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State-of-the-art treatment of postpartum bipolar
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Purpose of review

To summarize recent updates in the tfreatment of postpartum bipolar disorder (PBD).

PBD requires timely and comprehensive management, as childbirth is a period of elevated relapse risk in
women with preexisting illness and may also mark firstonset presentations. Episodes can manifest as
depression, mixed states, mania, or psychosis, with severe consequences for maternal safety, infant well
being, and early bonding. Sleep loss around labor and postpartum further increases vulnerability.

Recent findings

PBD demands a multifaceted therapeutic approach, with pharmacotherapy as the cornerstone. Lithium,
lamotrigine, and selected second-generation antipsychotics remain key options, guided by efficacy, lactation
safety, and individualized risk-benefit assessment. Structured relapse-prevention planning, sleep protection,
and support for mother—infant bonding are crucial nonpharmacological elements. Early, targeted
intervention reduces relapse and suicide risk while supporting maternal functioning and family stability.

Summary

Beyond optimized pharmacological care, recent research highlights a treatment continuum spanning
pregnancy and postpartum. Multidisciplinary collaboration across psychiatry, obstetrics, and neonatal care
is crucial to ensure maternal safety, optimize infant outcomes, and support families. Integrating lived
experience and patient collaboration enhances relevance. A life-course perspective across reproduction,
combining biological and psychosocial insights, signals a shift toward holistic, personalized, precision-

based strategies in managing PBD.
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Perinatal mental health (PMH) has become a public-
health priority: morbidity and mortality data under-
score its burden, and many countries have imple-
mented specialized services [1].

Bipolar disorder is a lifelong, clinically and genet-
ically heterogeneous illness [2], with variable severity,
multiple subtypes, and region-specific prevalence [3].
Lifetime prevalence is 0.6% for BD-I and 0.4% for BD-
11, rising to 1-2.4% with the broader spectrum [3,4].
Age of onset shows a trimodal distribution: early-onset
(45%) peaking at 17years, mid-onset (35%) at 26
years, and late-onset (20%) at 42 years [S], overlapping
with reproductive and parenting years.

Management of perinatal mental disorders
(PMDs) should be viewed from preconception
through pregnancy and childbirth to the postpartum
period and the parenting years. The perinatal period
carries increased vulnerability, with risk of both
relapse and first-onset PMD. Psychiatric hospitaliza-
tion in the first postpartum month is 22 times higher
than prepregnancy, mainly for mood and psychotic
disorders [1,6].
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The course of bipolar disorder has been linked to
hormonal changes across the female reproductive
cycle [7], including the perinatal period, where relapse
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KEY POINTS

o Bipolar disorder carries a high risk of perinatal relapse or
first onset in the early postpartum period, with risk of
postpartum psychosis and psychiatric emergency, making
early recognition and individualized care essential.

o Medication discontinuation and sleep loss are major,
modifiable triggers, underscoring the importance of
maintenance pharmacotherapy and sleep protection.

e Careful selection and monitoring of pharmacological
therapy can minimize the unwanted consequences on
the fetus and newborn.

e Severe perinatal mental illness often disrupts mother—
infant interactions, so early assessment, mother-baby
unit care, and coordinated psychosocial and
interdisciplinary support are key to befter outcomes.

e Emerging evidence implicates hormonal, circadian, and
immune mechanisms in PBD/PPP, promising novel
therapeutic approaches.

risk of bipolar disorder reaches 39-70% with a prior
diagnose, while bipolar spectrum mood episodes
occur in 16-24.5% of women without psychiatric
history [8].

Severe bipolar disorder episodes in the perinatal
period often require hospitalization and carry risks of
self-harm, infant harm, and impaired parenting.
Pharmacological management must be individual-
ized: considering prior response, timing, fetal and
neonatal risks, and lactation safety [9""].

Arbitrary treatment discontinuation often compro-
mises adherence and heightens relapse risk [10™]. Care
is influenced by family and social context, and optimal
outcomes depend on multidisciplinary collaboration
across healthcare, social services, and patients [11].

Definitions of postpartum episode vary: DSM-5
sets 4weeks [12], ICD-11 6weeks [13], while recent
literature often extends to 12months.

We searched PubMed, PsycINFO, Cochrane, Google
Scholar, and Web of Science (January 1, 2024-sub-
mission) for perinatal/postpartum bipolar disorder,
focusing on treatment and management; after de-
duplication, three reviewers screened full texts and
included peer-reviewed studies, guidelines, and con-
sensus statements.

This review synthesizes recent evidence, emerging
trends, and key challenges in PBD within the peri-
natal continuum.

0951-7367 Copyright © 2025 The Author(s). Published by Wolters Kluwer Health, Inc.
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A recent meta-analysis found that postpartum
mood episodes occurred in 29-49% of women with
BD-I, with 27-50% presenting with manic or mixed
episodes. Maintenance pharmacotherapy reduced
relapse risk from 58.1% (untreated) to 25.9%
(treated) [14].

Further data confirm high perinatal recurrence
rates: 57% for BD-I or schizoaffective bipolar disorder
and 62% for BD-II or other bipolar disorder, with
around 40% substantial relapse during pregnancy.
Postpartum episodes of mania/psychosis in more
than 90% of women began within 4 weeks of deliv-
ery. Psychosis was six times higher in BD-I/SA-BD
[15].

Peripartum sleep deprivation elevates early-onset
postpartum psychosis (PPP) risk: losing one full night
is reported to increase odds over 5-fold. 92% of PPP
episodes occurred within two weeks, and all episodes
within three weeks. Onset was more variable without
sleep loss [16].

Fathers with bipolar disorder are also at risk for
perinatal mood episodes with distinct timing of
onset compared to mothers, most often during preg-
nancy (41.9%), whereas mothers within the first
week (41.3%) [17].

The presence of bipolar disorder is one of the
main risk factors of PPP. Personal and family history
of psychotic disorders, sleep deprivation, and dis-
continuation of medication pose further risk [18*].

In the MGHP3 study of PPP, onset occurred a
median of 10 days postpartum, episodes lasted 1 day-
1month in 60.9%. BD-I was presented in 71.8%.
Overall, 93% received medication, 74% were hospi-
talized, underscoring severity, acute onset, and need
for intensive management [19].

Postpartum rage attacks are often associated with
bipolar disorder, OCD, or depression. This form of
dysfunctional anger requires screening for first-onset
bipolar disorder and identification of potential trig-
gers such as antidepressants or sleep loss [20]. A
recent study found that first-onset SMI occurred
within 12 weeks postpartum, with 25% of acute tran-
sient psychotic disorders converting to bipolar dis-
order [21].

The uniqueness of postpartum mental disorders
remains debated. Early-onset postpartum depression
(PPD) and PPP may be bipolar disorder linked sub-
types, often characterized by mixed symptoms. PBD
may represent a childbirth-triggered, pathoplastic
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variant of bipolar disorder with distinct clinical pro-
files and treatment needs, supporting the impor-
tance of tailored management [22].

Reproductive hormonal fluctuations have been
implicated in shaping the course of BD. In a recent
study of 567 postmenopausal women with bipolar
disorder (BD-1 72.1%, BD-II 22.4%), premenstrual
syndrome [odds ratio (OR) 6.19] and PPD (OR
2.64) predicted perimenopausal depression, while
premenstrual dysphoric disorder predicted any
mood episode (OR 3.01) and depression (OR 3.03),
suggesting a biologically sensitive subgroup of bipo-
lar disorder vulnerable across reproductive transi-
tions [23].

Psychosocial factors play an important role in
PMH. In PPP, biological factors are likely to be cen-
tral. Genetic data distinguish early-onset and late-
onset PPD, with early-onset overlapping major
depressive disorder (MDD) and bipolar disorder,
shows enrichment of genes expressed in reproduc-
tive tissues, suggesting hormonal mechanisms [24].
PPP shows high heritability, and overlapping with
bipolar disorder, schizophrenia, and autoimmune
disease [25]. Inflammation-related genetics are
central in MDD-PPD and circadian/sleep-related
pathways predominate in BD-PPD [26]. PPP is con-
ceptualized as an interaction among genetic vulner-
ability, hormonal changes, and environmental
factors, with bipolar disorder and circadian disrup-
tion emerging as key contributors [27"].

Recent data confirm increased risk of gestational
diabetes (OR 1.46), hypertension (OR 1.19), antepar-
tum hemorrhage (OR 2.02), preeclampsia/eclampsia
(OR 1.20), cesarean section (OR 1.35), and postpar-
tum hemorrhage (OR 1.39) in women with BD. Neo-
natal risks included very prematurity (OR 1.84),
infant death (OR 1.77), low birth weight (OR
1.54), preterm birth OR 1.49), small for gestational
age (OR 1.28), and congenital malformations (OR
1.29) [28].

Maintenance treatment in bipolar disorder plays
a critical role in preventing relapse and reducing
perinatal risk, with growing evidence of benefits over
nontreatment. Cohort data of 198 infants indicate
that lamotrigine, lurasidone (and SGAs) reduce risks
of prematurity and low birth weight, compared to
untreated disorder [29].

Women with bipolar disorder face elevated
obstetric and neonatal risks, necessitating multidis-
ciplinary perinatal care and shared decision-making
with obstetrics and neonatology. Given the risk of
neonatal adaptation syndrome, neonatal assessment
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and observation are essential, requiring close collab-
oration with neonatologists.

In women at risk for PPP (bipolar disorder, schizo-
atfective disorder, or prior PPP), predictors of mother-
infant interaction (MII) quality were assessed up to
12months postpartum. In women at risk for PPP,
impaired maternal fear recognition predicted poorer
MII [30].

PPD can negatively impact child’s development
through MII. Assessment of 40 six-month-old infants
of mothers with severe PPD found global develop-
mental delay, poorer sociability and postural devel-
opment. Infants of mothers with bipolar disorder
showed significantly poorer postural development
[31].

Mother-infant interactions are often impaired in
mothers with SMI. A recent review found impairments
in bipolar disorder, more pronounced in PPP [32].

The authors emphasize early evaluation of MII
and infant development, underscoring the need
for access to MBUs, facilitated contact that supports
attachment, early interventions and targeted support
to improve bonding and developmental outcomes.

Bergink et al. [10*] recommend a perinatal relapse
prevention plan, covering treatment options, pre-
ferred mode of delivery and infant feeding, postpar-
tum relapse prevention, ensuring adequate sleep,
and recognizing early signs of relapse.

Bipolar disorder is a main risk factor of PPP [18],
characterized as a psychiatric emergency requires
urgent pharmacological treatment and inpatient-
care, given symptoms unpredictability. MBU’s are
preferred, while supervised access to the infant
may be arranged in general psychiatric settings.
Management should be individualized, with imme-
diate goals of symptom control and risk reduction,
evaluation of suicide and infanticide risk, and long-
term aims of strengthening maternal role and
mother-infant bonding [33].

An integrated model of obstetric, perinatal, and
psychiatric care enables routine screening and inter-
disciplinary management of PMDs, prioritizing high-
risk cases such as bipolar disorder and PPP [34].

Maintenance treatment during pregnancy has to
be considered even in euthymic patients [35%]. In
bipolar disorder without maintenance treatment,
postpartum prophylaxis should be considered to
prevent relapse [10™]. It remains unclear whether
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initiating prophylaxis after childbirth is sufficient, or
starting 2-4 weeks before delivery is optimal [33].

Valproate, carbamazepine

Pregnancy and peripartum

VPA and CBZ should be avoided in women of child-
bearing potential due to high teratogenic and neuro-
development risks [9"%,10"%,35""]. UK guidance also
restricts VPA use in men [36], while these restrictions
raise concerns on patient rights and treatment adher-
ence [377]. Alternatives of VPA include quetiapine,
olanzapine, aripiprazole; and haloperidol in acute
phases, and lamotrigine for depression prophylaxis.
Lithium remains an option in acute/maintenance
treatment, with careful monitoring [38"] (Table 1).

Breastfeeding

While some evidence suggests that VPA or CBZ
monotherapy initiated postpartum may be compat-
ible with breastfeeding without adverse effects on
infant growth or development [39""], most guide-
lines advise against VPA use for postpartum bipolar
disorder [10"%,35"%,40™"].

Lamotrigine

Pregnancy and peripartum

LTG is a well tolerated option in bipolar depression,
with no demonstrated risk of malformations, obstetric/
neonatal complications, or long-term neurodevelop-
mental effects [9*,10™,40"]. Slow titration makes it
less suitable for acute episodes. Increased clearance
during pregnancy may necessitate two or three-fold
higher doses, guided by serum levels. Postpartum, dose
reduction and tapering to prepregnancy doses within
the first weeks lowers risk of toxicity [9*,10"%,39"%,40].

Breastfeeding

Low-moderate LTG doses are generally well tolerated
in breastfed infants [39™"]. In 47 mother-infant pairs
infant levels correlated with maternal dose, peaking in
the first two weeks, while postpartum maternal doses
decreased after delivery. Mild adverse effects occurred
in 17%, with one case at 350mg/day required wean-
ing. No adversities were observed at doses 150 mg/day
or less, suggesting a potential safety threshold [41].

Lithium
Lithium remains the gold standard for bipolar dis-
order, yet its use declined in Europe [42].

0951-7367 Copyright © 2025 The Author(s). Published by Wolters Kluwer Health, Inc.
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Pregnancy and peripartum

Arecent meta-analysis confirms lithium is linked to
modestly increased risks of cardiac and other mal-
formations, preterm birth, and large-for-gesta-
tional-age infants [43]. Risks appear dose-
dependent - lower than with VPA or CBZ; and
neonatal complications (e.g., hypoglycemia, tran-
sient thyroid/renal abnormalities) are slightly
increased [9"%,10"%,40"%]. Discontinuation or dose
reduction may be considered in prepregnancy plan-
ning for euthymic women with low risk of relapse.
After pregnancy is established, discontinuation or
medication switch risks relapse, while first-trimes-
ter dose reduction remains considerable [10""], and
continuation of lithium with close fetal monitoring
and serum level assessments may help mitigate
associated risks [40"%,43]. In 66 women with BD-I,
who continued lithium into late pregnancy under a
structured protocol of peripartum suspension and
restart, cord:maternal ratio (1,1) showed complete
placental transfer, and postpartum levels changed
about 0.20mEq/l. Early relapse occurred in 6%,
while mild neonatal complications in 56%, mainly
hypotonia, associated with higher neonatal levels
(>0.75mEq/1) [44].

Serum level monitoring is required given clear-
ance-related declines and potential toxicity. Discon-
tinuation may be indicated in preeclampsia or renal
impairment, with close monitoring for gestational
hypertension [40™].

Withholding lithium for 24-48 h before delivery
or implementing routine dose reduction might be
controversial, as these adjustments increase relapse
risk [9"%,10™,39"%,40™]. Alternatively, close serum
monitoring with dose titration as needed may be
employed [9™",10™].

Maternal serum lithium should be assessed
within 24-48h postpartum and thereafter at 5
to 7-day intervals (or biweekly) during the first
month [9%,10"%,39"%,40""], with a therapeutic target
of 0.8-1.0mkEq/1 [9™%,10™]. If lithium was discontin-
ued during pregnancy, postpartum re-initiation may
be warranted. In high-risk, lithium-naive individu-
als, prophylactic initiation at delivery may be con-
sidered [10™"].

Lithium has evidence for acute and maintenance
efficacy in PBD; in lithium-responsive, high-risk
women, continuation within a structured perinatal
plan ensuring maternal and infant safety may sup-
port complex risk-prevention.

Breastfeeding

Some authors find breastfeeding possible with infant
and drug monitoring while on lithium, if infant
serum levels remain low. In breastfeeding women
using lithium, at 750mg/day mean dose, mean
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maternal serum levels were 0.62mmol/l and infant
levels 0.16 mmol/l [45]. Breastfed infants should be
observed for changes in general condition, irritabil-
ity, somnolence, altered muscle tone, feeding diffi-
culties, or poor weight gain, considering regular
assessment of serum lithium, cardiac, thyroid, and
renal function, and prompt evaluation if concerns
arise [9"%,39"%,40™].

French expert group advises against lithium use
during lactation, discourages Hale’s L4-L5 agents,
and recommends L2 agents (e.g., lamotrigine, que-
tiapine, and olanzapine) as acceptable alternatives
[35™"]. For preterm, medically fragile, or ill newborns
of mothers taking lithium, breastfeeding is consis-
tently discouraged [40™].

Breastfeeding during lithium therapy remains
controversary, requiring close collaboration with
healthcare providers, maternal vigilance for poten-
tial adverse effects, pediatric follow-up, and early
recognition of complications with prompt access
to care services.

Antipsychotics

Pregnancy and peripartum

The role of antipsychotics in perinatal relapse
prevention requires further study, given pharmaco-
kinetic changes and high postpartum relapse risk.
Compared with lithium, they may offer lower tox-
icity, simpler monitoring, and beneficial sedation
[10""]. Prenatal exposure is associated with maternal
weight gain, metabolic effects, gestational diabetes,
and fetal growth differences, but not with major
malformations, preterm birth, or long-term neuro-
developmental harm; transient neonatal adaptation
syndrome and early motor delays can occur
[10™,40™.

Breastfeeding

Olanzapine and quetiapine are first-line agents dur-
ing lactation [35%,39"",46]. Risperidone and aripipra-
zole show low milk transfer; however, risperidone
has more reported neonatal adverse effects, and ari-
piprazole carries a risk of impaired lactation [40™].
Second-generation agents — excluding clozapine — are
generally considered compatible with breastfeeding
in full-term, healthy infants, with monitoring for
sedation, feeding difficulties, abnormal weight gain,
extrapyramidal symptoms, and developmental delay
[46]. Dopamine partial agonists may impair lacto-
genesis, although neonatal and maternal factors
(e.g., poor latching, prematurity, health complica-
tions) may contribute, findings align with prolactin-
lowering effect [47%,48].

38 www.co-psychiatry.com

Safety data are very limited about the use of LAI in
the perinatal period. Continuation might be consid-
ered in women with poor adherence or frequent
relapses, with close fetal and neonatal monitoring
[10%%,49].

In a cohort study of pregnant woman with bipolar
disorder, antidepressants were used in 27%, nearly
half without a mood stabilizer [50], though antide-
pressant monotherapy is discouraged in bipolar dis-
order due to the heightened risk of mania [14,40™].
During lactation, most antidepressants result in clin-
ically insignificant infant exposure and rare, typi-
cally mild adverse effects [51,52].

Perinatal use of benzodiazepines and Z-hyp-
notics appear well tolerated in appropriate doses
and short-term use, with low infant exposure and
rare, mild adverse effects, though fetal and neonatal
monitoring remains essential [10*%,40*",51].

Novel agents (lumateperone, OLZ/SAM, ketamine/
esketamine), and experimental anti-inflammatory or
NMDA-targeting drugs show promise for specific
bipolar disorder subgroups [53]. Acute PPP and
early-onset severe PPD are related to BPS through
shared inflammatory and immune dysregulation,
suggesting future potential for anti-inflammatory
and T-cell enhancing strategies [54].

ECT is a rapid and effective treatment for severe or
treatment-resistant PMD in high-risk cases — suicide/
infanticide, catatonia — or poor medication response,
and generally compatible with breastfeeding [55,56].
Side effects are mostly mild and transient (cognitive
disturbances, memory problems, confusion), while
serious complications are rare. Although national
data show postpartum ECT use is infrequent, it yields
high remission rates, while relapse and readmission
remain common, underscoring the need for main-
tenance treatment and follow-up [33,57].

Integrating patients lived experience in care and
involving peer experts, represents a growing trend.

A review co-produced with experts by experience
highlights PPD is marked by sudden emotional
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collapse, loneliness, guilt, and identity loss, while
PPP involved perceptual disturbances, disorganized
thinking, and at times self-harm or infant-harm
thoughts. Stigma, sociocultural pressures, and lack
of awareness worsen isolation and delay care [58.

In a study of mothers with bipolar disorder, pos-
itive perceptions of motherhood were linked to euthy-
mia/mild symptoms and maternal achievement,
while mixed perceptions reflected higher symptom
burden and struggles with motherhood. Challenges
included balancing self- and infant care, family strain,
and limited healthcare support, whereas illness
acceptance, mindfulness, and partner/family support
were protective. Postpartum care should both
addresses mood stabilization and demands of early
motherhood [59]. Integrated psychosocial and phar-
macological care remains essential to prevent post-
partum relapse, while there is an evidence gap for
nonpharmacological methods in PBD [60].

Enhancing social support and reducing parental
stress is crucial. Evidence-based methods (CBT, IPT,
mindfulness-based CBT, IPSRT) show efficacy in sta-
bilizing interpersonal functioning and daily rou-
tines, including sleep patterns [9™].

Psychosocial support in PPP builds on evidence
from nonperinatal psychosis. Key elements include
psychoeducation, CBT, interpersonal and family-
focused therapy, and peer/support groups. Precon-
ception counselling and education aid early inter-
vention, while postacute care should prioritize
mother-infant bonding and parent-infant psycho-
therapy [33].

Bipolar disorder carries a high risk of perinatal
relapse/onset, especially in the first weeks postpar-
tum. Early detection and management are crucial for
optimal outcome, within a life-course approach.
Lithium remains the most effective treatment. Well
tolerated use requires maternal and infant monitor-
ing. Lamotrigine and atypical antipsychotics offer
safer, though potentially less effective alternatives.
Drug-exposed infants need close monitoring for
fetal, neonatal, and developmental concerns. Opti-
mal care combines pharmacological and psychoso-
cial strategies, sleep protection, early assessment of
mother-infant interactions, family focused view, and
access to mother-baby units/integrated care. Future
research should integrate lived experience, refine
nonpharmacological approaches, clarify child out-
comes, and evaluate emerging therapies.
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