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Selective serotonin reuptake inhibitors (SSRIs) are
commonly used to treat depressive disorders.1 

Common side effects associated with SSRI use include 
headache, nausea, vomiting, diarrhea, constipation, dry 
mouth, insomnia, restlessness, and sexual side effects.2 A 
few cases of nonallergic edema have been reported with 
some SSRIs such as escitalopram3,4 and paroxetine,5 as well 
as antidepressants such as venlafaxine,5 mirtazapine,6,7 and 
trazodone.6 Despite the low potential risk of nonallergic 
edema in patients using sertraline (< 2%)8 and fluoxetine 
(< 1%),9 there are no previously reported nonallergic edema 
cases associated with the use of either medication. We 
report a unique case of a patient who developed peripheral 
edema shortly after starting both sertraline and fluoxetine 
in the postpartum period.

Case Report
A married multiparous woman in her mid-30s with a 

medical history of polycystic ovary syndrome and bariatric 
surgery for obesity and no prior psychiatric history 
presented to an obstetrics clinic for a 4- to 6-week follow-up 
after vaginal delivery. She presented with depressed mood, 
anhedonia, worthlessness, fatigue, insomnia, irritability, 
decreased appetite, and lack of concentration that affected 
her ability to take care of her newborn and was diagnosed 
with major depressive disorder with peripartum onset. 
During that time, she was taking perinatal vitamins, 
thiamine, and acetaminophen as needed for headaches 
before starting sertraline 50 mg/d during the same visit. 
She noticed swelling in her lower limbs and hands with 
noticeable weight gain on the second day. Within a week, 
she gained 9 to 10 lb. Sertraline was discontinued, and 
her symptoms resolved completely within 2 days. She 
was then started on fluoxetine 10 mg/d and had similar 
symptoms of peripheral edema with a gradual increase 
in weight of about 9 to 10 lb within a week. Fluoxetine 

was stopped after 1 week with subsequent resolution of 
peripheral edema and weight gain (Figure 1). The patient 
had no known history of renal, cardiovascular, liver, 
immune, or thyroid diseases. Her blood pressure was 
within the normal range during and after pregnancy. She 
did not complain of any symptoms suggestive of deep vein 
thrombosis, preeclampsia, peripartum cardiomyopathy, or 
other medical problems. Her body mass index at the time 
of the assessment was 31 kg/m2, and there were no reported 
symptoms suggestive of anorexia nervosa. Her most recent 
laboratory studies at time of childbirth, about 4 weeks prior 
to starting sertraline, showed a white blood cell count of 
13.84/µL. Her hemoglobin was 7.9 g/dL, and ferritin was 4.2 
µg/L (low) for which she was receiving ferrous sulfate 325 
mg/d. She also had a history of diabetes mellitus that was 
significantly improved with bariatric surgery 2 years prior to 
the adverse events from SSRIs. Her hemoglobin A1C was 5.8 
about 9 months prior to developing edema from sertraline 
and fluoxetine.

Discussion
Sertraline and fluoxetine rarely cause peripheral edema 

in patients. We searched PubMed for “edema and sertraline” 
as well as “edema and fluoxetine,” and both searches revealed 
no cases of nonallergic edema as a side effect of either 
sertraline or fluoxetine. In this case, the edema was severe 
and rapid, which is an uncommon presentation. Edema 
occurrence with SSRIs may be related to the decrease in 
pressure-induced myogenic constriction,10 which increases 
vascular permeability. It is also proposed that peripheral 
edema may be due to the direct effect of blocking 5-HT2 
receptors, leading to relaxation of smooth muscles and thus 
increasing permeability and edema.11 An in vitro animal 
study12 showed that estrogen and progesterone can affect 
epithelial sodium channels in renal collecting tubules 
and cause premenstrual edema. Another study13 assessed 
the effect of serotonin on both rat and human epithelial 
sodium channels in the alveolar epithelium and showed it 
has an inhibitory effect that can cause edema. We assume 
that serotonin effect on epithelial sodium channels in the 
collecting tubules in the kidneys would be similar. Although 
there is a paucity of data derived from human studies, based 
on these animal studies,12,13 it could be hypothesized that 
a combination of a serotonergic agent and sudden drop 
in estrogen and progesterone in the postpartum period 
may have caused the peripheral edema. In this instance, 
the possibility of hormonal changes playing a role in 
the development of edema appears to be minimal and 
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Figure 1. The Patient’s Weight Gain During Sertraline and Fluoxetine Treatment
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facilitative of the serotonergic side effect due to the close 
temporal relationship of the development and resolution of 
edema to the start and discontinuation of both sertraline 
and fluoxetine.

An allergic reaction to both medications was less likely 
due to absence of other signs and symptoms typically 
associated with such a reaction. The absence of other changes 
in medication regimen around the time of manifestation and 
resolution of edema also suggests correlation with sertraline 
and fluoxetine. The patient’s sodium level was within the 

normal range, which excludes peripheral edema due to 
hyponatremia.

Peripheral edema may occur with sertraline and 
fluoxetine. The mechanism for development of this adverse 
effect is unclear but may be related to the serotonergic 
action on blood vessel smooth muscles as well as estrogen 
and progesterone effect on renal collecting tubules. We 
recommend assessing patients for adverse events like 
peripheral edema after commencement of SSRIs including 
sertraline and fluoxetine, especially in postpartum women.
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