STETR,
oF OB o)
s “yg.

@

Lo

F ASAM Aiicon veciont

o,
%
N

The American College of 3
Obstetricians and Gynecologists Jl,;

WOMEN'S HEALTH CARE PHYSICIANS
& Asah

o
Stsioionan®

| A AMERICy,
3
3 N
Vs, 02w WO

E ¢
HEN L1y crge P

ACOG COMVMIMITTEE OPINION

Number 711 e August 2017 (Replaces Committee Opinion Number 524, May 2012)

Committee on Obstetric Practice

American Society of Addiction Medicine

The Society of Maternal-Fetal Medicine endorses this document. This Committee Opinion was developed by the American College of Obstetricians and
Gynecologists’ Committee on Obstetric Practice in collaboration with committee members Maria A. Mascola, MD, MPH; Ann E. Borders, MD, MSc,
MPH; and the American Society of Addiction Medicine member Mishka Terplan, MD, MPH.

Opioid Use and Opioid Use Disorder in Pregnancy

ABSTRACT: Opioid use in pregnancy has escalated dramatically in recent years, paralleling the epidemic
observed in the general population. To combat the opioid epidemic, all health care providers need to take an active
role. Pregnancy provides an important opportunity to identify and treat women with substance use disorders.
Substance use disorders affect women across all racial and ethnic groups and all socioeconomic groups, and affect
women in rural, urban, and suburban populations. Therefore, it is essential that screening be universal. Screening
for substance use should be a part of comprehensive obstetric care and should be done at the first prenatal visit
in partnership with the pregnant woman. Patients who use opioids during pregnancy represent a diverse group,
and it is important to recognize and differentiate between opioid use in the context of medical care, opioid misuse,
and untreated opioid use disorder. Multidisciplinary long-term follow-up should include medical, developmental,
and social support. Infants born to women who used opioids during pregnancy should be monitored for neonatal
abstinence syndrome by a pediatric care provider. Early universal screening, brief intervention (such as engaging
a patient in a short conversation, providing feedback and advice), and referral for treatment of pregnant women
with opioid use and opioid use disorder improve maternal and infant outcomes. In general, a coordinated multidis-
ciplinary approach without criminal sanctions has the best chance of helping infants and families.

Recommendations and Conclusions poor adherence to prenatal care or prior adverse
pregnancy outcome, can lead to missed cases, and
may add to stereotyping and stigma. Therefore, it is

essential that screening be universal.

The American College of Obstetricians and Gynecologists
(ACOG) makes the following recommendations and

conclusions: ) i ) )
 Routine screening should rely on validated screening

tools, such as questionnaires, including 4Ps, NIDA
Quick Screen, and CRAFFT (for women 26 years or
younger).

« For chronic pain, practice goals include strategies to

« Early universal screening, brief intervention (such as
engaging the patient in a short conversation, provid-
ing feedback and advice), and referral for treatment
of pregnant women with opioid use and opioid use

disorder improve maternal and infant outcomes.

o Screening for substance use should be part of com-
prehensive obstetric care and should be done at the
first prenatal visit in partnership with the pregnant
woman. Screening based only on factors, such as

avoid or minimize the use of opioids for pain man-
agement, highlighting alternative pain therapies such
as nonpharmacologic (eg, exercise, physical therapy,
behavioral approaches), and nonopioid pharmaco-
logic treatments.



o For pregnant women with an opioid use disor-
der, opioid agonist pharmacotherapy is the recom-
mended therapy and is preferable to medically
supervised withdrawal because withdrawal is associ-
ated with high relapse rates, which lead to worse out-
comes. More research is needed to assess the safety
(particularly regarding maternal relapse), efficacy,
and long-term outcomes of medically supervised
withdrawal.

o Infants born to women who used opioids during
pregnancy should be monitored by a pediatric care
provider for neonatal abstinence syndrome, a drug
withdrawal syndrome that opioid-exposed neonates
may experience shortly after birth.

« Given the unique needs of pregnant women with an
opioid use disorder, health care providers will need
to consider modifying some elements of prenatal
care (such as expanded sexually transmitted infec-
tion [STI] testing, additional ultrasound examina-
tions to assess fetal weight if there is concern for
fetal growth abnormalities, and consultations with
various types of health care providers) in order to
meet the clinical needs of the patient’s particular
situation.

o Before prescribing opioids for their patients,
obstetrician-gynecologists and other health care
providers should ensure that opioids are appro-
priately indicated; discuss the risks and benefits of
opioid use and review treatment goals; and take a
thorough history of substance use and review the
Prescription Drug Monitoring Program to deter-
mine whether patients have received prior opioid
prescriptions.

« Breastfeeding should be encouraged in women who
are stable on their opioid agonists, who are not
using illicit drugs, and who have no other contrain-
dications, such as human immunodeficiency virus
(HIV) infection. Women should be counseled about
the need to suspend breastfeeding in the event of a
relapse.

o Access to adequate postpartum psychosocial support
services, including substance use disorder treatment
and relapse prevention programs, should be made
available.

«+ Contraceptive counseling and access to contracep-
tive services should be a routine part of substance use
disorder treatment among women of reproductive
age to minimize the risk of unplanned pregnancy.

Background

Opioid use in pregnancy has escalated dramatically in
recent years, paralleling the epidemic observed in the
general population. In 2012, U.S. health care providers
wrote more than 259 million prescriptions for opioids,
twice as many as in 1998 (1). Rates of admission to

substance use disorder treatment programs for misuse
of prescription opioids more than quadrupled between
2002 and 2012 (2, 3), and rates of death associated with
opioid analgesics rose nearly 400% between 2000 and
2014 (4). Along with the increase in misuse of prescrip-
tion opioids, there has been a sharp rise in rates of heroin
use. Overdose deaths that involve heroin increased more
than 300% in less than 5 years, from just above 3,000 in
2010 to more than 10,500 in 2014 (5).

In 2007, 22.8% of women who were enrolled in
Medicaid programs in 46 states filled an opioid prescrip-
tion during pregnancy (6). In a study looking at hospital
discharge diagnostic codes, antepartum maternal opioid
use increased nearly fivefold from 2000 to 2009 (7). The
rising prevalence of opioid use in pregnancy has led to
a sharp increase in neonatal abstinence syndrome from
1.5 cases per 1,000 hospital births in 1999 to 6.0 per
1,000 hospital births in 2013, with an associated $1.5 bil-
lion in related annual hospital charges. States with the
highest rates of opioid prescribing also have the highest
rates of neonatal abstinence syndrome (8). In addition,
maternal mortality reviews in several states have identi-
fied substance use as a major risk factor for pregnancy-
associated deaths (9, 10).

Defining Opioid Use Disorder

Opioid use disorder is a pattern of opioid use character-
ized by tolerance, craving, inability to control use, and
continued use despite adverse consequences. Opioid use
disorder is a chronic, treatable disease that can be man-
aged successfully by combining medications with behav-
ioral therapy and recovery support (5), which enables
those with opioid use disorder to regain control of their
health and their lives. Short-term treatment programs
aimed at abstinence are associated with high relapse
rates (11) and generally do not facilitate patients’ stable
long-term recovery (5). This underscores the importance
of availability and access to ongoing care in opioid treat-
ment programs.

A diagnosis is based on specific criteria such as
unsuccessful efforts to cut down or control use, as well
as use resulting in social problems and a failure to fulfill
obligations at work, school, or home (12). The Diagnostic
and Statistical Manual of Mental Disorders, Fifth Edition
(DSM-5), replaced the terms opioid abuse and opioid
dependence with the term opioid use disorder. The
DSM-5 outlines 11 main symptoms of opioid use dis-
order and defines the severity of the disorder based on
the number of recurring symptoms experienced within
a 12-month period. Severity is classified as mild (two
to three symptoms), moderate (four to five symptoms),
and severe (six or more symptoms) (13). The abuse and
dependence terminology do not correlate precisely to
the new categories of mild, moderate, and severe opioid
use disorder. Although this diagnostic terminology has
changed, much of the prior research, recommendations,
and regulatory requirements in this field rely on the
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previous terminology, such as abuse and dependence;
therefore, those terms are still used when referencing
those sources.

Role of the Obstetrician—-Gynecologist and
Other Obstetric Care Providers

Patients who use opioids during pregnancy represent a
diverse group, and it is important to recognize and dif-
ferentiate between opioid use in the context of medical
care (for chronic pain or for addiction), opioid misuse,
and untreated opioid use disorder. To combat the opioid
epidemic, all health care providers need to take an active
role. Appropriate prescribing of opioid medications is
vitally important. Before prescribing opioids for their
patients, obstetrician-gynecologists and other health care
providers should do the following:

o Ensure that opioids are appropriately indicated. For
women, including pregnant women, with an opioid
use disorder, opioid agonist pharmacotherapy is the
recommended therapy. For chronic pain, practice
goals include strategies to avoid or minimize the
use of opioids for pain management, highlighting
alternative pain therapies such as nonpharmacologic
(eg, exercise, physical therapy, behavioral approach-
es) and nonopioid pharmacologic treatments.

o Discuss the risks and benefits of opioid use and
review treatment goals with the patient at the outset.
This discussion should include the risk of becoming
physiologically dependent on opioids and, in the
case of pregnant women, the possibility of an infant
developing neonatal abstinence syndrome (NAS)
(see Neonatal Abstinence Syndrome). However,
health care providers should not hesitate to prescribe
opioids based on a concern for neonatal abstinence
syndrome alone.

o Take a thorough history of substance use and review
the Prescription Drug Monitoring Program, cur-
rently operational in 49 states and the District
of Columbia. The Prescription Drug Monitoring
Program is a valuable resource to determine whether
patients have received prior opioid prescriptions
or other high-risk medications such as benzodi-
azepines, and should be consulted when patients
request opioid pain medication or when opioid
misuse is suspected. This resource (available at www.
pdmpassist.org/content/state-profiles) can guide
safe prescribing and help identify patients who suffer
from opioid misuse or opioid use disorder and who
would benefit from treatment. Several states now
require that health care providers use Prescription
Drug Monitoring Programs before prescribing cer-
tain controlled substances.

o Before initiating opioid therapy for chronic pain for
reproductive-aged women, clinicians should discuss
family planning and how long-term opioid use
might affect care during a future pregnancy.
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o Finally, a cautious approach to prescribing opioids
should be balanced with the need to address pain
in the pregnant woman. Pregnancy should not be a
reason to avoid treating acute pain because of con-
cern for opioid misuse or NAS.

Obstetric care providers need to be knowledgeable about
the medical, social, and legal consequences that can
accompany opioid use by pregnant women. Pregnancy
provides an important opportunity to identify and treat
women with substance use disorders. Identifying patients
with substance use disorders using validated screening
tools, offering brief interventions (such as engaging a
patient in a short conversation, providing feedback and
advice), and referring for specialized care, as needed, are
essential elements of care (14) (Box 1). Additionally, it is
important to advocate for this often-marginalized group
of patients, particularly in terms of working to improve
availability of treatment and to ensure that pregnant
women with opioid use disorder who seek prenatal care
are not criminalized. Finally, obstetric care providers
have an ethical responsibility to their pregnant and par-
enting patients with substance use disorder to discourage
the separation of parents from their children solely based
on substance use disorder, either suspected or confirmed
(15). In states that mandate reporting, policy mak-
ers, legislators, and physicians should work together to

Box 1. SBIRT: Screening, Brief
Intervention, and Referral to Treatment <«

Screening, Brief Intervention, and Referral to Treatment
(SBIRT) is an evidence-based practice used to identify,
reduce, and prevent problematic use and dependence
on alcohol and other substances. The SBIRT model was
impelled by an Institute of Medicine (now known as the
Health and Medicine Division of the National Academies
of Sciences, Engineering, and Medicine) recommenda-
tion that called for community-based screening for health
risk behaviors, including substance use.

Screening—A health care professional assesses a
patient for risky substance use behaviors using standard-
ized screening tools. Screening can occur in any health
care setting.

Brief Intervention—A health care professional engages
a patient showing risky substance use behaviors in a
short conversation, providing feedback and advice.

Referral to Treatment—A health care professional pro-
vides a referral to brief therapy or additional treatment to
patients who screen in need of additional services.

Data from SAMHSA-HRSA Center for Integrated Health
Solutions. SBIRT: Screening, Brief Intervention, and Referral
to Treatment. Available at: http://www.integration.samhsa.gov/
clinical-practice/SBIRT. Retrieved March 20, 2017.
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retract punitive legislation and identify and implement
evidence-based strategies outside the legal system to
address the needs of women with addictions (16).

Physiology and Pharmacology of
Opioid Use

Opioids diminish the intensity of pain signals and are
generally prescribed for the treatment of pain, although
cough and diarrhea are other indications for their use.
Opioids have the additional effect of causing a sense of
euphoria, which can lead to their misuse (17). Opioid use
disorder may develop with repetitive use of any opioid,
particularly in individuals with an underlying genetic
vulnerability. Heroin is a rapidly acting opioid that may
be injected, smoked, or nasally inhaled (18). Heroin has
a short half-life, and to avoid opioid withdrawal symp-
toms, a physically dependent heroin user will need to take
multiple doses daily. Prescribed opioids such as codeine,
fentanyl, morphine, methadone, oxycodone, meperi-
dine, hydromorphone, hydrocodone, propoxyphene, and
buprenorphine all have the potential for misuse. These
products may be swallowed, injected, nasally inhaled,
smoked, chewed, or used as suppositories (19). The onset
and intensity of effect will vary based on how the drug
was taken and the formulation; however, all have the
potential for causing respiratory depression, overdose,
and death. The risk of respiratory depression, overdose,
and death is greater for full opioid agonists (such as fen-
tanyl) than for partial agonists (such as buprenorphine).
Injection of opioids also carries the risk of cellulitis and
abscess formation at the injection site, sepsis, endocar-
ditis, osteomyelitis, hepatitis B, hepatitis C, and HIV
infection. Sharing of snorting implements also has been
identified as a risk factor for hepatitis C and other virus
transmission in a group of pregnant women with hepa-
titis C (20).

Regular, long-term use of any opioid leads to pre-
dictable physiological dependence, which results in
symptoms of withdrawal upon discontinuation of the
drug. Typical symptoms of opioid withdrawal include
generalized pain, muscle pain, nausea, diarrhea, sweating,
rhinorrhea, tearing, dilated pupils, tremor, gooseflesh,
restlessness, and anxiety. With short-acting opioids, such
as heroin, withdrawal symptoms may develop within
4-6 hours of use, peak at 1-3 days, and gradually sub-
side over a period of 5-7 days. For long-acting opioids,
such as methadone, withdrawal symptoms usually begin
within 24-36 hours of use and may last for several
weeks. Unlike alcohol withdrawal, opioid withdrawal is
rarely associated with severe morbidity and can be read-
ily treated.

Effects of Opioid Use on Pregnancy
and Pregnancy Outcome

The safety of opioids during early pregnancy has been
evaluated in a number of observational studies. Earlier

reports have not shown an increase in risks of birth
defects after prenatal exposure to oxycodone, propoxy-
phene, or meperidine (21, 22). An association between
first-trimester use of codeine and congenital abnormali-
ties has been found in some studies (23-25) but not in
others (26, 27). The authors of one retrospective study
observed an increased risk of several birth defects with
the use of prescribed opioids by women in the month
before pregnancy or during the first trimester (25).
Another recent observational study found a possible
association between use of opioids in the first trimester
and neural tube defects, although not with codeine use
specifically (28). However, methodological problems
with these studies exist, with potential for recall bias
and confounding. The observed birth defects remain
rare and represent a minute increase in absolute risk.
A recent meta-analysis that compared methadone and
buprenorphine found no difference between the groups
with respect to congenital malformations. In addition,
the incidence of anomalies reported were similar to
what would be expected in the general population (29).
Opverall, concern about a potential small increased risk of
birth defects associated with opioid agonist pharmaco-
therapy during pregnancy should be weighed against the
clear risks associated with the ongoing misuse of opioids
by a pregnant woman.

During pregnancy, chronic untreated addiction to
heroin is associated with lack of prenatal care, increased
risk of fetal growth restriction, abruptio placentae, fetal
death, preterm labor, and intrauterine passage of meco-
nium (30). Additionally, untreated addiction is associated
with engagement in high-risk activities, such as prostitu-
tion, trading sex for drugs, and criminal activities. Such
behaviors expose women to STIs, violence, and legal
consequences, including loss of child custody, criminal
proceedings, or incarceration.

Pregnant women with opioid use disorder often
suffer from co-occurring mental health conditions, par-
ticularly depression, history of trauma, posttraumatic
stress disorder, and anxiety. More than 30% of pregnant
women enrolled in a substance use treatment program
screened positive for moderate to severe depression,
and more than 40% reported symptoms of postpartum
depression (31). In addition, they are at increased risk of
use of other substances, including tobacco, marijuana,
and cocaine (32). These women also often suffer from
poor nutrition, and many have disrupted support sys-
tems leading to social service needs. Identifying these
problems during pregnancy with referral for specialized
multidisciplinary care is important to achieve optimal
care for these women.

Screening for Opioid Use and Opioid
Use Disorder in Pregnancy

Screening for substance use should be a part of com-
prehensive obstetric care and should be done at the first
prenatal visit in partnership with the pregnant woman.
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Substance use disorders affect women across all racial
and ethnic groups and all socioeconomic groups, and
affect women in rural, urban, and suburban populations.
Screening based only on factors such as poor adherence
to prenatal care or prior adverse pregnancy outcome can
lead to missed cases, and may add to stereotyping and
stigma (33). Therefore, it is essential that screening be
universal. Before pregnancy and in early pregnancy, all
women should be routinely asked about their use of alco-
hol and drugs, including prescription opioids and other
medications used for nonmedical reasons. To begin the
conversation, the patient should be informed that these
questions are asked of all pregnant women to ensure they
receive the care they require. Maintaining a caring and
nonjudgmental approach, as well as screening when the
patient is alone, are important and will yield the most
inclusive disclosure. Obstetric care providers should
protect patient autonomy, confidentiality, and the integ-
rity of the patient-physician relationship to the extent
allowable by laws regarding disclosure of substance use
disorder (available at www.guttmacher.org/state-policy/
explore/substance-abuse-during-pregnancy). Physicians
should be aware that reporting mandates vary widely and
should be familiar with the legal requirements within
their state or community (15). Routine screening should
rely on validated screening tools, such as questionnaires
including 4Ps, NIDA Quick Screen, and CRAFFT (for
women 26 years or younger) (Box 2) (34-36). These tools
have been well studied and demonstrate high sensitivity
for detecting substance use and misuse. They can be used
in direct interview format by physicians as well as non-
physicians and can be streamlined into clinical practice
by using computer-based approaches (33).

Urine drug testing has also been used to detect or
confirm suspected substance use, but should be per-
formed only with the patient’s consent and in compliance
with state laws. Pregnant women should be informed
of the potential ramifications of a positive test result,
including any mandatory reporting requirements (15,
16). Routine urine drug screening is controversial for
several reasons. A positive drug test result is not in itself
diagnostic of opioid use disorder or its severity. Urine
drug testing only assesses for current or recent substance
use; therefore, a negative test does not rule out sporadic
substance use. Also, urine toxicology testing may not
detect many substances, including synthetic opioids,
some benzodiazepines, and designer drugs. False-positive
test results can occur with immune-assay testing and
legal consequences can be devastating to the patient and
her family. Health care providers should be aware of their
laboratory’s test characteristics and request that con-
firmatory testing with mass spectrometry and liquid or
gas chromatography be performed as appropriate. Some
centers have implemented universal urine toxicology
screening for pregnant patients, with one study finding
improved rates of detection of maternal substance use
compared with standard methods (37). However, this
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Box 2. Clinical Screening Tools for
Prenatal Substance Use and Abuse <

4 Ps*

Parents: Did any of your parents have a problem with
alcohol or other drug use?

Partner: Does your partner have a problem with alcohol
or drug use?

Past: In the past, have you had difficulties in your life
because of alcohol or other drugs, including prescription
medications?

Present: In the past month have you drunk any alcohol or
used other drugs?

Scoring: Any “yes” should trigger further questions.

NIDA Quick Screen'
Screen Your Patients
Step 1. Ask patient about past year drug use—the
NIDA Quick Screen
Step 2. Begin the NIDA-Modified ASSIST
Step 3. Determine risk level
Conduct a Brief Intervention
Step 4. Advise, Assess, Assist and Arrange

CRAFFT—Substance Abuse Screen for Adolescents and
Young Adults*

C Have you ever ridden in a CAR driven by someone
(including yourself) who was high or had been using
alcohol or drugs?

R Do you ever use alcohol or drugs to RELAX, feel better
about yourself, or fit in?

A Do you ever use alcohol or drugs while you are by
yourself or ALONE?

F Do you ever FORGET things you did while using alcohol
or drugs?

F Do your FAMILY or friends ever tell you that you should
cut down on your drinking or drug use?

T Have you ever gotten in TROUBLE while you were using
alcohol or drugs?

Scoring: Two or more positive items indicate the need for
further assessment.

*Ewing H. A practical guide to intervention in health and social
services with pregnant and postpartum addicts and alcohol-
ics: theoretical framework, brief screening tool, key interview
questions, and strategies for referral to recovery resources.
Martinez (CA): The Born Free Project, Contra Costa County
Department of Health Services; 1990.

"National Institute on Drug Abuse. Resource guide: screening
for drug use in general medical settings. Available at: https://
www.drugabuse.gov/publications/resource-guide-screening-
drug-use-in-general-medical-settings/nida-quick-screen.
Retrieved March 8, 2017.

*Center for Adolescent Substance Abuse Research, Children’s
Hospital Boston. The CRAFFT screening interview. Boston (MA):
CeSAR; 2009. Available at: http://www.ceasar.org/CRAFFT/pdf/
CRAFFT_English.pdf. Retrieved April 28, 2017.

John R. Knight, MD, Boston Children’s Hospital, 2016. All rights
reserved. Reproduced with permission. For more information,
contact ceasar@childrens.harvard.edu.
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study did not use validated verbal screening tools in the
comparison group, which limits the usefulness of these
results. Additional research is needed to better under-
stand the effects of universal urine screening on maternal
and neonatal outcomes. For these reasons, validated
verbal screening tools such as those discussed previously
are the preferred method for initial screening. History-
taking and verbal screening tools provide the opportunity
for the prenatal care provider to offer a brief intervention
(such as engaging a patient in a short conversation, pro-
viding feedback and advice), to educate patients and use
principles of motivational interviewing to bring about
a desire to change high risk behaviors, when appropri-
ate (33). More severe substance use disorders warrant a
referral to specialized treatment.

Obstetric care providers should be knowledge-
able about local resources for substance use treatment.
Enlisting the help of social service agencies to facilitate
patient referral and communicating with substance use
treatment health care providers optimize patient care.

Treatment

Opioid Agonist Pharmacotherapy

Since the 1970s, opioid agonist pharmacotherapy (also
referred to as medication-assisted treatment), with meth-
adone in combination with counseling and behavioral
therapy, has been the standard treatment of heroin
addiction during pregnancy (30). In later years, pharma-
cotherapy with either methadone or buprenorphine has
been used for treatment of opioid use disorder (30, 38) in
pregnant women.

The rationale for opioid agonist pharmacotherapy
during pregnancy is multifold. Opioid agonist pharma-
cotherapy prevents opioid withdrawal symptoms and
is shown to prevent complications of nonmedical opi-
oid use by reducing relapse risk and its associated
consequences. It also improves adherence to prenatal
care and addiction treatment programs. Opioid agonist
pharmacotherapy in combination with prenatal care has
been demonstrated to reduce the risk of obstetric com-
plications (30, 39). Neonatal abstinence syndrome is an
expected and treatable condition that can follow prenatal
exposure to opioid agonists and requires collaboration
with the pediatric care team for care of the infant.

Health care providers of addiction treatment
should be familiar with the federal regulations regard-
ing Confidentiality of Alcohol and Drug Abuse Patient
Records. These regulations require specific elements
(42 CFR Part 2) for written consent to disclose patient
information (40). A list of local treatment programs for
opioid use disorder can be found at the Substance Abuse
and Mental Health Services Administration’s website
(http://dpt2.samhsa.gov/treatment/directory.aspx) (41).

Methadone

Methadone is dispensed on a daily basis by a registered
opioid treatment program and should be part of compre-

hensive treatment, including addiction counseling, fam-
ily therapy, nutritional education, and other medical and
psychosocial services as indicated for pregnant women
with opioid use disorder. Maternal methadone dosages
are managed by addiction treatment specialists within
registered opioid treatment programs, and communica-
tion between the obstetric team and the opioid treatment
program facilitates good care. The methadone dosage
may need to be adjusted throughout the pregnancy to
avoid withdrawal symptoms, which include drug crav-
ings, abdominal cramps, nausea, insomnia, irritability,
and anxiety. Methadone has significant pharmacokinetic
interactions with many other medications, such as anti-
retroviral agents, and can prolong the QTc interval in a
dose-related fashion, which should be considered before
new medications are introduced.

If a woman has been treated with a stable methadone
dose before pregnancy, pharmacokinetic and physi-
ologic changes that occur during pregnancy may require
dose adjustments, especially in the third trimester (42).
Because of metabolic changes in pregnancy, a single daily
dosage may not control withdrawal symptoms over a
24-hour period. Rapid metabolism often develops during
pregnancy, especially in the third trimester and in these
cases, split dosages may be optimal (43). Not all women
require dose increases during pregnancy, and dosage
adjustments should be made on a clinical basis.

If a woman begins treatment with methadone while
pregnant, her dosage should be titrated until she is
asymptomatic in accordance with safe induction proto-
cols. An inadequate maternal methadone dosage may
result in mild to moderate opioid withdrawal signs and
symptoms that may cause fetal stress and maternal drug
cravings (43), which increase the likelihood of relapse
and treatment discontinuation.

Several studies have examined the extent to which
the maternal methadone dosage is related to the sever-
ity of neonatal abstinence syndrome. A systematic lit-
erature review and meta-analysis concluded that the
incidence and duration of neonatal abstinence syndrome
do not differ based on the maternal dosage of metha-
done treatment (44); therefore, attempts to minimize the
methadone dose are not indicated as low doses are not
consistently associated with milder or shorter NAS symp-
toms. Interestingly, some studies find lower rates of NAS
when split dosing regimens of methadone are used (43).

In most situations, pregnant women initiate metha-
done induction in a licensed outpatient opioid treatment
program. Some obstetric services initiate opioid agonist
therapy with methadone or buprenorphine in an inpa-
tient setting. Although this may allow closer monitoring
of medication response, it is not always necessary or avail-
able. In cases when a pregnant woman initiates metha-
done treatment as an inpatient, an arrangement should
be made before discharge for next-day admission to an
opioid treatment program so that there are no missed
days. Patients started on buprenorphine as an inpatient
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may receive a prescription until their appointment with
a licensed buprenorphine prescriber. Identification of the
ongoing buprenorphine provider and scheduling of an
appointment should be done before discharge.

With the exception of buprenorphine, it is cur-
rently illegal for a physician to write a prescription for
any other opioids, including methadone, for the treat-
ment of opioid use disorder outside of a licensed opioid
treatment program (where medications are dispensed)
(45). Buprenorphine is the only opioid agonist currently
approved for the treatment of opioid use disorder by pre-
scription in an office-based setting (46). However, meth-
adone and buprenorphine may be dispensed in a hospital
setting by physicians without waivers. Prescribers should
be familiar with federal regulations (available at www.
gpo.gov/fdsys/pkg/CFR-2016-title21-vol9/xml/CFR-
2016-title21-vol9-sec1306-07.xml) and state regulations
regarding prescribing of medications for the treatment of
opioid use disorder.

Buprenorphine

Recent evidence supports the use of buprenorphine
for opioid use disorder treatment during pregnancy.
Buprenorphine acts on the same mu-opioid receptors
as heroin and morphine (47), but functions as a partial
rather than full agonist, making overdose less likely (48).
Other advantages of buprenorphine over methadone
include fewer drug interactions, the ability to be treated
on an outpatient basis without the need for daily visits
to an opioid treatment program, and evidence of less
need for dosage adjustments throughout pregnancy.
In addition, several trials demonstrate evidence of less-
severe neonatal abstinence syndrome (49). The disadvan-
tages, compared with methadone, include rare reports of
hepatic dysfunction, the lack of long-term data on infant
and child effects, potentially more risks associated with
induction because of the risk of precipitated withdrawal,
and an increased risk of diversion (ie, sharing or sale) of
prescribed buprenorphine (50).

Buprenorphine is available as a monoproduct or
in a combined formulation with naloxone, an opioid
antagonist, used to reduce diversion because buprenor-
phine combined with naloxone causes severe withdrawal
symptoms when injected. However, naloxone is not
orally active, so withdrawal symptoms do not occur when
used sublingually as directed (47). The buprenorphine
monoproduct has been recommended during pregnancy
to avoid any potential prenatal exposure to naloxone,
especially if injected (50). However, recent studies that
evaluated the use of the combination product buprenor-
phine with naloxone found no adverse effects, and out-
comes were similar when compared with buprenorphine
alone (51, 52). The use of the combination product dur-
ing pregnancy will likely expand as more safety data are
accumulated.

The buprenorphine monoproduct has a higher
potential for misuse, such as intravenous injection and
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diversion, and a higher street value when compared with
the combination product. Thus, all patients should be
monitored for the risk of diversion of their medication,
especially if the monoproduct is prescribed. Unlike meth-
adone, which may be administered only through tightly
controlled programs, buprenorphine may be prescribed
for the treatment of opioid use disorder by trained
and U.S. Drug Enforcement Administration-approved
health care providers in a medical office setting, which
potentially increases the availability of treatment and
decreases the stigma (47). The Substance Abuse and
Mental Health Services Administration publishes a
directory of health care providers registered to prescribe
buprenorphine (www.samhsa.gov/medication-assisted-
treatment/physician-program-data/treatment-physician-
locator). There are currently more than 37,000 health
care providers from a variety of specialties who are
trained and able to prescribe buprenorphine in the
United States (53).

Patients considered for treatment with buprenor-
phine instead of methadone need to be able to self-
administer the drug safely and maintain adherence to
their treatment regimen. Compared with opioid treat-
ment programs, the less stringent structure of office-
based treatment with buprenorphine may make it
inappropriate for some patients who require more inten-
sive structure and supervision (54).

If the pregnant woman is already receiving therapy
with methadone, she should not transition to buprenor-
phine because of the significant risk of precipitated with-
drawal. There is not a similar risk of withdrawal when
transitioning from buprenorphine to methadone. The
potential risk of unrecognized, adverse long-term out-
comes with buprenorphine use, which is inherent with
use of any relatively new medications during pregnancy,
should always be taken into consideration. The U.S.
Food and Drug Administration has recently approved a
long-acting buprenorphine implant that provides low-to-
moderate doses of buprenorphine for up to 6 months for
treatment of opioid use disorder in patients stable on the
sublingual form. To date, there are no data on the use of
the implant in pregnant women.

Medically Supervised Withdrawal

For pregnant women with an opioid use disorder, opioid
agonist pharmacotherapy is the recommended therapy
and is preferable to medically supervised withdrawal
because withdrawal is associated with high relapse rates
(55-57), ranging from 59% to more than 90% (58), and
poorer outcomes. Relapse poses grave risks, including
communicable disease transmission, accidental overdose
because of loss of tolerance, obstetric complications,
and lack of prenatal care. If a woman does not accept
treatment with an opioid agonist, or treatment is
unavailable, medically supervised withdrawal can be
considered under the care of a physician experienced



in perinatal addiction treatment and with informed
consent; however, to be successful, it often requires
prolonged inpatient care and intensive outpatient behav-
ioral health follow up. In some areas, access to opioid
agonist pharmacotherapy is limited, and efforts should
be made to improve availability of local resources. Early
case reports raised concern that withdrawal from opioids
during pregnancy could lead to fetal stress and fetal death
(59, 60). More recent studies find no clear evidence of an
association between a medically supervised withdrawal
and fetal death or preterm delivery, but long-term follow
up data of these women are lacking (61-63), particu-
larly in terms of relapse rates. More research is needed
to assess safety (particularly regarding maternal relapse),
efficacy, and long-term outcomes of medically supervised
withdrawal.

Naltrexone

Naltrexone is a nonselective opioid receptor antagonist
that in therapeutic doses blocks the euphoric effects of
opioids and has been used to help nonpregnant patients
with opioid use disorder in their effort to maintain
abstinence. Although the oral form demonstrates poor
adherence, the more recently approved injectable long-
acting form is more effective than placebo in maintaining
abstinence (64). To date, information regarding its use in
pregnancy is limited to small case series and case reports,
with normal birth outcomes reported (58). However, sig-
nificant concerns exist regarding unknown fetal effects,
as well as risk of relapse and treatment dropout with
subsequent return to opioid use and risk of overdose (64).
Research on naltrexone treatment during gestation poses
ethical and logistic challenges but is needed to inform
the use of this treatment in pregnant patients. A recent
survey among pregnant women enrolled in a compre-
hensive substance use treatment program demonstrated
a strong interest in considering antagonist treatment
during pregnancy (65). The decision whether or not to
continue naltrexone treatment for a woman already using
naltrexone before pregnancy should involve a careful dis-
cussion with the patient that compares the limited safety
data versus the potential risk of relapse with treatment
discontinuation.

Naloxone

Naloxone is a short-acting opioid antagonist that can
rapidly reverse the effects of opioids and can be life-
saving in the setting of opioid overdose. Although induced
withdrawal may possibly contribute to fetal stress, nalox-
one should be used in pregnant women in the case of
maternal overdose in order to save the woman’s life.
Naloxone can be administered intravenously or
subcutaneously by health care or emergency medical
professionals. Additionally, an autoinjectable form and
prepackaged nasal spray can be administered by family
members or other bystanders when overdose is suspected
(66). Patients at risk of overdose, such as those with

long-term use or high doses of opioids, may benefit from
having a naloxone kit available at all times. Many states
authorize prescribing naloxone to a third party, such as
a family member or caregiver, who may be able to assist
in an overdose (www.drugabuse.gov/related-topics/nalox
one; www.prescribetoprevent.org).

Antepartum, Intrapartum, and
Postpartum Care

Antepartum Care

Elements of prenatal care for women with opioid use or
use disorder will depend on each patient’s situation and
comorbid conditions. Several issues to consider include
the following:

o Testing for STIs and other infectious agents such
as HIV, hepatitis B and C, chlamydial infection,
gonorrhea, syphilis, and tuberculosis should be con-
sidered. Repeat testing in the third trimester may be
indicated if the woman is considered at increased
risk. Hepatitis B vaccination is recommended for
pregnant women who are HBsAg negative but at
high risk of hepatitis B infection.

o Screening for depression and other behavioral health
conditions should be conducted.

o In addition to an ultrasound examination for fetal
assessment in mid-second trimester, consideration
should be given to first-trimester ultrasonography
for best determination of the estimated due date
and an interval ultrasonographic assessment of fetal
weight later in pregnancy if there is concern for fetal
growth abnormalities.

o Consultations with anesthesia, addiction medicine
specialists, pain management specialists, pediatrics,
maternal-fetal medicine, behavioral health, nutri-
tion, and social services should be conducted as
needed.

o Because breastfeeding should be encouraged in
women who are stable on their opioid agonists,
who are not using illicit drugs, and who have
no other contraindications (see Postpartum Care),
obstetrician-gynecologists and other obstetric care
providers should provide anticipatory breastfeeding
guidance during the antepartum period (67).

o Close communication between the obstetric care
provider and pediatric team before delivery is nec-
essary for optimal management of the neonate.
Neonatal consultation, if available, can be consid-
ered prenatally to discuss postdelivery care of the
infant.

o Use of other substances, particularly tobacco use,
is common in women with opioid use disorder.
Screening for and discussion about this and other
substances is important, and cessation services
should be offered.
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Intrapartum Care

Women taking methadone or buprenorphine who are
in labor should have their maintenance opioid agonist
dose continued and should receive additional pain relief
(68, 69). Epidural or spinal anesthesia should be offered,
when appropriate, for management of pain in labor or
for delivery. Opioid agonist-antagonist drugs such as
butorphanol, nalbuphine, and pentazocine should be
avoided because they can precipitate acute withdrawal in
patients taking an opioid agonist. Some patients who are
physiologically dependent on opioids may not disclose
their substance use and health care providers may, there-
fore, not be aware of their opioid use. Because of this,
some units have opted to remove these medications from
their formularies because of inadvertent precipitation of
withdrawal. Buprenorphine should not be administered
to a patient who takes methadone. Pediatric staff should
be notified of all infants exposed to opioids to ensure
appropriate screening for neonatal abstinence syndrome.

In general, patients taking methadone or buprenor-
phine will require higher doses of opioids to achieve
analgesia than other patients because they are tolerant
to their maintenance treatment dose. One study showed
that after cesarean delivery, women who took buprenor-
phine required 47% more opioid analgesic than women
who did not take buprenorphine, but adequate pain relief
was achieved with short-acting opioids and antiinflam-
matory medication (70). Injectable nonsteroidal anti-
inflammatory agents, such as ketorolac, also are highly
effective in postpartum and postcesarean delivery pain
control. Daily doses of methadone or buprenorphine
should be maintained during a woman’s labor and post-
partum hospital stay to prevent withdrawal, and patients
should be advised of this plan in advance in order to
reduce anxiety. Dividing the usual daily treatment dose
of buprenorphine or methadone into three or four doses
every 6-8 hours may provide partial pain relief; how-
ever, additional analgesia will be required (68). The pain
management of intrapartum and postpartum patients
on opioid agonist therapies can be challenging because
of their increased drug tolerance and hypersensitiv-
ity to pain. When resources are available, a consultation
with an anesthesiologist can be beneficial in pregnant
women with substance use disorder or chronic opioid
use to formulate a pain management plan tailored to the
individual patient. A multimodal pain control approach
with neuraxial analgesia and nonsteroidal antiinflam-
matory drugs and acetaminophen typically is needed
to provide effective intrapartum and postpartum pain
relief (69, 71).

Postpartum Care

Breastfeeding is beneficial in women taking methadone
or buprenorphine and has been associated with decreased
severity of neonatal abstinence syndrome symptoms, less
need for pharmacotherapy, and a shorter hospital stay for
the infant (72). In addition, breastfeeding contributes to
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attachment between a woman and her infant, facilitates
skin-to-skin care, and provides immunity to the infant.
Breastfeeding should be encouraged in women who are
stable on their opioid agonist, who are not using illicit
drugs, and who have no other contraindications, such
as HIV infection (73, 74). Women should be counseled
about the need to suspend breastfeeding in the event of
a relapse. The American Academy of Pediatrics recom-
mends breastfeeding for women taking methadone and
buprenorphine regardless of maternal dose, as transfer
of these medications into breast milk is minimal (75). In
nursing women, the ultra-rapid conversion of codeine
to morphine can result in high and unsafe levels of mor-
phine in blood and breast milk. The U.S. Food and Drug
Administration has strengthened the label warning to
state that breastfeeding is not recommended while using
medicines containing codeine or tramadol because of the
potential for serious adverse effects in the infant due to
opioid overdose (76). However, if a codeine-containing
medication is considered the preferred choice, the risk
and benefits of this drug and the reasoning behind the
FDA warning should be discussed with each family.

Although most pregnant women who take metha-
done will experience dosage increases during pregnancy,
and a need for dosage reduction might be expected post-
partum, one study demonstrated little need for imme-
diate postpartum methadone dosage reduction (77).
Significant dose reductions postpartum should not be
done routinely but should be titrated to signs and symp-
toms of sedation, particularly at the peak of the dose
(2-6 hours). Most women taking buprenorphine will
not experience large dosage adjustments during their
pregnancies and most may continue the same dosages
after delivery (77). Other medications that can produce
sedation (eg, benzodiazepines, zolpidem, antihistamines)
should be used with caution, as they may add to the risk
of maternal respiratory depression (78).

Women with substance use disorder should continue
their opioid agonist pharmacotherapy postpartum. The
postpartum period represents a time of increased vulner-
abilities, and women with opioid use disorder relapse far
more often in the postpartum period compared with dur-
ing pregnancy (79). Triggers for relapse may include loss
of insurance and access to treatment, demands of caring
for the new baby, sleep deprivation, and threat of loss
of child custody. Psychiatric disorders such as depres-
sion, anxiety, bipolar disorder, and posttraumatic stress
disorder are prevalent among women with opioid use
disorder. Screening for postpartum depression should
be routine, and assessing for other comorbid mental
health conditions should be considered if there is a prior
history or if concern exists (78, 80). Substance use and
overdose are increasingly found to be major contribut-
ing factors to pregnancy-associated deaths in the United
States (9, 10). Access to adequate postpartum psychoso-
cial support services, including substance use disorder
treatment and relapse prevention programs, should be



made available (81). In addition, postpartum women
with opioid use disorder should receive overdose training
and preferably, coprescribing of naloxone for overdose
prevention (82).

Unintended pregnancy rates among women with
substance use disorders are approximately 80%, con-
siderably higher than in the general population. Use of
reliable contraception is also lower among this group
of women when compared with a nondrug-using com-
parison population (83). Therefore, discussion of a full
range of contraceptive options should begin prenatally
with these patients. In particular, obstetric care providers
should counsel women about the option of immediate
postpartum long-acting reversible contraception, which
has few contraindications and is highly effective and
convenient (84).

Neonatal Abstinence Syndrome

Neonatal abstinence syndrome is a drug withdrawal
syndrome that may result from chronic maternal opioid
use during pregnancy and is an expected and treatable
condition seen in 30-80% of infants born to women tak-
ing opioid agonist therapies (43, 85). Neonatal abstinence
syndrome is characterized by disturbances in gastrointes-
tinal, autonomic, and central nervous systems, leading to
a range of symptoms including irritability, high-pitched
cry, poor sleep, and uncoordinated sucking reflexes that
lead to poor feeding. In infants exposed to methadone,
symptoms of withdrawal may begin anytime in the first
2 weeks of life, but usually appear within 72 hours of birth
and may last several days to weeks (30). Infants exposed
to buprenorphine who develop neonatal abstinence syn-
drome generally develop symptoms within 12-48 hours
of birth that peak at 72-96 hours and resolve by 7 days
(50). Recent evidence indicates that other substances
such as nicotine, selective serotonin reuptake inhibitors,
and benzodiazepines may increase the incidence and
severity of neonatal abstinence syndrome (72). Use of
validated screening assessments such as the Finnegan
Scale to diagnose neonatal abstinence syndrome and
protocols that standardize treatment using methadone or
morphine have been associated with improved outcomes
for these infants (72). Each nursery should develop an
evidence-based written policy to assess and treat an infant
with neonatal abstinence syndrome, and women should
be informed of key components of these policies (eg,
any delayed discharge of the infant or reporting require-
ments). Families should be encouraged to visit and care
for their infants and women should be supported in their
effort to breast feed their infants, if appropriate. Several
perinatal collaborative quality initiatives have developed
valuable resources for health care providers and patients
to optimize the diagnosis and treatment of neonatal
abstinence syndrome and promote collaboration between
obstetric and neonatal care providers (www.opqc.net/
patients-providers/%20NAS; https://public.vtoxford.org/
quality-education/nas-universal-training-program/) (86).

10

Long-Term Infant Outcome

Long-term outcomes of infants with in utero opioid
exposure have been evaluated in several observational
studies. A major challenge in assessing these outcomes
is isolating the effects of opioid agonists from other
confounding factors such as use of other substances
(tobacco, alcohol, nonmedical drugs) and exposure to
environmental and other medical risk factors (eg, low
socioeconomic status, poor prenatal care) (87). For the
most part, studies have not found significant differ-
ences in cognitive development between children up to
5 years of age exposed to methadone in utero and control
groups matched for age, race, and socioeconomic status,
although scores were often lower in both groups com-
pared with population data (88). Preventive interventions
that focus on supporting the woman and other caregivers
in the early and ongoing parenting years, enriching the
early experiences of children and improving the quality
of the home environment are likely to be beneficial (89).

Conclusion

Early universal screening, brief intervention (such as
engaging a patient in a short conversation, providing
feedback and advice), and referral for treatment of preg-
nant women with opioid use and opioid use disorder
improve maternal and infant outcomes. Contraceptive
counseling and access to contraceptive services should
be a routine part of substance use disorder treatment
among women of reproductive age to minimize the risk
of unplanned pregnancy. Pregnancy in women with opi-
oid use disorder should be co-managed by the obstetric
care provider and a health care provider with addic-
tion medicine expertise, and appropriate 42 CFR Part
2-compliant consent for release of information should be
obtained from the patient to allow exchange of informa-
tion between the health care providers. Given the unique
needs of pregnant women with an opioid use disorder,
health care providers will need to consider modifying
some elements of prenatal care (such as expanded STI
testing, additional ultrasound examinations to assess
fetal weight if there is concern for fetal growth abnor-
malities, and consultations with various types of health
care providers) in order to meet the clinical needs of the
patient’s particular situation. Continuity of care, includ-
ing ensuring consistent daily dosing of buprenorphine or
methadone, is critical to success. For women, including
pregnant women, with an opioid use disorder, opioid
agonist pharmacotherapy is the recommended therapy
and is preferable to medically supervised withdrawal
because withdrawal is associated with higher relapse
rates, which lead to worse outcomes. More research
is needed to assess the safety (particularly regarding
maternal relapse), efficacy, and long-term outcomes of
medically supervised withdrawal. Infants born to women
who used opioids during pregnancy should be monitored
by a pediatric care provider for neonatal abstinence syn-
drome. Multidisciplinary long-term follow-up should
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include medical, developmental, and social support.
In general, a coordinated multidisciplinary approach
without criminal sanctions has the best chance of help-
ing infants and families. Obstetric care providers have
an ethical responsibility to their pregnant and parenting
patients with substance use disorder to discourage the
separation of parents from their children solely based on
substance use disorder, either suspected or confirmed.

For More Information

The American College of Obstetricians and Gynecologists
has identified additional resources on topics related to this
document that may be helpful for ob-gyns, other health
care providers, and patients. You may view these resources
at www.acog.org/More-Info/OpioidUseinPregnancy.

These resources are for information only and are not
meant to be comprehensive. Referral to these resources
does not imply the American College of Obstetricians
and Gynecologists’ endorsement of the organization, the
organization’s website, or the content of the resource.
The resources may change without notice.
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