


MODULE 4 Special Populations

Pregnancy and Breastfeeding

« Opioid misuse during pregnancy carries the risks of overdose, pregnancy
termination, and other health consequences."? These risks must be
weighed against the risks of using medication for the treatment of Opioid
Use Disorder (OUD) in pregnancy. Opioid Agonist Treatment (OAT)
is recommended over abstinence-based treatments or withdrawal
management in pregnant people who are physically dependent on opioids.?

» Methadone has historically been considered the “gold standard”

for treatment of OUD in pregnant people, however, recent data

have supported that buprenorphine is a reasonable alternative.*
. It may be associated with a shorter length of stay and less medication

’ treatment for Neonatal Opioid Withdrawal Syndrome NOWS

(previously known as Neonatal Abstinence Syndrome or NAS) in neonates
with buprenorphine treated mothers, compared to that seen with
methadone treatment.®

« Human data on use of buprenorphine in pregnancy is limited; however,
available data do not indicate increased risk of malformations due to
buprenorphine exposure.>®

« While previously it was common practice to use the monoproduct in pregnant
patients, many providers now use the combination buprenorphine/naloxone
product for all patients, including pregnant people.’

« Close collaboration with an obstetrician, and incorporating psychosocial
treatment into the care plan is recommended when treating pregnant
people for OUD.*

Breastfeeding

« Buprenorphine passes into breast milk, but exposure to the infant is minimal
(less than 1% of the weight-adjusted maternal dose).”**"

- Encouraging breastfeeding during buprenorphine treatment is recommended.*'*™
Breastfeeding increases mother-infant bonding, encourages active maternal
participation in the management of the infant, and may decrease incidence or
likelihood of complications from NOWS."0"

« Circumstances in which extra precautions are warranted in breastfeeding include
HIV-positive mothers and mothers using alcohol or other substances which could be
excreted in breast milk.*
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Pregnancy and Breastfeeding
Neonatal Opioid Withdrawal Syndrome (NOWS)

A common complication in neonates born to women treated with buprenorphine
during pregnancy.

« Findings strongly suggest no deleterious effects of buprenorphine relative
to methadone, or of treatment for NOWS severity relative to not-treated for NOWS
on growth, cognitive development, language abilities, sensory processing, and
temperament. Moreover, findings suggest that prenatal opioid agonist exposure
is not deleterious to normal physical and mental development.®

« Prevalence: 22-67% of infants born to treated mothers.™

« Clinical Course: Generally appears within the first 2 days of life, peaks within
3 or 4 days, and lasts for 5 to 7 days.? It may persist for up to 28 days or more.™

« Symptoms: tremors, irritability, diarrhea, poor feeding, and distinct, excessive,
high-pitched crying. Tremors, hypertonia, myoclonic jerks, temperature instability, and
seizures can occur.”

« Treatment: supportive care and non-pharmacologic treatment is recommended
as first-line treatment for mild NOWS, but management with pharmacologic treatment
is sometimes required."

« It is recommended that communication with a pediatrician and/or a neonatologist
occurs before delivery to assure that a plan is in place for handling NOWS.

« Studies show that allowing mothers to room with their infants leads to shorter
hospitalizations, since breastfeeding, skin-to-skin contact, holding and swaddling
are all therapeutic interventions.'?"® Neonatal intensive care is generally not
required if clinicians are experienced with treatment of NOWS. Therefore, transfer
of the infant to a NICU should be discouraged unless clinically indicated.
Hospitals will need to have a protocol in place for treating NOWS with opioid
medications (e.g. methadone, buprenorphine, morphine).

« While pharmacokinetic studies of pregnancy-induced changes are limited, data
suggest that pregnancy may impact buprenorphine metabolism and excretion, and
buprenorphine dosing may need to be adjusted (typically increased) during the later
stages of pregnancy."
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Patients with Pain

Common therapeutic challenges encountered:

« Patients with chronic painful conditions may present seeking treatment
for OUD.

« Patients may develop acute or chronic painful conditions which require
treatment while maintained on buprenorphine treatment for OUD.

Patients with comorbid OUD and severe chronic pain requiring
treatment with opioids may benefit from switching to
buprenorphine treatment:®

« Patients treated with long-term high doses of prescription opioids can

develop heightened pain sensitivity, which may improve when switched
to buprenorphine treatment.?0?'

« Should be collaboratively managed with a pain treatment specialist
where possible.3*

If appropriate, non-pharmacologic or non-opioid-based
medication treatments based on etiology of pain should be
considered first-line treatment in patients with OUD.**

If patients maintained on buprenorphine for OUD require
treatment for acute pain:

« Temporarily increasing buprenorphine dosing and dividing the dose
may be effective for mild-to-moderate pain, but may not provide
sufficient analgesia for moderate-to-severe pain.’

- For moderate-to-severe acute pain

- Continue buprenorphine treatment and use full agonist opioids for
added pain relief. Higher-than-usual doses of opioids or use of agents
with relatively high binding affinities (such as fentanyl, hydromorphone,
and morphine) may be needed to overcome buprenorphine blockade.

- In some cases, it may be appropriate to discontinue buprenorphine temporarily
and use full agonist opioids to treat pain and prevent withdrawal. This approach
avoids the blockade effect of buprenorphine on the muopioid receptors but leaves
the patient vulnerable to relapse. To avoid relapse, plan to re-initiate on
buprenorphine after acute pain treatment.

- For perioperative pain management, most patients can continue use of
buprenorphine throughout the operative period. Regional anesthesia,
non-opioid pain management, or full agonist opioids can be used to
manage postoperative pain.® Alternatively, temporary discontinuation of
buprenorphine 24-36 hours before dosing of the analgesic can be
considered, ideally after consultation with the attending surgeon and
anesthesiologist.*

« Re-initiation of buprenorphine after temporary discontinuation should
be attempted carefully, with consideration given to the half-life of the
opioid analgesic used, in order to avoid precipitated withdrawal.

+ Pregnant women on buprenorphine can continue buprenorphine
through their labor; labor pain can be managed with epidural analgesia, intravenous
opioids or spinal analgesia.>#%
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Adolescents

« Patients younger than 18 years of age are at particularly high risk for
serious complications of addiction (e.g., overdose deaths, suicide, HIV,
other infectious diseases).?

« Buprenorphine is indicated only for the treatment of patients who are
aged 16 years and older, however some evidence supports off-label
treatment of OUD with buprenorphine in younger adolescents.®#24%

« Clinicians should be aware of legal and ethical considerations
unique to adolescents.

« Involving and obtaining consent from the parents and guardians of
minors seeking treatment for OUD is currently required under NY
Mental Hygiene Law 22.11, unless provider determines that seeking
such involvement and consent would have a detrimental effect on the
course of the treatment.

- Adolescents may benefit from treatment in specialized facilities that
provide multidimensional services specific to teens.*

People Who Inject Drugs

« People who inject drugs are at elevated risk of overdose, as well as hepatitis C, HIV,
skin infections, abscesses, and infections of the heart.?

« Harm reduction, including needle/syringe programs and OAT, is an
evidence-based approach to treatment and care for people who
inject drugs.”

« Other components of a comprehensive care plan for people who inject
drugs may include HIV testing and counseling, behavioral health treatment,
prevention and management of viral hepatitis, sexual and reproductive
health care, and provision of naloxone and training on overdose prevention.?
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Comorbid Conditions

Co-occurring Psychiatric Disorders

« Lifetime prevalence of comorbid psychiatric illness in patients seeking
treatment for OUD is nearly 50%.2

« Psychiatrically stable patients can be readily accepted into treatment
and stabilized on buprenorphine.3*

« Patients with comorbid psychiatric disorders should be assessed for
stability prior to treatment initiation.

« Clinicians should consider:
- Is the patient actively suicidal or homicidal?
- Has he or she recently attempted suicide or homicide?

- Do current emotional, behavioral, or cognitive conditions
complicate treatment?

« Substance use and addiction can mimic, exacerbate, or precipitate
psychiatric symptoms and disorders. Care should be taken to
differentiate substance-induced psychiatric disorders from underlying
psychiatric comorbidities.

« Referral to psychiatric treatment services or other psychosocial support
should be facilitated as appropriate.®

« Clinicians must be aware of medications which may interact with
buprenorphine (i.e. benzodiazepines). See Module 2 for more
information regarding medications which may interact with buprenorphine.

HIV and Hepatitis C

« Patients presenting for OUD treatment should be screened for Hepatitis C
Virus (HCV) and HIV, which are disproportionately common among
patients with OUD.3*'

« Buprenorphine treatment may improve compliance with, and outcomes for,
antiviral treatments for HCV? and highly active antiretroviral therapies
(HAART) for HIV.3*

« There are potential interactions between buprenorphine and HCV medications
but thus far none have been reported to require dose adjustments.

 When starting any of the above medications for a patient maintained on
buprenorphine, counsel patients on potential drug interactions and the
possibility for withdrawal or excess sedation from buprenorphine. In
patients maintained on these medications who are starting buprenorphine,
providers should be cautioned that a lower or higher dose of buprenorphine
may be required for desired effect. Patients should be closely monitored,
especially in the first 1-2 weeks after making these medication changes.

« Mild elevations in liver enzymes have been noted in patients with hepatitis
who received long-term buprenorphine.®
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Incarcerated Patients and Patients Recently
Released from Incarceration

Pharmacotherapy with buprenorphine for OUD is effective in this population,
increases rates of engagement with community treatment upon release™* and is
recommended for incarcerated individuals and parolees regardless of the length of
their sentenced term.™

Individuals that are recently released from incarceration are at an increased risk of
experiencing an opioid overdose compared to the general population.”

Most jails and prisons do not offer treatment with OAT to incarcerated patients due
to preference for abstinence-based treatments and concerns about
diversion/misuse."”

Community providers may encounter patients recently released from incarceration
with a history of OUD. Providers should consider initiating treatment both to those
who have relapsed, and those who are felt to be at risk of relapse.

Physicians should be prepared to determine, verify, and explain a treatment
regimen (e.g., to parole and probation officers), document the patient’s
adherence, and to interact with the legal system, employers, and others.



MODULE 4

Special Populations

References

1.

10.

1.

12.

National Institute on Drug Abuse; National Institutes of Health; U.S.
Department of Health and Human Services. Treating opioid use disorder
during pregnancy. Available at: https://www.drugabuse.gov/publications/
treating-opioid-use-disorder-during-pregnancy/treating-opioid-use-
disorder-during-pregnancy#r. Accessed April 9, 2018.

Virginia Department of Health. Pregnancy-associated deaths from drug
overdose in Virginia, 1999-2007: a report from the Virginia Maternal
Mortality Review Team. Richmond (VA): VDH; 2015. Available at:
http://www.vdh.virginia.gov/content/uploads/sites/18/2016/04/Final-
Pregnancy-Associated-Deaths-Due-to-Drug-Overdose.pdf. Retrieved
March 8, 2018.

Substance Abuse and Mental Health Services Administration. Medications
To Treat Opioid Use Disorder. Treatment Improvement Protocol (TIP) Series
63, Full Document. HHS Publication No. (SMA) 18-5063FULLDOC. Rockuville,
MD: Substance Abuse and Mental Health Services Administration, 2018.

Kampman K, Jarvis M. American Society of Addiction Medicine (ASAM)
national practice guideline for the use of medications in the treatment of
addiction involving opioid use. J Addict Med. 2015;9(5):358-67.

VA PBM Academic Detailing Service. Opioid Use Disorder: A VA Clinician’s
Guide to Identification and Management of Opioid Use Disorder (2016).
Available at: https://www.pbm.va.gov/PBM/AcademicDetailingService/
Documents/Opioid_Use_Disorder_Educational_Guide.pdf. Accessed
December 18, 2017.

Substance Abuse and Mental Health Services Administration. Clinical
Guidance for Treating Pregnant and Parenting Women with Opioid Use
Disorder and Their Infants. HHS Publication No. (SMA) 18-5054. Rockville,
MD: Substance Abuse and Mental Health Services Administration, 2018.

Debelak, K., Morrone, W., O'Grady, K. and Jones, H. (2013). Buprenorphine
+ Naloxone in the Treatment of Opioid Dependence during Pregnancy-Initial
Patient Care and Outcome Data. The American Journal on Addictions.

Kaltenbach K, O’Grady KE, Heil SH, et al. Prenatal exposure to methadone
or buprenorphine: early childhood developmental outcomes. Drug Alcohol
Depend. 2018;185:40-49.

Kocherlakota, P. Neonatal Abstinence Syndrome. Pediatrics.
2014;134(2):e547-61.

McQueen K, Murphy-Oiken J. Neonatal abstinence syndrome.
N Engl J Med. 2016; 375:2468-479.

Kacinko S, Jones HE, Johnson RE, Choo RE, Conchero-Guisan M, Huestic
MA. Urinary excretion of buprenorphine, norbuprenorphine,
buprenorphine-glucuronide, and norbuprenorphine glucuronide in
pregnant women receiving buprenorphine maintenance treatment.

Clin Chem. 2009;55(6):1177-1187.

Reece-Stremtan S, Marinelli KA. ABM clinical protocol #21: guidelines for
breastfeeding and substance use or substance use disorder, revised 2015.
Breastfeed Med. 2015;10(3):135-141.



MODULE 4 Special Populations

References (continued)

13. Jones HE, Deppen K, Hudak ML, et al. Clinical care for opioid-using pregnant
and postpartum women: the role of obstetric providers. Am J Obstet Gynecol.
2014;210(4):302-310.

14. World Health Organization. Guidelines for the identification and
management of substance use and substance use disorders in pregnancy.
2014. Available at http://www.who.int/substance_abuse/publications/
pregnancy_guidelines/en/. Accessed December 15, 2017.

15. Gordon MS, Kinlock TW, Schwartz RP, et al. A randomized controlled trial of
prison-initiated buprenorphine: prison outcomes and community treatment
entry. Drug Alcohol Depend. 2014;142:33-40.

16. Kinlock TW, Gordon MS, Schwartz RP, Fitzgerald TT. Developing and
Implementing a new prison-based buprenorphine treatment program.
J Offender Rehabil. 2010;49(2):91-109.

17. Ranapurwala, S. I., Shanahan, M. E., Alexandridis, A. A., Proescholdbell,
S. K., Naumann, R. B., Edwards, D., & Marshall, S. W. (2018). Opioid Overdose
Mortality Among Former North Carolina Inmates: 2000-2015. American Journal
of Public Health, 108(9), 1207-1213. doi:10.2105/ajph.2018.304514

18. Malinoff HL, Barkin RL, Wilson G. Sublingual buprenorphine is effective in
the treatment of chronic pain syndrome. Am J Ther. 2005
Sep-0Oct;12(5):379-384.

19. Magura S, Lee JD, Hershberger J, et al. Buprenorphine and methadone
maintenance in jail and post-release: a randomized clinical trial. Drug
Alcohol Depend. 2009;99:222-230.

20. Chen K, Chen KY, Mao J. Buprenorphine—naloxone therapy in pain
management. Author manuscript for publication in Anesthesiology.
2014;120(5):1262-1274.

21. Daitch D, Daitch J, Novinson D, Frey M, Mitnick C, Pergolizzi J Jr. Conversion
from high-dose full-opioid agonists to sublingual buprenorphine reduces
pain scores and improves quality of life for chronic pain patients. Pain Med.
2014;15(12):2087-2094.

22. Vilkins AL, Bagley SM, Hahn KA, et al. Comparison of post-cesarean section
opioid analgesic requirements in women with opioid use disorder treated
with methadone or buprenorphine. J Addict Med. 2017;11:397-401.

23. Jones HE, Johnson RE, Milio L. Post-cesarean pain management of patients
maintained on methadone or buprenorphine. Am J Addiction. 2006;15:258-259.

24. Woody GE, Poole SA, Subramaniam G, et al. Extended vs short-term buprenorphine-
naloxone for treatment of opioid-addicted youth: a randomized trial. JAMA. 2008;
300(17):2003-2011. Erratum in JAMA.2009;301(8):830.

25. Marsch LA, Bickel WK, Badger GJ, Stothart ME, Quesnel KJ, Stanger C,
Brooklyn J. Comparison of pharmacological treatments for
opioid-dependent adolescents: a randomized controlled trial. Arch Gen
Psychiatry. 2005;62(10):1157-1164.

26. Centers for Disease Control. HIV and injection drug use. Available at
https://www.cdc.gov/hiv/risk/idu.html. Accessed August 13 2017.




MODULE 4 Special Populations

References (continued)

27. World Health Organization. HIV/AIDs. People who inject drugs. Available at
http://www.who.int/hiv/topics/idu/about/en/. Accessed August 13, 2017.

28. Brooner RK, King VL, Kidorf M, Schmidt CW Jr, Bigelow GE. Psychiatric and
substance abuse comorbidity among treatment-seeking opioid abusers.
Arch Gen Psychiatry. 1997;54(1):71-80.

29. Substance Abuse and Mental Health Services Administration. Addressing
Viral Hepatitis in People With Substance Use Disorders. Treatment
Improvement Protocol (TIP) Series 53. HHS Publication No. (SMA) 11-4656.
Rockville, MD: Substance Abuse and Mental Health Services Administration; 2011.

30. Norton BL, BeitinA, Glenn M, et al. Retention in buprenorphine treatment is
associated with improved HCV care outcomes. J Subst Abuse Treat.
2017;75:38-42.

31. Nosyk B, Min JE, Evans E, et al. The effects of opioid substitution treatment
and highly active antiretroviral therapy on the cause-specific risk of
mortality among HIV-positive people who inject drugs. Clin Infect Dis.
2015;61(7):1157-1165.

32. Buprenorphine. In: Lexicomp® Online. Wolters Kluwer.
http://www.wolterskluwercdi.com/lexicomp-online/. Updated December 11,
2017. Accessed December 18, 2017.

33. Petry NM, Bickel WK, Piasecki D, Marsch LA, Bbadger GJ. Elevated liver
enzyme levels in opioid-dependent patients with hepatitis treated with
buprenorphine. Am J Addict. 2000;9(3):265-269.

This project is supported by 1 NU17CE002742 (Prescription Drug Overdose Prevention), funded by the Centers for
Disease Control and Prevention. Its contents are solely the responsibility of the authors and do not necessarily represent
the official views of the Centers for Disease Control and Prevention or the Department of Health and Human Services.

10




Notes:




Department
of Health 0621

NEW

YORK

STATE
o113 ,






