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    Abstract

        Although recent evidence suggests that fatty acid amide hydrolase (FAAH) may represent a potential therapeutic target, few published studies have investigated FAAH or its fatty acid amide substrates (FAAs) in animal models of learning and memory. Therefore, our primary goal was to determine whether FAAH (–/–) mice, which possess elevated levels of anandamide and other FAAs, would display altered performance in four Morris water maze tasks: acquisition of a hidden fixed platform, reversal learning, working memory, and probe trials. FAAH (–/–) mice failed to exhibit deficits in any task; in fact, they initially acquired the working memory task more rapidly than FAAH (+/+) mice. The second goal of this study was to investigate whether the FAAH inhibitor OL-135 (1-oxo-1[5-(2-pyridyl)-2-yl]-7-phenylheptane), anandamide, other FAAs, and methanandamide would affect working memory in both genotypes. FAAH (–/–), but not (+/+), mice displayed working memory impairments following exogenous administration of anandamide (ED50 = 6 mg/kg) or oleamide (50 mg/kg). However, the central cannabinoid receptor (CB1) receptor antagonist SR141716 [N-(piperidin-1-yl)-5-(4-chlorophenyl)-1-(2,4-dichlorophenyl)-4-methyl-1H-pyrazole-3-carboxamide HCl] only blocked the disruptive effects of anandamide. Methanandamide, which is not metabolized by FAAH, disrupted working memory performance in both genotypes (ED50 = 10 mg/kg), suggesting that CB1 receptor signaling is unaltered by FAAH deletion. In contrast, OL-135 and other FAAs failed to affect working memory in either genotype. These results suggest that FAAH deletion does not impair spatial learning but may enhance acquisition under certain conditions. More generally, FAAH may represent a novel therapeutic target that circumvents the undesirable cognitive side effects commonly associated with direct-acting cannabinoid agonists.
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        ABBREVIATIONS: FAAH, fatty acid amide hydrolase; FAA, fatty acid amide; OLE, 9-(Z)-octadecenamide (oleamide); PEA, N-palmitoylethanolamine; OEA, N-oleoylethanolamine; CB1, central cannabinoid receptor; SR141716, N-(piperidin-1-yl)-5-(4-chlorophenyl)-1-(2,4-dichlorophenyl)-4-methyl-1H-pyrazole-3-carboxamide HCl; THC, Δ9-tetrahydrocannabinol; OL-135, 1-oxo-1[5-(2-pyridyl)-2-yl]-7-phenylheptane; MAN, methanandamide; AEA, anandamide; ANOVA, analysis of variance; URB597, cyclohexylcarbamic acid 3′-carbamoylbiphenyl-3-yl ester.
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