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Bipolar Disorder in the Life Span of Females: 
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Abstract
Given the fact that bipolar disease affects both men and women, special care must be 
taken while treating a woman over the course of her life. Bipolar disorder is a serious 
and debilitating illness that affects about 5% of women. In most women, the first sign 
of sickness is a depressive episode. Greater axis-one comorbidity, more depressive 
episodes, quicker cycling, and mixed affective states have all been linked to female 
gender. Treatment of bipolar disorder during reproductive events necessitates special 
consideration. More research is needed to better understand the disorder’s course, 
outcome, and gender-specific treatment options. 
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Introduction

Bipolar affective disorder (BPAD) is a severe and debilitating psychiatric 
condition that emerges in young adulthood and is marked by alternating 

episodes of depression, hypomania, and/or mania, or mixture of manic & depres-
sive symptoms separated by euthymic intervals.1,2 The annual incidence rate is 
between 3 and 10 cases per 1 lakh people. The lifetime prevalence of bipolar I 
disorder (BD I) has been estimated at 1.3% from epidemiologic catchment area 
study data.3 However, recent reports have suggested much higher prevalence 
rates, 3.7 to 6.4%, for bipolar spectrum disorders.4,5 Overall, BD I affects women 
and men equally,6 but bipolar II disorder (BD II), mixed episodes, bipolar depres-
sion, and a rapid-cycling course of illness occur more commonly in women.7 
There are substantial disparities in how this sickness manifests in men and 
women. Furthermore, women with bipolar disorder face distinct challenges 
in their management. Except for investigations of bipolar disorder in women 
during reproductive events, most bipolar disorder research is not gender-spe-
cific; nonetheless, specific understanding about bipolar disorder in women 
comes from comparing data from male and female subgroups. Childbearing, 
other reproductive difficulties (e.g., menstruation and menopause), phenom-
enology, disease course, and sexual side effects of drugs must all be taken into 
account.8
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Woman-A Life Cycle of Vulnerabilities

Biological

There are various genetic factors that predispose 
women to increased risk. Life span of changes 
during  puberty,  pregnancy, and menopause, as 
well as after  giving birth or experiencing a mis-
carriage. Differences in communication, handling 
relationships and stress, and expressions. Mental 
disorders at times of hormone change, such as peri-
natal depression, premenstrual dysphoric disorder, 
and peri menopause-related depression. It has 
been seen during childbearing years women are 
more susceptible to mood changes. Inadequate 
nutrition is also a predisposing factor. More number 
of hospital admissions and complications of pre-ex-
isting mental illness during the perinatal period.9

Social

Women are mostly abandoned by marital families, 
left homeless, working excessively for lower wages, 
restricted roles, or sexually abused in society. The 
sexual and physical abuse rates of women with 
SMI are high compared to healthy females. Further, 
there are no clear policies for the welfare of severely 
ill women. A lifetime prevalence rate of violence in 
females ranges from 16 to 50%. At least one in five 
women suffers rape or attempted rape in their 
lifetime.

Social support from family and friends can buffer 
against the deleterious effects of stress or directly 
enhance functioning among bipolar individuals 
which lacks for females whereas high criticism and 
emotional over-involvement from family members 
give stress and worsen the course of bipolar disorder. 
On the work front and capitalism, it is evident that 
employment inspires confidence, self-worth and 
financial freedom; however, low pay, unequal pay 
or forced labor can lead to abuse of human rights 
and subjugation.10 Illiteracy, poor educational stan-
dards, economic dependency, poverty, domestic 
isolation and feudalistic oppressions were all found 
to be related to high prevalence among females.11 
Problems like household violence, locality-related 
violence, civil conflict, family breakdown, substance 
abuse and community disintegration are known to 
have implications on health.12

Psychological

Since childhood females face adversity and lack of 
support from family and care givers, develop poor 
coping skills and face multiple personality issues.

Traditional

India has a firm patriarchal family system dominated 
by males. Females are dependent on males for 
financial and safety purposes and are kept indoors. 
Women’s education is not given importance and 
they often have to drop off from school to take care 
of home. Mental illness in women takes a non-signif-
icant role and compounded by a poor family support 
becomes a ‘Dual curse’.12

Cognitive

Bipolar individuals exhibit dysfunctional cognitive 
styles similar to those observed among unipolar 
depressed individuals; and whether these cognitive 
patterns, alone or in combination with life events, 
serve as risk factors that predict the expression or 
course of bipolar disorder.13

Comorbidities

BD is associated with increased comorbid axis I ill-
nesses: panic disorder/agoraphobia, social phobia, 
alcohol use, marijuana use, and, to a lesser degree, 
bulimia nervosa.14,15 A past history of sexual abuse 
is reported twice as often in women as men with 
BD (43% vs 21%). Early extreme stressors predict 
early onset of BD, rapid cycling, increased suicide 
attempts, and post-traumatic stress disorder.16 
Women with BD are at higher risk of alcohol abuse/
dependence than are men with BD (odds ratios of 
7.35, 2.77, respectively).17 Biologically, alcohol dehy-
drogenase activity and first-pass hepatic metab-
olism are lower in women than men, which result 
in higher blood alcohol levels and increased risk of 
alcohol toxicity. Increased physical health problems 
and pain disorders occur in bipolar women. Hypo-
thyroidism is twice as common in women as men 
with BD (23%, 12%, respectively) and may contrib-
ute to a delayed response to treatment in bipolar 
depression.18,19 Lithium treatment and the presence 
of thyroid antibodies are associated with increased 
risk of thyroid failure.20 Although valproate appears to 
induce menstrual irregularities more frequently than 
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lithium therapy, the association between valproate 
and polycystic ovarian syndrome in BD remains 
uncertain.21 Menstrual irregularities may also arise 
from non-pathological causes, hypothyroidism, 
hyperprolactinemia (triggered by certain atypical 
antipsychotics such as risperidone, and eating 
disorders (Figure 1).21 An increased susceptibility to 
obesity and a drug-induced metabolic syndrome 
may be linked with valproate in bipolar women, who 
appear to develop hyperandrogenism and elevated 
leptin levels more frequently with it than with 
lithium.22 Bipolar inpatients have an increased prev-
alence of diabetes, which may be associated with a 
body mass index (BMI) equal to or greater than 25 
when age, sex, and race-matched with the general 
population.23,24 The overall prevalence of migraines 
in BD is 13 to 25.9%.25,26 Migraines are much more 
prevalent in BD II (64.7–77%), however,26,27 and affect 
more women than men (44%, 31% respectively).27 

Acquired immune deficiency syndrome (AIDS)-re-
lated dementia can present as secondary mania, 
with symptoms of irritability and cognitive slowing, 
whereas a lowered immune function has been asso-
ciated with depression in human immunodeficiency 
virus (HIV)(28). In fact, depressed women with HIV 
and CD4 counts less than 200 × 106 /L have a sig-

nificantly higher mortality rate (54%) than non-de-
pressed HIV-positive women (21%) with similar 
counts (28). More complete reviews on the topic of 
BD and HIV, coronary artery disease, and cerebro-
vascular disease have been addressed (29-31).

Gender differences in BPAD (Table 1)

Pregnancy and BPAD: Medication 
Guidelines

Pregnancy and BPAD: Guidelines

Level 1: Second-generation antipsychotic (SGA) 
monotherapy, or lamotrigine monotherapy, or 
lithium monotherapy only in known lithium 
responders (consider avoidance during the first 
trimester due to known association with Ebstein’s 
anomaly). Both lithium and lamotrigine are metab-
olized during the second half of pregnancy at higher 
than at non-pregnant rates, and with declines in 
blood levels many women will need higher doses 
in later pregnancy
Level 2: If Level 1 is ineffective and/or not tolerated. 
Lithium monotherapy, or Two drug combination – 
SGA + SGA, or SGA + mood stabilizer.

Table 1: Gender differences in BPAD (8)

S.No. Characteristics Female Male

1. Onset Earlier & 5th decade 3 yrs later

2. Type BPAD II More (3 times >) Lesser (2 times)

3. Episodes MDD >;mixed >> Manic >

4. Seasonality +++ +

5. Polarity shift ++++ ++

6. Pattern of episodes DMI(dep. mania) MDI (mania Dep. )

7. Admission Bimodal peak spring & fall; Hospitalization >> Unimodal; Hospitalisation <<

8. Delay in treatment 11yrs from onset 7 yrs from onset

9. Economical burden ++++ ++

10. Comorbidities Migraine, obesity, PCOS,Hypothyroidism, 
eating disorders >> Substance abuse>>

11. Hormonal influence +++++ ++

12. Medications To be modified under hormonal life cycle Not needed

13. Side effects of medication Obesity>;EPS >; Iatrogenic switch >; PCOD Sedation >>, Iatrogenic switch 
lesser

14. Abuse & life events  43% 21%
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Table 2: Specific Medications40,41

Drug Potential Risk Pregnancy recommendation Breast Feeding

Lithium

1/1000 (1st trimester) to 1/2000 (births) 
develop Ebstein’s anomaly40

No cognitive or behavioral effects in
exposed children
Safest mood stabilizer during pregnancy
Max recommended dose in pregnancy-400 
mg thrice a day

Lithium levels should be followed 
closely during pregnancy.
 The dose should be held or
reduced with the initiation
of labor.
 Postpartum, the dose should be 
reduced to pre-pregnancy levels.
Fetal echocardiogram in the first 
trimester is recommended

If close
monitoring of 
infant blood
levels available 

Risk of toxicity 
in case of 
dehydration

Valproate

Associated with up to 10% rate of 
malformations- neural tube defects,
effects on cognition and brain volume, 
craniofacial anomalies, cardiac defects, cleft 
palate, and
Hypospadias.
Recently linked to autism

Generally should not be used
during pregnancy
NICE guidelines-contraindicated 
in reproductive age group in 
women
 High-dose folate (4 
mg) supplementation is 
recommended

Considered 
safe(41)

Carbamazepine

Increased risk of malformations- spina bifida, 
other neural tube defects, facial and
skeletal abnormalities, hypospadias, and 
diaphragmatic hernia
Increased the risk of neonatal hemorrhage
Risk increases-dose dependant pattern-
High risk with doses 400mg/day

Generally should not be used
during pregnancy
 High-dose folate (4 mg) 
supplementationis recommended

Considered safe

SSRI

Modest increased risk of spontaneous 
abortion, preterm
birth and low birth weight but may be 
secondary to psychiatric illness
No confirmed risk of birth defects
except for small absolute increased
risk of cardiac defects (2/1000
births) with paroxetine with first trimester 
exposure
As per PNAS (proceedings of national 
academy of science) -- third-trimester 
exposure in about 30% of cases

Best studied class of
Antidepressants
High relapse rate in women
who stop their antidepressants for 
pregnancy
 Avoid use of paroxetine
during pregnancy if possible

Generally 
considered safe

SNRI

Less data available
Modest increased risk of spontaneous 
abortion and preterm birth and low birth 
weight but may be secondary to psychiatric 
illness
No confirmed risk of birth defects

Most studies are confounded
by not controlling for the 
underlying psychiatric illness

Generally 
considered safe

TCAs

Less data available
Modestly increased risk of spontaneous 
abortion and risk of preterm birth and 
low birth weight but may be secondary to 
psychiatric illness
No confirmed risk of birth defects

Most studies are confounded
by not controlling for the 
underlying psychiatric illness

Generally 
considered safe
except for 
doxepin
 Monitor 
the baby for 
Sedation (TCA)
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Level 3: If Levels 1 and 2 are ineffective and/or not 
well tolerated, consider electroconvulsive therapy 
(ECT) if symptom severity is warranted, or carba-
mazepine or First generation antipsychotic (FGA). 
On all accounts benefits Vs risks is always taken into 
consideration.32

Mood episodes are found to be more common in 
first pregnancy and the postpartum period. It has 
been suggested that this may be due to placental 
hormones increasing throughout pregnancy, and 
their abrupt fall after childbirth.33,34 Women with 
BD face a complex varieties of problems including: 
increased libido during episodes of mania, health 
related risks for the mother and/or the baby, deci-
sions regarding treatment during pregnancy, as well 
as concerns related to unplanned/undesired preg-
nancy, and sexually transmitted infections.35-37 It is 
important to start mood stabilizers for maintaining 
stability during pregnancy and preventing relapse. 
Discontinuation might lead to relapse, particularly 
in the first trimester.38 A large meta-analysis and 

systematic review found that women without pro-
phylactic pharmacotherapy during pregnancy had a 
postpartum relapse rate of 66%, compared with 23% 
for women who were taking medications.39 To best 
advise patients about using psychotropic medica-
tions during pregnancy or lactation, treating doctor 
should help patients weigh the risks of untreated 
illness against the risks of teratogenicity, perinatal 
complications, and neurodevelopmental problems.

Pregnancy and BPAD: Neonate-Specif ic 
Concerns

Opt for hospital delivery followed by fetal screening 
and monitoring of the neonate for adverse effects 
is mandatory.39 Involvement of pediatric services for 
premature or ill babies who are at risk is of utmost 
requirement. Monitoring the infant for specific drug 
side effects as well as feeding patterns, growth and 
development is needed. Additionally cautioning 
women against sleeping in bed with the infant, if 
taking sedative drugs is also important.

Typical 
Antipsychotics

No major congenital malformations have 
been demonstrated
Associated with low birth weight and 
preterm delivery
Exposure in third trimester associated with 
transient extrapyramidal and withdrawal 
symptoms in the infant

Most studies are confounded by 
not controlling for the underlying 
psychiatric illness
High-potency antipsychotics are 
preferred over low potency due to 
anti-cholinergic, hypotensive, and 
anti-histaminergic side effects

Limited to no 
data on long 
term outcomes 
for exposed
infants.
Considered 
relatively safe

Atypical 
Antipsychotics

No major congenital malformations have 
been demonstrated
May increase maternal weight gain
May increase risk of gestational diabetes
May increase size of the baby

Most studies are confounded
by indication. Relatively, less 
data available for clozapine and 
lurasidone
Glucose monitoring, Routine 
ultrasound monitoring of foetal 
size in late pregnancy
Clozapine - floppy baby syndrome
agranulocytosis monitoring- 
weekly for 6 months

Monitor for EPS 
and sedation
Avoid
clozapine in
breastfeeding
Aripiprazole- 
may reduce 
lactation
Risperidone- 
breast 
engorgement

Benzodiazepin-
es

May induce perinatal toxicity: temperature
dysregulation, apnea,
lower APGAR scores, hypotonia, and poor 
feeding
Use just before delivery - floppy baby 
syndrome
 Some studies suggest oral cleft palate 
defects; others are negative

Consider tapering 
benzodiazepines before delivery.
Intermittent use is unlikely to 
induce withdrawal symptoms in 
the newborn

Use during 
breastfeeding
may cause 
sedation or 
potential
infant 
dependence
 Shorter-acting 
agents
preferred
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Role of ECT42

ECT is safe and effective treatment during preg-
nancy. Complications associated with ECT during 
pregnancy, include benign fetal arrhythmias; 
mild vaginal bleeding; abdominal pain; self-lim-
ited uterine contractions, increased likelihood of 
aspiration- without proper preparation, aortocaval 
compression, and respiratory alkalosis. Preparation 
for ECT during pregnancy should include adequate 
hydration, pelvic examination, discontinuation of 
nonessential anticholinergic medication, uterine 
tocodynamometry, intravenous hydration, admin-
istration of a non-particulate antacid, elevation of 
the pregnant woman’s right hip during ECT, external 
fetal cardiac monitoring, intubation, and avoidance 
of excessive hyperventilation.

Specif ic precautions43

FOLIC ACID- prior to conception & during 1st tri-
mester for women receiving anticonvulsants should 
be administered. In case of treatment with carba-
mazepine/oxcarbazepine, vitamin K-10 mg/day oral 
supplement in the last month pregnancy should 
be prescribed for patients continued and to the 
newborn- 1 mg Vit K IV /IM on day1 after delivery 
should be given.

Postpartum Period41

The postpartum period is a particularly high-risk 
period for women with BD. A Danish, popula-
tion-based, cohort study found a 24-fold increase 
in the risk of postpartum mental disorders for 
women who had a first-degree relative diagnosed 

with BPAD.44 Postpartum hypomania has been 
reported in 10–20% of women after childbirth and 
symptom emergence is rapid and antidepressant 
manic switch is common .

Lactation45

Lithium is contraindicated for breastfeeding. A sys-
tematic review of AD and mood stabilizer in lactation 
reveals that SSRIs, TCAs (except doxepin), Carba-
mazepine, sodium valproate, low dose short-acting 
benzodiazepines are relatively safe for the breastfed 
infant. The American College of Obstetricians and 
Gynecologists categorized the lactation risk of psy-
chiatric medications as follows (Table 2 ):
L1 = Safest
L2 = Safer- divalproex , carbamazepine, olanzapine, 
quetiapine
L3 = Moderately safe - lamotrigine , risperidone, 
aripiprazole, and clozapine 
L4 = Possibly hazardous – ziprasidone 
L5 = Contraindicated- Lithium
It is also important to note that breastfeeding can 
lead to sleep disruption which should be avoided 
and hence the role of family as care takers is import-
ant.

BPAD & Peri-menopause, 
Menopause, and Late Life
Peri-menopause and menopause have been asso-
ciated with bipolar exacerbations.4 20% of post-
menopausal women with BD report worsening 
of mood symptoms. A protective effect of HRT 
(hormone replacement therapy) has been noted 
in menopausal females . Age-related illnesses like 
CVD (cerebrovascular disorders) and dementia lead 
to changes in mood and behavior in BD (Bipolar 
Disorder) and have been noted to complicate the 
existing illness.46

CONCLUSION
Pre pregnancy counseling with the encouragement 
of patients and family to take an informed decision 
improves compliance in pregnant females having 
BPAD. Ensuring continuity of care with active liaison 
with obstetricians and pediatricians is the need of 
the hour. The woman with BD will be managed by 

H/o  current Mania or Bipolar 
Disorder

Presence of Psychotic features

H/o Major or Minor 
Depressive Disorder

Consider treatment 
with Anti psychotics

Treat with mood stabilizers, In 
1st trimester use antipychotics
in place of Lithium,Valproate

& Carbamazepine

Severity high ? 

Anti 
depressants+Psycho

therapy

Psychotherapy ,no 
response then anti 

depressants

Suicidal or risk taking behavior

Refer for emergency treatment

No

No

Yes

Yes

Yes

No

Yes No

Yes

Yes No

Figure 1: Algorithm for Treatment of BD during pregnancy
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close collaboration with all her providers like psychi-
atrist, psychotherapists, and primary care providers. 
Management in perinatal period needs a case based 
application of evidences and knowledge. Explaining 
the risks benefits is vital to the decision-making of 
the patients. The complex interplay of socio-cultural 
factors are important while planning the treatment 
of such individuals. There is a strong need for clini-
cians to be updated as and when evidences emerge 
so as to offer effective management to the patients.
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