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Objectives 
for Today

• Learn about recent literature on the 
reproductive safety of commonly used 
psychotropic medications in pregnancy

• Become familiar with most recent 
pharmaceutical developments in the 
management of mood disorders in 
pregnant/postpartum women

• Gain skills and confidence in the management 
of acutely ill pregnant patients

• Develop openness to the use of non-
prescription treatment options in pregnant 
patients



The Case of Ms. W

• Ms. W is a 29-year-old married woman who has a history of depression and 
possibly mixed episodes, who is coming to see you for a second opinion because 
she plans to start a family and is concerned about the medications she is taking. 

• One prior hospitalization in late teens following a suicidal gesture
• Off and on in psychotherapy
• Currently employed as an administrative assistant
• Current medication includes fluoxetine, lamotrigine, as needed alprazolam, and 

as needed trazodone



As a review… 

• Episodes of depression and 
bipolar disorder have a high 
risk of recurrence during 
pregnancy



Bipolar 
Disorder -
Demographics

• Bipolar disorder affects about 2.6% of the adult US 
population1

• Rates of relapse are generally high (50% at 1 year, 70% at 
4 years)2

• Rates of relapse are particularly high during 
• Pregnancy (37% with mood stabilizer, 81% when 

medication free)4

• The postpartum period (23% when taking mood 
stabilizer, 66% when medication free)3

• Depressive or dysphoric-mixed episodes predominate in 
the perinatal period4

1. NIMH, via dbsalliance.org
2. Lobban et al., The British 
Journal of Psychiatry Dec 2009, 
196 (1) 59-63;
3. Wesseloo et al., Am J 
Psychiatry. 2016 Feb 
1;173(2):117-27
4. Viguera et al., Am J Psychiatry 
2007, 164(12):1817Slide courtesy of Dr. Thalia Robakis





Relapse of Bipolar Disorder in Pregnancy and 
Postpartum

Viguera, Am J Psychiatry 2000;157:179



Missed 
Bipolarity in 
Postpartum 
Depression

• 30 of 56 patients referred for general postpartum 
depression actually had a bipolar spectrum disorder1

• 34 of 60 patients referred for treatment-resistant 
postpartum depression actually had a bipolar spectrum 
disorder2

• In a multicenter study of first-episode depression 
(N=885), 15% of those with first-onset postpartum 
episodes met DSM-IV criteria for bipolar disorder, while 
only 5% of those with first-onset non-postpartum 
episodes did3

1. Sharma et al., Bipolar Disord 2008: 10: 742–747
2. Sharma V, Khan M. Bipolar Disord 2010: 12: 335–340
3. Azorin et al., J Affective Disord 2012: 136:3:710



Reproductive 
Safety of 

Medications
• Discontinuation of ABCDX categories



Fear of Medication in Pregnancy



Pregnant patients use medication!

• Dichotomy between what is beneficial for mom versus baby
• Forgetting to weigh risks of untreated illness versus medication rather than just 

use versus nonuse of medications
• Pregnant patients are #1 under-represented patient population in medical 

research
• 2/3 take at least one prescription medication
• 1/3 take psychotropic medication



Safety Across 
Stages

Malformations (1st trimester) or 
miscarriage

Obstetric and neonatal 
outcomes

Long term neurodevelopmental 
consequences



Most 
commonly 
prescribed 
psychotropic 
in pregnancy: 
SSRI

Indications: mood, anxiety

Well tolerated w/r/t SEs

Most available safety information in 
pregnancy

Mechanism of action



SSRIs and 
Malformations 
or Miscarriage

No malformations

No increased risk of miscarriage

Hemorrhage 2/2 thrombocytopenia?



SSRIs and 
PPHN

• Lower than initially believed

• Risk attenuated when depression accounted for



SSRIs and 
Autism

• No causal relationship has been proven



SSRIs and Neonatal Adaptation

• Poor Neonatal Adaptation: Jittery, 
tremulous, respiratory difficulty, 
tremor, difficulty feeding, irritable. 

• About 48 hours to 2 weeks
• About a quarter of exposed infants
• No treatment intervention required
• Discontinuing SSRI in 3rd trimester 

does not help



Lamotrigine

• Rates of miscarriages, stillbirths, preterm deliveries, and small for gestational age (SGA) 
neonates were similar in LTG-exposed pregnancies as compared to the general population

• No increased risk of malformations



Lamotrigine 
and 

breastfeeding

• Mean milk to plasma ratio: 41%
• Relative infant dose 9.2%



Lamotrigine 
v. Lithium

• Lamotrigine was not inferior to lithium in the prevention of severe 
postpartum episodes. Lamotrigine could be a reasonable alternative 
treatment option for bipolar disorder during pregnancy in patients with 
vulnerability for depression and may prevent severe episodes postpartum



Ms. W’s Case Continued

• Ms. W continued on the lamotrigine and fluoxetine during pregnancy. 
• No significant medical complications during the pregnancy outside of severe N/V 

in her first trimester and fatigue thereafter
• In her third trimester, she became more depressed, despondent, and wondered if 

her family would be better off without her. Began having suspicious thoughts 
about her husband. 

• Hospitalized



What treatment 
would you 
consider for Ms. 
W?

• Other mood stabilizers 
like lithium?

• Typical antipsychotic 
such as Haldol?

• Atypical antipsychotic 
medication?

• ECT?

• What if Ms. W becomes agitated 
while hospitalized?



No unique treatment guidelines for agitation management in the 
pregnant patient



Lithium

• No increased risk of pregnancy adverse outcomes
• Increased risk of major malformations, but not cardiac
• Confounders related to severity and age



Lithium

• Cohort study, 1.3+ million pregnancies
• Noted cardiac malformations, but at rates lower than previously 
postulated
• Dose dependent



Antipsychotics

• Typicals

• Older atypicals

• Newer atypicals



Antipsychotics Continued

• Neonatal adaptation
• Gestational diabetes



SAGE-547, 
Brexanolone

• Allosteric modulator of GABA-A receptors

• Pros: rapid results

• Cons: IV infusion



Ms. W’s Case Continued

• Ms. W was stabilized and went on to have an unremarkable delivery. 
• Postpartum, some difficulty with breastfeeding led to anxiety and depression
• She weaned at 6 months and returned to work. She is having some difficulty with 

focus/concentration and as a child the diagnosis of ADHD was considered
• At a year postpartum, she wondered about tapering off of some of her 

medications and what non-pharmacologic options could be used to help support 
her mood. She is considering a second pregnancy in the future. 



Stimulant medication in pregnancy

• Extrapolated data: lower birth 
weights, preterm deliveries 
(vasoconstriction)

• No increased risk of malformations
• Possible increased risk of gestational 

hypertension



Non-prescription 
biological 
options
• SAM-e (studied in pregnancy 

for cholestasis)

• NAC (studied in pregnancy for 
acetaminophen OD)

• Inositol (studied in GDM)

• Omega-3s

• EnBrace HR

• Vitamin D supplementation

• Magnesium supplementation



Non-biological options for managing 
mood/anxiety in pregnancy

• CBT-I
• Physical activity



Questions? 
Case 
comments?
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