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Compared to the general population, women with histories
of psychotic and affective illnesses are at increased risk of
psychiatric symptoms during pregnancy."* Although maintenance
antipsychotic therapy is important to prevent relapses both in
patients with schizophrenia® and in many patients with bipolar
disorder,* clinicians are more likely to discontinue oral antipsychotic
prescriptions for pregnant women as compared to nonpregnant
women.’ This trend is likely due to concerns of teratogenicity®
even though current pregnancy safety data of oral antipsychotics
are largely reassuring, with no significant increased risk for major
congenital malformations.®

In the case of long-acting injectable antipsychotics (LAIs), we
have observed an even greater tendency for clinicians either to not
begin or to discontinue LAI prescriptions during pregnancy. This
phenomenon occurs even in women with extremely high risk for
psychiatric illness recurrence despite the established value of LAIs
in the treatment of such individuals’ and despite the fact that use
of these medications is supported by the current research, which
has identified no clear contraindication to LAI use in pregnancy.®-1°
In this article, we will discuss the judicious use of LAIs in pregnant
women.

LAIs are injectable forms of antipsychotics designed to
improve medication adherence and prevent psychiatric symptom
recurrence. There are currently 6 antipsychotics available in LAI
formulation in the US: aripiprazole, fluphenazine, haloperidol,
olanzapine, paliperidone, and risperidone. LAI formulations differ
in their dosing schedule, ranging from 2 weeks to several months
for newer, extended release formulations. Compared to oral forms
of antipsychotics, LAIs are superior in preventing psychiatric
hospitalization.!! Other advantages of LAls include increased
clinician knowledge around medication adherence, reduced risk
of overdose, and more frequent and standardized contact between
clinicians and patients.7 Current data show that overall, the side
effects of LAI medications reflect those of their oral counterparts.'?
An exception to this finding is long-acting olanzapine, which
requires a 3-hour observation period after administration to
monitor for symptoms of post-injection sedation syndrome.'?
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As with all psychopharmacologic decisions in pregnant
patients, when considering prescribing an LAI during pregnancy,
it is important to identify the known and potential risks versus
known and potential benefits associated with either providing
or withholding psychopharmacologic treatment. Women with
histories of severe psychiatric illness who are nonadherent with
antipsychotic medication during the first trimester are almost twice
as likely to relapse as compared to women who are adherent.'
These psychiatric relapses during the perinatal period are not
insignificant, as severe psychiatric symptoms during pregnancy are
associated with poor outcomes for mother and infant. Untreated
schizophrenia or bipolar disorder may be an independent risk factor
for congenital malformations in the newborn,'® and antepartum
psychosis can lead to the psychotic denial of pregnancy.'®

We suggest that the appropriate patient to receive an LAI during
pregnancy should not differ significantly from the appropriate
patient to receive an LAI when they are not pregnant. Women
with histories of hospitalizations precipitated by medication
nonadherence are appropriate candidates. Women with histories
of frequent and extended psychiatric hospitalizations associated
with schizophrenia, schizoaffective disorder, and, for some women,
bipolar disorder should also be considered. Also, psychiatric
decompensation during previous pregnancies or the immediate
postpartum period or a history of illicit substance use are additional
clinical risk factors that would tip clinical decision-making toward
LAI use over an oral antipsychotic.

Prior to prescribing the LAI, the psychiatrist should establish that
the patient has the capacity to engage in a discussion of informed
consent. Ideally, this discussion would include the woman’s partner
and should occur prior to conception. Known antipsychotic risks
in nonpregnant populations in addition to pregnancy-related
risks of oral antipsychotics should be reviewed together with
the limited safety data for LAI formulations in pregnancy. For a
balanced and comprehensive informed consent process to take
place, the psychiatrist should also review and document the
current limitations of known safety data and the risks of psychiatric
decompensation from untreated or undertreated illness.

When choosing LAI formulations for the pregnant patient, it is
important to first consider the same factors as when treating the
nonpregnant patient. Important factors for the treating psychiatric
clinician to consider include previous efficacy of the oral
formulation, the patient’s ability to be compliant with the needed
time for overlap with the oral formulation, potential side effects,
and cost.!” When the symptoms are primarily affective in nature,
a clinician should be reminded that the first line of treatment for
bipolar disorder is lithium, with an antipsychotic recommended
only as second-line therapy.!® If an LAI is indicated, the clinician
should also consider that the FDA has only approved long-acting
formulations of aripiprazole and risperidone for the treatment of
bipolar disorder.

There are, however, several additional factors to consider when
administering an LAI to a pregnant woman. Table 1 lists several
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Table 1. Clinical Scenarios and Recommendations

Clinical Scenario

Recommendations

Should an LAl be continued for a woman with a history of

* The LAl should be continued unless there is a compelling reason for discontinuation.

significant psychiatric illness who wishes to become pregnant? * Aclinician should engage in an informed consent discussion with the patient and
ideally with the father of the baby prior to conception.

Should an LAl be continued for a woman with a significant
psychiatric history once she discovers she is pregnant?

Unless there is a clear contraindication, the LAl should be continued.
The clinician should engage in an informed consent discussion.
This discussion should be tailored to the week of pregnancy, as teratogenic

concerns can recede further along in pregnancy.
* The importance of psychiatric stability during pregnancy as well as the overall lower
plasma medication concentrations offered by an LAl should be reviewed.

Which historical factors would suggest a pregnant woman would

History of...

benefit from an LAI? * Medication nonadherence

Long or frequent hospitalizations

Requiring multiple emergent psychiatric medication to achieve psychiatric stability
llicit substance use

Psychiatric symptom recurrence during the postpartum period

What should be considered when choosing between LAls for the ¢ Metabolic profiles of individual medications

pregnant woman?

The need for increase in dosage during pregnancy
Longer dosing intervals

FDA indications for schizophrenia vs bipolar disorder
Plans for breastfeeding

Abbreviation: LAl=long-acting injectable antipsychotic.

clinical scenarios and recommendations. In general, LAI use, which
is associated with a more constant plasma druglevel, may reduce fetal
exposure to the highly fluctuating plasma drug levels associated with
maternal oral antipsychotic use.!® During pregnancy, the clinician
should monitor for the need of a temporarily increased dosage of
some antipsychotics given pregnancy-associated pharmacokinetic
changes.?’ These pharmacokinetic effects are particularly relevant
to aripiprazole due to its metabolism by CYP2D6, an enzyme whose
expression and activity are known to increase during pregnancy.?’
Given the association of some antipsychotics with higher rates of
metabolic complications during pregnancy that may have adverse
effects on both mother and baby,?! including the development of
preeclampsia and eclampsia,?? LAIs with more favorable metabolic
profiles should be selected. A clinician should also consider using
an LAI with a longer dosing interval. Women often have difficulty
attending appointments in the postpartum period, with up to 40%
of women not attending their postpartum obstetric follow-up
appointment.”® Ensuring that women with significant psychiatric
histories are maintained on psychiatric medication during the
postpartum period is crucial given their high risk of psychiatric
symptom recurrence during that time.?

When discussing the administration of an LAI to a pregnant
woman, her future desire to breastfeed should also be considered.
Though the current safety data on antipsychotics and lactation
are limited, they are largely reassuring.?> For women with healthy
pregnancies who are expected to carry to term, the benefits of
breastfeeding may outweigh potential risks of antipsychotic
exposure via breastmilk. However, in cases of women at risk for
preterm delivery, a clinician may consider avoiding administering
an LAI to women who strictly plan to breastfeed as preterm
infants are at risk for elevated plasma medication concentrations
due to immature hepatic and renal systems.?® A clinician should
also consider the pharmacologic properties of antipsychotics and
their impact on prolactin, a key hormone in the lactation process.
Aripiprazole is a partial agonist of the dopamine receptor and
often reduces prolactin levels.?” This reduction in prolactin may
negatively impact lactation. In contrast, other antipsychotics are
dopamine antagonists and can cause increased prolactin levels.
Though the increased prolactin level may not impair lactation, the
rare possibility of overproduction leading to mastitis should be

discussed. This is relevant, as antipsychotic-induced mastitis has
been described even in nonpregnant and nonlactating women.?®

Given the relevance of psychiatric medications to the obstetric
treatment of the pregnant patient, close collaboration between the
psychiatric and the obstetric teams is critical. Complex psychiatric
patients are often complex obstetric patients. At times, psychiatrists
may need to educate and share the latest research evidence with the
obstetric team surrounding the importance of psychiatric stability
during pregnancy. Communication from the obstetric team
about medication side effects as well as subtle signs of psychiatric
decompensation can help the psychiatric team establish the
appropriate dosage of medication.

In conclusion, given the rates of significant psychiatric illness
and their associated risks of decompensation during the perinatal
period, it is important for clinicians to become comfortable with
antipsychotic use during pregnancy. Although we recognize the
dearth of safety data on LAI formulations during pregnancy,
we recommend overcoming the fear of prescribing an LAI to a
pregnant woman when the lack of data is outweighed by substantial
risks of psychiatric decompensation.

Published online: November 24, 2020.
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