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  SEX-DEPENDENT 5-HT6Rs EFFECTS ON HIPPOCAMPAL SYNAPTIC ACTIVITY @: caroline.lahogue@unicaen.fr Caroline Lahogue, Jean-Marie Billard, Thomas Freret, Valentine Bouet UNICAEN, INSERM, COMETE, CYCERON, FHU A 2 M 2 P, CHU Caen, Normandie Université, 14000 Caen FRANCE Memory impairments belong to symptoms of schizophrenia which are not alleviated by antipsychotic drugs N-methyl-D-aspartate subtype of glutamate receptors (NMDARs): • Key regulators of memory processes • Crucial role in the physiopathology of schizophrenia Serotoninergic subtype 6 receptors (5-HT6Rs): • Interesting target to improve current treatment • Mainly expressed in brain regions involved in memory processes (Ruat et al., 1993) • Blockade of 5-HT6Rs (SB-271046) improve short-and long-term memory in rodents (Da Silva Costa-Aze et al., 2011, 2012) ➔ underlying functional mechanisms still need to be established : indirect action through GABAergic inhibition In ♀ mice: direct action on pyramidal cells In ♂: 5-HT6Rs indirectly control glutamate transmission through the modulation of the inhibitory tone In ♀: 5-HT6Rs directly act on pyramidal cells through changes in membrane excitability These data could help in initiating new pharmacological strategies to treat sex-dependent cognitive impairments associated those with schizophrenia. Introduction (mean + SEM * p < 0.05 and ** < 0.001, paired t-tests) In male but not female mice, the potentiating effect of SB-271046 on NMDARs' activation involves GABAergic transmission (*** p < 0.0001, two-way ANOVA) basal transmission without affecting mechanisms underlying presynaptic release of glutamate (median ± interquartile range * p < 0.05, paired Wilcoxon test) SEM, * p < 0.05, paired t-tests)