Drugs in pregnancy, lactation,
and reproductive health:
Standards for prescribers

By Kathleen M. Mahoney, PhD, MSN, APN-C

In June 2015, the FDA updated its recommendations
for the labeling of drugs with respect to their use by
pregnant women, lactating women, and females
and males of reproductive potential. Healthcare
providers caring for these populations, many of
whom are taking prescription medications and bio-
logics, need to be alert to these labeling changes.

Curent labeling New labeling
(effective June 30, 2015)
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etween 64% and 94% of pregnant
women use a prescribed medication during their ges-
tation.1.2 Among pregnant women who take pre-
scribed medications, 80% do so during the first
trimester,3 when fetal organ systems and structures
are being formed. For many women who are manag-
ing chronic diseases, discontinuing the medications is
not an option. In addition, because more than 50% of
pregnancies in the United States are unintended,4 a
large group of women are exposing their fetus to
medications before they even realize that they are
pregnant.
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For postpartum patients on medications for
chronic conditions, the choice to breastfeed their in-
fant may pose a dilemma. Many of these women are
advised to bottle-feed their infants instead, even if
they are using medications safely taken by lactating
women.5 Likewise, women who become ill during the
lactation period may be counseled to stop breastfeed-
ing their child if they need to take certain medica-
tions. According to the Centers for Disease Control
and Prevention, 77% of infants born in the United
States in 2010 were breastfed.6 During the same year,
breastfeeding rates were 49% at 6 months and 27% at
1 year. Because many breastfeeding mothers are us-
ing prescription medications, these statistics translate
to hundreds of thousands of infants potentially being
exposed to these same medications for prolonged pe-
riods of time.

For reproductive-aged women who could become
pregnant, counseling with regard to the potential im-
pact of prescription or over-the-counter medications
on pregnancy is often lacking. In the case of drugs that
are known teratogens, past research indicates that
women who had them prescribed, compared with
women for whom safer medications were prescribed,
did not receive contraceptive counseling in greater
numbers.” The impact of certain drugs on fertility, in-
cluding chemotherapeutic medications, may not be
discussed unless the effects are catastrophic. Finally,
there is scant information on the need for reproduc-
tive health counseling for men in terms of medication
use. Available counseling has often focused on the im-
pact of illicit drugs on male factor infertility.8

Role of the FDA

The thalidomide tragedy, as it developed in the late
1950s and early 1960s in Europe, provided the im-
petus for tighter regulation of drugs by the FDA in
the United States. In 1979, the FDA adopted a label-
ing system that rated drugs for pregnant women
using the well-known letter system: A, B, C, D, or X.
At the time, the FDA did not provide a risk classifi-
cation system for drugs taken during lactation.
Pregnant women and nursing mothers were con-
sidered under the precaution areas of the counsel-
ing for medication use.?
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Early in 1996, the FDA determined that the letter
system was too simplistic.3 In addition, many drugs
were allocated to different risk categories, depend-
ing on how the results of safety studies were being
interpreted,10 resulting in confusion for healthcare
providers (HCPs) and patients alike. The Teratology
Society asked the FDA to develop a more compre-
hensive risk counseling strategy that would en-
compass all stages of the childbearing process.!
Changes to the system were proposed in 2008, and
multiple public hearings and comment periods en-
sued. The Pregnancy and Lactation Labeling Rule
(PLLR) was adopted and published in December
2014. Immediate compliance with the labeling rule
has been required for all prescription drug and bio-
logic products submitted to the FDA after June 30,
2015; phased-in compliance over 3-5 years is re-
quired for previously approved prescription drugs
and biologics.11

The PLLR requires changes to the content and for-
mat for information presented in prescription drug
labeling in the Physician Labeling Rule format to
assist HCPs in assessing benefit versus risk and in
subsequent counseling of pregnant women and
nursing mothers who need to take medication,
thereby enabling them to make informed decisions
for themselves and their children. Subsections for
pregnancy, lactation, and females and males of re-
productive potential are required in the Use in Spe-
cific Populations section. Pregnancy letter cate-
gories have been removed.

Pregnancy subsection

Specific subheadings required in the pregnancy sub-
section include contact information for a pregnancy
exposure registry for the drug (if one is available), a
risk summary, clinical considerations, and available
human and animal data. Some subheadings may be
excluded if no relevant information is available.

Risk summary
This subheading is always required. If a drug is con-
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traindicated in pregnancy, this fact must be listed
first. Statements that describe risks for adverse devel-
opmental outcomes based on relevant human data,
animal data, and the drug’s pharmacology are re-
quired. A cross-reference to additional details in the
data subheading is included when applicable. Drugs
not absorbed systemically following a particular route
of administration include a statement that maternal
use is not expected to result in fetal exposure to the
drug. Drugs with more than one route of administra-
tion must include information related to each route.

Clinical considerations

This subheading provides information to further assist
HCPs in prescribing decisions and risk-benefit coun-
seling. When relevant, this subheading includes infor-
mation about disease-associated maternal and/or em-
bryo/fetal risk, dose adjustments during pregnancy
and postpartum, maternal adverse reactions, fetal/
neonatal adverse reactions, and labor/delivery. Inclu-

ew labeling can help healthcare
providers be better informed and
enhance discussions about the

of specific drugs with women who
are pregnant or lactating.

sion of any disease-associated maternal and/or em-
bryo/fetal risks is important for patient counseling
and informed decision making. After all, HCPs and pa-
tients need to weigh the risks and benefits of not
treating a disease/condition in pregnancy (e.g., de-
pression, hyperlipidemia) versus the risks and benefits
of taking a given drug during pregnancy.

When pharmacokinetic data support dose adjust-
ment during pregnancy and/or postpartum, a sum-
mary of this information is provided. When applicable,
cross-referencing to other labeling sections (e.g., Clin-
ical Pharmacology, Dosage and Administration) for
additional information is included.

Drug-associated adverse reactions that are unique
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to pregnancy or that occur with increased frequency
or severity in pregnant women are described. When
available, information on any clinical interventions to
monitor or reduce maternal drug-associated adverse
reactions is provided.

The fetal/neonatal adverse reactions described in
this subsection are those based on the drug’s pharma-
cologic activity. The potential severity and reversibility
of the adverse reaction, as well as interventions for
monitoring and mitigation of the adverse reaction,
are included.

Reprotox®A, a website maintained by the
Reproductive Technology Center, has a membership
fee. The website provides summaries on the effects of
medications, chemicals, biologics, and physical
agents on pregnancy, reproduction, lactation, and
development.

LactMedB, a free database managed by the U.S.
National Library of Medicine’s TOXNET system,
provides information on drugs and other chemicals,
including levels in breast milk and infant blood and
possible adverse effects in the nursing infant.
Therapeutic alternatives are suggested when
appropriate. A free mobile app is available.

MothertoBabyC, a website provided by the
Organization of Teratology Information Services,
offers factsheets for patients on specific medications,
with information on use in pregnancy and lactation.

Hale T, Rowe H. Medications in Mother’s Milk.
Plano, TX: Hale Publishing; 2015. This book
provides information on overthe-counter and
prescription medications, vaccines, and drugs used for
testing. Risks are organized around the ability of the
drug to be transferred into human milk and the effect
it may have on the infant. A risk score is assigned,
with summarized advice on the safety of the drug for
the lactating woman.

Briggs G, Freeman R. Drugs in Pregnancy and
Lactation: A Reference Guide to Fetal and
Neonatal Risks, 10th ed. Philadelphia, PA:
Lippincott Williams & Wilkins; 2014. This book is an
A-Z listing of drugs by generic name. Each mono-
graph is a careful and exhaustive summary of the
literature as it relates to drugs and their known or
possible effects to the fetus in pregnancy and fo the
baby through lactation.
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If a drug is expected to affect labor or delivery, the
labeling must provide available information about the
drug’s effects on the mother, the fetus/neonate, and
the duration of labor and delivery. An example is the
use of an opioid during labor that may cause respira-
tory depression in the neonate. The labeling informa-
tion includes the effect of dose, timing, and duration
of exposure on the risk to the neonate and the use of
naloxone to mitigate the reaction.

Data

Data that provide the scientific basis for the informa-
tion in the risk summary and clinical consideration
subheadings are included. Human and animal data
are presented separately. Data regarding adverse de-
velopmental outcomes, adverse reactions, and other
adverse events related to the drug must be included.

Lactation subsection

This subsection must include a risk summary, applica-
ble clinical considerations, and any available human
and animal data. The term lactation refers to the bio-
logic state during which the body produces and ex-
cretes milk. The term breastfeeding is used to refer to
all human milk, whether received directly from the
breast or as expressed milk.

Risk summary

This subheading is always required. If a drug is con-
traindicated during breastfeeding (e.g., radioiso-
topes), this fact must be stated first. Drugs not ab-
sorbed systemically by the mother following a
particular route of administration must include a
statement that maternal use is not expected to result
in the child’s exposure to the drug during breastfeed-
ing. Drugs with more than one route of administration
must include information related to each route.

For drugs absorbed systemically, available informa-
tion on whether the drug and/or its active metabo-
lites are present in human milk, effects of the drug on
the breastfed child, and effects of the drug on milk
production and/or excretion must be included. If a
drug and/or its active metabolites are present in hu-
man milk, detailed information on actual or estimated
infant daily dose based on exclusive breastfeeding
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https://reprotox.org
https://reprotox.org
https://toxnet.nlm.nih.gov/newtoxnet/lactmed.htm
http://mothertobaby.org/fact-sheets-parent/
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must be provided. The risk summary must acknowl-
edge when data are lacking.

Clinical considerations

A description of ways to minimize exposure of the
breastfed child to systemically absorbed drugs that
are used intermittently, in a single dose, or short term
must be included. This description may include infor-
mation on timing of administration of the drug rela-
tive to feeding, pumping sessions, or expressing for
discarding. Specified time periods are based on the
half-life of the drug and/or its active metabolite(s). In-
formation on monitoring for adverse reactions must
be included if available.

Data

As with the pregnancy subheading, data on which the
risk summary and clinical considerations are based for
lactation and breastfeeding are provided.

Females and males of reproductive potential
subsection

This subsection is included if there are human or ani-
mal study data of potential drug-associated effects on
fertility and/or pre-implantation loss. Recommenda-
tions for pregnancy testing and/or contraception may
be based on concerns for adverse developmental out-
comes if the drug is taken during pregnancy.

Healthcare providers can use the information pro-
vided in the new labeling to be better informed
and enhance discussions about the benefits and
risks of specific drugs with women who are preg-
nant or lactating or with patients of reproductive
potential. The information contained in the PLLR
may or may not be the same as that included in pa-
tient drug information.

Providers can utilize websites, mobile apps, and ref-
erence texts to focus counseling or answer patients’
questions (Table). These resources may be especially
useful until the PLLR changes are fully implemented, as
well as for supplemental information. As always, HCPs
can consult with pharmacists regarding the pharmaco-
kinetics and pharmacodynamics of a drug. [
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