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Introduction

Previous studies showed that the behavioral effects of enhanced 2-arachidonoyl-glycerol (2-AG) signaling induced by monoacilglycerol-lipase (MAGL) blockade highly
depend on environmental conditions e.g. aversiveness of testing context. As the hypothalamus-hypophysis-adrenal-axis (HPA-axis) is differentially activated in differentially
aversive situations, we studied the possible involvement of the axis in MAGL blockade-induced behavioral changes. As behavioral effects of endocannabinoid manipulations
are reported to differ in social and non-social challenges we also aimed to study how enhanced 2-AG signaling alters behavioral and neuroendocrinological responses In

social and non-social paradigmns, respectively.

Effects of MAGL blockade on behavioral and endocrine responses to non-social challenges

We investigated the effects of the MAGL enzyme blockade induced enhancement of 2-AG signaling on HPA axis activity and behaviour. In the elevated plus maze (Fig.1-3.) and open field tests
(Fig.4.) we co-administrated corticosterone synthesis inhibitor Metyrapone to study the CORT dependence of behavioural effects.
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Effects of MAGL blockade on behavioral and endocrine
responses to social challenges

Male CD1 mice were treated with JZL184, then tested in the resident/intruder paradigmn for aggression and social behavior
(Fig.5-7.,9-11.). After testing, trunk blood was collected for stress-induced hormone measurments (Fig.8.,12.). In two
separate experiments MAGL blockade effects were tested on resident and intruder mice as well, respectively. To control for the
effects of JZL184-induced Increases In plasma glucocorticoids, we co-administered corticosterone synthesis inhibitor
metyrapone and JZL184 to mice, and tested them in the resident/intruder test as intruders (Fig.14.). We also investigated the

CB;R dependence of the effects on aggression and social behavior by the co-administration of the CB,;R antagonist AM251
(Fig.13.).
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JZ1.184 decreased the number of delivered (Fig.5. and Fig.9.), increased the number of received bites (Fig.6. and Fig.10.) and decreased offensive behavior in resindent and intruder mice as well. In resident mice MAGL
blockade decreased the duration of social behavior (Fig.7.), while in intruder mice it increased defensive behaviors (Fig.11.). Corticosterone levels were increased by JZL184 treatment during aggressive encounter in
resident and intruder mice as well. (Fig.8. and Fig.12.). MeantSE; *: difference from vehicle (p<0.05), marginally significant difference from vehicle (0.5 p<0.01).
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