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Major depression (MD) is the most common psychiatric disorder. Actual pharmacotherapies 
remain insufficient due to a delayed onset of antidepressant action, a lack of full therapeutic 
effects and refractory forms of MD occurring in one third of the patients. Lysergic acid 
diethylamide (LSD) is a serotonergic psychedelic compound receiving increasing interest due 
to putative anxiolytic and antidepressant properties. However, the potential neurobiological 
mechanisms mediating these effects are still not known. Accordingly, using in vivo 
electrophysiological and behavioral paradigms, the aim of the program is to assess the impact 
of acute LSD administration on depression/anxiety-like behaviors and on the activity of 
serotonin neurons originating in the dorsal raphe nucleus in rat. Hence, these experiments 
will strengthen a basic foundation for considering the development of LSD as a rapid acting 
antidepressant for future therapy in treatment-resistant depression. 
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