——y

Il Mass General Brigham

Compassionate, Evidence Based Care
for Pregnant Patients with Substance
Use Disorders

Sarah N. Bernstein MD

Massachusetts General Hospital

Division of Maternal Fetal Medicine
Obstetrical Director of the MGH HOPE Clinic
Medical Director of Outpatient Obstetrics

MASSACHUSETTS
— GENERAL HOSPITAL
&3 HARVARD

MEDICAL SCHOOL OBSTETRICS &
GYNECOLOGY

September 2026




| MASSACHUSETTS
GENERAL HOSPITAL

Disclosures

OBSTETRICS &
GYNECOLOGY

| have no conflicts of interest to disclose

)

l



Objectives P e
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v Discuss the prevalence and clinical impact of substance use
disorders in pregnancy

v’ Identify the effects of stigma and bias on care and apply
principles of trauma informed practice

v' Review evidence-based approaches for managing opioid,
stimulant, alcohol, marijuana and benzodiazepine use
disorders during pregnancy
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and Prenatal Care
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Substance Use is a Leading Cause of &
Maternal Mortality Nationwide " OpSTETRICS &

GYNECOLOGY
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Most frequent underlying cause of pregnancy-

related deaths, Massachusetts, 2019-2023
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Most “Mental Health Conditions” were
coded as having “Substance Use
Disorder”

We often see patients use less during
pregnancy, experience a loss of custody
or have postpartum mood changes and
return to use.

With decreased tolerance, these patients
are at greater risk for overdose. In our
cases, we see a high number of people
dying from overdose in the home.
Narcan often cannot be found in time.
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Hemorrhage (Excludes
Aneurysms or CVA)

Infection - 7%

*CVA: Cerebrovascular Accident

MA dept public health Maternal
Mortality Review Board June 2026



Substance Use in Pregnancy B ST
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The Mothers Society Condemns

-
Politics, Policy, and Stigma have Profound Impacts
on Care
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Stigmatized Language Preferred Language

Addict

Addicted to X

Addiction

Alcoholic

Clean

Clean screen

Dirty

Dirty screen

Drug habit

Reformed addict or alcoholic

Opioid replacement
Recreational or casual user

Experimental user

Person with a substance use disorder
Person with a substance use disorder
Substance use disorder

Person with an alcohol use disorder
Abstinent

Substance-free

Actively using

Testing positive for substance use
Person who uses drugs

Person in recovery
Medication-assisted Treatment

Person who uses drugs for nonmedical
reasons

Person who is new to drug use
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Traumais Nearly Universal @@t
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55 to 99% of women with substance
use problems report history of
physical and sexual abuse

Substance
Use

Women with a history of childhood sexual
abuse

« 60% more likely to have alcohol problems

« 70% more likely to have used illegal drugs

)
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Najavits et al., 1997; Dube et al., 2005
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Impact of Co-Existing Mental Health Conditions
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» Untreated or inadequately treated psychiatric illness may
result in:

 poor adherence to prenatal care

« Exposure to illicit substances

« Exacerbations of underlying illness
Because of fears of teratogenicity or adverse neonatal
effects, patients or providers may discontinue psychiatric
meds in pregnancy

Society for Maternal Fetal Medicine Consult Series #54: Assessing the risk of
maternal morbidity and mortality. April 2021
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Substance Use and Adverse Outcomes
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« Congenital Malformations
* Preterm birth
« Hypertensive Disorders *
» Fetal Growth Restriction 3
» Placental Abruption

« Neonatal Withdrawal

Rate

h L[]
2.0
« Maternal Sepsis
1.0
» Overdose
2010 2011 2012 2013 2014 2015 2016 2017
Q1-Q3
]
. M ate r I l al M O rt allt j 7 Source: Agency for Healthcare Research and Quality, Healthcare Cost and Utilization Project, National Inpatient Sample, 2010-2017

Hirai AH et al. Neonatal Abstinence Syndrome and Maternal
Opioid Related Diagnoses in the US 2010-2017. JAMA 2021.
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23,926 deliveries between 1983 and 1990 « 6,673 women residents of the DC
were analyzed

Patients with drug use had 203 times higher
incidence of low birth weight and perinatal
death

Drug use had minimal effect in those with
5 or more prenatal visits

Drug use with inadequate prenatal care
was associated with 3 times higher

incidence of perinatal death and low birth * AsPNC levels increased the levels of
weight prematurity and LBW decreased

were screened for drug use in the
immediate postpartum period

* The highest levels of LBW and
prematurity occurred in infants of
mothers with no prenatal care

Adequacy of prenatal care is a marker of “social chaos”
and may affect outcomes more than the drug itself

Broekhuizen FF, et Al. Am J Obstet Gynecol 1992 EL-Mohandes A, et al. J Perinatol. 2003
Jul
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Barriers to Accessing Comprehensive Quality Care & Ui iodia

for Birthing People with SUD i e—
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Pa t i e n t Leve I » Stigma felt when interacting with the healthcare system

e Unmet basic needs (transportation, childcare, phone access)

B a r r i e rs e Fear of child protective service involvement

P hys i C i a n Leve I e Stigma of caring for stigmatized population

. e Time and practice burdens
Ba r r | e rs e Limited training and resources amongst OB providers

SySte m S Leve I » Lack of behavioral health services

* Fragmentation/Lack of Care Coordination
e Lack of adequate safety set and social services

B a r rl e rS e Payment structures (insurance coverage, payers)

T Adapted from: St. Louis, J et al. Barriers to care for perinatal patients with opioid use disorder:
family physician perspectives. Family Practice. 2022.



Timing of pregnancy-related deaths, MA,

2019-2023

In MA, hemorrhage
accounted for about half the
deaths in these two periods.

In MA, most of deaths related
to substance use occurred in
this period

1
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Timin National Massachusetts
& MMRC Data MMRC data
During pregnancy 20% 13%
Day of delivery 9% 10%
1-6 days after the end 14% 17%
of pregnancy
7-42 days after the end 29% 290
of pregnancy
43 days after the end if 28% 38%
pregnancy
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Management of Opioid
Use Disorders in
Pregnancy
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Treatment Options

Opioid

Detoxification

)
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Medications

for Opioid Use
Disorder



. Standard of Care
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* Opioid Agonist Treatment with methadone or buprenorphine is the standard of care for treatment of

Opioid Use Disorder (OUD) in pregnancy
— Proven morbidity and mortality benefit

* Pharmacotherapy is preferable to medically assisted withdrawal because withdrawal is associated with

high relapse rates which lead to worse outcomes

- ACOG Committee Opinion, 2017
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Grayken Center for Addiction
Training & Technical Assistance

Boston Medical Center

. addictiontraining.org
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Opioid Detoxification During Pregnancy W ces
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* Pregnant patients should be advised that withdrawal during pregnancy
increases the risk of relapse with no fetal or maternal benefit

—Low detox completion rates

—High rates or relapse
—Limited data regarding the effect of the detoxification on maternal and

neonatal outcomes beyond delivery

CLINICAL GUIDANCE FOR
TREATING PREG NT AND
PARENTING WO N WITH

OPIOID USE DISORDER AND

Opioid Detoxification During Pregnancy THEWR INFANTS
A Systematic Review

Mishka Terplan, mp, mrr, Hollis J. Laird, mpH, Dennis J. Hand, php, Tricia E. Wright, Mp, ms,
Ashish Premkumar, mp, Caitlin E. Martin, Mp, mPH, Marjorie C. Meyer, Mp, Hendrée E. Jones, P,
and Elizabeth E. Krans, MD, Mse

)

\

(Terplan et al., 2018)
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Respecting Patient Autonomy
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« Many people decline or want to discontinue their medications in
pregnancy

« Avoid Assumptions— reasons may include:

—Fear of child welfare involvement

—Prior trauma from the healthcare system
—Stigma or misinformation about MOUD

— A strong desire for a “med free” birth or identity

How do we provide evidence-based medicine
without coercion?

)
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(Guille et al., 2019)



First Line Medication Treatment Options [ BRI

in Pregnancy

1970s: Methadone

-Gold standard

-Prevents non-medical
opioid use

-Improves prenatal care
adherence

-Reduces OB
complications

A 4

OBSTETRICS &
GYNECOLOGY

2010: Buprenorphine

: Long Acting

-NEJM MOTHER Trial

-Secondary outcomes
showed lower rates of tx
for NAS, shorter

hospitalizations

-Another first line

)

l

treatment option

Buprenorphine (Brixadi)

-NIDA MOMS Trial

-Long-acting
formulations can
improve adherence

ACOG committee opinion 711: opioid use and OUD in pregnancy




The NEW ENGLAND
JOURNAL of MEDICINE MASSACHUSETTS
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ORIGINAL ARTICLE

Neonatal Abstinence Syndrome after Methadone or Buprenorphine
Exposure

Hendrée E. Jones, Ph.D., Karol Kaltenbach, Ph.D., Sarah H. Heil, Ph.D., Susan M. Stine, M.D., Ph.D., Mara G. Coyle, M.D., Amelia M. Arria,
Ph.D., Kevin E. O'Grady, Ph.D., Peter Selby, M.B., B.S., Peter R. Martin, M.D., and Gabriele Fischer, M.D.
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Choosing an Opioid Agonist in Pregnancy
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Practical considerations and shared decision-making

« Patient preference
 Access
 Transportation
« Drug supply
— Fentanyl complicates initiation

)
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Methadone
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Methadone Metabolism Increases in Pregnancy W =oanrostia
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FIGURE 1. Methadone Split Dosing for the Treatment of Opioid Addiction
Post For maternal stability dose
A = Dose . .
\ e Liigh peaklow troligh level adjustments needed during
Therapeutic range pregnancy and postpartum

v'Dose increases are due to
changes in metabolism and not
marker of disease severity

Serum Methadone Level

v Offer women split dose in
e pregnancy to maintain
therapeutic level

Pre

0 4 8 12 16 18 24
Time (hours)

)

l

Bogen 2013; Jarvis 1999 Shiu Can J Hosp Pharm 2012;
McCarthy J Addict Med. 2015, 2018
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SAMHSA 2022 Guidance on Split Dosing in Pregnancy ' & g .

e Methadone clinics no longer need to apply for split dose

approval for pregnant patients
e Clinics must document the reason for split dosing (e.g., pregnancy

physiology) in the chart
* |deally all pregnant patients should be offered a split dose regimen in

pregnancy

SAMHSA McCarthy et al. Changing Outdated Methadone Regulations That Harm Pregnant Patients. Journal of
Addiction Medicine2021

Substance Abuse and Mental Health
Services Administration

Correspondence to OTP providers: From: Gurney, Michael (DPH) Sent: Wednesday, May 4, 2022 8:52 AM
Subject: Updated SAMHSA Guidance: Split-Dosing Take-Home Exception Requests, courtesy of Ruth Potee
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Complexities:
eI AlNE « Unknown return to pre
pregnancy metabolism Withdrawal
Some patients not at Symptoms
Oversedation therapeutic dose before Destabilization
Overdose Risk ' delivery Return to Use
Safety Concerns Need for opioids for

postpartum pain
management 100 LOW

No standard guidance for titration of methadone postpartum
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Buprenorphine SL
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Buprenorphine Safety in Pregnancy
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. Less safety data available for first trimester exposure compared
to methadone

e No studies have shown increased concerns for birth defects
e Long-term neurodevelopmental outcomes remain unstudied
e Possibly lower risk of NAS/NOWS than methadone

—> This may reflect differences in patient populations more
than drug effects
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Sublingual Buprenorphine: Mono vs Combo Product Osserrics &
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Evidence Summary:

e Meta-analysis: 5 retrospective studies with bup/nal
e No significant differences in outcomes observed
e More prospective data needed on teratogenicity

Practical Considerations:

e Switching formulations may destabilize patients
e Risks: diversion, coercion, prior shortages
e Patients may have strong preferences

- Many programs only offer combo product

-At our institution we offer an informed choice

*No compelling data that suboxone is unsafe in pregnancy

Link, et al., 2020
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Buprenorphine Metabolism in Pregnancy
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Physiologic Changes:

1+ CYP3A4 enzyme activity (~38%)
7 Volume of distribution

1 Drug clearance

| Time to trough concentration

Clinical Impacts:

Plasma levels are ~50% lower during pregnancy
Doses may need to exceed 32 mg/day

No link between buprenorphine dose and NOWS risk in newborns

)

Grancde, et al. Evidence of Buprenorphine Dose Limits: A
Review, J Addict Med 2023
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Buprenorphine Dosing Frequency in Pregnancy
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As pregnancy progresses once-daily dosing plasma concentrations dip below 1ng/ml*

Postpartum this shift is reversed

Argues for dividing dose during day for more consistent plasma concentrations and maternal stability

ng/ml

© = N W b O O N O®
_ e f

——4 mg

A -#-8 mg

& ~+-12 mg
6 8 10 12

Hours

=)

\

2nd trimester

*newer data suggesting need serum levels of 2- 3ng/mL (Greenwald)

ng/ml

——4 mg

-8 mg

~+-12 mg

© = N W » O O N O

Third Trimester

8
7 *;i"x:
6 }’ \ -4 mg
2 L -#-8 mg
‘ ~+-12 mg
- 4
g 1/7
2 34
2 —h—
!-.-__——'_\'.
1 * —e —e
0 - ‘ )
0 2 4 6 8 10 12
Hours
Postpartum

Caritis et al AJOG 2017




Long -Acting Injectable
Buprenorphine in
Pregnancy
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MASSACHUSETTS

Benefits of Long Acting SQ Buprenorphine Y MassAcHuSETTS

in Pregnancy " OBSTETRICS &
GYNECOLOGY

« Overcomes barriers to treatment
« Provides steady state of continuous buprenorphine

« Higher serum levels possible given current SL prescribing

barriers

 Avoids intolerance to sublingual formulation, often
pronounced in pregnancy

« Eliminates need for medication storage at home
improving safety

)
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NMP +++ NMP ++ NO NMP-optimal choice
—— : Brixadi
ey — : i . 2™ Azl
" | NDC12496-0103-1 Brixadi buoren
Sublocade (O Vi mg g e (buprencrphing) extended-release
(buprenorphine extended-release) all A for subcutaneous use
aaction for SubCcuianeous use | s dote suly
| WARNING: SERIOUS MARM DR DEATH f
LCOULD SESULT IF INNECTED INTRAVENDUSLY . FOR AQDOMINAL
. SJBIUTANLOULS _ O'J”W"l SOhLON
| Tobeadmartitered by a hen ihcere prawader awly. ] | INESTIOM CoLY, . 3"%?‘0;[” per syrege (Weekly)
| cooprry | R ¢ i e T WARNING: SERIOUS HARM OR DEATH COULD
o g singe contaviey 190 mp 05 oL | aTaecTom et o WARNING: SERIOUS HARM OR DEATH COULD { RESULT IF INJECTED INTRAVENOUSLY.
of bugrenasavre m the ATRGLLY Ouf very Srlem ust RESULT IF INJECTED INTRAVENOUSLY. SINGLE- oose PREFILLED SYRINGE KIT "‘“"“’:ﬂ“&:‘; :':"‘"‘
pely 1L et <o 7 pob€e) ard & mectdoyl 2 prvoladore aee SINGLE-DOSE PREFILLED SYRINGE KIT  Attention: Dispense the enclosed CONTE oy Bemt,
cre sayge aviether CONTENTS: Medication Guide to each patient, g'“f:; fof:t'd)wﬂafﬂh"ﬂ’ﬂw Oabuansty Suiben b
Ore sturde *3 6 49" 1alety reede ; * One (1) sterile prefiied syringe with needie shiekd,  TROMY . One"YU o;,;:m.,m e ety Grgour of IRTUAD tyrage oxv Lok
: oy oo i g o eign sk ipeos * Prescritang Information st ramagobiod ety
* One (1) plunger rod Pratety Srvint of BENADY sprrgns gur taciity « Istructions So Use Oroe aanly 5loa @ecton e
* Presntang eformation Sriedvnt e 2 5000 t_a.uo»n o~ o Madicasion Guide W drert of o0t vae Gnirier 147 Cubara
+ rsrucions for Use e .
. . . . * Med<aton Gude Bestrent of ogead wie Eacrder Bor umtory, or Healthcare Provider B WD 12040
 Previously contraindicated in For Heahcare roider avmnen Do Not Dispense to Patient. NDC 5828421601
Pregnancy due to concerns about Do Not Dispense 4o Patient. NDC 5820429601
NMP excipient . _
* FDA label revised May 2025 * Monthly formulation for Weekly formulation for use
e Recommend shared decision- postpartum use In pregnancy

e Shared decision-making
regarding use in pregnancy

making
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Buprenorphine Concentrations in Pregnancy with BE 1ASSACHUSETTS

SL vs Long acting SQ Weekly Brixadi \§J/ GENERAL HOSPITAL
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14 c
8
~ 121
= 7
2 6 -4 mg
‘é’ 5 ﬁA -8 mg
® £ ~4+-12 mg
& = 3
S —A
: 7 ;
i) 1 TssBSSS——_—
oy
] 0 2 4 6 8 10 12
Hours
Lo nNg Acti Nng Wee k|y newer data suggesting .
need serum levels of 2- Subli Nngua |

SQ Buprenorphine
(Brixadi)

Lowfall 2023 Caritis 2017

3ng/mL (Greenwald) Bu prenorphine
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Naltrexone: Second Line Option
in Pregnancy GYNBCOLOGY

« Appealing to some patients due to lack of NOWs
» Second line due to lack of high-quality US studies on humans
* Individualize based on risks/benetfits

* Due to pain control needs at delivery recommend transitioning to
PO formulation at 35-37 weeks

N §F S S e Rl S = - = .

V1V1trol

(naltrexone for extended-release injectable suspension) N
380mg/ ial
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Opioid Agonist Therapy " OBsTETRICS &

GYNECOLOGY

Breastfeeding should be encouraged in women who are
stable on agonist therapy unless other medical
contraindications exist

Benefits:
* Decreased rates of Neonatal Withdrawal 1

* Improved Mother/Infant Attachment ?

o) i § ACOG

Obsstetricinng shed G:.rne-:uldg 1L

1. Abdel-Latif ME et al. 2. Pediatrics 2006 Jansson et al. Pediatrics 2008,



Prenatal Alcohol
Exposure and
Pregnancy
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Prenatal Alcohol Exposure CENFRAL HOSPITAL
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"Of all these substances, including cocaine heroin and marijuana, alcohol produces
the most serious neurobehavioral effects on the fetus"
— Institute of Medicine

=)
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Prenatal Alcohol Exposure Pathophysiology

Alcohol readily crosses the placenta and reaches the fetus

The amniotic sac serves as a reservoir for alcohol prolonging exposure

OBSTETRICS &
GYNECOLOGY

Maternal and fetal genetic polymorphisms in liver can cause differences
in alcohol metabolism

A dizygotic twin study showed different childhood outcomes in twins
both exposed to alcohol in utero

Currently no way to predict which fetuses are more vulnerable

Coyne et al. Pregnancy Characteristics of Women Giving Birth to Children
with FAS. Obstet Gynecol 2008

)
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OBSTETRICS &

Prenatal Alcohol Exposure and Adverse Outcomes¥

GYNECOLOGY
Pregnancy Neonatal
* Miscarriage * Low birth weight
* Preterm Birth « Congenital
* Placental Abruption Malformations
* Bleeding * Cognitive Deficits
* Chorioamnionitis e Behavioral Problems
e Stillbirth

Coyne et al. Pregnancy Characteristics of Women Giving Birth to Children with FAS. Obstet Gynecol

2008
Aliyu et al Alcohol Consumption in Pregnancy and risk of Placenta Previa and Abruption Mater Health J

2011
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metabolism in mediating the impact of prenatal alcohol OBSTETRICS &
exposure on placental and fetal development GYNECOLOGY

Sarah E. Steane 7, James 8. M. Cuffe © and Karen M. Moritz

fokoo! of Biomedioal Sciemces, The University of Queensiomd, St Lucia, QLI, Australia

Risk reduction with
prenatal choline
supplementation?

)
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Medication Treatment is Often

Avoided Due to a Paucity of Data ooy

Behavioral Interventions
* Firstline for AUD though no clear superior intervention in

pregnancy

Medications
* Currently NO published information on the efficacy of
medications for AUD in pregnancy and limited information in
the safety of medications

)
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Medications for Treatment of AUD in Pregnancy ¥

OBSTETRICS &
GYNECOLOGY
Disulfiram Acamprosate Naltrexone
Copper chelating agent * Animal studies are * Not studied for the
causing similar reassuring treatment of AUD in
outcomes to copper * Very limited human data pregnancy however
deficient diets reassuring small studies in OUD
High rate of birth reassuring
defects in small human REASONABLE OPTION FOR
case series TREATMENT OF AUD IN REASONABLE OPTION
PREGNANCY FOR TREATMENT OF AUD
NOT RECOMMENDED IN IN PREGNANCY
PREGNANCY

=)
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Stimulants
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Risks of Illicit Stimulant Use In Pregnancy
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Maternal Pregnancy Neonatal Risks

. . * Low birth weight
HYperten§I0n * Placental Abruption . Feeding/sleepging difficulties

: ﬁ/ﬂrhythmlas ) Er(:tclarm bitrl’:h tricti  Withdrawal-like symptoms

* Fetal growth restriction . .

e Renal Failure . Stillbirth NICU admission

* Hepatic Rupture

e Stroke

* Poor Nutrition
e Mood disorders

Prescribed Adderall has not been associated with
increased maternal/fetal adverse events

Habersham L et al. Substance Use and Use Disorders During the Perinatal Period.
American Journal of Obstetrics and Gynecology. 2024

Suarez, EA et al. Prescription Stimulant Use During Pregnancy and Risk of
Neurodevelopmental Disorders in Children. JAMA Psych. 2018.

)
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Treatment of Stimulant Use Disorder

OBSTETRICS &
GYNECOLOGY

* Psychotherapy

o Contingency management

o Motivational interviewing

o Cognitive behavioral therapy
* No FDA approved treatments for stimulant use disorder
* Withdrawal managed with supportive care alone

Miller SC, et al. ASAM. Principles of Addiction. 2018
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Breastfeeding and Stimulants f=——

GYNECOLOGY

* Breastfeeding is discouraged with illicit stimulants

* Breastfeeding appears to be safe for prescribed stimulants at
therapeutic doses

* Chronic stimulants can lead to hypoprolactinemia

Harris M et al. Academy of Breastfeeding Medicine Cliincal Protocol #21
Breastfeeding in the Setting of Substance Use Disorder revised 2023.
Breastfeed Med 2023.
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Benzodiazepine Safety During First Trimester S,
Organ Formation GYNECOLOGY

 Newer data suggests no increased risk of cleft lip and plate
* 1990-2010 database from the UK no difference in malformations in
pregnancies exposed to:
* Diazepam (Valium)
 Temazepam (Restoril)
» Zopiclone (Similar to US Lunesta)
e Less data on Clonazepam (Klonipin) and Lorazepam (Ativan)

Ban L, West J, Gibson JE, Fiaschi L, Sokal R, Doyle P, Hubbard R, Smeeth L, Tata LJ. First trimester exposure to
anxiolytic and hypnotic drugs and the risks of major congenital anomalies: a United kingdom population-based
cohort study. PLoS One. 2014 Jun 25;9(6):e100996.
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Benzodlazeplqes As Delivery Approaches: e
Neonatal Abstinence Syndrome GYNECOLOGY

* Benzodiazapines have been associated with increased risks of Neonatal Abstinence
Syndrome (NAS)
* 5xincreased risk of needing pharmacologic treatment when combined with opioids
e Characteristics:
* Transient disturbances in autonomic, Gl, nervous systems
* Poor feeding, irritability and seizure activity shortly after birth
* Treatment:

» Supportive care such as Eat Sleep Console (ESC) Method (shorter length of
hospital stay and withdrawal onset/severity compared to usual care) in fetuses
exposed to opioids

 Pharmacotherapy

San Lorennzo LA, et al. Increased Severity of Neonatal Abstinence Syndrome Associated with
Concomittent Antenatal Opioid and Benzodiazpaine Exposure. Hospital Pediatrics, 2019.
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Benzodiazepines in Pregnancy: CENERAL HOS
Longest to Shortest Acting GyNECOLOGY

Clonazepam/Klonopin (Half Life =20-100 hours)

Chlordiazepoxide/Librium (Half Life= 24-48 hours)

Diazepam/Valium (Half Life =18-50 hours)

Lorazepam/Ativan (Half Life

Some data suggests transitioning to
Sugg g 10-20 hours)
shorter acting and lower dose
_ , _ Alprazolam/Xanax
benzodiazepines as delivery approaches (Half Life= 6-15 hours)

may decrease severity of NAS

Igbal,M et al. Effects of the Commonly Used Benzodiazapines on the Fetus, the Neonate and the Nursing Infant
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Cannabis Use is Common in Pregnancy

OBSTETRICS &
GYNECOLOGY

* Prevalence: 9.8% in pregnancy and 3.2 % postpartum?

 THC and other cannabinoids cross the placenta

e Associated with placental dysfunction particularly with ongoing use after the first
trimester 2

* Associated with increased risks of:

o Anemia

o Hypertensive Disorders EAAANPNABIS
o Low Birth }Nﬁéight b

o NICU admission RECREATIONAL USE

@ [EGALFOR
MEDICAL USE

ILLEGAL
@E8 DECRIMINALIZED

1. Brown et al. Cannabis Use, Cannabis Use Disorder and Mental Health Disorders Amonngst Pregnant and

Postpartum Women in the US. Drug and Alcohol Depen 2023.
2. Metz et al. Cannibis Exposure and Adverse Pregnancy Outcomes Related to Placental Function. JAMA 2023.
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Cannabis Use in Pregnancy: T
Fetal Neurodevelopment and Immune Sys  Gscoroey

Endocannabinoid system plays a critical role in fetal neurodevelopment

There are concerns about long-term impacts on children including
mood/anxiety, attention deficits, poor cognitive outcomes

Cannabis use can affect placental gene expression associated with the
immune system and neurobehavioral effects

Bara et ak, Cannabis and Synpatic reprogramming of the DEveloping Brain. NAt Rev Neurosci. 2021
Rompala G et al. Maternal Cannabis Use is asscociated with supression of immune gene networks in the
placenta. Proc Natl Acad Sci USA 2021.
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Cannabis Use Disorder Treatment in Pregnancy

OBSTETRICS &
GYNECOLOGY

* No FDA approved treatments for CUD
* Behavioral interventions
* Psychosocial support

* Motivational Interviewing

=)
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Cannabis Use and Breastfeeding

OBSTETRICS &
GYNECOLOGY

* Cannabis is lipophilic and secreted in breastmilk with a relative
infant dose of up to 8.7%

e After use Cannabis can take up to 6 weeks to clear from
breastmilk

 (Can decrease immunoglobulin transfer to the infant ~ May Belegal

* Potential for neurobehavioral effects

* Abstinence is recommended

Y

Harris M, et al. Academy of Breastfeeding Medicine clincial protocol #21 breastfeeding in the setting of substance —

use and substance use disorder. 2023 But is it Safe?
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Summary

OBSTETRICS &
GYNECOLOGY

v Pregnant patients with substances use disorders face great
stigma and unique challenges in getting care

v Agonist treatment with methadone and buprenorphine are the
mainstays of OUD treatment in pregnancy

v'Benzodiazepines, Alcohol, Cannabis and Illicit Stimulants are all
associated with adverse neonatal outcomes and there is
minimal data to guide management

)

\



OBSTETRICS &
GYNECOLOGY

snbernstein@mgh.harvard.edu

)

\



	Slide 1: Compassionate, Evidence Based Care for Pregnant Patients with Substance Use Disorders 
	Slide 2: Disclosures
	Slide 3: Objectives 
	Slide 4: Substance Use, Stigma and Prenatal Care 
	Slide 5: Substance Use is a Leading Cause of   Maternal Mortality Nationwide 
	Slide 6: Most frequent underlying cause of pregnancy-related deaths, Massachusetts, 2019-2023 
	Slide 7: Substance Use in Pregnancy
	Slide 8:  The Words We Use Matter 
	Slide 9: Trauma is Nearly Universal
	Slide 10: Impact of Co-Existing Mental Health Conditions  
	Slide 11: Substance Use and Adverse Outcomes 
	Slide 12: What is the Driver for Adverse Outcomes?  
	Slide 13: Barriers to Accessing Comprehensive Quality Care  for Birthing People with SUD
	Slide 14
	Slide 15
	Slide 16: Management of Opioid Use Disorders in Pregnancy
	Slide 17: Treatment Options
	Slide 18: Standard of Care
	Slide 19: Opioid Detoxification During Pregnancy
	Slide 20: Respecting Patient Autonomy
	Slide 21: First Line Medication Treatment Options  in Pregnancy
	Slide 22
	Slide 23: Choosing an Opioid Agonist in Pregnancy
	Slide 24: Methadone
	Slide 25: Methadone Metabolism Increases in Pregnancy
	Slide 26: SAMHSA 2022 Guidance on Split Dosing in Pregnancy
	Slide 27
	Slide 28: Buprenorphine SL
	Slide 29
	Slide 30
	Slide 31
	Slide 32: Buprenorphine Dosing Frequency in Pregnancy
	Slide 33: Long -Acting Injectable Buprenorphine in Pregnancy
	Slide 34: Benefits of Long Acting SQ Buprenorphine   in Pregnancy
	Slide 35: Formulations and Safety in Pregnancy 
	Slide 36: Buprenorphine Concentrations in Pregnancy with  SL vs Long acting SQ Weekly Brixadi
	Slide 37: IM Naltrexone:  Second Line Treatment in Pregnancy
	Slide 38: Naltrexone: Second Line Option  in Pregnancy
	Slide 39: Breastfeeding in Women on  Opioid Agonist Therapy
	Slide 40: Prenatal Alcohol Exposure and Pregnancy
	Slide 41: Prenatal Alcohol Exposure 
	Slide 42: Prenatal Alcohol Exposure Pathophysiology 
	Slide 43: Prenatal Alcohol Exposure and Adverse Outcomes
	Slide 44
	Slide 45: Medication Treatment is Often  Avoided Due to a Paucity of Data  
	Slide 46: Medications for Treatment of AUD in Pregnancy
	Slide 47: Stimulants 
	Slide 48: Risks of Illicit Stimulant Use In Pregnancy
	Slide 49: Treatment of Stimulant Use Disorder  
	Slide 50: Breastfeeding and Stimulants 
	Slide 51: Benodiazapines
	Slide 52: Benzodiazepine Safety During First Trimester  Organ Formation 
	Slide 53: Benzodiazepines As Delivery Approaches:  Neonatal Abstinence Syndrome 
	Slide 54: Benzodiazepines in Pregnancy:  Longest to Shortest Acting
	Slide 55: Cannabis 
	Slide 56: Cannabis Use is Common in Pregnancy
	Slide 57: Cannabis Use in Pregnancy:  Fetal Neurodevelopment and Immune Sys
	Slide 58: Cannabis Use Disorder Treatment in Pregnancy
	Slide 59: Cannabis Use and Breastfeeding 
	Slide 60: Summary
	Slide 61: Thank you!

