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PersPectives on Perinatal DePression treatment 

No Decision Is Without Risk
Rita Suri, MD, and Lori L. Altshuler, MD

Depressive symptoms occur in up to 20% of pregnant women,1–3 
with major depressive disorder affecting 10% of pregnancies.4 For 
women with major depressive disorder who discontinue antide-
pressant treatment close to conception, the risk of relapse is high.5 
Fetal exposure to antidepressant treatment in some, but not all,6–8 
studies has been shown to have adverse effects on pregnancy out-
come, including lower birth weight,9 preterm birth,10,11 neonatal 
syndrome,12 and a small increase in the risk of congenital malfor-
mations or persistent pulmonary hypertension of the newborn.13–15 
However, fetal exposure to active symptoms of depression has also 
been associated with lower birth weight,16 preterm birth,10 sleep 
disturbances in the newborn,17 potential developmental delay,18 
and behavioral difficulties in children.19 Untreated depression in 
pregnancy can result in ambivalence toward the pregnancy and, 
at its worst, the decision to abort.20

Given that treatment with antidepressants and active symp-
toms of depression both have unintended consequences, women 
and clinicians face the difficult decision of how to manage major 
depressive disorder during pregnancy. Recommendations cannot 
be made as if “one size fits all.” In many cases, psychotherapy can 
be an effective modality. When treatment decisions are made, 
strong consideration is given to the impact of a woman’s depres-
sion on her ability to care for herself, as well as its impact on her 
family, care for other children, marriage, occupation, and other 
aspects of her life that are of importance to her. Treatment recom-
mendations also may be based on the severity of a woman’s prior 
depression including number of prior episodes, length of time 
since last episode, history of episodes related to pregnancy and/
or the postpartum, and severity of symptoms during an episode. 
Although there is very little data-driven evidence in the pregnancy 

literature to support recommendations based on these variables, 
a prior study by our group and others5 found that duration of de-
pressive illness and history of more recurrent depressive illness 
were associated with a significant increase in the risk of relapse 
during pregnancy.

No decision is risk-free. The field of perinatal psychiatry  
faces the challenge of trying to understand whether more ad-
verse outcomes occur in women who take antidepressants but 
remain euthymic or in women who do not take medications but 
remain depressed in pregnancy. Further, the field needs to bet-
ter understand the mechanisms by which problematic outcomes 
occur, be they due to exposure to antidepressants or exposure to 
depression.10 For example, are antidepressant effects related to  
alterations of serotonin 5-HT signaling or vascular and hemostatic 
processes? Are depression effects related to dysregulation of the 
hypothalamic-pituitary-adrenal (HPA) system or altered behav-
ior and prenatal care? A better understanding of mechanisms 
may further elucidate other more subtle but equally significant 
effects on reproductive and long-term outcome. Further research 
is necessary to enable women and clinicians to make informed 
decisions, taking into account the unique clinical circumstances 
of our individual patients.
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