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Objectives

e Overview of the pathophysiology of
withdrawal

e Review induction strategies for
buprenorphine

e Review additional adjunct medications to
treat withdrawal
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Figure 3. National Overdose Deaths Involving Any Opioid*,
Number Among All Ages, by Gender, 1999-2021
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*Among deaths with drug overdose as the underlying cause, the “any opioid” subcategory was determined by the following ICD-10
multiple cause-of-death codes: natural and semi-synthetic opioids (T40.2), methadone (T40.3), other synthetic opioids (other than
methadone) (T40.4), or heroin (T40.1). Source: Centers for Disease Control and Prevention, National Center for Health Statistics.
Multiple Cause of Death 1999-2021 on CDC WONDER Online Database, released 1/2023.
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Opioid Withdrawal

e Spontaneous
o Most common
o Abrupt cessation of opioid use
e Precipitated
o Introduction of opioid antagonist
o Most severe
e Protracted
o Long-term, subjective symptoms




Symptoms

Vomiting &Diarrhea
Tachycardia
Mydriasis

Myalgias

Yawning

Tremors

Diaphoresis
Piloerect ion
Restlessness

Normal Mental Status




COWS

Wesson & Ling, J Psychoactive Drugs. 2003 Apr-Jun;35(2):253-9.

Clinical Opiate Withdrawal Scale

Festing Pulse Fate: beats/minute

Measured after patient is sitfing or ling for one minute
1] Pulse rate 80 or below

1 Pulse rate 81-100

2 Pulse rate 101-120

4 Pulse rate greater than 120

(]

51 Upset: over last 12 hour

No GI symptoms

Stomach cramps

Nausea or loose stool

Vomiting or diarrhea

Multiple episodes of diarrhea or vomiting

L N

Sweating: gver past 1.2 hour not accounted for by room temperature or patient

1] No report of chills or flushing

1 Subjective report of chills or flushing

r Flushed or observable moistness on face
3 Beads of sweaton brow or face

4 Sweat streaming off face

Tremor ebservation of outstretched hands

0 No tremor

1 Tremor can be felt. butnot observed
2 Slight tremor observable

4 Gross tremor or muscle rwitching

Bestlessness Observation during assessment

Tazwning Observation during assessment

1] Able to sit srill 0 No vawning
1 Reports difficulty sifting still, butis able to doso 1 Yawning once or rwice during assessment
3 Frequent shifting or extraneous movements of legs/arms 2 Yawning three or more times during assessment
5 Unable to sit still for more than a few seconds 4 Yawning several times/minute
Pupil size ;;.n:uet} or unt;bﬂttg\_une
Pupils pinned or normal size for room light 1 Paticnt # s
1 Pupils possibly larger than normal for room light Tt I IE T NI STAnTInEns
pis p v larg ) P :
g . ST 2 atient obviouslhvirritable anxious
a Fugellcuad eruisly ditao 4 Patient soirritable or anxious that participation in the
3 Pupils so dilated that onlv the rim of the iris is visible o partdp
assessmentis difficult
Bone or Joint aches If patient was having pain  previously, only the addiional Gooseflesh skin
component attributed to opiates withdrawal is scored 0 Skin is smooth
1] Not present 3 Piloerrection of skin can be felt or hairs standing up on
1 Mild diffuse discomfort arms
2 Patient reports severe diffuse aching of joints/ muscles 3 Prominent piloerrection
4 Patient is rubbing joints or muscles and is unable to sit
still because of discomfort
Runny noss or tearing Not accounted for by cold symptoms or allergies
1] Not present Total Score
1 Nasal stuffiness or unusually moist eves The total score is the sum of all 11 items
2 Nose running or tearing Initials of person completing Assessment:
4 Nose constantly running or tears streaming down cheeks
Score: 5-12 mild; 13-24 moderate; 25-36 moderately severe; more than 36 = severe withdrawal
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Managing Withdrawal

- Detoxification Only

. 70% return to
use within 6
months
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Medication Assisted Treatment (MAT)

Medication

Mu Activity

Initiation

Buprenorphine Partial Intermediate 1-3x/day $($89) Precipitated
Agonist (Mont hly) Withdrawal

Met hadone Full Agonist Easy Daily $ Overdose, QTc
prolongation

Naltrexone Ant agonist Difficult Mont hly $$% Precipitated

Withdrawal
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Opioid Effect

Full Agonist
(Methadone)

8mg/
Partial Agonist
(Buprenorphine) |

Antagonist
(Naloxone)

Log Dose

b under

ORPHINE
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2mg
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Tablet s
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Place 1 tab under
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Yale University
School of Medicine

ED-Initiated Buprenorphine

Diagnosis of Moderate to Severe Opioid Use Disorder
Asscss for opioid type and last use
Patienis taking methadone may have withdrawal reactions 1o buprenorphine up 10 72 hours after last use
Consider consultaton before starting buprenorphine in these patients

(0-7) none - mild
withdrawl

(=8) mild - severe
withdrawl

Waivered provider able to
prescribe buprenorphine?

£ N

Sy

Unobserved S npea Receive: -
i 1 atients eive: *
: bl’?marphlm R‘.:&rml i *Brief Intervention !
mdumc:? and referral  ongoing treatment |-Ovesdose Education ' Waivered provider sble to prescribe
for ongoing treatment . Naloxone Distribution , b shine?

T T

MNotes:

*Clinical Opioid Withdrawal Scale (COWS) = 13 (Moderate-Severe) consider
starting with 8 mg buprenorphine or buprenorphine /naloxone 51

*% Paticrr remains in moderate withdrawal may consider adding addinonal 4mg

and observation for 60 minutes S Consider return o the ED for
s+ onsider high dosing in consuladon with an Addiction Medicine Specialist F“‘““F“m 2 days of 16mg dosing
Warm hand-offs with specific time & date to opioid teatment providers/ 16mg dosing for each day

programs within 24-72 hours whenever possible until appointment for :
All patients should be educated regarding dangers of benzodiazepine and ongoing treatment Referral for ongoing treatment

slcohol co-use

Ancillary medication treatments with buprenorphine induction are not needed

Observe for 45-60 min
No adverse reaction

(72-hour rule)***
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Bup/Nx 2mg

Bup/Nx 6mg
Bup/Nx 8mg
Bup/Nx 24mg
Bup/Nx 4mg
35
Bup/Nx 8mg Bup/Nx 4mg
) \
Bup/Nx 16
- p/Nx 16mg
g \
\
=
z 15 \\l \ y J
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(1] 5 10 15 20 25 30 35 40 45 50

Time (hours since presentation for buprenorphine/naloxone (bup/nx) induction)

Oakley B, Wilson H, Hayes V, Lintzeris N. Managing opioid withdrawal precipitated by buprenorphine with buprenorphine. Drug
Alcohol Rev. 2021 May;40(4):567-571. doi: 10.1111/dar.13228. Epub 2021 Jan 21. PMID: 33480051; PMCID: PMC8248003.



,‘ ations
High level of
dependence

e Methadone/ Long
| acting opioids
e Not in withdrawal
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Figure 1. High-Dose Buprenorphine Treatment Pathway

| Clinical diagnesis of uncomplicated” opiold withdrawal

}

Confirm time since last opbold wse (typlcal)
Short acting {eq, heroin, fentanyl): »12 h
Lang acting {eq, cxycodane): 24 h
Methadone malntenamnce: »72 h

l

ssess withdrawal severity
Objective signs and Clinical Oplate Withdrawal Scale (COWS)

COWS<B l l

COWS2E
No bupremarphine indicated Buprenorphine 4-8 mg sublinguallyb=
Reassess patbent and COWS In 1-2h Based on withdrawal severity
Reassess after 30-60 min
Determine additional buprenarphine desing

Standard-dose induction R High-dose inductian
{total buprenorphine dase, 8-12 mg) {tetal buprenorphine dose =32 mg)
For patients whose withdrawal symptams improve and wha

» Conshder If na clinkcal slgns of sedation or resplratory
hawe no anticlpated barriers to dispensed buprenarphine depression ar other complicating factors.
prescription or complicating factars, offer additional dosing + Recomamen ded with heavy oplekd tolerance, withdrawal
g by 12 g unitil thesy exhilbsit minimal b no withdrawal {COWS=E) on reassessment, andfor barriers to a dispensed
symptoms (COWS<B).

buprenarphine prescription after discharge, including high-
soclal factors, such as experlencing homelessness,
* Buprenorphing (B-24 mg sublingually per dose) can be

admindstered every 30-60 min with interval abservaticn.
Dhzarve 30-60 min | Dhserve 30-60 min
! }
Ditscharge with prescription for 16 myg sublingual If practicabde, discharge with presoription for 16 myg
buprenorphine each day until follow-up appedntment sublingual buprencaphine each day until follow-up appalnbment

Herring AA, Vosooghi AA, Luftig J, et al. High-Dose Buprenorphine Induction in the Emergency Department for Treatment of
Opioid Use Disorder. JAMA Netw Open. 2021;4(7):e2117128. Published 2021 Jul 1. doi:10.1001/jamanetworkopen.2021.17128
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Buprenorphine
= —O— 2mg
e —®— 4mg
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Fig. 5. The time course of plasma drug levels is illustrated for buprenorphine (upper panel) and
methadone (lower panel) for 96 hours. Each data point represents the mean score for the group.

Walsh SL, Preston KL, Stitzer ML, Cone EJ, Bigelow GE. Clinical pharmacology of buprenorphine: ceiling effects at high doses.
Clin Pharmacol Ther. 1994;55(5):569-580. doi:10.1038/clpt.1994.71



Now What

Fatal Overdose after EDTreat ment

o 5-15% within 1 year
o 1% within 1 month
o 0.25% within 2 days
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Summary

e MOUDis safe and effective

e Significant mortality
benefit

e C(Can be initiated in many
settings

e Consider connection with

outpatient services

.,\
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