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While standard antidepressant medications are 
considered first-line treatments for moderate to 

severe major depressive disorder (MDD) in pregnant and 
postpartum women,1 many clinicians might be surprised to 
learn that there have been very few randomized, placebo-
controlled trials of antidepressants in perinatal women, as 
either acute or prophylactic treatment.2–5 Concern about 
antidepressant exposure in utero and during breastfeeding 
has driven patients and clinicians to seek alternatives for 
treatment. While psychotherapies have received the most 
systematic study, omega-3 fatty acids (O3) have been 
rigorously studied in far more trials than antidepressants 
in either depression during pregnancy or postpartum 
depression. What is also notable about the study of O3 in 
perinatal depression is that in this population, O3 have 
usually been used as monotherapy, while in most studies of 
O3 for MDD in general, they have been studied adjunctively 
with standard antidepressants.

In the current issue of JCP, Mocking and colleagues6 
present an analysis of O3 randomized controlled trials in the 
treatment of perinatal depression. The results, from a pooled 
sample of 18 studies involving 4,052 participants, revealed 
that O3 had only a mild effect in reducing depressive 
symptoms across the perinatal cycle (showing a modest 
effect size of 0.26, with the significance P value for omega-3 
oils just sliding in at .042). Of note, the results also showed 
that in respect to subanalyses involving different perinatal 
periods (during pregnancy and postnatal) a stronger effect 
size was apparent postpartum, thus leading the authors to 
conclude that O3 was not an effective intervention during 
pregnancy. It should however be noted that while effect 
sizes were larger postpartum, both pooled analyses were 
statistically nonsignificant, and, further, one particular study 
included from Iran was an extreme outlier, with a very large 
effect size of 2.0, further skewing the results. Thereby, any 

recommendation cannot currently be extended for confident 
use in perinatal depression. Marked heterogeneity was also 
observed in the studies, thus further illustrating a lack of 
confidence in the data.

We would however note that it may be premature to 
conclude, as Mocking et al6 did, “We advise against prescribing 
omega-3 PUFAs for the treatment or prevention of depressive 
symptoms during pregnancy.” While we agree that the data 
do not currently support this approach uniformly, there still 
may be a utility for O3 prescription in cases of marked dietary 
deficiency or in cases of obesity or comorbid inflammatory 
conditions.7 For instance, as stated, it does stand to reason 
that there is theoretical benefit in the postpartum period due 
to an activation of the immune/inflammatory system and 
potential weight retention, both aspects that may benefit in 
particular from the O3 component eicosapentaenoic acid 
(EPA). Indeed, it is contended that prenatal depression may 
be significantly associated with lower O3 levels and higher 
levels of inflammatory cytokines.8,9

This consideration echoes our recent International 
Society for Nutritional Psychiatry Research (ISNPR) clinical 
guidelines for the use of O3 in depression.10,11 The guidelines 
covered 19 statements focusing on 5 major domains in MDD 
treatment. The panel involved 14 international experts who 
participated in the web-based Delphi process that validated 
the statements. A total of 16 statements reached consensus, 
with the statement “n-3 PUFAs are one of the potential 
adjunctive treatments for adult MDD” reaching the highest 
agreement via the panel. Regarding specific populations, it 
is noted that many items reached high consensus despite 
suboptimal supportive evidence.

In respect to specialized populations, the expert consensus 
panel supported the use of O3 in MDD treatment for pregnant 
women, children, and the elderly and for prevention in high-
risk populations. The guidelines stated that personalizing 
the clinical application of O3 in MDD subgroups with a low 
O3 index or high levels of inflammatory markers may be 
regarded as areas that deserve a future research focus.

Also, it has been demonstrated that O3 supplementation 
modestly (but consistently) lengthens gestation,12 potentially 
decreasing obstetrical and neonatal morbidity in a population 
of women with psychiatric disorders who are already at 
increased risk of premature delivery and other obstetrical 
complications. With that in mind, there might be even 
more of an impetus to leverage the use of O3 as part of the 
antidepressant treatment regimen, even if they are deemed 
insufficient for many individual women as monotherapy.

Of further note, the ISNPR clinical guidelines10,11 also 
contended that “(1) clinicians and other practitioners are 
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advised to conduct a clinical interview to validate clinical 
diagnoses, physical conditions, and measurement-based 
psychopathological assessments in the therapeutic settings 
when recommending O3 in depression treatment; (2) with 
respect to formulation and dosage, both pure EPA or an 
EPA/docosahexaenoic acid (DHA) combination of a ratio 
higher than 2 (EPA/DHA > 2) are considered effective, and 
the recommended dosages should be 1–2 g of net EPA daily, 
from either pure EPA or an EPA/DHA (> 2:1) formula; (3) 
the quality of n-3 PUFAs may affect therapeutic activity; 
and (4) potential adverse effects, such as gastrointestinal 
and dermatological conditions, should be monitored, as 
well as obtaining comprehensive metabolic panels.” Further 
to these guideline recommendations, with respect to the 
formulation and therapeutic application of O3, the 2018 
Lipids in Parenteral Nutrition summit panel of experts13 also 
suggested that “lipid emulsions” containing O3 acids from 
fish oil confer important clinical benefits via suppression of 
inflammatory mediators and activation of pathways involved 
in the resolution of inflammation.

A salient point raised by Mocking and colleagues6 
concerns that the ISNPR Treatment Guidelines did not 
provide a dosage guide (while the present JCP authors 
did rightfully recommend a higher EPA content approach 
to prescription outside the perinatal period). To clarify, a 
precise dose for use during the perinatal period was not 
provided in the ISNPR Guidelines in part due to the lack of 
safety data regarding higher doses of O3 (eg, > 1 g of EPA per 
day) in pregnancy. While it is highly unlikely to have major 
health concerns to the fetus, caution is always advised, and 
further research is needed to be able to safely recommend 
higher doses (which in some cases may theoretically be more 
effective in reducing depression). We do however recognize 
that a high EPA approach may still not be the answer. 
Assessing the studies included in the present meta-analysis, 
there appears not to be an obvious pattern relating to higher 
EPA studies. For example, Judge et al (2014)14 and Kaviani 
et al (2014)15 used DHA or a lower EPA formulation and yet 

showed a beneficial effect, while others such as Freeman et 
al (2008),16 Nishi et al (2018),17 and Opiyo et al (2018)18 used 
higher EPA formulations and all had nonsignificant results.

Further, the ISNPR guidelines panel did conclude 
that studies testing O3 to “prevent” perinatal depression 
have been consistently negative. Notably, these studies 
have assessed O3 as monotherapy, rather than adjunctive 
to standard antidepressants (and the data do primarily 
support adjunctive application19,20). Another important 
conclusion is that most studies had small sample sizes with 
non-generalizable samples, and, due to this, clinicians are 
advised to interpret the results carefully and cautiously when 
prescribing during the perinatal period.

As the ISNPR guidelines state, many women and their 
health care providers do commonly seek to minimize 
pharmacologic exposures (eg, antidepressants) during 
pregnancy and breastfeeding, due to the potential of adverse 
effects for the fetus and breastfeeding safety concerns. 
Treatment decisions must be appreciated in the context that 
antenatal and postpartum depression carry risks for the 
mother and baby, and undertreatment or lack of treatment 
poses substantial risk.

Safe therapeutic options during the perinatal period are 
therefore vital and of significant ongoing interest. For now, 
a balanced evidence-informed approach would be to advise 
women in the perinatal period to consume adequate dietary 
O3, while supplementation can occur in marked deficiency. 
An additional clinical consideration can also involve the 
potential use of O3 in comorbid obesity and inflammatory 
conditions, while in those who are vegetarian, algal-based 
preparations may also be an option. Finally, while most 
studies have not shown a substantial nonselective benefit of 
O3 for the acute or preventative treatment of perinatal MDD, 
we can still suggest that other potential benefits to pregnancy, 
such as lengthening of the gestational period, may make the 
risk/benefit profile of O3 still attractive in pregnancy. This 
application may apply more judiciously as a potential adjunct 
to standard medications and psychotherapy.
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