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Abstract

We review clinical care issues that are related to illicit and therapeutic opioid use among pregnant
women and women in the postpartum period and outline the major responsibilities of obstetrics
providers who care for these patients during the antepartum, intrapartum, and postpartum periods.
Selected patient treatment issues are highlighted, and case examples are provided. Securing a
strong rapport and trust with these patients is crucial for success in delivering high-quality
obstetric care and in coordinating services with other specialists as needed. Obstetrics providers
have an ethical obligation to screen, assess, and provide brief interventions and referral to
specialized treatment for patients with drug use disorders. Opioid-dependent pregnant women
often can be treated effectively with methadone or buprenorphine. These medications are classified
as pregnancy category C medications by the Food and Drug Administration, and their use in the
treatment of opioid-dependent pregnant patients should not be considered “off-label.” Except in
rare special circumstances, medication-assisted withdrawal during pregnancy should be
discouraged because of a high relapse rate. Acute pain management in this population deserves
special consideration because patients who use opioids can be hypersensitive to pain and because
the use of mixed opioid-agonist/antagonists can precipitate opioid withdrawal. In the absence of
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other indications, pregnant women who use opioids do not require more intense medical care than
other pregnant patients to ensure adequate treatment and the best possible outcomes. Together with
specialists in pain and addiction medicine, obstetricians can coordinate comprehensive care for
pregnant women who use opioids and women who use opioids in the postpartum period.
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opioid-agonist; opioid use; substance use

Opioid use disorders during pregnancy represent a long-standing health issue in the United
States. Over the last decade, the use and misuse of prescription opioids by pregnant women
has increased dramatically from 1.2 per 1000 hospital live births in 2000 to 5.6 in 2009.
Closely related, neonatal abstinence syndrome (NAS) incidence increased from 1.2 to 3.4
per 1000 hospital live births.2 Ideally, obstetrical care for pregnant women who use opioids
should be provided in the context of comprehensive care programs that include prenatal care,
specialized drug addiction treatment, mental health care, and health education.3 However,
most pregnant women who use opioids in the United States are not enrolled in such
programs.

Pregnancy presents providers the opportunity to screen for and assess substance use, to offer
brief intervention, and to refer women to specialized treatment as indicated (Table 1).
Obstetrics providers have a unique opportunity to incorporate these services into routine
obstetrical care and to coordinate specialized treatment for their patients who use opioids
throughout pregnancy and into the postpartum period. Research on pregnant women with
opioid use disorders has focused largely on supportive care and opioid-agonist
pharmacotherapy.* We review clinical care issues that are related to illicit and therapeutic
opioid use among pregnant women and women in the postpartum period and outline the
major responsibilities of obstetrics providers who care for these patients. This article
represents the formal conclusions from the proceedings of the Expert Meeting on Perinatal
Hlicit Drug Abuse that was convened by the US Centers for Disease Control and Prevention
in Atlanta in September 2012.

Prenatal care

Pregnant women who use opioids should receive all elements of routine prenatal care
(Tables 1 and 2). Because they often are judged by family and friends, feel guilt, and
experience stigma for their substance use during pregnancy, they may expect to be similarly
judged and poorly treated by healthcare providers. Providers who project a caring and
nonjudgmental attitude can build strong rapport with these patients, engender trust, and
facilitate effective communication.® This approach decreases patient anxiety, improves
effective coping abilities, yields more productive patient-provider interactions, improves
prenatal care attendance, and leads to better clinical outcomes.® Techniques to build empathy
with even the most difficult patients include establishing and maintaining eye contact,
allowing the patient to speak without interruption, using nonverbal cues (eg, nodding) to
indicate active listening, using the patient’s own words to summarize what was heard, and
asking for any needed clarification.>” The use of simple language to convey instructions and
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the reason for and the nature of any anticipated medical procedures helps to build trust and
may improve adherence to treatment and care.8°

Importantly, excellent patient-provider rapport increases the likelihood that the patient will
disclose an accurate history of licit and illicit substance use. Verbal, written, or computer-
assisted questioning about patient history and current drug use is the gold standard for
substance-use screening. Urine drug testing can also identify women who use drugs, but it
should never replace written or verbal screening because biologic tests cannot diagnose a
drug-use disorder or its severity, nor can it determine use quantity, frequency, or route of
administration of a given drug. Before urine drug testing, providers should obtain the
patient’s consent and explain the reasons for and limitations of any such test. Because false-
positive rates for these tests can be as high as 5%, a confirmatory gas chromatography—mass
spectrometry test may be needed.10 An “opiates” test typically detects only morphine,
codeine, and heroin metabolites; detection of semisynthetic or synthetic opioids (such as
oxycodone, oxymorphone, buprenorphine, and fentanyl) may require more specific testing.
11 Once opioid use is identified, the obstetric provider should educate the patient so that she
understands the potential effects of the opioid on her, her fetus, and her newborn infant. The
underlying reasons for opioid use (ie, illicit use or prescribed therapy for acute or chronic
pain or an opioid use disorder) have critical treatment implications. Although patients with
opioid-use disorders or patients who misuse opioids may benefit from more frequent
prenatal visits, in the absence of other indications, they do not necessarily require more
intense medical care than other pregnant patients.12

As noted in Table 2, all pregnant patients who use or are suspected of using illicit substances
should be questioned about tobacco, alcohol, and other substance use, comorbid mental
health conditions, and social service needs. Indications that a patient might benefit from
further assessment and/or treatment by an addiction specialist include self-reported illicit
substance use, clinical suspicion of illicit substance use based on substance use before
and/or during pregnancy, a report of an illicit drug-using significant other, homelessness,
and/or initiation of prenatal care after the first trimester of pregnancy. Similarly, the presence
of a mental health disorder requires referral for appropriate specialized care. In general, the
threshold for referral to specialized care is lower for pregnant women than for other patients,
given concerns for both the mother and the fetus. However, a woman should not be referred
to specialized addiction treatment on the basis of a positive opioid urine test if she is being
treated with opioids in a legitimate pain management program or is adhering to an opioid
maintenance program.

Management of opioid use in pregnant patients should be coordinated with a practitioner
who is knowledgeable about pain or addiction medicine. Ideally, a staff person within each
obstetrics practice can address potential issues of substance use by screening, assessment
and brief intervention and has knowledge about community resources and drug treatment
programs that provide care to pregnant women. It is important to ensure that referral
agencies are accessible and accept the patient’s insurance. As with referrals to any other
specialist, referral to addiction medicine specialists is not a “hand-off of care” on the part of
the obstetrician but rather should be integrated into the obstetrics management plan. Such
referral may be complicated, given that methadone pharmacotherapy can be offered only
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through licensed treatment programs, and many such programs nationwide face waiting lists
for treatment entry. Clinical experience suggests patient benefit if the obstetric provider
validates the need for specialized addiction treatment and personally communicates with the
drug addiction clinic director or specialist; this approach may also lead to a more timely
patient appointment. It can be beneficial if the provider helps the patient develop strategies
to overcome any barriers that may be encountered with specialized addiction treatment
access or attendance. Opioid use, on its own, does not necessarily require referral to a
maternal-fetal medicine specialist. Community standards, physician experience, and
coexisting medical conditions should all play a role in the determination of referral
decisions. An obstetrics provider who lacks the knowledge necessary to treat a patient who
uses opioids may consider transferring her to a provider more skilled in this area. For
patients who use opioids who meet criteria for an opioid-use disorder with current opioid
dependence, opioid-agonist pharmacotherapy is strongly recommended. Considerable
guidance is available about the treatment of the opioid-dependent pregnant patient with
methadone or buprenorphine, both of which are classified as pregnancy category C
medications by the Food and Drug Administration.1314 Prescribing these medications
during pregnancy is not considered “off-label” because labeling for both products
specifically includes information for pregnant women.1® Table 3 presents provider
information on screening, licensure, and provision of these medications. Methadone binds to
and activates the (~opioid receptors and antagonizes N-methyl-d-aspartate receptors.
Buprenorphine is a p~opioid receptor partial agonist with primarily antagonistic actions on
x-opioid and &-opioid receptors. Published studies suggest that buprenorphine has similar
effectiveness to methadone for the treatment of opioid-use disorders during pregnancy and
may reduce the likelihood and severity of NAS.14 Some women express dissatisfaction with
buprenorphine, possibly because of its partial agonist properties. Both research and clinical
practice suggest that induction is easier with methadone than buprenorphine, although
buprenorphine induction methods that are used in research protocols have not been optimal.
16 patients who use opioids can experience precipitated withdrawal if the initial
buprenorphine dose is taken too soon after their last y-opioid-agonist administration. The
most commonly prescribed formulation of buprenorphine in pregnancy is the single-agent
sublingual tablet. Although most published data and clinical use of buprenorphine in
pregnancy has been with this formulation, there has been no evidence that prenatal exposure
to the combination buprenorphine-plus-naloxone product that was developed to reduce
buprenorphine misuse leads to worse outcomes for the mother, fetus, or neonate than either
methadone or buprenorphine monotherapy.1’

Available data on methadone and buprenorphine do not suggest an increased risk of birth
defects among women who use these medications relative to those who do not.14 Opioid
maintenance treatment can result in suppression of fetal heart rate accelerations and fetal
movements; these events appear to be less common with buprenorphine than methadone.
18,19 Clinical implications of these effects on the fetus are unknown. Neonatal characteristics
are similar for exposure to methadone and buprenorphine, but there is evidence of higher-
birthweight infants who are born to women who have been treated with buprenorphine.14

Both methadone- and buprenorphine-maintained pregnant women appear to require, on
average, a 3-dose increase over the course of pregnancy.1* Although these dose adjustments
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should be managed by methadone or buprenorphine prescribers, the obstetrics provider can
help prepare the patient for these adjustments by reassuring and reminding her that these
increases relate to physiologic changes during pregnancy.13 Any prenatal medication dose
adjustment should be based on individual assessment and discussion with the patient.3

Research strongly supports maintaining pregnant women on opioid-agonist
pharmacotherapy throughout pregnancy and the postpartum period. Medication-assisted
withdrawal is associated with a high opioid relapse rate, and some evidence suggests
increased fetal morbidity and mortality rates.29-23 In rare circumstances (eg, the
pharmacotherapy is unavailable or the patient is experiencing life-threatening
consequences), medication-assisted withdrawal followed by a comprehensive program of
medical and psychosocial support can be attempted.14 Research regarding the success of
medication-assisted withdrawal for dependence on prescribed opioids currently is lacking.

Both methadone and buprenorphine are present in low levels in breast milk and are not
incompatible with breastfeeding.14 Counseling regarding breastfeeding should be offered
prenatally to all patients who use opioids. Providers should inform their patients who use
opioids that NAS is an expected and treatable condition and discuss signs of NAS, available
NAS treatments, and the anticipated maternal and newborn infant length of hospital stays.
The obstetrics provider can also assist in selecting a pediatric provider, ideally well before
delivery. Each patient should also receive counseling about contraception and sexually
transmitted infections to allow her to make informed decisions.

Confidentiality is a critical component of patient-centered care. Although challenging, it
does not have to be a barrier to the establishment of adequate rapport with and care for the
patient. Early request for the release of information from the patient to verify her
participation in opioid-agonist pharmacotherapy, the type of medication, and the dose that
was prescribed is vital. These releases (which must be compliant with the code of federal
regulation 42, part 2, of the Health Insurance Portability and Accountability Act of 1996 and
state and local laws?4) can facilitate communication with other providers.

Emergency Department

An obstetrics provider may first encounter a woman who uses opioids in the triage area in
the Emergency Department or in labor and delivery. Although less than ideal, this encounter
can provide a meaningful therapeutic contact to which the preceding guidance applies. This
section discusses issues regarding pain management and opioid withdrawal in the acute care
setting when the patient is not in active labor.

If the patient who uses opioids indicates that she is in pain and requests pain medication, a
careful assessment of the cause of the pain is necessary. The provider should not assume that
the patient is seeking medication to “get high.” An underlying physical disorder may be
responsible for her pain, and adequate pain management should be provided. Full opioid-
agonists can be used for pain relief; however, mixed opioid agonist-antagonists (eg,
nalbuphine or butorphanol) must not be used because these medications precipitate opioid
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withdrawal.2%26 The patient’s obstetrical care should likewise be verified, and any
outstanding obstetrical needs should be addressed. For nonlaboring pregnant patients who
are not enrolled in prenatal care, an obstetrical referral is indicated. Triage staff should have
a guide to local community drug treatment centers (address, phone number, operating hours,
and fee structure) that can be provided to patients in a confidential manner. For pregnant
patients who are opioid-agonist-maintained, type and dose of medication must have
verification from the prescribing provider.

Labor and delivery

For patients who are opioid-agonist-maintained, it is recommended to continue the
established regimen and to augment pain management for the patient’s acute needs. Once
the type and dose of maintenance medication are verified, the patient’s daily dose and
number of doses per day of the agonist medication should not be changed unless medically
necessary. Pain management during labor and delivery should be provided in the safest and
most effective manner possible, consistent with the patient’s desire. Analgesic needs should
be based on the clinical evaluation of the patient and not on the prescribed maintenance dose
of opioid-agonist medication.

In this situation, higher opioid doses likely are needed for patients who are opioid-
dependent.27:28 ong-term exposure to opioids produces both tolerance (ie, reduced opioid
analgesic effectiveness) and hyperalgesia (ie, increased pain sensitivity).2> There are fewer
appropriate intravenous pharmacologic choices to treat labor pain in patients who use
opioids relative to patients who do not use opioids because of the need to avoid partial
agonist/antagonists. Labor epidural or combined spinal/epidural analgesia typically works
well.26:28.29 |njtiating neuraxial (ie, spinal or epidural or combined spinal/epidural)
analgesia early in labor may be particularly beneficial in attaining adequate pain relief in this
population. Patients with concurrent stimulant use may demonstrate agitation and increased
hemodynamic instability. In these cases, judicious use of small doses of benzodiazepines for
agitation and of pressors (eg, phenylephrine) and adequate hydration to maintain blood
pressure at the time of epidural or spinal anesthetic can be helpful. Consistent with routine
care, epidural catheter replacement should be considered in cases of persistent breakthrough
pain during labor. For cesarean delivery, neuraxial anesthesia is preferred, if feasible. To
safely undergo cesarean delivery or other procedures under neuraxial analgesia, the patient
who uses opioids must be alert, cooperative, breathing adequately, and able to protect her
airway from aspiration. General anesthesia may be necessary in emergency situations or if
there is no epidural catheter in situ, if the patient is uncooperative, or if the patient has
additional contraindications to neuraxial anesthesia. Patients who chronically use opioids or
other illicit substances may have airway compromise (eg, poor dentition, airway burns,
chronic lung disease, decreased gastric emptying) or increased circulating catecholamines if
they use stimulants that can interact unfavorably with some anesthetic agents.

Multimodal therapy for postoperative pain management can be beneficial and typically
involves some combination of nonsteroidal antiinflammatory drugs (beginning with an
intraoperative ketorolac dose, if appropriate), spinal or epidural morphine, and
acetaminophen with or without patient-controlled analgesia for break-through pain. If spinal
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or epidural morphine is used, then supplemental patient-controlled analgesia should be
provided by demand only, and the patient should be monitored carefully for respiratory
depression. Consideration should be given to adjunct therapies such as transversus
abdominis plane block, wherein a number of abdominal wall nerves are accessed through a
single entry point with the goal of providing more localized analgesia.

Concurrent benzodiazepine use or misuse is common in patients who use opioids. Thus,
patients who report prescribed benzodiazepines need for the regimen to be verified by the
prescriber. For patients who use illicit benzodiazepines or who supplement their medication
with illicit doses, treatment to prevent benzodiazepine withdrawal may be indicated.

Postpartum care

The immediate postpartum period is an ideal time to (re)screen, (re)assess, provide brief
intervention for substance use, and discuss contraceptive and sexually transmitted infection
prevention plans. Screening for postpartum depression should be routine, and screening for
other comorbid conditions should be considered on a case-by-case basis. Breastfeeding
should be encouraged, unless there are specific contraindications. Many women would also
benefit from nurse home visits and from support for their family. Child and family welfare
departments may be involved in determining postpartum services as well as conducting
custody determinations.

Generally, care for patients with an opioid-use disorder in the postpartum period should be
coordinated with addiction medicine specialists. After delivery, the patient should be
monitored for possible sedative effects of her agonist and other postpartum medication.
Benzodiazepines and zolpidem should be used rarely among women on opioid-agonist
treatment and then with great caution, because significant additional sedation and respiratory
depression may occur in patients who use opioids. Care after discharge should be consistent
with the care of a patient who does not use opioids and should involve the prescription of
sufficient postpartum pain medication. The patient should be reminded to return either to her
methadone maintenance facility to resume daily dosing or to her buprenorphine provider as
required. Hospital release should be coordinated so that she can obtain her opioid-agonist
medication without interruption.

Definitive data are lacking to guide clinicians about the duration of opioid-agonist
pharmacotherapy. Expert consensus is that pharmacotherapy should be stopped only after an
adequate period of stability and when the patient is ready to live without the medication.3°
When opioid-agonist medication is discontinued, gradual dose reduction may be the
preferred approach. Safeguards are needed regarding stopping the dose reduction and
resuming adequate dosing if the patient’s health worsens or she experiences overwhelming
drug cravings, intolerable withdrawal, relapse, or worsening of psychiatric illness. The
patient should be encouraged to postpone becoming opioid-free until she is living in a drug-
free home, until her infant sleeps through the night, until breastfeeding is completed, and
until she has multiple indicators of life stability.
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Comment

Obstetrics providers have an ethical obligation to screen, assess, and provide brief
interventions and referral to specialized treatment to pregnant women and women in the
postpartum period who have substance-use disorders. Drug-use screening is an opportunity
to engage the patient in dialog regarding her use of alcohol, tobacco, opioids and other
substances throughout pregnancy. Women with opioid-use disorders come from all
socioeconomic backgrounds, and their lives are often complicated by complex psychosocial
and environmental factors that include a history of sexual abuse and/or interpersonal
violence, poor nutrition, unstable housing, and co-occurring psychiatric conditions. An
empathic, non-judgmental approach that establishes a strong rapport, trust, and open
communications between providers and pregnant women who use opioids has the potential
to increase the patient’s willingness to seek and receive the needed medical and social
support services. Opioid-use disorders during pregnancy rarely constitute medical
emergencies; rather, they provide opportunities for life-changing interventions. Obstetricians
who acquire the knowledge and skills and avail themselves of specialty support maximize
their chances to provide excellent healthcare to pregnant women and women during the
postpartum period who use opioids.
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Case examples for various points of contact

TABLE 1

Page 11

Prenatal care

Triage

Labor and delivery

Cases

A 32-year-old G3P2 came for an initial prenatal
visit at 7 weeks’ gestation. She started taking
prescribed oxycodone for low back pain 4 years ago
after the birth of her second child. After 1 year of
taking the medication as prescribed, she began to run
out early and started buying the medication from a
coworker. She now takes 12-15 oxycodone tablets
daily. When she found out she was pregnant, she tried
to stop on her own; however, after 3 days, she became
very sick and returned to her use.

A 24-year-old G1P0 was examined at 20
weeks’ gestation because of vaginal
bleeding. She has made several prenatal care
appointments but had missed them all. She
had been using methadone maintenance
pharmacotherapy on and off over the past 4
years and was enrolled currently in a
methadone maintenance program that she
attended daily.

A 23-year-old G4P2 was seen at 34
weeks’ gestation in active labor. She
indicated that this was her first
contact with an obstetrical provider
since becoming pregnant. She
appeared intoxicated and admitted to
heroin use.

Necessary elements of obstetrics care

Review medical care

Review medical care

Review medical care

Review obstetrical care

Review obstetrical care

Review obstetrical care

Screen for drug use

Screen for drug use

Screen for drug use

Screen for comorbid conditions

Screen for comorbid conditions

Screen for comorbid conditions

Screen for social service needs

Screen for social service needs

Screen for social service needs?

Refer to specialist care

Refer to specialist care

Refer to specialist care?

Sexually transmitted infection prevention
counseling

Sexually transmitted infection prevention
counseling

Sexually transmitted infection
prevention counseling?

Contraceptive counseling

Contraceptive counseling

Contraceptive counseling?

Pain management for back pain

Pain management for labor and delivery

Pain management for labor and
delivery

Breastfeeding counseling

Breastfeeding counseling

Delivery

Referral to postpartum care

Referral to postpartum care

Breastfeeding counseling

Referral to postpartum care

aAfter delivery.
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