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No Simple Decisions for Psychiatrically Ill Pregnant Women

Vivien K. Burt, MD, PhD,?* and Sonya Rasminsky, MD?

“The world is a radically uncertain place.”

Clinical researchers seek data that will enable physicians
and patients to choose the safest and most effective
treatments. When it comes to pregnant women with
psychiatric conditions, research is stymied by ethical
concerns. No institutional review board will allow studies
that randomly assign pregnant subjects to active treatment
and placebo groups. Yet psychiatric illness affects over 20%
of pregnant women worldwide>*—and these women and
their physicians need data to help guide treatment decisions.

In this issue of the Journal, Viguera and colleagues® report
on results from the National Pregnancy Registry for Atypical
Antipsychotics (NPRAA), based at Massachusetts General
Hospital. The Registry, formed in 2008, prospectively
evaluates rates of malformations in infants exposed in utero
to second-generation antipsychotics (SGAs). The database
now numbers close to 2,000 and is growing, with a goal
of refining risk estimates for birth defects associated with
atypical antipsychotic medication as well as gathering data
about neonatal, obstetric, and neurobehavioral outcomes.
Registries like this one are essential to clinical decision-
making, as they allow access to real-world information
from women who have decided to continue their medication
during pregnancy.

The updated results of the NPRAA are consistent with
those from 2016,% suggesting that SGAs are not likely to
be major teratogens. The registry compared 621 pregnant
women (with 631 live births) exposed to SGAs during the
first trimester with 690 pregnant women (with 704 live
births) with psychiatric illness who were not exposed to
SGAs and found similar rates of major malformations in
both groups (n=16 or 2.5% in the exposure group vs n=14
or 2% in the control group). Notably, both groups had rates
of major malformations that were lower than the 3% baseline
risk in the United States,” reminding us that pregnancy is
inherently risky while providing reassurance that SGA do
not increase the level of risk.

This is welcome news for pregnant women whose
psychiatric conditions require treatment with an
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antipsychotic medication. Still, there are other factors to
consider. As time passes and the number of subjects in the
registry increases, information regarding neurobehavioral
outcomes and differences between individual agents will be a
welcome addition to the database. And a persistent question
relevant to all psychotropic exposure in pregnancy remains:
even when we do have long-term neurobehavioral data, how
do we distinguish between the effects of prenatal exposures
(to medication or psychiatric illness) and the postnatal
environment?

The NPRAA was designed to account for confounders,
including women with psychiatric illness as a control group
and gathering prospective data on alcohol, cigarettes,
other medications, and psychiatric history. The clinical
characteristics of the registry population reveal the
complexity of the problem: 41% of the exposed group
and 36% of the control group had a history of postpartum
depression and/or psychosis, the mean number of lifetime
psychiatric hospitalizations was 3.9 in the exposed group and
2.7 in the control group, and polypharmacy was common
in both groups. In a sample that is overwhelmingly White
(91%), married (84%), and college-educated (80%), the
degree of impairment from psychiatric illness is significant.
Behind the reassuring finding that SGAs are not teratogens
is another reality: that the women who need answers about
the teratogenicity of SGAs are quite ill.

Over the last decade, studies of psychiatric medication in
pregnancy have become increasingly sophisticated, employing
propensity matching, multivariate logistic regression, and
other modalities to reduce the impact of confounders, both
known and unknown. The push for more comprehensive
data is essential for progress, since treatment decisions affect
both the psychiatric and the obstetric health of expectant
mothers and the health of their babies. Furthermore, while
antenatal exposure to medications may directly affect fetal
health, the mental health of expectant mothers also affects
fetal outcome. A patient’s antenatal psychiatric condition
often predicts how she will fare postnatally—and there are
ample data to suggest that maternal emotional well-being
has a bearing on infant emotional, cognitive, and behavioral
outcomes.?!! As we consider risk assessment, it is important
to think beyond risks and also consider the benefits of
psychopharmacologic treatment in pregnant psychiatrically
ill women.!? The indication for a particular medication
matters: treatment with an SGA is often a reasonable and
even necessary choice for the psychotic or deeply depressed
bipolar patient; the choice becomes less clear for the patient
suffering from insomnia.
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In the years since the NPRAAS inception, the US Food
and Drug Administration has shifted its approach to
medication labeling regarding use in pregnancy, abandoning
the categorization of A, B, C, D, and X in favor of a summary
of published literature. The shift to a new system is in
process, and national registries such as the NPRAA are now
highlighted in medication package inserts, encouraging
patients to enroll to continue to expand our knowledge.
As clinicians, we are no longer asked to distill safety into a
letter grade, but rather to help our patients apply the existing
literature to their particular situation.

While patients and physicians alike want and need clear
algorithms based on rigorous studies to direct treatment
decisions, the reality is that uncertainty permeates all
of medicine. Some difficult questions can and will be
answered with more data, and the NPRA A makes a valuable
contribution to that effort. But there is another category of
decision-making facing pregnant women that no amount
of data can completely address. While we might be tempted
to ask the question about whether a particular medication
is safe in pregnancy, another question our patients want
answered is, “Should I take this medication in pregnancy?”
By shifting our object of analysis away from the medication
and toward the individual, we shift away from the binary,
letter-grade analysis into an infinitely more complex form
of risk assessment. Here, we ought to consider not only the
published data and the patient’s psychiatric history, but also
her social context, priorities, and values.

The concept of “satisficing” is useful here. Developed
in the 1950s by the Nobel Laureate behavioral economist
Herbert Simon,!? satisficing is a decision-making strategy
that aims for a satisfactory (“good enough”) outcome rather
than a perfect one. For situations in which every course of
action has risks, satisficing encourages us to choose the path
with the highest likelihood of an acceptable outcome. To
expect perfection is to guarantee disappointment. A person
who satisfices focuses not on finding the best or optimal
rational solution (eg, the safest medication in pregnancy)
but rather on coming to a solution that is realistic given the
constraints of her particular circumstances—the most livable
combination of risks and benefits. During the COVID-19
pandemic, we have all been using this strategy in our personal
lives. Although we have access to the same information about
disease transmission, mitigation strategies, community
prevalence, and vaccines, individuals and families make

vastly different decisions about what'risks they are willing
to take and different assessments of what they stand to gain
from taking them.

Although data such as those from the current rigorous
registry study by Viguera and colleagues are important and
encouraging, we can never ensure a perfect outcome to our
perinatal patients no matter what treatment choices they
make. After all, pregnancy is risky by nature, and no one
can predict long-term outcomes for an unborn baby with
any degree of certainty. Even if the odds do favor a healthy
baby, that prediction does not and cannot take into account
what it feels like to choose to subject oneself to those odds.
By satisficing, we ask what decision will most likely produce
a satisfactory outcome, given the reality that uncertainty is
an inherent condition in medicine, and in life.

We are never going to get the answers that we need
until we begin asking more nuanced questions. Psychiatric
research provides us with desired and important data meant
to inform clinical decision-making. But we deceive ourselves
if we imagine that the data alone can dictate a course of
action. How we frame data for a patient often tips the scale
as she struggles with decisions about whether to accept
psychotropic medication. It is important to acknowledge
that how we do so has as much to do with our own
perception of the seriousness of particular risks as it does
with absolute risks based on published data. While doctors
tend to aim for universal and true predictions with the goal
of providing clear, unambiguous recommendations for
patients, risk assessment invariably incorporates subjective
judgments based on a wider understanding and appreciation
of personal, psychosocial, and cultural factors. This is
particularly true for psychiatrically ill pregnant women.
Because of the inherent limitations of research methodology
available to this patient population, as well as wide variation
in judgments of what constitutes an acceptable outcome, we
need to recognize that we do not have all the answers and
we never will.

Studies like that of Viguera and colleagues significantly
advance our knowledge in the area of reproductive
psychiatry. As clinicians, we help put that information to
work in the context of our patients’ imperfect and complex
lives. If we can let go of our own desire for certainty and
recognize that some questions are ones that no amount
of data can dispel, we will be better equipped to help our
patients make decisions they can comfortably live with.

Published online: August 3, 2021.

Potential conflicts of interest: Dr Burt has been
a Consultant/Speaker for Sage Therapeutics. Dr
Rasminsky has no potential conflicts of interest
relative to the subject of this report.

Funding/support: None.

2. Vesga-Lopez O, Blanco C, Keyes K, et al.
Psychiatric disorders in pregnant and
postpartum women in the United States. Arch
Gen Psychiatry. 2008;65(7):805-815.

3. Yin X, Sun N, Jiang N, et al. Prevalence and
associated factors of antenatal depression:
systematic reviews and meta-analyses. Clin

5. Cohen LS, Viguera AC, McInerney KA, et al.
Reproductive safety of second-generation
antipsychotics: current data from the
Massachusetts General Hospital National
Pregnancy Registry for Atypical
Antipsychotics. Am J Psychiatry.
2016;173(3):263-270.

Psychol Rev. 2021;83:101932. 6. Centers for Disease Control and Prevention

REFERENCES

1. Schwartz B, Ben-Haim Y, Dacso C. What makes
a good decision? robust satisficing as a
normative standard of rational decision
making. J Theory Soc Behav.
2011;41(2):209-227.

4. Viguera AC, Freeman MP, Géez-Mogollén L, et
al. Reproductive safety of second-generation
antipsychotics: updated data from the
Massachusetts General Hospital National 7. Holmes LB, Nasri H, Westgate MN, et al. The
Pregnancy Registry for Atypical
Antipsychotics. J Clin Psychiatry.
2021;82(0):00-00. In Press.

(CDC). Update on overall prevalence of major
birth defects—Atlanta, Georgia, 1978-2005.
MMWR Morb Mortal Wkly Rep. 2008;57(1):1-5.

Active Malformations Surveillance Program,
Boston in 1972-2012: methodology and
demographic characteristics. Birth Defects Res.

For reprints or permissions, contact permissions@psychiatrist.com. ¢ © 2021 Copyright Physicians Postgraduate Press, Inc.

e2 E PSYCHIATRIST.COM

J Clin Psychiatry 82:4, July/August 2021


https://doi.org/10.1111/j.1468-5914.2010.00450.x
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=18606953&dopt=Abstract
https://doi.org/10.1001/archpsyc.65.7.805
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=33176244&dopt=Abstract
https://doi.org/10.1016/j.cpr.2020.101932
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=26441156&dopt=Abstract
https://doi.org/10.1176/appi.ajp.2015.15040506
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=18185492&dopt=Abstract

Commentary

It.is.illegal to post this.copyrighted PDF gn.any.website.

8. Wickramaratne P, Gameroff MJ, Pilowsky DJ,
et al. Children of depressed mothers 1 year
after remission of maternal depression:
findings from the STAR*D-Child study. Am J
Psychiatry. 2011;168(6):593-602.

9. Weissman MM, Wickramaratne P, Pilowsky DJ,

et al. Treatment of maternal depression in a
medication clinical trial and its effect on

10.

1.

2015;172(5):450-459.

Netsi E, Pearson RM, Murray L, et al.
Association of persistent and severe
postnatal depression with child outcomes.
JAMA Psychiatry. 2018;75(3):247-253.

Barker ED, Copeland W, Maughan B, et al.
Relative impact of maternal depression and
associated risk factors on offspring

12.

13.

2012;200(2):124-129.

Wisner KL, OberlanderTF Huybrechts KF. The
association between antidepressant exposure
and birth defects-are we there yet? JAMA
Psychiatry. 2020;77(12):1215-1216.

Simon HA. Rational choice and the structure
of the environment. Psychol Rev.
1956;63(2):129-138.

For reprints or permissions, contact permissions@psychiatrist.com. ¢ © 2021 Copyright Physicians Postgraduate Press, Inc.

J Clin Psychiatry 82:4, July/August 2021

PSYCHIATRIST.COM [ e3

You are prohibited from making this PDF publicly available.


http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=29377644&dopt=Abstract
https://doi.org/10.1002/bdr2.1156
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=21406462&dopt=Abstract
https://doi.org/10.1176/appi.ajp.2010.10010032
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=25615566&dopt=Abstract
https://doi.org/10.1176/appi.ajp.2014.13121679
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=29387878&dopt=Abstract
https://doi.org/10.1001/jamapsychiatry.2017.4363
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=22241929&dopt=Abstract
https://doi.org/10.1192/bjp.bp.111.092346
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=32777006&dopt=Abstract
https://doi.org/10.1001/jamapsychiatry.2020.1512
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=13310708&dopt=Abstract
https://doi.org/10.1037/h0042769

