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Major depressive disorder (MDD) is a sexually dimorphic disease. This sexual dimorphism is believed to result from 
sex-specific molecular alterations affecting functional pathways regulating the capacity of men and women to cope 
with daily life stress differently. Transcriptional changes associated with epigenetic alterations have been observed 
in the brain of men and women with depression and similar changes have been reported in different animal models 
of stress-induced depressive-like behaviors. In fact, most of our knowledge of the biological basis of MDD is derived 
from studies of chronic stress models in rodents. However, while these models capture certain aspects of the 
features of MDD, the extent to which they reproduce the molecular pathology of the human syndrome remains 
unknown and the functional consequences of these changes on the neuronal networks controlling stress responses 
are poorly understood. 
During this presentation, we will first address the extent by which transcriptional signatures associated with MDD 
compares in men and women. We will then transition to the capacity of different mouse models of chronic stress to 
recapitulate some of the transcriptional alterations associated with the expression of MDD in both sexes. Finally, 
we will briefly elaborate on the functional consequences of these changes at the neuronal level and conclude with 
an integrative perspective on the contribution of sex-specific transcriptional profiles on the expression of stress 
responses and MDD in men and women. 
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