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Learning Objectives

Lher this talh, learners will be able to.... "

Explain how to treat opioid withdrawal in the inpatient setting

Describe the advantages and disadvantages of using different forms of
MOUD to treat OUD

Articulate ways in which the prevalence of synthetically manufactured
fentanyl has impacted use of buprenorphine and methadone for opioid
use disorder

Describe four different approaches to buprenorphine induction



Let’s start with a case.

e 32-year-old male brought into ED after being found down & given naloxone,
endorsed using fentanyl 30 minutes prior

e Pulmonary consolidation & fever c/w pneumonia — admitted to the hospital

e Chart review shows:
— Admitted 3 times / past 6 months for skin & soft tissue infections
— Reports daily IV fentanyl use; has been to detox >20 times, never on MOUD
— Smokes cigarettes (1 ppd), occasional cocaine/methamphetamine

— Unemployed electrician, lives with wife (in recovery); 2 kids live with
grandmother
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You go to evaluate him

e He says he’s in withdrawal (feels “sick”)
e He feels awful and doesn’t want to engage

e What would you do?



Inpatient patient/provider experience with OUD &

opioid withdrawal is complex

e Study on inpatient medical service of a public urban teaching hospital

e Qualitative analysis on the interactions with patients with OUD and
their medical teams identified 4 common themes

Merrill JO, et al. J Gen Intern Med. 2002



Provider perspective

1. Physician fear of deception

“All of us go through a little bit of a hitch every time we are requested
to prescribe narcotics for our patients....Are they trying to get more
out of me than they really should have? The last thing | want to do is
over-dose them or reinforce this behavior (of) trying to coax more

drugs out of you.”

-Senior Medical Resident

Merrill JO, et al. J Gen Intern Med. 2002



Patient perspective

2. No standard approach

“The last time, they took me to the operating room, put me to
sleep, gave me pain meds, and | was in and out in two days... This
crew was hard! It’s like the Civil War. ‘He’s a trooper, get out the

V4 Va4

Saw. ..

Merrill JO, et al. J Gen Intern Med. 2002



Patient perspective

3. Avoidance Patient/Resident Dialogue
Resident: “Good Morning”
Patient: “I’m in terrible pain.”
Resident: “This is Dr. Attending, who will
take care of you.”
Patient: “I’m in terrible pain.”
Attending: “We’re going to look at your
foot.”
Patient: “I’m in terrible pain.”
Resident: “Did his dressing get
changed?”

Merrill JO, et al. J Gen Intern Med. 2002 Patient: “Please don’t hurt me.”




Patient perspective

4. Patient fear of mistreatment

“I mentioned that | would need methadone, and | heard one of them
chuckle... in a negative, condescending way... you expect problems
getting adequate pain management because you have a history of drug
abuse. . .He showed me that he was actually in the opposite corner,
across the ring from me.”

Merrill JO, et al. J Gen Intern Med. 2002



Goals of OUD Treatment in the Inpatient Setting

e Make it a safe(r) space
e Prevent/treat acute opioid withdrawal
e Diagnose and treat medical illness (Jo Y, et al. Addiction. 2021)

e |nitiate outpatient addiction treatment referral

e Don’t expect to cure OUD
— Withholding opioids will not improve patient’s OUD

— Administering opioids will not worsen patient’s OUD




Natural history of opioid use disorder
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Inpatient treatment of opioid withdrawal

. : Comfort medications
e Opioid agonists + “comfort

. ’ e Clonidine (anxiety, restlessness)
medications

e Hydroxyzine (anxiety)
e Can use any full agonist e |buprofen, acetaminophen (muscle aches)
— Methadone e Ondansetron (nausea)

— Morphine e Loperamide (diarrhea)

e Trazodone (insomnia
— Oxycodone, etc... ( )

e Be careful with partial agonist (ie
buprenorphine) due to
buprenorphine-precipitated opioid
withdrawal (POW or B-POW)




What is (B-)POW?

e Buprenorphine binds TIGHTLY to the
mu opioid receptor = displaces
other opioids

e |llicitly-manufactured fentanyl sticks
around much longer than effects are
felt

v |
COWS Score for Opiate Withdrawal
antifies severity of opiate withdrawal

Qusz




Case

e Just used fentanyl — worried about POW
e He wants to start methadone for management of acute opioid withdrawal
e Ambivalent about longterm MOUD, finally says he’ll try it

* You check contraindications — no liver disease, normal QTc
e How do you start?



Methadone

e Full opioid agonist
— PO onset 30-60 minutes; peaks 2-4 hours; steady state 3-5 days
— Lasts >24 hours for OUD
— OUD dosing:
e Up to 50 mg on day 1 for acute withdrawal
e >80 mg for cravings, higher for “blockade”

e Higher doses in fentanyl era

e Remember: you can always give more methadone, you can’t
take it away!




Case

e You give him 30 mg of methadone x1
— 3 hours later, he is still uncomfortable and alert
e You give another 20 mg of methadone x1
— He starts feeling better
e You uptitrate methadone 10 mg daily x3 days, then hold at 80 mg

e You discuss overdose prevention and send naloxone IN & syringes
to his pharmacy

e The next day, he leaves the hospital as a patient-directed
discharge; does not present to methadone clinic



Two months later, he walks into your bridge clinic

e “Sick and tired of being sick and tired”

e Thinking about detox vs MOUD, hesitant as this would be the first
time on MOUD

e Doesn’t think he can deal with the logistics of a methadone clinic



Does “Detox” Work? (Not exactly...)

e Low rates of retention in treatment
e High rates of relapse post-treatment
* <50% abstinent at 6 months
* <15% abstinent at 12 months

* |Increased rates of overdose due to decreased tolerance

O’Connor PG JAMA 2005; Mattick RP, Hall WD. Lancet 1996; Stimmel B et al. JAMA 1977



What About MOUD? (Yes!)

Occupies mu opioid receptor:

e Suppresses withdrawal
* Alleviates craving

 Normalizes brain changes

Euphoria

Options
* Opioid Agonist Therapy (OAT)
* Methadone (full agonist)

Withdrawal Normal

. : : Initial use Chronic use:
* Buprenorphine (partial agonist)
. Tolerance &
* Naltrexone (full antagonist) Physical

Dependence

Alford DP. http://www.bumc.bu.edu/care/



But: OUD treatment does not reach enough people

FIGURE. Estimated opioid use disorder treatment among adults aged 218 years — Return')
National Survey on Drug Use and Health, United States, 2022*

Received medications for OUD

n = 2,353,000
25.1%

Adults who needed OUD treatment Received OUD treatment
N =9,367,000 (100%) n=5,167,000
55.2%
Received OUD treatment that did not
include medications for OUD
n= 2,814,000 (30.0%)
Did not receive OUD treatment
n = 4,200,000 (44.8%)
» | * Didnot perceive need for OUD treatment

n = 3,996,000 (42.7%)

« Perceived need for OUD treatment
n = 204,000 (2.2%) [ Did not receive medications for OUD

* Delay between OUD onset and MOUD receipt 4-7 years

National Academies of Sciences, Engineering, and Medicine. 2019. The National Academies Press.



Where Best to Start MOUD? Anywhere.

* Buprenorphine initiation via telemed started during COVID pandemic
—> continued

* Primary care: multiple models
* Low-barrier “Bridge Clinics”
* Acute care settings — ED, inpatient — can be “reachable moments”

 MOUD inpatient (even in patients not seeking addiction treatment)
- more engagement with addiction care and less self-reported
opioid use

* Reduced LOS, readmissions, and self-directed discharges

D'Onofrio et al. JAMA 2015. Herring et al. JAMA Network Open 2024. O'Rourke et al. Drug Alc Depend 2022. Martin and Krawczyk. JAMA Network Open 2024.



Patient-Provider concordance can support

treatment engagement

Embracing anti-racism: Co-creating
recommendations with Black people for how
addiction treatment needs to change

Natrina L. Johnson @ ?, Corinne A. Beaugard P ¢, Daneiris Heredia-Perez P,
Kaku So-Armah 2 ?, Phillip Reason 2, Amy M. Yule P €9, Christina S. Lee ? &,
Sheila E. Chapman 2 ?, Avik Chatterjee 2 ?, Craig McClay °, Tayla Weeden °,
Carolina Becerril ? !, Dana Thomas ?, Miriam Komaromy 2 ? 2, &

I'm not going to be vulnerable with a White woman, I'm sorry. Granted she might have all

of the education that she needs to do what she does, but I'm not going to be vulnerable. I'm

just going to hope that when I get there, she provides me what I need. ... I might show up to
a White woman and present as “I'm okay” when I'm not, because I don't trust her, so I'm
putting on a show. Now, with the Black woman, I can relax, let down a few curls and really
have a conversati m little bit more stiff and

reserved because I don't trust her because we don't have the same lived experiences.

(Convening4, Breakout3)



Met h a d one: A Medical Treatment for

o . Diacetylmorphine (Heromn) Addiction
F u I I O p I O I d Ago n Ist A Clinical Trial With Methadone Hydrochloride

‘JAMA 1965 Vincent P. Dole, MD, and Marie Nyswander, MD

Pros: Cons:

e Increases treatment retention e Only available via federally licensed
opioid treatment programs (OTPs)

e Limited access

e Decreases hepatitis and HIV e Limited take-homes

Seroconversion e Inconvenient & highly punitive
e Decreases mortality e Lack of privacy

e Decreases illicit opioid use

e Increases employment e Stigma

e |Improves birth outcomes

Buresh et al. 2022. J Subst Abuse Treatment. https://doi.org/10.1016/j.jsat.2022.108832. Volkow 2021. World Psychiatry.



72-Hour Rule and Methadone

e “72-hour rule” (21 CFR 1306.07(b)) allows non-OTP facilities to administer
opioids for emergency withdrawal management for < 72 hours

* Emergency departments utilize this

* Non-emergency department settings can too

e Clinics could consider this as a “bridge” to local OTPs

Methadone initiation in a bridge clinic i Addiction Medicine Team

for opioid withdrawal and opioid treatment Dispenses First Three—Day Supply
program linkage: a case report applying

the 79-hour rule of Methadone at Yale

lordana Laks'™  Jessica Kehoe ', Natalija M. Farrell**, Miriam Komaramy'~, lonathan Kolodziei”, e 21, 2023 )

Alexander Y. Walley " and Jessica L Taylor' ’ y Amy Anderson

Code of Federal Regulations. 21 CFR 1306.07(b). Laks et al. Addiction Science and Clinical
Practice 2021. Taylor et al. Drug and Alcohol Dep 2022. Yale SOM 2023.



Buprenorphine: Partial Opioid Agonist

e Ceiling effect

e Kappa-opioid antagonist: antidepressant / anxiolytic

e Comesin SL & SQ formulations

Pros: as effective as methadone for
e Retention

e Abstinence

e Decreased cravings

e Decreased mortality

e I[mproved employment stability

e I[mproved psychosocial outcomes

o Letal. BMJ 2017; Mattick RP et al. Conchrane Syst Rev 2014; Parran TV et al. Drug Alcohol Depend 2010;

Cons:

Limited access (but improving)!
— No waiver, no patient limits

Less structured than methadone
Not a full agonist — insufficient for
some

Can cause precipitated withdrawal

if given “too early” m




Long-Acting Buprenorphine Formulations

e Both SQ: brand names Brixadi® (weekly and monthly) and Sublocade®
(monthly)

inSupport®

= Sublocade® approved 2017

Network Specialty Pharmacy Locator

For SUBLOCADE?® (buprenorphine extended-release) injection, for subcutaneous use, CllI

" Brixadi® approved 2023

Brixadi’

Network Specialty Pharmacy Contact List (buprenorphine) extended-release
For HCPs prescribing BRIXADI through a specialty pharmacy

injection for subcutaneous use @
Weekly 8-16-24-32my  Monthly 64 - 95 - 126 mg

= Sublocade® leaves a residual pellet, larger volume

= Brixadi® does not leave a residual pellet, wider dosing range

Sublocade.com. Brixadi.com.



Your patient wants to start buprenorphine.

e Does not want to get methadone & go to a daily OTP

e But he’s still scared of getting POW — tried bup on the street once
and got really sick

e What can you offer him?



Starting Buprenorphine: Four Approaches

“Traditional” Low-Dose Direct-to- High-Dose

Induction Induction Inject (DTI) Induction
Recommended if “ Yes Yes Yes
using fentanyl?
N\ N\

Needs to be in Yes Qo) QO) Yes

withdrawal?




Using fentanyl? | No

Buprenorphine: Traditional Induction

In withdrawal? | Yes

e For patients using non-fentanyl opioids

o Many "oxycodone" pills are “pressed” — if not sure, confirm with toxicology
e For induction:

o Wait at least 6-12 hours after last use of opioids AND until COWS (Clinical
Opioid Withdrawal Score) is >12

o Take 2-4 mg buprenorphine, repeat every ~2 hours until symptoms resolved

After 1 Hour 0
Last opioid use Moderate Withdrawal Give F"ft Dose of Monitor for precipitated withdrawal
e e
512 hoves Aun (COWS >12) Buprenorphine/Naloxone If present, treat symptoms
(2 -4mg) Attempt induction 24 hours later r
2—4 Hours Later
5 Prescribe one dose
No —»{ Give further 2 — 4mg dose Withdrawal Symptoms Relieved? Yes (—» 5 : :
Return to clinic on day two for observation and review
2—4 Hours Later
No [—»| Give further 2 - 4mg dose, up to 8mg total Withdrawal Symptoms Relieved? o g 7 Yecr b ce _ .
Return to clinic on day two for observation and review

SAMHSA. Buprenorphine Quick Start Guide.



Using fentanyl? | Yes

Buprenorphine: Low-Dose Induction

In withdrawal? | No

] ] cere . Day | Total daily Buprenorphine- | Instructions Full opioid
* |n patients using I"ICItly buprenorphine | naloxone film agonist
. dose strength
manUfaCturEd fentanVI' to aVOId 1 0.25 mg 2-0.5 mg films Take 0.25 mg (1/8 | Continue
POW film) once
2 0.5 mg Take 0.25 mg (1/8 | Continue
. film) BID
° IncreaSIng dOSES Of SL 3 1 mg Take 0.5mg (1/4 | Continue
buprenorphine overlapping with film) BID
. . . . 4 2 mg Take 1 mg (1/2 Continue
full agonist opioid (decreasing or film) BID
5 3mg Take 1 mg (1/2 Continue
Stable) film TID
. 6 4 mg Take 2 mg (1 film) | Continue
e Multiple approaches; one BID
TID
8 8 mg 8-2 mg films Take 4 mg (1/2 Continue
film) BID
9 16-24 mg Take 8 mg (1 film) | none
Spreen et al. Pharmacotherapy 2022. Hammig et al. Subst AbuseRehal 206616 Randtawaetat: €wvtAT2626BraretatDru %i!.BILEiOR;I:/IZE\)')Zl. Stratapouretat3ANVE20624.




Using fentanyl? | Yes

Buprenorphine: Direct-to-Inject (DTI)

In withdrawal? | No

e Newer strategy to avoid POW Protocol 1: wait for COWS 4+ w/ obj signs

e Can think of it as a rapid low- e Then give 24 mg weekly Brixadi®
dose induction using
injectable Brixadi®

Protocol 2: no COWS requirement

e Two published protocols o
e Day 1: 8 mg weekly Brixadi®

LEVELS OF MEDICINE IN THE BLOOD  weekty ( JI) MONTHLY
BRIXADI Weekly Tii

g e Day 2: 16 mg weekly Brixadi®
| /\ e Day 3: monthly strength injectable (128
|/ T~ mg Brixadi® or 300 mg Sublocade)

Brixadi.com Waters et al. JAMA Netw Open. 2025; D’Onofrio et al. JAMA Netw Open. 2024.




Using fentanyl? | Yes

Buprenorphine: High-Dose Induction

In withdrawal? | Yes

e Additional strategy developed in e Qur practice is:
response to challenges with bup

, , , e Give monthly formulation of SQ
inductions in fentanyl era

bup
e Typically want patient to be in

. e Followed by 24 mg SL bup
moderate withdrawal

e |F POW, can give up to additional
24 mg SL bup (48 mg SL total)
before considering ED transfer

 May increase risk of POW; other
studies suggest only limited risk

* No conclusive evidence re: high-
dose vs low-dose inductions

Herring AA et al. JAMA Netw Open 2021. ; Snyder H. JAMA Netw Open 2023. Wong S et al. JAM 2024.



Naltrexone: Opioid Antagonist

e Must be opioid-free 7-10 days prior to starting

e Comesinoral & IM formulations

Pros: Cons:

e Well-tolerated, safe, lasts e Poor retention unless mandated
24-48 hours e Oral = PBO in real-world settings

e Some patients prefer not e |IM formulation {, non-rx opioid use
having any opioid agonism (90% vs 35%) but poor retention (40% at

3 months; <10% at 6 months)

e | tolerance to opioids

Minozzi S et al. 2011; Krupitsy E, et al. Lancet, 2011; Cousins SJ et al. J Sub Abuse Treat 2016



Nonpharmacologic Treatment For OUD

e Behavioral therapies alone: limited efficacy, less than MOUD alone
e MOUD lifesaving; but MOUD alone often not enough
e Psychosocial treatments help most when combined with MOUD
e Partner with patients to figure out what else they may need / want:
— Mutual support organizations
— Recovery coaches
— Therapy / psychiatry support

Buresh M et al. BMJ. 2021



Your patient decides to do low-dose SL induction.

e After two attempts, he reaches dose of 8 mg TID and feels much
better

e He returns 6 months later and tells you that he has had a relapse



Managing a Patient Who Relapses

* |[ncrease support:
* Comorbid psychiatric disease
* Behavioral therapies, peer support
* Brainstorm triggers (Hungry, Angry, Lonely, Tired, or Bored)

* Adjust medications
* Review adherence, drug-drug interactions, consider dose
change

* Motivational interviewing - work together to develop next steps

Whole Health Library. VA.gov 2022. Guenzel and McChargue. StatPearls 2023.



Barriers to Starting and Continuing MOUD

The National Academies of

SCIENCES » ENGINEERING + MEDICINE

Stigma; perpetuated by some mutual
support organizations

CONSENSUS STUDY REPORT

e |nadequate education of health professionals

MEDICATIONS

FOR

OPIOID
USE
DISORDER
SAVE
LIVES e Concomitant stimulant use

National Academies of Sciences, Engineering, and Medicine. 2019. The National Academies Press.; Villamil et al 2024. ; Stafford et al 2022.; Krawczyk et al 2022.

e Distance from treatment center

e lLack of insurance

e Non-voluntary treatment engagement

e Homelessnhess



Case continued

e Following his relapse, your patient and you discuss next steps

e He decides to start SL buprenorphine again and then transition to
SQ buprenorphine

e Also decides to try out AA and sign up for a peer recovery coach

e He sees you in primary care as a new patient the following month
for his second shot and is doing well ©



Take Home Points

e Engaging patients in periods of acute withdrawal may require
overcoming initial mistrust

e Treat withdrawal aggressively and anticipate possible patient-
directed discharge

e Detox alone is rarely effective in maintaining recovery

e MOUD saves lives and can be started wherever you see your
patient, whenever they are ready

e Partner with your patients to figure out what they need beyond
MOUD

e Relapse is an expected part of recovery



Thank you!



