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OMEGA-3 FATTY ACIDS FOR THE PREVENTION OF
POSTPARTUM DEPRESSION:

NEGATIVE DATA FROM A PRELIMINARY,
OPEN-LABEL PILOT STUDY

Lauren B. Marangell, M.D.,1* James M. Martinez, M.D.,1 Holly A. Zboyan, B.A,1 Helen Chong. M.S.W.,1

and Lucy J. Puryear, M.D.2

Based on the putative relationship between depleted omega-3 fatty acids and
postpartum depression, we initiated an open-label pilot study of omega-3 fatty
acid supplementation with the aim of preventing postpartum depression.
Euthymic pregnant females with a past history of depression in the postpartum
period were started on 2,960mg of fish oil (1.4:1 eicosapentaenoic acid:doco-
sahexaenoic acid) per day between the 34th to 36th week of pregnancy and
assessed through 12 weeks postpartum. Four of seven participants had a
depressive episode during the study period. No participants withdrew from
the study due to adverse events. This preliminary, small, open-label pilot
study failed to show promising results for the use of omega-3 fatty acid
monotherapy beginning at 34 to 36 weeks gestation for the prevention of
postpartum depression in patients with a prior postpartum depression history.
Controlled studies are lacking. Depression and Anxiety 19:20–23, 2004.
& 2004 Wiley-Liss, Inc.
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INTRODUCTION
Women with a prior history of postpartum depres-
sion have an estimated 25–50% risk for recurrence in
subsequent pregnancies [Cooper and Murray, 1995;
Davidson and Robertson, 1985; Garvey et al., 1983;
Wisner and Wheeler, 1994; Wisner et al., 2001].
Several investigators have suggested a relationship
between depleted omega-3 fatty acids and affective
disorders [Edwards et al., 1998; Hibbeln and Salem,
1995; Maes et al., 1996; Peet et al., 1998]. Data pooled
from numerous studies demonstrated a significant
negative correlation between the point prevalence of
postpartum depression in 19 countries and the
apparent fish consumption in those countries [Hibbeln,
1999]. Interestingly, maternal docosahexaenoic acid
(DHA, an omega-3 fatty acid) status has been reported
to decline during normal pregnancy [Al et al., 1995].
Results from a cross-sectional study in pregnant
primigravida and multigravida women demonstrated a
significant negative correlation between gravida num-

ber and maternal DHA plasma levels, suggesting that
maternal DHA status may decrease further with each
subsequent pregnancy [Al et al., 1997]. However,
recently published data did not show a relationship
between DHA status and parity in nonpregnant women
at least 1 year after their last pregnancy, suggesting an
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eventual normalization of DHA status after pregnancy
[van den Ham et al., 2001]. Eicosapentaenoic acid
(EPA, an omega-3 fatty acid) has recently been found
to be a promising adjunctive treatment for patients
with unipolar depression taking standard antidepres-
sant medications [Nemets et al., 2002; Peet and
Horrobin, 2002]. Fish oil supplementation, a natural
source of EPA and DHA, appears to be safe during
pregnancy and lactation. We report the results of a
preliminary, small, open-label trial of fish oil in the
prophylaxis of postpartum depression.

SUBJECTS AND METHODS
This study was approved by the Institutional Review

Board at Baylor College of Medicine. All participants
provided written informed consent prior to study
participation. Pregnant adult women 18 years of age
or older with a past history of a depressive episode in
the postpartum period who were not suffering from a
current depressive episode were considered for entry
into the study. Candidates were excluded if they were
currently depressed at the time of clinical interview,
were taking psychotropic medications within 2 weeks
of baseline, had a history of nonresponse to two or
more antidepressants, had serious comorbid medical or
psychiatric illnesses, or posed a significant risk of
dangerousness to self or others. All participants were
aware of conventional treatment options available, and
none were instructed to discontinue psychotropic
medications or decline available treatments for the
purpose of study participation.

Following a clinical diagnostic assessment, consent-
ing subjects were instructed to take 10 study capsules
per day, each containing 173 mg of EPA and 123 mg of
DHA obtained from arctic deep-sea fish oil (total daily
dose 2,960 mg). The capsules were manufactured and
provided by Nordic Naturals (Aptos, CA). The base-
line visit and initiation of treatment began between the
34th and 36th week of pregnancy. Participants returned
for study visits 2 weeks after the baseline visit, and then
at weeks 2, 4, 8, and 12 postpartum. Assessments
included vital signs, the 28-item Hamilton Rating Scale
for Depression (HAM-D), the Edinburgh Postnatal
Depression Scale (EPDS), an adverse experiences log, a
daily mood diary, and a dietary questionnaire to assess
the dietary intake of omega-3 fatty acids [Cox et al.,
1987; Hamilton, 1967]. Study endpoints included
completion of the study at 12 weeks postpartum or
the onset of a depressive episode prior to study
completion.

RESULTS
Seven candidates met study criteria and were

enrolled in the study. The participants ranged in age
from 31 to 42 years. There was one married, Hispanic
woman. All other participants were married, Caucasian

women. No participants were taking antidepressant
medications or mood stabilizers.

The past history of postpartum depressive episodes
and study outcomes for each participant are shown in
Table 1. Exit HAM-D and EPDS scores are not
available for two participants who informed us about
the onset of a depressive episode by phone. One of
these participants returned for a study exit visit, but
formal assessments for depressive symptoms were not
completed because she had already started open-label
treatment with a conventional antidepressant pre-
scribed by her obstetrician. The other participant did
not return to the clinic for a final study visit. Attempts
were made to have this participant return to clinic for
final study assessments and further care or referral.

Adverse events reported during the study were mild
in nature, including a ‘‘fishy’’ aftertaste (n¼ 4), mild
dyspepsia (n¼ 1), and increased stool frequency with
loose stools (n¼ 1). No participants withdrew from the
study due to adverse effects.

DISCUSSION
This open trial of fish oil in the prophylaxis of

postpartum depression did not yield promising results.
The expected relapse rate of postpartum depression in
untreated individuals is approximately 50%. The study
was designed to enroll 20 participants, with the one-
sided 95% lower confidence interval for a 50% relapse
rate of slightly over 30% of the study population, or six
subjects. Fewer than six relapses in a sample size of 20
participants would be significantly lower than the
expected rate and would warrant further investigation.
However, given the high relapse rate observed after
enrolling only seven participants in a study with an
open-label design, we made the ethical decision to
terminate the study and cease further enrollment.
Although no clear standard of care for the prophylactic
treatment of postpartum depression currently exists
and fish oil does not cause known adverse events, we
feel that the level of recurrence risk and the lack of
promising results after enrolling seven participants
justified early study termination.

Several limitations warrant discussion. First, the
findings are dif ficult to interpret given the small
sample size. Given the preliminary nature of this study
and the open-label design, we felt that a small sample
size was appropriate to look for results that might
suggest the potential benefits of this treatment strategy
and lead to a larger, controlled study. Second, the lack
of a control group limits our ability to determine
whether the rate of depression seen in this study
population would have been different had participants
taken a conventional antidepressant or a placebo.
Third, the dose of fish oil chosen was based on its
reported safety in pregnant females when used in other
disorders. However, the optimal dose of omega-3 fatty
acids in the treatment or prophylaxis of major
depression is not known. Similarly, while omega-3
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fatty acid deficiency is hypothesized in this population,
the degree of deficiency is not known. It is conceivable
that the use of a dif ferent dosing strategy or different
fish oil preparation (e.g., a formulation with a different
ratio of EPA to DHA or a formulation containing only
EPA or only DHA) may have yielded more promising
results. Similarly, the duration of treatment with
omega-3 fatty acids in this study may have been
inadequate to prevent postpartum depression in a
cohort of patients with a prior history of postpartum
depression. Perhaps a longer trial of omega-3 fatty
acids initiated earlier in pregnancy is indicated. Fourth,
most of the participants were referred from a birthing
center where they were under the care of a midwife.
This group of participants may not be representative of
the target population. Finally, socioeconomic stressors,
marital discord, and other psychosocial stressors that
may increase the risk of postpartum depression were
not assessed during the study.

We caution the reader to consider the preliminary
nature of our data when interpreting these results.
Although this study failed to suggest the potential
efficacy of our treatment strategy employing the use of
an omega-3 fatty acid preparation containing both EPA
and DHA in a 1.4:1 ratio prescribed in daily doses of
2,960 mg beginning at months 34–36 of pregnancy in a
population at increased risk for postpartum depression,

current scientific literature supports the continued
investigation of omega-3 fatty acids in the treatment of
mood disorders.
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