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The Pursuit'to Recognize Bipolar Disorder
in Pregnant and Postpartum Women

Marlene P. Freeman, MD®*, and Joseph F. Goldberg, MDP

T he perinatal period has received much attention as an
opportune time to screen for depression. Broadened
perinatal screening programs for depression and other mood
disorders may be especially critical to improving psychiatric
outcomes, particularly given the high prevalence of mood
disorders during reproductive years, the risks of untreated
mood disorders to both women and their children, and
the opportunity for screening through frequent contact
with health care providers during obstetrical monitoring
appointments. The postpartum specifically has long been
recognized as a time of heightened risk for severe mood
or psychotic episodes. However, the research on perinatal
(unipolar) major depressive disorder (MDD) has outpaced
that on other disorders, including bipolar disorder. A more
nuanced approach to screening may be warranted.

Common practices of screening for postpartum
depression without simultaneously assessing for histories
of mania or hypomania may drive the misrecognition of
postpartum depression as unipolar rather than bipolar
disorder. Landmark studies by Kendell et al' found a
markedly higher risk for postpartum psychosis among
women with bipolar disorder than among those with major
depression or schizophrenia, although less is known about
the prevalence of peripartum or postpartum depression in
unipolar versus bipolar disorder. The article by Masters et
al? in this issue sheds much-needed light on the prevalence
of peripartum bipolar disorder. Not only do they remind
us that pregnancy can be associated with mood episodes
in at-risk persons, but, moreover, their work prompts
broader concerns about diagnostic accuracy and possible
underrecognized antepartum/postpartum bipolar disorder,
the differentiation of clinically significant from possibly
benign signs of hypomania during or after pregnancy, and
consideration of proper treatment for peripartum bipolar
mood symptoms.
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A striking finding from this review was that while only
2.6% of the pooled study group had an identified history
of bipolar disorder pre-pregnancy, 20.1% manifested signs
of bipolar depression, hypomania, or mood episodes with
mixed features during pregnancy or postpartum. Does
this then mean that the peripartum period confers about
a 7-fold increased risk for precipitating a first lifetime
presentation of bipolar disorder? Or, that an astonishingly
high 1 in 5 depressed pregnant or postpartum women may
actually manifest signs of bipolar disorder? Or, that the
vast majority of women with preexisting bipolar disorder
may have gone unrecognized or altogether undiagnosed
prior to pregnancy and delivery? No comparative sample of
pregnant/postpartum MDD patients is available from which
to draw inferences about the relative risk for peripartum
depression in unipolar versus bipolar patients, but such a
study is needed before one can make claims about relative
risk.

There are two main concerns that are paramount to the
accurate diagnosis of bipolar disorder in individuals with
depression. One is that bipolar disorder may be missed
despite the occurrence of mania/hypomania, and the other
is that diagnoses evolve, and what may start as unipolar
MDD may actually represent bipolar disorder that has not
yet declared itself.

Consider the issue of identifying true casehood and
diagnostic rigor when ascertaining bipolar disorder. While
bipolar disorder is often misrecognized as major depression,
it still constitutes the vast minority of mood disorders,
with a lifetime prevalence of 1% for bipolar I disorder
and 1.1% for bipolar II disorder, plus an additional 2.4%
for subthreshold or “spectrum” manifestations of bipolar
disorder.® By contrast, MDD carries a lifetime prevalence of
20.6% as found in large-scale epidemiologic studies.* In the
review by Masters et al,” nearly one-third of the study group
were identified as having bipolar disorder not by formal
assessment interviews but by self-administered screening
with the Mood Disorders Questionnaire (MDQ). While
screening tools are useful for capturing at-risk populations,
they are not synonymous with formal diagnoses. They are
designed to be overinclusive and are especially valuable
when screens show high negative predictive value (that
is, ruling out clear non-cases). However, the MDQ has
variable positive predictive value (PPV; that is, capturing
bipolar cases and discarding false-positives) depending on
the study group being assessed. For example, Zimmerman
and Galione® found that the MDQ had fairly low PPV when
administered in the general population (43.1%) and showed
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lower Sensitivity-for accurately detécting cases of bipolar
IT disorder (38.6%) than for detecting bipolar I disorder
(66.3%). Masters et al found that among studies using only
the MDQ as a diagnostic proxy, new-onset prevalence rates
of possible bipolar disorder ranged from 3.3% to 25.6%. For
the sake of perspective, Hirschfeld et al® found a screen-
positivity rate of 3.4% from a household mass-mailing
survey involving 85,358 respondents. Conflating screen
positivity with formal face-to-face assessments incurs risks
for possible overdiagnosing of bipolar disorder.

Adding to potential diagnostic confusion in studies such
as this is the DSM-5 construct of MDD with mixed features.
As the nosology of mood disorders moves toward favoring
the model of a “continuum” rather than a categorical
taxonomy across polarities of depression and mania, the
presence of subthreshold manic or hypomanic symptoms
in syndromally depressed patients does not necessarily
signal the presence of bipolar disorder. (Indeed, only about
20% of MDD patients with subthreshold mania will fully
meet diagnostic criteria for a manic or hypomanic episode
in the course of long-term follow-up’). Postpartum manic
episodes have been reported as more likely to be mixed,®
although little is known about whether postpartum
syndromal depression more often involves pure depressed
phased or mixed features, in either bipolar or unipolar
disorder.

A corollary consideration involves the possibility that
some subthreshold hypomanic symptoms during the
postpartum period could reflect a transient, nonpathologic
hypomanic counterpart to the “baby blues”—distinguishable
from the diagnosis of a major mood disorder with
implications for recurrence. This is an interesting concept
that has previously been raised in the literature’ but not
extensively documented with empirical observation. Glover
et al'® observed that about 10% of women experience low-
grade hypomania symptoms in the first week postpartum
and found a subgroup to be more likely to experience
postpartum depression 6 weeks later as compared to those
with no hypomania symptoms. Further studies are needed
to identify the extent and prevalence of such as hypothesized
“postpartum highs” as distinct from hypomania in the
context of possible bipolar disorder.

One wishes for finer granularity to identify which
pregnant cases may have especially high risk for peripartum
mood episodes, particularly in patients with no psychiatric
history. The original work on postpartum psychosis by
Kendell et al' found a higher incidence of new-onset cases
in primiparous than in multiparous women—a covariate
not captured by Masters et al in their review. After a
psychiatrically uneventful first pregnancy and postpartum,
what is the conditional probability that a subsequent
pregnancy could lead to a first lifetime manic or mixed
episode? And, does peripartum new-onset risk further
stratify by age, given that the risk for new-onset bipolar
disorder peaks in young adulthood and then declines? How
much does a family history of documented bipolar disorder
in a first-degree relative further shape individual risk?

An unfortunate’and important limitation of the present
naturalistic study is that the authors were unable to more fully
address the role of pharmacotherapy in their study population.
Given their remarkable finding that a mood episode occurs
during pregnancy or the postpartum in over half of pregnant/
postpartum individuals with suspected bipolar disorder, it
would be important to differentiate how much that reflects
treated versus untreated conditions. Of equal importance is
the concern that pregnant persons with a bipolar diathesis who
are misidentified with major depression may be prescribed
monoaminergic antidepressants—which, as a class, have
never shown greater efficacy than placebo in treating bipolar
depression. The related concern for antidepressants to induce
or exacerbate mania or hypomania remains a controversial and
unresolved topic. Importantly, convergent lines of evidence
suggest that this risk—pertaining overall to about 10%-15%
of individuals with bipolar disorder according to prospective
studies'!—may be greater in certain patient subtypes, such as
those with bipolar I versus bipolar II disorder,'? those with
subthreshold mania symptoms or mixed features,'® or those
with a previous history of antidepressant-associated mania.'*
It is unknown if pregnancy itself confers an increased risk for
mood destabilization with monoaminergic antidepressants, a
key question for which future studies are needed.

Finally, it is worth noting that bipolar disorder with
postpartum onset of a depressive episode may possibly have
a more favorable longitudinal course than when bipolar
disorder begins at other times of life.>!° It is certainly possible
that, just by definition, women with onset postpartum, during
the reproductive years, would have a more favorable course
than those with an onset during childhood or adolescence,
as early onset predicts a more recurrent or severe course of
illness.'® Or, perhaps, there may be multiple variables that
lower the threshold for the expression of bipolar mood
episodes in the postpartum that might not otherwise emerge.

Clearly, the relatively high rates of positive screens for
hypomania during pregnancy and the postpartum raise
many questions. Investigators in the field must seek to better
understand the diagnostic and treatment implications. In the
United States, the implementation of screening programs for
perinatal depression has led to universal depression screening
in a way not typically seen outside of the obstetrical setting.
The limitations of depression screening include lack of focus
on other disorders, including bipolar disorder, and the lack
of more precise diagnostic assessments in many cases. In
addition, the context may complicate understanding of the
phenomenology of psychiatric disorders. This is especially
true when symptoms present in the acute postpartum,
when variables of hormonal fluctuations, sleep deprivation,
and other factors may precipitate symptoms that can
be challenging to categorize in our diagnostic system.
Postpartum psychosis and the “postpartum blues” are
examples of unique postpartum phenomenology that remain
poorly understood when they occur in a circumscribed
manner without a preexisting history of psychiatric disorders.
At this time, positive screens for hypomania among pregnant
and postpartum women should alert the clinician to the
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possibility of bipelar disorder,yet with these caveats. While
laudable strides have been made in screening pregnant and
postpartum women for depression, these efforts can be built
upon to screen and diagnose with greater accuracy, with an
ultimate goal of understanding the longer-term outcomes.
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