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Commentary

Extreme Dysphoria of Pregnancy:

A Distinct Syndrome Warranting Attention?

Marlene P. Freeman, MD

s perinatal psychiatry has been
Aa robustly developing field,

there is now a large body of
evidence for the acknowledgement of
reproductive and hormonally related
disorders such as postpartum
depression, premenstrual dysphoric
disorder (PMDD), and perimenopausal
depression.!** There is growing
attention to perinatal anxiety and
obsessive-compulsive disorder.>®
Postpartum psychosis has been
historically represented in the
literature yet remains understudied
due to its relative rarity.”®

Even more uncommon, there
seems to be an understudied
phenomenon of pregnancy-related
extreme dysphoria or depression,
distinct from typical major depressive
episodes (MDEs). This appears to be
an illness sometimes observed by
perinatal healthcare providers
although it has yet to be well
characterized or researched. While
less frequently encountered than
postpartum depression or even
antenatal MDEs more consistent with
major depressive disorder (MDD), it
appears that a distinct severe mood
disorder may affect some pregnant
individuals. While some of the
aforementioned disorders are most
differentiated from MDD by timing as
anchored to reproductive events, there
may also be qualitative differences
that are imperative to understand in
order to better predict who will be at
risk of experiencing them and how to
treat most optimally.

While postpartum depression may
be related to the hormonal changes
following childbirth for some women,
it appears to be a heterogeneous
disorder with not all women clearly
having the same vulnerability to
hormonal changes.® Also, PMDD is

triggered by the hormonal changes of
sex hormones during the luteal phase
of the menstrual cycle, yet only affects
a minority of women, suggesting a
vulnerability to hormonal changes
rather than a direct effect.’®

Notably, it has been long
recognized that women are not
protected from the experience of
mood episodes during pregnancy.!!

Here, it is hypothesized that for
some women, there might be a
particular vulnerability for severe
depression starting in early
pregnancy, illustrated by case
vignettes. Patients have been de-
identified and cases simplified for
illustrative purposes.

Case Vignette 1. Ms A presented as a
38-year-old married mother of 1 male
child. She presented 5 weeks into a
pregnancy conceived via in vitro
fertilization (IVF). She had recently
moved into the local area from
another region in the country and
was establishing psychiatric care. She
noted extremely low mood and suicidal
ideation (SI) without intent. This
dysphoric mood persisted continually,
and it had onset at about 2 weeks after a
positive pregnancy test following the
IVF procedures.

This dysphoric mood with sudden
and severe onset occurred previously
in a similar course after 2 previous
cycles of IVF in which pregnancies
occurred. She had experienced such
severe symptoms of depression with
abrupt onset in the first half of the
first trimesters with each of those
2 pregnancies that although she had
conceived via IVF, she elected to
terminate the pregnancies due to her
severe depressive symptoms and SI.
Remission from depression was rapid
after pregnancy termination. Despite
the stress and trauma of the extreme

symptoms and termination of wanted
pregnancies, Ms A and her husband
were still determined to have another
child.

She again pursued IVF and became
pregnant in the current pregnancy, and
experienced sudden and severe onset
of depressive symptoms and SI, and
presented for a perinatal psychiatry
consultation. She wanted to
understand her treatment options
for the management of depression,
although she was seriously again
contemplating termination of the
pregnancy due to her extremely
dysphoric and unrelenting mood state.
Because the pregnancy was greatly
wanted, she was motivated to pursue
treatment, and started sertraline, as
well as cognitive behavioral therapy.
She had previously been told that she
could not take an antidepressant
during pregnancy and had not
pursued pharmacologic treatment
options during the 2 previous
pregnancies with a similar course.

She was not actively suicidal but
continued to experience distress and
persistent low mood throughout the
remainder of her pregnancy, albeit
with modest improvement on her
mood. Although she was able to
function throughout the pregnancy in
her family and occupational roles, she
was unable to experience joy or
excitement about the pregnancy. She
continued sertraline and cognitive
behavioral therapy into the
postpartum, and approximately
1 month after delivery noted
substantial improvement in mood.
She was remitted from depression
within 2—3 months following delivery.
After the severe and prolonged
experiences of dysphoria and SI
during wanted pregnancies conceived
with IVF (2 terminated and 1 resulting
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in a live birth of a healthy child), she
decided she would not have more
children.

She remained free of depressive
episodes until experiencing mild
depression around age 52 years when
she started experiencing menstrual
cycle irregularities consistent with the
perimenopausal transition along with
occasional vasomotor symptoms. She
did not pursue hormonal treatment
due to lack of both severity of
perimenopausal symptoms and desire
to trial a hormonal therapy in
consideration of her past experiences
with mood worsening during
pregnancy. Her symptoms were
successfully treated with low-dose
sertraline.

In regard to other psychiatric
history, she experienced moderate
postpartum depression after the birth
of her first son and had no prior
episodes of MDD outside of
pregnancies. She had no history of
mania, hypomania, psychosis, abuse,
or trauma. She had experienced mild
premenstrual mood worsening that
did not interfere with functioning,
lasting 2—3 days during the late luteal
phase of her cycle.

Individuals with severe dysphoria
and depressive symptoms starting
during pregnancy and resolving after
childbirth appear rare, although
2 other cases share characteristics.

Case Vignette 2. Ms B presented with
a wanted spontaneously conceived
planned pregnancy. She was a 32-year-
old married health care provider who
previously only experienced mild
generalized anxiety. She had an onset of
severe dysphoria and anxiety in the first
several weeks of pregnancy. She
was considering termination of the
pregnancy due to the severity of her
symptoms. Despite treatment with a
selective serotonin reuptake inhibitor
(SSRI) and psychotherapy, she only
modestly improved throughout her
pregnancy and noted relief only after
about 2 months after delivery. She
decided not to have another pregnancy
in consideration of the level of distress
she felt throughout the pregnancy. She
did not experience clinically significant
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depressive symptoms or anxiety for the
following 2 years and was lost to follow-
up after that time, since she did not feel
she needed ongoing psychiatric
treatment.

Case Vignette 3. Ms C was a mother
of 2 children who traveled from a rural
area to a tertiary care hospital for
perinatal psychiatric care. She was
experiencing severe onset of dysphoria
after spontaneously conceiving a wanted
pregnancy. She was unable to function
and had never experienced an MDE
previously. She had an appointment for
an elective termination of the pregnancy
scheduled for several days after the
consultation, made in consideration of
the level of psychiatric distress she
experienced. After learning of treatment
options for depression during
pregnancy, Ms C decided to start an
SSRI and psychotherapy. She improved
somewhat, but the depression and
anxiety did not fully remit until
3 months after delivery. She decided not
to have another pregnancy due to the
prolonged and severe dysphoria she
experienced and had previously decided
that 3 children was her ideal family size.
She did not experience another
depressive episode during the 7 years to
follow, and after that time discontinued
treatment and monitoring because she
did not feel she needed to continue.

Discussion

In all of these cases, the distress of
the mood symptoms and hopelessness
were severe enough for each patient to
consider termination of a wanted
pregnancy. In the first case of Ms A,
she had undergone termination of
2 pregnancies conceived via IVF. This
condition appears to be rare, and
for most women who experience
depression during pregnancy, there
does not appear to be this pattern of
timing of onset, persistence, or
hopelessness. It is also atypical for
standard treatments to have such
limited benefit during pregnancy, at
least in these 3 cases in which the
patients could function and get
through to delivery, yet not thrive
during pregnancy, and only
experienced robust improvement after
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delivery. Notably, in each case, the
patients decided not to pursue
subsequent pregnancies.

These cases point to both the
potential role of reproductive
hormones and events on mood
episodes, as well as underscoring the
heterogeneity individuals experience in
terms of psychiatric vulnerability
during pregnancies. More research is
needed to inform patient-centered care
throughout the reproductive years and
to aid individuals in treatment around
pregnancy and childbirth.

In order to adequately research
topics such as these, our precision in
nosology and phenotyping will need to
advance. While DSM-5 includes a
perinatal qualifier, the emphasis is
on the latter pregnancy and the
postpartum, rather than disorders that
occur with onset early in pregnancy
and abatement after childbirth. Others
have expertly argued that the
peripartum specifier falls short in
enabling the clinical and research
goals of distinguishing the biological
determinants of psychiatric disorders
that impact antenatal and postpartum
manifestations of illness.'?!?

Description of this phenomenon
may create momentum for future
research. Indeed, it took decades to
formally recognize PMDD as a distinct
psychiatric disorder.'

Importantly, it would be critical to
know how often extreme dysphoria of
pregnancy occurs, and whether it can
be differentiated substantially from
MDD with onset during pregnancy.
Additionally, there may be a role for
the hormonal changes of pregnancy
that impact some women yet not most,
and an understanding of the factors
that underscore such vulnerability
would serve our field. Most
observational and qualitative studies
would be impactful next steps in
understanding this phenomenon. If
roles in the etiology were better
understood, targeted treatments could
be developed. It is not clear what
the potential role of specific
antidepressants or neurosteroids might
be in this situation. Nonpharmacologic
approaches would be important to
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explore considering fetal exposure of
treatments during pregnancy.
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