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    Abstract

        We investigated whether prostaglandin ethanolamides (prostamides) E2, F2α, and D2 exert some of their effects by 1) activating prostanoid receptors either per se or after conversion into the corresponding prostaglandins; 2) interacting with proteins for the inactivation of the endocannabinoid N-arachidonoylethanolamide (AEA), for example fatty acid amide hydrolase (FAAH), thereby enhancing AEA endogenous levels; or 3) activating the vanilloid receptor type-1 (TRPV1). Prostamides potently stimulated cat iris contraction with potency approaching that of the corresponding prostaglandins. However, prostamides D2, E2, and F2α exhibited no meaningful interaction with the cat recombinant FP receptor, nor with human recombinant DP, EP1-4, FP, IP, and TP prostanoid receptors. Prostamide F2α was also very weak or inactive in a panel of bioassays specific for the various prostanoid receptors. None of the prostamides inhibited AEA enzymatic hydrolysis by FAAH in cell homogenates, or AEA cellular uptake in intact cells. Furthermore, less than 3% of the compounds were hydrolyzed to the corresponding prostaglandins when incubated for 4 h with homogenates of rat brain, lung, or liver, and cat iris or ciliary body. Very little temperature-dependent uptake of prostamides was observed after incubation with rat brain synaptosomes or RBL-2H3 cells. We suggest that prostamides' most prominent pharmacological actions are not due to transformation into prostaglandins, activation of prostanoid receptors, enhancement of AEA levels, or gating of TRPV1 receptors, but possibly to interaction with novel receptors that seem to be functional in the cat iris.
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        ABBREVIATIONS: AEA, anandamide; FAAH, fatty acid amide hydrolase; COX, cyclooxygenase; CB, cannabinoid; PG, prostaglandin or prostanoid; TRPV1, vanilloid receptor type 1; HEK, human embryonic kidney; TLC, thin layer chromatography; EBNA, Epstein Barr nuclear antigen; FLIPR, fluorometric imaging plate reader; HA, hemagglutinin; HBSS, Hanks' balanced slat solution; U-46619, 9,11-dideoxy-9α,11α-methanoepoxy prostaglandin F2α; SQ29548, [1S[1α,2α(Z),3α,4α]]-7-[3-[[2-[(phenylamino)carbonyl]hydrazino]methyl]-7-oxabicycl[2.2.1]hept-2-yl]-5-heptanoic acid.
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