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Ms. M, age 31, has bipolar I disorder and takes lamotrigine, 200 mg/d, and aripiprazole, 10
mg/d. She was first hospitalized at age 20 for a manic episode and was discharged on
lithium, 1,200 mg/d. She was hospitalized again at age 25 for a depressive episode that
occurred after she stopped taking lithium because of undesirable side effects. She was
switched to lamotrigine, 200 mg/d, which she tolerated well. Aripiprazole, 10 mg/d, was

added 1 year later to address emergence of mild mood elevation symptoms.

During a recent follow-up appointment, Ms. M expresses interest in getting pregnant in the
next 6 months. Her mood has been stable for 5 years and she asks if she should stop
taking her medications in preparation for pregnancy. What would you recommend?

Because the typical age of onset for bipolar disorder (BD) is late adolescence or early adulthood, women are at risk for new onset
or recurrence of mood episodes throughout their peak reproductive years. This article updates practitioners on the treatment of
BD during pregnancy, including preconception planning and the risks and benefits of medication use during pregnancy. We also
cover treatment considerations during the postpartum period, such as prophylaxis of mood episodes and mood stabilizer
treatment for women who breast-feed.

Prenatal planning

Ideally, “prenatal planning” should begin long before women with BD prepare to have children. Because one-half of pregnancies
in the United States are unplanned  and manic episodes may result in impulsivity and increased sexual activity, all women of
reproductive age with BD should be counseled about birth control and risks of unplanned pregnancies. Discussions about risks of
in utero exposure to psychotropics should occur when medications are first prescribed. Because certain mood stabilizers, (eg,
carbamazepine) may decrease efficacy of oral contraceptives by inducing cytochrome P450 (CYP450) enzymes, women taking
these medications also should be counseled about additional methods of birth control.

Oral contraceptives also may affect mood stabilizer levels through similar mechanisms. Because of CYP450 induction,
lamotrigine serum levels are lower during the 3 “active” weeks of exposure to exogenous estrogen. During the “pill-free” last
week, lamotrigine levels may increase up to 54%.

Because mood stabilizers such as valproate are associated with teratogenic risks, women with BD should be asked about
contraception at every visit.  Valproate also has been associated with an increased risk of menstrual cycle irregularity. Some
studies have shown that even before initiating mood stabilizers, women with BD have a higher incidence of menstrual cycle
irregularity than women without BD, which suggests the link between polycystic ovarian syndrome (PCOS) and BD may be
independent of medications and part of the endophenotype.

The importance of prenatal vitamins should be discussed. The recommended
folate dosage for women planning to become pregnant is 0.4 to 1 mg/d and 0.8 to
5 mg/d for women with either a previous pregnancy with neural tube defects or
those taking an antiepileptic medication.

Table 1  summarizes recommendations to improve prenatal planning in women

Prescribe fluoxetine, 20 mg/d, and titrate to

90 mg/d

Encourage Mr. S to attend group therapy

for anger management

Prescribe fluoxetine and begin cognitive-

behavioral therapy

Prescribe oxcarbazepine, 600 mg/d, and

titrate to 1,200 mg/d
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Mr. S, age 19, reports feeling
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annoyances, and he relieves his
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occasionally others. Mr. S, who has
no history of psychiatric illness,
says that he recently started
hurting himself when he has
outbursts, because earlier episodes
of violence have ruined
relationships. Which treatment
option would you choose for Mr. S’s
intermittent explosive disorder?
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Clinical Point
Advise patients with BD that
abruptly discontinuing
pharmacotherapy during
pregnancy will increase their risk
of relapse

with BD. Goals include:
meeting with the patient at least 3 months before conception to review current menstrual cycle functioning. If your patient
exhibits any signs or symptoms of PCOS, consider referral to a gynecologist
meeting with patient and partner/significant supports to discuss treatment decisions
optimizing the patient’s mood before conception, preferably for at least 3 to 6 months
prescribing monotherapy at the lowest therapeutic dose if clinically feasible
assessing the patient’s personal preferences and beliefs regarding medication use during pregnancy and breast-feeding
assessing the patient’s capacity to understand the risks and benefits of medication continuation/discontinuation during
pregnancy, including risk for relapse, current literature on teratogenicity, perinatal complications, and neurodevelopmental
studies. Document that the patient provides informed consent.

Table 1

Pregnancy and BD: Medication management guidelines

Comprehensive prenatal counseling should begin at least 3 months before pregnancy. Folate supplementation is
advised

Medication should be avoided if clinically feasible (particularly during the first trimester). Avoid abrupt discontinuation.
Increase psychosocial and clinical supports

If medication is pursued: 
Use minimum effective dose
Monotherapy is preferable
Avoid changing effective medications unless there is significant safety or clinical advantage
Increase frequency of clinical monitoring as indicated

Comprehensive postpartum counseling should begin before and be reinforced throughout pregnancy, emphasizing: 
importance of sleep
postpartum prophylaxis
risks/benefits of breast-feeding
importance of social support and identification of support structure, including psychoeducation session with support team

BD: bipolar disorder 
Source: Adapted from reference 7

CASE CONTINUED: Medication decisions

Ms. M’s first question is, “Should I stop taking my medications?” Ms. M and her psychiatrist review the risks and benefits of
medication exposure during pregnancy (Table 2) and decide against discontinuing all medications because of her history of
relapse when she stopped lithium. Because Ms. M’s mood has been stable for 5 years, she and her psychiatrist decide to limit her
medications to lamotrigine monotherapy at her current dose, and agree to slowly taper aripiprazole. One week later, Ms. M calls
and states she has a positive pregnancy test and is wondering if she should stop aripiprazole all at once. Ms. M is advised to
continue with the original plan to slowly taper aripiprazole.

Table 2

Potential risks of continuing or discontinuing medications for BD during pregnancy

Risks of discontinuing Risks of continuing

Mood relapse during pregnancy or postpartum 
Risks of alternative treatment(s): 

failure to respond to different emergency treatment
potential exposure to polypharmacy

Medication-specific risks: 
congenital malformation (carbamazepine, lithium, valproate)
neurodevelopmental risks (valproate)

BD: bipolar disorder

Medication risks/benefits

Women with BD have a high rate of relapse associated with abrupt discontinuation of pharmacotherapy during pregnancy. As
such, patients and their partners and families should be cautioned against rapid discontinuation of medications.  The risk to
mother and fetus is particularly high for women with a history of recurrent, severe mood episodes. These patients face not only a
high risk of recurrence of mood episodes, but also the inherent danger of impulsivity, poor self-care, and suicidality associated
with mania, depression, and mixed states. In these cases, continuing a medication (other than known teratogens such as
valproate) that has effectively stabilized mood may be preferred to discontinuation; these decisions are made after careful
risk/benefit assessment.

Carefully reviewing the patient’s history is essential to assessing the risks and
benefits of tapering medications before pregnancy. Consider the frequency and
severity of your patient’s mood episodes, and whether a switch in mood state was
rapid or had a prodromal phase. If a patient currently has a stable mood, a history
of mild to moderate mood episodes, a history of prodromal symptoms (eg,
gradually increasing sleep disturbances and mood deterioration), and no history of
rapid switches, gradually discontinuing medications before or during pregnancy
may be considered. However, encourage women to enlist their partners and family
members to monitor for warning symptoms and advocate for early medication intervention. Because insomnia is a sign of relapse
for many patients, educate women and their families about the importance of maintaining a regular sleep/wake cycle and alerting
care providers if this cycle changes.

Mood stabilizers with the greatest risk for teratogenicity are valproate, carbamazepine, and lithium.  Valproate is associated
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Clinical Point
The mood stabilizers with the
greatest risk for teratogenicity
are valproate, carbamazepine,
and lithium

Clinical Point
Some researchers have
suggested suspending lithium
during labor may lower the risk of
lithium toxicity

with a 6% to 13% risk of congenital malformation, including neural tube defects (1% to 2%) and cardiac or craniofacial defects.
Risks increase at doses >800 mg/d.  Potential perinatal complications associated with valproate include heart rate deceleration,
abnormal tone (hypotonia or hypertonia), and growth retardation.  Neurobehavioral sequelae include lower IQ scores and
increased risk of autism.

Carbamazepine is associated with a 2% to 5% risk of congenital malformation,
including neural tube defects and cardiac or craniofacial defects.  Perinatal
complications associated with carbamazepine include vitamin K deficiency.  The
neurobehavioral sequelae of carbamazepine are controversial; most prospective
studies do not suggest long-term cognitive deficits.  It is strongly recommended
that valproate and carbamazepine be avoided, if possible, in women with BD who
plan to become pregnant in the near future.

Prospective studies of lithium have shown a 2.8% rate of congenital malformations, which is much lower than the 11% rate found
in retrospective studies.  Ebstein’s anomaly—downward displacement of the tricuspid valve—is estimated to occur in .05% to
0.1% of infants exposed to lithium, which is 10 to 20 times the base rate, but a low absolute risk.

It is recommended women taking lithium during pregnancy complete a fetal high
resolution ultrasound and echocardiogram at 16 to 18 weeks.  Perinatal
complications associated with lithium include prematurity, hypotonia,
hypothyroidism, hepatic abnormalities, respiratory distress, and nephrogenic
diabetes insipidus.  When prescribing lithium, divided doses are recommended to
maintain a stable serum level. Serum lithium levels should be monitored
frequently, and higher doses may be needed because of increased glomerular
filtration rate and plasma volume throughout pregnancy.  Because of fluid shifts at delivery—including blood loss during delivery
and postpartum diuresis and diaphoresis—there is a risk of lithium toxicity at this time. Some researchers have suggested
suspending lithium treatment during labor or 24 to 48 hours before planned induction or Caesarean section may lower this risk,
with re-administration after delivery when medically stable.  Women should be followed closely for signs of lithium toxicity and
have lithium levels monitored as clinically indicated.  There is insufficient data to support any neurobehavioral sequelae of in
utero exposure to lithium; however, there are few long-term follow up studies using standardized measures.

Lamotrigine is associated with a 1.9% to 4.6% rate of congenital malformations, including cleft lip/palate (8.9/1,000 vs 0.5 to
1.2/1,000 baseline).  Studies suggest that rates of malformations (cardiac, genitourinary, gastrointestinal, neural tube defect) are
dose-dependent: 1.3% at dosages <100 mg/d, 1.9% at 100 to 200 mg/d, and 5.4% at >200 mg/d.  Because cleft lip and palate
are formed by late second trimester, it is recommended to attempt to keep the lamotrigine dose <200 mg/d during the first and
second trimesters. Higher doses of lamotrigine may be needed in the third trimester because of increased renal clearance.
There is insufficient data to support any lamotrigine-associated neurobehavioral effects, and unlike studies of valproate, follow-up
evaluations of lamotrigine-exposed children have not shown lower IQs.

Evidence about the reproductive safety of other mood stabilizers used in BD is limited. A recent population-based cohort study
did not show increased risk of major malformations in children exposed to topiramate, gabapentin, or oxcarbazepine during the
first trimester of pregnancy.  Topiramate often is used in combination with other mood stabilizers for weight control, and studies
suggest that polypharmacy with topiramate, especially at higher doses and with valproate, increases the risk of major congenital
malformations, especially cleft lip and cleft palate.  Consequently, topiramate is not recommended for women planning to
conceive.

Antipsychotics. Although there is increasing information about outcomes of neonates exposed to atypical antipsychotics
during pregnancy, the literature still is limited. The greatest number of studies have evaluated olanzapine, risperidone, and
quetiapine and show the rate of congenital malformations is 0.9% to 4.1%, which is consistent with general population rates.
Perinatal complications associated with these atypical antipsychotics include neonatal extrapyramidal syndrome (EPS), possible
neonatal adaptation/withdrawal syndrome, and an increased risk of the infant being either large or small for gestational age.
Because atypical antipsychotics may increase the risk of metabolic syndrome, women should be counseled about the possible
increased risk for gestational diabetes with these medications. None of these drugs have been associated with neurobehavioral
sequelae, but long-term follow-up studies of exposed infants are lacking.

For aripiprazole, asenapine, ziprasidone, iloperidone, and lurasidone there is insufficient data about rate of congenital
malformations, obstetric complications, and neurobehavioral sequelae. However, perinatal complications associated with these
medications include risk of EPS and withdrawal symptoms.

Continued...

1  2 Next Page »

« Back To: article

More From Current Psychiatry

More Quizzes »

Quizzes

 
More Audio/Video »

Audio/Video

More Careers »

Careers

Free CME Practice Economics Live Meetings Search

Substance withdrawal and
psychiatric symptoms: Part 1

Bipolar mania outpatient
treatment: Part 2

‘Acting out’ or pathological?

Mental illness during pregnancy

Search 1,000s of Physician jobs
and apply in one click!
 
Create a candidate profile – make the
best jobs and recruiters come to
you!

10

11

12

4

4

13

14

11

11

15

10

16

16

17

4

18

19

20

21

22

23-26

25,26

http://www.currentpsychiatry.com/home/article/treating-bipolar-disorder-during-pregnancy/810bdac5144e45bb59a3b04b7ab12096.html?tx_ttnews%5BsViewPointer%5D=1
http://www.currentpsychiatry.com/home/article/treating-bipolar-disorder-during-pregnancy/810bdac5144e45bb59a3b04b7ab12096.html?tx_ttnews%5BsViewPointer%5D=1
http://www.currentpsychiatry.com/home/article.html
http://www.currentpsychiatry.com/md-iq-quizzes.html
http://www.currentpsychiatry.com/md-iq-quizzes.html
http://www.currentpsychiatry.com/multimedia.html
http://www.currentpsychiatry.com/multimedia.html
http://www.medjobnetwork.com/
http://www.medjobnetwork.com/
http://www.currentpsychiatry.com/md-iq-quizzes.html
http://www.currentpsychiatry.com/md-iq-quizzes.html
http://www.currentpsychiatry.com/md-iq-quizzes.html?ooct=CP-MDIQbox
http://www.currentpsychiatry.com/md-iq-quizzes.html?ooct=CP-MDIQbox
http://www.currentpsychiatry.com/home/article/acting-out-or-pathological/01df0825b6240d2f4ba4d5319ef06aac.html?ooct=CP-avbox
http://www.currentpsychiatry.com/home/article/mental-illness-during-pregnancy/d35f032944ad7427a9fc81d1f0a6357b.html?ooct=CP-avbox
http://www.medjobnetwork.com/?ooct=medjobs
http://www.medjobnetwork.com/cm?login=true&redirect=/main/edit_profile&ooct=medjobs


Treating bipolar disorder during pregnancy : Current Psychiatry

http://www.currentpsychiatry.com/home/article/treating-bipolar-disorder-during-pregnancy/e1a585fe4778206d335d75ff11b29996.html[1/31/2015 10:18:41 AM]

 
More Free CME »

 
More Practice Economics » More Live Meetings »

CONTENT: Home | Specialty Focus | The Publication | Articles | MD-IQ Quizzes | CME | Multimedia | Education Center | Resources | Careers
INFORMATION: About Us | Our Mission | Editorial Board | Contact Us | Publisher | Advertise | Submission Guidelines
RESOURCES: For Physicians | For Patients | Meetings

Copyright © 2015 Frontline Medical Communications Inc., Parsippany, NJ, USA. All rights reserved. Unauthorized use prohibited. 

The information provided on CURRENTPSYCHIATRY.com is for educational purposes only. Use of this Web site is subject to the medical disclaimer and privacy policy.  ¢-CP

Managing Bipolar Depression: An
Evidence-Based Approach

A BRIDGE TO THE FUTURE:
Redefining the Scientific Paradigm
in the Treatment of Schizophrenia

Good, bad, and ugly: Prior
authorization and medicolegal risk

What are your responsibilities after
a screening call?

More Meetings & Events

Visit our other sites

http://www.currentpsychiatry.com/cme.html
http://www.currentpsychiatry.com/cme.html
http://www.currentpsychiatry.com/articles/malpractice-rx.html
http://www.currentpsychiatry.com/articles/malpractice-rx.html
http://www.ptmg.com/
http://www.ptmg.com/
http://www.currentpsychiatry.com/home.html
http://www.currentpsychiatry.com/specialty-focus.html
http://www.currentpsychiatry.com/the-publication.html
http://www.currentpsychiatry.com/articles.html
http://www.currentpsychiatry.com/md-iq-quizzes.html
http://www.currentpsychiatry.com/cme.html
http://www.currentpsychiatry.com/multimedia.html
http://www.currentpsychiatry.com/education-center.html
http://www.currentpsychiatry.com/resources.html
http://www.medjobnetwork.com/psychiatry
http://www.currentpsychiatry.com/corporate-links/journal-info/about-us.html
http://www.currentpsychiatry.com/corporate-links/journal-info/our-mission.html
http://www.currentpsychiatry.com/corporate-links/journal-info/editorial-board.html
http://www.currentpsychiatry.com/corporate-links/journal-info/contact-us.html
http://www.currentpsychiatry.com/corporate-links/journal-info/publisher.html
http://www.currentpsychiatry.com//corporate-links/advertiser-s-info/media-kits.html
http://www.currentpsychiatry.com/corporate-links/journal-info/submission-guidelines.html
http://www.currentpsychiatry.com/resources/for-physicians.html
http://www.currentpsychiatry.com/resources/for-patients.html
http://www.currentpsychiatry.com/resources/meetings.html
http://www.currentpsychiatry.com/index.php?id=31173
http://www.frontlinemedcom.com/
http://www.currentpsychiatry.com/index.php?id=31173
http://www.currentpsychiatry.com/index.php?id=31175
http://www.currentpsychiatry.com/index.php?id=22293
http://www.currentpsychiatry.com/home/article/managing-bipolar-depression-an-evidence-based-approach/0805d59bfd33a35f9065e629c3a6160e.html?ooct=CP-cmebox
http://www.currentpsychiatry.com/home/article/managing-bipolar-depression-an-evidence-based-approach/0805d59bfd33a35f9065e629c3a6160e.html?ooct=CP-cmebox
http://www.currentpsychiatry.com/home/article/a-bridge-to-the-future-redefining-the-scientific-paradigm-in-the-treatment-of-schizophrenia/b363a1061462881d0b3906461d2ff932.html?ooct=CP-cmebox
http://www.currentpsychiatry.com/home/article/a-bridge-to-the-future-redefining-the-scientific-paradigm-in-the-treatment-of-schizophrenia/b363a1061462881d0b3906461d2ff932.html?ooct=CP-cmebox
http://www.currentpsychiatry.com/home/article/a-bridge-to-the-future-redefining-the-scientific-paradigm-in-the-treatment-of-schizophrenia/b363a1061462881d0b3906461d2ff932.html?ooct=CP-cmebox
http://www.currentpsychiatry.com/home/article/good-bad-and-ugly-prior-authorization-and-medicolegal-risk/1c3d155df7eadef34633c13bec75b6b0.html?ooct=CP-pebox
http://www.currentpsychiatry.com/home/article/good-bad-and-ugly-prior-authorization-and-medicolegal-risk/1c3d155df7eadef34633c13bec75b6b0.html?ooct=CP-pebox
http://www.currentpsychiatry.com/home/article/what-are-your-responsibilities-after-a-screening-call/434e29a65ad8b9bd0405ae56875d2dee.html?ooct=CP-pebox
http://www.currentpsychiatry.com/home/article/what-are-your-responsibilities-after-a-screening-call/434e29a65ad8b9bd0405ae56875d2dee.html?ooct=CP-pebox
http://www.ptmg.com/

	currentpsychiatry.com
	Treating bipolar disorder during pregnancy : Current Psychiatry


	M1ZDc1ZmYxMWIyOTk5Ni5odG1sAA==: 
	form1: 
	loginlogout_username: USERNAME
	loginlogout_passwd: 
	loginlogoutSubmit_login: 


	M1ZDc1ZmYxMWIyOTk5Ni5odG1sAA==: 
	search: 
	q: 
	submit: 


	M1ZDc1ZmYxMWIyOTk5Ni5odG1sAA==: 
	form3: 
	tx_jkpoll_pi1[answer][]: 0
	input15: 




