, virodhamine, with antagonist properties at the CB1 cannabinoid receptor. Virodhamine is arachidonic acid and ethanolamine joined by an ester linkage. Concentrations of virodhamine measured by liquid chromatography atmospheric pressure chemical ionization-tandem mass spectrometry in rat brain and human hippocampus were similar to anandamide. In peripheral tissues that express the CB2 cannabinoid receptor, virodhamine concentrations were 2- to 9-fold higher than anandamide. In contrast to previously described endocannabinoids, virodhamine was a partial agonist with in vivo antagonist activity at the CB1 receptor. However, at the CB2 receptor, virodhamine acted as a full agonist. Transport of [14C]anandamide by RBL-2H3 cells was inhibited by virodhamine. Virodhamine produced hypothermia in the mouse and acted as an antagonist in the presence of anandamide both in vivo and in vitro. As a potential endogenous antagonist at the CB1 receptor, virodhamine adds a new form of regulation to the endocannabinoid system.


Footnotes
	Abbreviations:	Anandamide
	N-arachidonyl ethanolamide
	2-AG
	2-arachidonoyl glycerol
	LC
	liquid chromatography
	APCI-MS-MS
	atmospheric pressure chemical ionization-tandem mass spectrometry
	DMSO
	dimethyl sulfoxide
	[35S]GTPγS
	guanosine 5′-O-(3-[35S]thio)triphosphate
	methanandamide
	R(+)-arachidonyl-1′-hydroxy-2′-propylamide
	AM404
	N-(4-hydroxyphenyl)arachidonylamide
	WIN 55,212-2
	R-(+)-[2,3-dihydro-5-methyl-3-(4-morpholinylmethyl) pyrrolo[1,2,3-de]-1,4-benzoxazin-6-yl]-1-napthalenylmethanone
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