
Increasingly, women with psychiatric ill-
ness are undergoing pharmacologic treat-
ment during pregnancy. In the United 

States, an estimated 8% of pregnant women 
are prescribed antidepressants, and the 
number of such cases has risen over the past 
15 years.1 Women with a psychiatric diag-
nosis were once instructed either to discon-
tinue all medication immediately on learning 
they were pregnant, or to forgo motherhood 
because their illness might have a negative 

effect on a child or because avoiding medi-
cation during pregnancy might lead to a 
relapse.

Fortunately, women with depression, 
anxiety, bipolar disorder, or schizophrenia 
no longer are being told that they cannot 
become mothers. For many women, how-
ever, stopping medication is not an option. 
Furthermore, psychiatric illness sometimes 
is diagnosed initially during pregnancy and 
requires treatment.

Managing psychiatric illness  
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Pregnant women and their physicians 
need accurate information about when to 
taper off medication, when to start or con-
tinue, and which medications are safest. Even 
for clinicians with a solid knowledge base, 
counseling a woman who needs or may need 
psychotropic medication during pregnancy 
and breastfeeding is a daunting task. Some 
clinicians still recommend no drug treatment 
as the safest and best option, given the poten-
tial risks to the fetus.

In this review we offer a methodologic 
approach for decision making about phar-
macologic treatment during pregnancy. As 
the scientific literature is constantly being 
updated, it is imperative to have the most 
current information on psychotropics and to 
know how to individualize that information 
when counseling a pregnant woman and her 
family. Using this framework for analyzing 
the risks and benefits for both mother and 
fetus, clinicians can avoid the unanswerable 
question of which medication is the “safest.” 

A patient’s mental health care provider 
is a useful resource for information about a 

woman’s mental health history and current 
stability, but he or she may not be expert or 
comfortable in recommending treatment 
for a pregnant patient. During pregnancy, 
a woman’s obstetrician often becomes the 
“expert” for all treatment decisions.

Analyze risks and benefits  
of medication versus  
no medication
The US Food and Drug Administration (FDA) 
has not approved any psychotropic medica-
tion for use during pregnancy. While a clini-
cal study would provide more scientifically 
rigorous safety data, conducting a double-
blinded, placebo-controlled trial in preg-
nant women with a psychiatric disorder is 
unethical. Thus, the literature consists mostly 
of reports on case series, retrospective chart 
reviews, prospective naturalistic studies, and 
analyses of large registry databases. Each 
has benefits and limitations. It is important 
to understand the limitations when making 
treatment decisions.

Many women with psychiatric illness no longer have to choose between mental health and starting a family.
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In 1979, the FDA developed a 5-letter 
system (A, B, C, D, X) for classifying the 
relative safety of medications used during 
pregnancy.2 Many clinicians and pregnant 
women relied on this system to decide which 
medications were safe. Unfortunately, the 
information in the system was inadequate 
for making informed decisions. For example, 
although a class B medication might have 
appeared safer than one in class C, the stud-
ies of risk in humans might not have been 

adequate to permit comparisons. Drug safety 
classifications were seldom changed, despite 
the availability of additional data.

In June 2015, the FDA changed the 
requirements for the Pregnancy and Lacta-
tion subsections of the labeling for human 
prescription drugs and biologic products. 
Drug manufacturers must now include in 
each subsection a risk summary, clinical con-
siderations supporting patient care decisions 
and counseling, and detailed data. These 

Psychotropic use during pregnancy: Certain risks in offspring lower than thought, 
recent data show

Antidepressants. Previous studies may have 
overestimated the association between prenatal use 
of antidepressants and attention deficit/hyperactivity 
disorder (ADHD) in children because they did not control 
for shared family factors, according to investigators who 
say that their recent study findings raise the possibility 
that “confounding by indication” might partially explain 
the observed association.1

In a population-based cohort study in Hong Kong,  
Man and colleagues analyzed the records of  
190,618 maternal-child pairs.1 A total of 1,252 children 
were exposed to maternal antidepressant use during 
pregnancy. Medications included selective serotonin 
reuptake inhibitors (SSRIs), non-SSRIs, and antipsychot-
ics as monotherapy or in various combination regimens. 
Overall, 5,659 of the cohort children (3%) were diagnosed 
with or received treatment for ADHD. 

When gestational medication users were compared 
with nongestational users, the crude hazard ratio (HR) 
of antidepressant use during pregnancy and ADHD was 
2.26 (P<.01). After adjusting for potential confounding 
factors (such as maternal psychiatric disorders and use  
of other psychotropic drugs), this reduced to 1.39  
(95% confidence interval [CI], 1.07–1.82; P = .01). 
Children of mothers with psychiatric disorders had 
a higher risk of ADHD than did children of mothers 
without psychiatric disorders (HR, 1.84; 95% CI, 
1.54–2.18; P<.01), even if the mothers had never used 
antidepressants. 

While acknowledging the potential for type 2 error 
in the study analysis, the investigators proposed that 
the results “further strengthen our hypothesis that 
confounding by indication may play a major role in the 
observed positive association between gestational use of 
antidepressants and ADHD in offspring.” 
Lithium. Similarly, investigators of another recently 
published study found that the magnitude of the 
association between prenatal lithium use and increased 

risk of cardiac malformations in infants was smaller 
than previously shown.2 This finding may be important 
clinically because lithium is a first-line treatment for many 
US women of reproductive age with bipolar disorder.

Most earlier data were derived from a database 
registry, case reports, and small studies that often had 
conflicting results. However, Patorno and colleagues 
conducted a large retrospective cohort study that 
involved data on 1,325,563 pregnancies in women 
enrolled in Medicaid.2 Exposure to lithium was defined 
as at least 1 filled prescription during the first trimester, 
and the primary reference group included women with 
no lithium or lamotrigine (another mood stabilizer not 
associated with congenital malformations) dispensing 
during the 3 months before the start of pregnancy or 
during the first trimester. 

A total of 663 pregnancies (0.05%) were exposed to 
lithium and 1,945 (0.15%) were exposed to lamotrigine 
during the first trimester. The adjusted risk ratios for 
cardiac malformations among infants exposed to 
lithium were 1.65 (95% CI, 1.02–2.68) as compared with 
nonexposed infants and 2.25 (95% CI, 1.17–4.34) as 
compared with lamotrigine-exposed infants. Notably, 
all right ventricular outflow tract obstruction defects 
identified in the infants exposed to lithium occurred with a 
daily dose of more than 600 mg. 

Although the study results suggest an increased risk 
of cardiac malformations—of approximately 1 additional 
case per 100 live births—associated with lithium use in 
early pregnancy, the magnitude of risk is much lower than 
originally proposed based on early lithium registry data.

—KATHY CHRISTIE, SENIOR EDITOR
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subsections provide information on available 
human and animal studies, known or poten-
tial maternal or fetal adverse reactions, and 
dose adjustments needed during pregnancy 
and the postpartum period. In addition, the 
FDA added a subsection: Females and Males 
of Reproductive Potential.3

These changes acknowledge there is no 
list of “safe” medications. The safest medica-
tion generally is the one that works for a par-
ticular patient at the lowest effective dose. As 
each woman’s history of illness and effec-
tive treatment is different, the best medica-
tion may differ as well, even among women 
with the same illness. Therefore, medication 
should be individualized to the patient. A 
risk–benefit analysis comparing psychotro-
pic medication treatment with no medica-
tion treatment must be performed for each 
patient according to her personal history and 
the best available data.

What is the risk of untreated 
illness during pregnancy?
During pregnancy, women are treated for 
many medical disorders, including psychi-
atric illness. One general guideline is that, if 
a pregnant woman does not need a medica-
tion—whether it be for an allergy, hyperten-
sion, or another disorder—she should not take 
it. Conversely, if a medication is required for 
a patient’s well-being, her physician should 
continue it or switch to a safer one. This gen-
eral guideline is the same for women with 
depression, anxiety, or a psychotic disorder.

Managing hypertension during preg-
nancy is an example of choosing treatment 
when the risk of the illness to the mother 
and the infant outweighs the likely small risk 
associated with taking a medication. Blood 
pressure is monitored, and, when it reaches 
a threshold, an antihypertensive is started 
promptly to avoid morbidity and mortality.

Psychiatric illness carries risks for both 
mother and fetus as well, but no data show 
a clear threshold for initiating pharmacologic 
treatment. Therefore, in prescribing medi-
cation the most important steps are to take 
a complete history and perform a thorough 
evaluation. Important information includes 
the number and severity of previous epi-
sodes, prior history of hospitalization or sui-
cidal thoughts or attempts, and any history of 
psychotic or manic status.

Whether to continue or discontinue 
medication is often decided after inquiring 
about other times a medication was discon-
tinued. A patient who in the past stayed well 
for several years after stopping a medication 
may be able to taper off a medication and 
conceive during a window of wellness. Some 
women who have experienced only one epi-
sode of illness and have been stable for at 
least a year may be able to taper off a medica-
tion before conceiving (TABLE 1). 

In the risk–benefit analysis, assess the 
need for pharmacologic treatment by consid-
ering the risk that untreated illness poses for 
both mother and fetus, the benefits of treat-
ment for both, and the risk of medication 
exposure for the fetus.4

TABLE 1  When to taper off, or start or continue, psychotropic medication during pregnancy 
and the postpartum period

Taper off Start or continue

• First episode of illness

• �Symptom stability for 6 months to 1 year with 
medication

• �History of symptom stability for 1 year or more 
after medication is stopped

• �Mild symptoms

• �Patient preference

• �Chronic psychiatric illness

• �Relapse of illness within weeks to months after medication is stopped

• �History of severe symptoms without medication: inability to function 
(activities of daily living), suicidal, psychotic, manic

• �History of psychiatric hospitalization

• �Diagnosis of psychotic disorder: bipolar disorder or schizophrenia

• �Several medication trials with difficulty stabilizing symptoms

Assess the need 
for pharmacologic 
treatment by 
considering the risk 
of untreated illness 
for mother and fetus, 
benefits of treatment 
for both, and risk of 
drug exposure for 
the fetus



Women with 
functional 
impairment—inability 
to work, perform 
activities of daily 
living, take care of 
other children—likely 
require treatment
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Mother: Risk of untreated illness 
versus benefit of treatment
A complete history and a current symptom 
evaluation are needed to assess the risk that 
nonpharmacologic treatment poses for the 
mother. Women with functional impairment, 
including inability to work, to perform activi-
ties of daily living, or to take care of other 
children, likely require treatment. Studies 
have found that women who discontinue 
treatment for a psychiatric illness around the 
time of conception are likely to experience a 
recurrence of illness during pregnancy, often 
in the first trimester, and must restart medi-
cation.5,6 For some diagnoses, particularly 
bipolar disorder, symptoms during a relapse 
can be more severe and more difficult to 
treat, and they carry a risk for both mother 
and fetus.7 A longitudinal study of pregnant 
women who stopped medication for bipolar 
disorder found a 71% rate of relapse.7 In cases 
in which there is a history of hospitalization, 
suicide attempt, or psychosis, discontinuing 
treatment is not an option; instead, the physi-
cian must determine which medication is saf-
est for the particular patient.

Fetus: Risk of untreated illness versus 
benefit of treatment
Mothers with untreated psychiatric illness are 
at higher risk for poor prenatal care, substance 
abuse, and inadequate nutrition, all of which 
increase the risk of negative obstetric and 
neonatal outcomes.8 Evidence indicates that 
untreated maternal depression increases the 
risk of preterm delivery and low birth weight.9 
Children born to mothers with depression 
have more behavioral problems, more psychi-
atric illness, more visits to pediatricians, lower 
IQ scores, and attachment issues.10 Some of 
the long-term negative effects of intrauterine 
stress, which include hypertension, coronary 
heart disease, and autoimmune disorders, 
persist into adulthood.11

Fetus: Risk of medication exposure
With any pharmacologic treatment, the tim-
ing of fetal exposure affects resultant risks 
and therefore must be considered in the 
management plan.

Before conception. Is there any effect on 
ovulation or fertilization? 
Implantation. Does the exposure impair the 
blastocyst’s ability to implant in the uterine 
lining? 
First trimester. This is the period of organo-
genesis. Regardless of drug exposure, there 
is a 2% to 4% baseline risk of a major mal-
formation during any pregnancy. The risk of 
a particular malformation must be weighed 
against this baseline risk.

According to limited data, selective 
serotonin reuptake inhibitors (SSRIs) may 
increase the risk of early miscarriage.12 
SSRIs also have been implicated in increas-
ing the risk of cardiovascular malformations, 
although the data are conflicting.13,14

Antiepileptics such as valproate and 
carbamazepine are used as mood stabilizers 
in the treatment of bipolar disorder.15 Exten-
sive data have shown an association with 
teratogenicity. Pregnant women who require 
either of these medications also should be 
prescribed folic acid 4 or 5 mg/day. Given 
the high risk of birth defects and cognitive 
delay, valproate no longer is recommended 
for women of reproductive potential.16

Lithium, one of the safest medications 
used in the treatment of bipolar disorder, is 
associated with a very small risk of Ebstein 
anomaly.17

Lamotrigine is used to treat bipolar 
depression and appears to have a good safety 
profile, along with a possible small increased 
risk of oral clefts.18,19

Atypical antipsychotics (such as aripip-
razole, olanzapine, quetiapine, and ris-
peridone) are often used first-line in the 
treatment of psychotic disorders and bipolar 
disorder in women who are not pregnant. 
Although the safety data on use of these drugs 
during pregnancy are limited, a recent analy-
sis of pregnant Medicaid enrollees found no 
increased risk of birth defects after control-
ling for potential confounding factors.20 Com-
mon practice is to avoid these newer agents, 
given their limited data and the time needed 
for rare malformations to emerge (adequate 
numbers require many exposures during 
pregnancy).
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Second trimester. This is a period of 
growth and neural development. A 2006 
study suggested that SSRI exposure after 
pregnancy week 20 increases the risk of per-
sistent pulmonary hypertension of the new-
born (PPHN).21 In 2011, however, the FDA 
removed the PPHN warning label for SSRIs, 
citing inconsistent data. Whether the PPHN 
risk is increased with SSRI use is unclear, but 
the risk is presumed to be smaller than pre-
viously suggested.22 Stopping SSRIs before 
week 20 puts the mother at risk for relapse 
during pregnancy and increases her risk of 
developing postpartum depression. If we fol-
low the recommendation to prescribe medi-
cation only for women who need it most, 
then stopping the medication at any time 
during pregnancy is not an option.
Third trimester. This is a period of continued 
growth and lung maturation.
Delivery. Is there a potential for impairment 
in parturition? 
Neonatal adaptation. Newborns are active 
mainly in adapting to extrauterine life: They 
regulate their temperature and muscle tone 
and learn to coordinate sucking, swallowing, 
and breathing. Does medication exposure 
impair adaptation, or are signs or symptoms 
of withdrawal or toxicity present? The evi-
dence that in utero SSRI exposure increases 
the risk of neonatal adaptation syndrome is 
consistent, but symptoms are mild and self-
limited.23 Tapering off SSRIs before delivery 
currently is not recommended, as doing so 
increases the mother’s risk for postpartum 
depression and, according to one study, does 
not prevent symptoms of neonatal adaptation 
syndrome from developing.24

Behavioral teratogenicity. What are the 
long-term developmental outcomes for the 
child? Are there any differences in IQ, speech 
and language, or psychiatric illness? One 
study found an increased risk of autism with 
in utero exposure to sertraline, but the study 
had many methodologic flaws and its find-
ings have not been replicated.25 Most stud-
ies have not found consistent differences 
in speech, IQ, or behavior between infants 
exposed and infants not exposed to antide-
pressants.26,27 By contrast, in utero exposure 

to anticonvulsants, particularly valproate, 
has led to significant developmental prob-
lems in children.28 The data on atypical anti-
psychotics are limited.

None of the medications used to treat 
depression, bipolar disorder, anxiety, or 
schizophrenia is considered first-line or saf-
est therapy for the pregnant woman. For any 
woman who is doing well on a certain medi-
cation, but particularly for a pregnant woman, 
there is no compelling, data-supported rea-
son to switch to another agent. For depres-
sion, options include all of the SSRIs, with the 
possible exception of paroxetine (TABLE 2). In 
conflicting studies, paroxetine was no differ-
ent from any other SSRI in not being associ-
ated with cardiovascular defects.29 

One goal in treatment is to use a medi-
cation that previously was effective in the 
remission of symptoms and to use it at the 
lowest dose possible. Treating simply to 
maintain a low dose of drug, however, and 
not to effect symptom remission, exposes the 
fetus to both the drug and the illness. Again, 
the lowest effective dose is the best choice.

Treatment during breastfeeding
Women are encouraged to breastfeed for 
physical and psychological health benefits, 
for both themselves and their babies. Many 
medications are compatible with breastfeed-
ing.30 The amount of drug an infant receives 
through breast milk is considerably less than 
the amount received during the mother’s 
pregnancy. Breastfeeding generally is allowed 
if the calculated infant dose is less than 10% of 
the weight-adjusted maternal dose.31

The amount of drug transferred from 
maternal plasma into milk is highest for 
drugs with low protein binding and high 
lipid solubility.32 Drug clearance in infants 
must be considered as well. Renal clear-
ance is decreased in newborns and does not 
reach adult levels until 5 or 6 months of age. 
In addition, liver metabolism is impaired in 
neonates and even more so in premature 
infants.33 Drugs that require extensive first-
pass metabolism may have higher bioavail-
ability, and this factor should be considered.

One goal in 
treatment is to use 
a medication that 
previously was 
effective in symptom 
remission at the 
lowest dose possible



obgmanagement.com Vol. 29  No. 8  |  August 2017   |  OBG Management 37

Some clinicians recommend pumping 
and discarding breast milk when the drug in 
it is at its peak level; although the drug is not 
eliminated, the infant ingests less of it.34 Most 
women who are anxious about breastfeeding 
while on medication “pump and dump” until 
they are more comfortable nursing and the 

infants are doing well. Except in cases of mother 
preference, most physicians with expertise in 
reproductive mental health generally recom-
mend against pumping and discarding milk.

Through breast milk, infants ingest drugs 
in varying amounts. The amount depends on 
the qualities of the medication, the timing and 

TABLE 2  Oral antidepressants commonly used during pregnancy and breastfeeding,  
with dose ranges

Class Medication When to use Dose range

SSRI Sertraline •	 Often first choice for depression and anxiety

•	 Well tolerated

•	 Abundant data on safety during pregnancy and 
breastfeeding

•	 Higher doses for obsessive-compulsive disorder

•	 Start at 25 mg for 1 week

•	 Increase to 50 to 200 mg

•	 Monitor clinical response every  
2 to 3 weeks, before increasing dose

Citalopram •	 Good choice for depression and anxiety

•	 Abundant data on safety during pregnancy and 
breastfeeding

•	 Higher doses associated with prolonged QT interval

•	 Start at 5 to 10 mg for 1 week

•	 Increase to 20 to 40 mg

Escitalopram •	 Compared with citalopram, this S enantiomer of 
citalopram has fewer data on safety during pregnancy 
and breastfeeding 

•	 May have fewer adverse effects 

•	 Start at 5 mg for 1 week

•	 Increase to 10 mg

•	 Dose range: 10–20 mg

Fluoxetine •	 Of SSRIs, has most data available

•	 Possible small increased risk of cardiac defect

•	 Conflicting data

•	 Useful for depression and anxiety

•	 Long half-life

•	 No withdrawal effects in adults

•	 Start at 10 mg for 1 week

•	 Increase to 20 mg (usually effective)

•	 Dose range: 20–80 mg 

•	 Higher doses for obsessive-compulsive 
disorder

Paroxetine •	 Possible small increased risk of cardiac defect

•	 Missed doses lead to significant withdrawal symptoms

•	 Compared with other SSRIs, may be more effective for 
anxiety

•	 Start at 10 mg for 1 week

•	 Increase to 20 mg

•	 Dose range: 20–40 mg

NDRI Bupropion •	 Not useful for anxiety symptoms, may exacerbate 
anxiety

•	 Compared with SSRIs, has fewer safety data

•	 Good antidepressant for complaints related to attention 
and focus

•	 No weight gain or sexual dysfunction

•	 Start at 150 mg for 1 week

•	 Increase to 300 mg

•	 Dose range: 150–450 mg 

SNRI Venlafaxine •	 May be related to hypertension during pregnancy

•	 In many patients, missed doses lead to significant 
withdrawal symptoms

•	 Limited data on safety during pregnancy

•	 Useful for treatment-resistant depression

•	 Start at 37.5 mg

•	 Increase every week to 150 mg

•	 Dose range: 75–300 mg

Abbreviations: NDRI, norepinephrine-dopamine reuptake inhibitor; SNRI, serotonin-norepinephrine reuptake inhibitor; SSRI, selective serotonin reuptake inhibitor.

CONTINUED ON PAGE 38
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duration of breastfeeding, and the character-
istics of the infant. Few psychotropic drugs 
have significant effects on breastfed infants. 
Even lithium, previously contraindicated, is 
successfully used, with infant monitoring, 
during breastfeeding.35 Given breastfeeding’s 
benefits for both mother and child, many 
more women on psychotropic medications 
are choosing to breastfeed.

Balance the pros and cons 
Deciding to use medication during preg-
nancy and breastfeeding involves consid-
ering the risk of untreated illness versus the 

benefit of treatment for both mother and 
fetus, and the risk of medication exposure for 
the fetus. Mother and fetus are inseparable, 
and neither can be isolated from the other in 
treatment decisions. Avoiding psychotropic 
medication during pregnancy is not always 
the safest option for mother or fetus. The 
patient and her clinician and support sys-
tem must make an informed decision that 
is based on the best available data and that 
takes into account the mother’s history of ill-
ness and effective treatment. Many women 
with psychiatric illness no longer have to 
choose between mental health and starting 
a family, and their babies will be healthy. 
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