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Early Career Psychiatrists: Case Report @

Zuranolone for Postpartum Depression in
Real-World Clinical Practice

Maxwell Z. Price, BA, and Richard L. Price, MD

uranolone was US Food and
Z Drug Administration (FDA)-

approved in August 2023 as the
first oral medication for adults with
postpartum depression (PPD), which
is administered nightly with a fat-
containing meal for 2 weeks within the
year of delivery.! Zuranolone is an
allopregnanolone analogue that acts
as a positive allosteric modulator
of GABA-A receptors at the
nonbenzodiazepine site, exhibiting
rapid, phasic effects synaptically and
sustained, tonic effects extra-
synaptically.? Despite FDA approval
and demonstration of efficacy in
clinical trials, real-world experience
is still necessary to understand the
appropriate uses of this new
medication. The following are
representative cases drawn from a
cohort of 30 outpatients treated with
zuranolone to date in our Hudson
Valley, New York, psychiatry practice.

Case 1

Ms A is a 21-year-old first-time
mother, who is not breastfeeding, with
a history of premenstrual dysphoric
disorder (PMDD) and not using any
form of hormonal contraception.
She presented 2 weeks following
childbirth. She presented with acute
postpartum psychosis, with symptoms
of delusions that a devil was
harming her baby, depressed mood,
pathological guilt, panic attacks, and
insomnia. Although psychiatric
hospitalization is the standard of care
for postpartum psychosis, there
was a community option that was
appropriate to meet the safety needs
of postpartum psychosis as an

Cite and Share

this article at
Psychiatrist.com

alternative. Hence, she opted for a
medically supervised mother-baby
community rest home with substantial
monitoring. For 2 weeks, she was
treated with clonazepam 1-2 mg
nightly plus aripiprazole 15 mg with
limited effect, but declined an
extended course of a selective
serotonin reuptake inhibitor (SSRI)
due to potential sexual side effects. We
switched clonazepam to zuranolone.
After 3 days, her symptoms completely
resolved with improved sleep and
panic, followed by better mood and
cessation of psychosis. Since return of
menses, she has not reported PMDD
symptoms for over 6 months now,
tapering off aripiprazole 2 weeks after
completing zuranolone. Two 25 mg
zuranolone capsules nightly were
sedating, which tends to lessen
gradually® and was mitigated by taking
1 capsule with dinner and another at
bedtime with a snack.

Case 2

Ms B is a 30-year-old married
mother of 4 children, with bipolar IT
depression and obsessive-compulsive
disorder (OCD), taking lamotrigine
400 mg, sertraline 200 mg, and
adjunctive risperidone 2 mg for
3 years with partial response despite
cognitive-behavioral therapy, which
she discontinued. She reported her
third PPD episode at 10 months
postpartum with onset during the third
trimester, including worsening
cognition and agitation, making it
challenging to breastfeed. She added
zuranolone 50 mg, continued nursing
without sedation for either or her
infant, and felt her depression and
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OCD dramatically improve at day 14.
For the past 8 months, she has been
feeling better than baseline in terms of
anhedonia, cognition, and obsessive
thoughts, subsequently enabling her
to taper off risperidone, which had
caused her weight gain.

Case 3

Ms C is a 38-year-old single
woman with history of bipolar I
disorder with psychosis, previously
stable on olanzapine plus fluoxetine
(a CYP3A4 inhibitor), who had severe
PPD with suicidal ideation following
miscarriage after a 4-month
unintended pregnancy. She declined
another psychiatric hospitalization
for fear of losing her 2 young children
to Protective Services, so we
developed a safety plan for outpatient
care. She added zuranolone 30 mg
with complete resolution of
depression and suicidality after 1 day,
able to continue caring for her
children. Ms C has remained stable for
over a year with regular, monthly
psychiatric visits and ongoing
psychosocial support.

Discussion

Zuranolone is an exciting
antidepressant, representing the first
oral medication in the class of
neurosteroids approved for one mood
disorder, postpartum depression.
Here, we illustrate clinical situations
in which there are unmet needs in our
field, such as postpartum psychosis,
postpartum bipolar mood episodes,
and PMDD. Zuranolone is a rapidly
acting antidepressant approved for
PPD that occurs in the third trimester
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or within 1 month postpartum, with or
without SSRI treatment,** and appears
to alleviate associated insomnia and
anxiety.® We have found it well
tolerated in 25 nursing children. This
is consistent with the reported relative
infant dose below 1%.” For women
with a history of major depressive
disorder (MDD)? or bipolar
depression® who experience a PPD
exacerbation, we add zuranolone to
their current regimen, bearing in mind
that CYP3A4 inhibitors can raise
zuranolone levels, necessitating a
lower zuranolone dose.! We switch
benzodiazepines to zuranolone as we
find that the combination can
attenuate zuranolone’s antidepressant
effects and exacerbate sedation.'®
Driving is prohibited for at least

12 hours following administration,
and it is contraindicated in
pregnancy.! Given our experience, we
support initiating zuranolone as first-
line PPD treatment at postpartum
screening visits for uncomplicated
PPD. In combination with antimanic
medication, we have not encountered
induced mania, hypomania, rapid
cycling, or mixed symptomatology
utilizing zuranolone to treat
postpartum exacerbation of bipolar
depression. Based on our clinical
experience, we believe that there may
be a role for zuranolone for other
disorders, such as postpartum
psychosis, postpartum anxiety, bipolar
mood episodes occurring in the
postpartum period, and PMDD. We
encourage repeat studies!'~!? utilizing
50 mg for adjunctive MDD in its
current formulation, since some
previous trials were possibly
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underdosed.'* The effects of
neurosteroids on neuroplasticity,
neuroinflammation, network
regulation, and stress responses®
warrant further investigation for a
range of affective, anxiety, and
obsessive disorders, potentially in
conjunction with psychotherapy as
augmentation.
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