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 Introduction. The endocannabinoid system is a promising target for the treatment of stress-related psychiatric disorders. URB597, a FAAH inhibitor, increases anandamide signaling, whereas AM251 is a CB1 antagonist. Their combined effects in the globus pallidus, a structure involved in motor and emotional regulation, remain unclear.
Aims. To investigate the role of URB597 and AM251 in the globus pallidus on anxiety- and panic-like behaviors in chronically stressed mice.
Methods Male C57BL/6 mice (8–10 weeks) were exposed to 16 days of restraint plus social defeat stress. On day 17, depressive-like behavior was assessed in the Splash Test and Forced Swim Test. On days 22–24, mice underwent risk assessment with exposure to a live snake (Bothrops jararaca). Groups received intra-pallidal microinjections of vehicle (1 nmol), URB597 (1 nmol), or AM251 (100 pmol) + URB597 (1 nmol). Defensive (defensive alertness, flat-back approach, stretch-attend posture) and panic-like behaviors (escape, freezing) were quantified over 5 min. Data were analyzed by Kruskal–Wallis test followed by post hoc comparisons.
Results. Chronically stressed mice injected with vehicle exhibited reduced defensive alertness compared to controls (P<0.05). In flat-back approach, stressed mice treated with AM251+URB597 displayed increased exploratory behavior compared to stressed vehicle-treated mice (P<0.05). Stretch-attend posture (frequency and time) was significantly elevated in stressed groups, but coadministration with AM251+URB597 reduced this response (P<0.005). Panic-like behaviors were exacerbated in stressed mice receiving vehicle or URB597 alone, with increased escape (P<0.05) and freezing (P<0.05). Importantly, stressed mice treated with AM251+URB597 showed a significant attenuation of both escape and freezing (P<0.05).
Discussion. URB597 alone was not sufficient to reverse stress-induced anxiety and panic behaviors, and in some cases even potentiated escape responses. The coadministration of AM251 with URB597 consistently attenuated panic-like behaviors (escape and freezing) and partially normalized anxiety-related markers (flat-back and stretch-attend posture). These findings suggest that CB1 blockade counteracts the potential hyperactivation of endocannabinoid signaling induced by URB597, producing a more stable anxiolytic- and panicolytic-like effect.
