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Lamotrigine in the Prevention of Bipolar II Postpartum Depression

To the Editor: There is a paucity of pharmacologic data on the prevention of postpartum
depressive episodes in women with bipolar disorder.  A single-blind, nonrandomized trial  of
valproate found the drug was ineffective in preventing mood episodes, particularly depression.
Lithium is effective in the prevention of postpartum mania and psychosis ; however, it is unclear
whether lithium is also effective in preventing postpartum depressive episodes. Lamotrigine alone
or in combination with other mood stabilizers is recommended for acute and maintenance
treatment of bipolar disorder.  Due to its relatively safe profile during pregnancy, lamotrigine has
been studied in the maintenance treatment of bipolar disorder in pregnant women.  There are no
studies on the effectiveness of lamotrigine in the prevention of postpartum mood episodes in spite
of a recommendation for its use in the maintenance treatment of both bipolar I and bipolar II
disorders.  Compared to lithium, lamotrigine has a lower risk of major teratogenicity and is
relatively safe during lactation.

Case reports. We describe our clinical experience with lamotrigine in the prevention of
postpartum depression in women with bipolar II disorder. Table 1 outlines demographic and clinical
characteristics of patients who were diagnosed according to the Diagnostic and Statistical Manual
of Mental Disorders, Fifth Edition (DSM-5). Written informed consent was obtained from women
whose cases are described herein.

CLICK FIGURE TO ENLARGE

Case 1 had taken lamotrigine 500 mg for approximately 6 years and had been symptom-free
for at least 4 years prior to the time of conception. She remained free of depression during and
after pregnancy except a brief depressive period 2 weeks after childbirth that remitted
spontaneously after 5 days. She was discharged to her family physician’s care after remaining free
of depression for 1 year. Case 2 had several depressive episodes prior to pregnancy but was first
treated during pregnancy. Within a month of taking lamotrigine 50 mg, she achieved remission
and remained free of depression until she was discharged to her family physician’s care 1 year
postpartum. Case 3 had required multiple psychiatric hospitalizations before experiencing mood
stability on a combination of lamotrigine 300 mg and quetiapine 300 mg. Her mood had been
stable for 2 months prior to her first pregnancy. She did not have recurrence of a mood episode
during or after her 2 pregnancies and was discharged from our care when her youngest child was
1 year old.

These case histories suggest that lamotrigine alone or in combination with quetiapine may be
effective in the prevention of postpartum depression in women with bipolar II disorder. Case 3 had
failed to respond to quetiapine monotherapy prior to the addition of lamotrigine; therefore, it is
difficult to ascertain whether lamotrigine alone or the combination provided protection against
postpartum depression. Several factors, including early ages of illness onset, prior depressive
episodes, and primiparity, meant these women were at risk of recurrence of depression after
childbirth. Remarkably, there were no recurrences of depression during or after pregnancy once
these women achieved remission.

Lamotrigine was well tolerated, and there were no apparent major adverse effects in 2 women
who breastfed their children (Cases 2 and 3). Since there were no women with bipolar I disorder,
caution needs to be exercised about generalizing our clinical observations to women with this
disorder. Lamotrigine is not as effective in the prevention of mania as it is for depression and
should not be used alone for postpartum prophylaxis in women with bipolar I disorder.  Given
these preliminary but promising results, randomized controlled trials are needed to assess the
efficacy and tolerability of lamotrigine in the prevention of postpartum depressive episodes in
women with bipolar II disorder.
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