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Abstract 
Major depressive disorder (MDD) is projected by the World Health Organization to be the leading cause 
of disability worldwide by 2020. The primary contributor to the burden imposed by MDD is its chronic and 
recurrent nature.  My work is  guided by the hypothesis that MDD relapse is due to sensitization to 
stressful life events. I will present research examining the nature of the stressors that contribute to the 
etiology and recurrence of MDD; the role of early developmental context in shaping  exposure and 
reactivity to stress; and the important correspondence of neuroendocrinological and psychosocial levels 
of analysis in developing stress models of MDD. Finally, I will present new data from our CIHR-funded 
‘Blue Sky Project’ on first episode MDD suggesting that genes regulating crucial neurotransmitter systems 
associated with the stress response further moderate the effects of biological and early contextual 
variables on the generation of and sensitization to stress. 
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