


Objectives

1.
2.

What is Opioid Agonist Therapy? - goals, benefits, common OATs

Buprenorphine/Naloxone - pharmacology, features, benefits, and induction
approaches
ED-Initiated Buprenorphine/Naloxone - Rationale, Approach, Evidence

Hesitations, challenges, barriers to ED-Based OAT initiation

Addictions Medicine is a core competency of Emergency Medicine



“Untreated addiction is a life threatening condition”
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Crude rate (per 100,000 population)

Crude rate (per 100,000 population) of apparent opioid toxicity
deaths by province or territory in 2024
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Crude rate (per 100,000 population)

Crude rate (per 100,000 population) of apparent opioid toxicity
deaths in Manitoba, 2016 to 2024
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Proportion of all-cause deaths, %
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Mortality post ED discharge after for Non-Fatal Opioid 0D

5% die within 12 months

L,

20% die in first month;

L,

22% die within 2 days:

3.5x higher mortality than non-OD related visits



Pillars OUD treatment

Harm Reduction
Withdrawal management - AKA detox - high risk alone

Psychosocial supports
Opioid Agonist Therapy

HwnN =

Goals:
e Meet people’s opioid requirements with regulated, safer,

long acting opioids
e Reduce unsafe use and associated burdens
e Reducerisk OD



Options for OATs

e Buprenorphine/Naloxone
e Methadone

e SROM

o OAT

o Hydromorphone

o Diacetylmorphine




Buprenorphine / Naloxone - Pharm

Semisynthetic opioid
Partial mu-opioid agonist
High affinity

Contains Naloxone

SL, IV and LAI formulations

e Rapid Onset
e Peakat1-4 hrs

e DOA dose dependent
o Low:4-12 hrs
o Mod (8-12 mg): 24 hrs
o High: 2-3 days




Buprenorphine - Benefits, Concerns, Safety

+

Effective

Decreases euphoria
Decreases cravings

Decr risk OD

Minimal risk of diversion
Safe - ceiling effect

e Precipitated Withdrawal
e Which Induction approach?

O O O O

Conventional
Micro-Dose
Macro-Dose
XR




Bup Induction Approaches

Conventional

Day 1: 2-4 mg + 2-4 mg q1-2h (max 12mg)
Day 2: Day 1 total + 2-4 mg prn (max
16-18mg)

Repeat etc. until controlled

Macro / High-Dose

e Larger upfront doses
e Rapid Titration
e Transition to maintenance SL or XR

Micro / Low-Dose

0.5 mg BID

Incr by 0.5-1 mg daily to goal 12-16 mg /day
Concurrent full agonist use

Abrupt cessation on last day

6-8 days

Other emerging

e 48 hrrapid low dose
24-48 hr transdermal patch induction
e  Rapid induction to XR




Clinical Opiate Withdrawal Scale (COWS)
Score (0-48)'
Category (Points), Clinician Administered

Macro-Dosing

Resting Pulse Rate

WhO? Sweating
e Active opioid withdrawal (COWS??) Observed
Restlessness

e Post Naloxone reversed OD

Pupil Size

Bone or Joint Aches

Runny Nose

Who not? or Tearing
e Altered/Depressed LOC Gastrointestinal
e Concurrent Etoh/Benzo withdrawal Upset
e Recent methadone use Observed Tremor of
Py Severe i“ness Outreached Hands

Observed Yawning

Anxiety or Irritability
Gooseflesh Skin




VAS Score

A quick note on COWS

1003 sick
35 4

30 4

25 4
Naloxone

20 4

15 4

10 4
Placebo
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META PHI EAibat

MENTORING, EDUCATION, AND PARTNERS IN HEALTH
CLINICAL TOOLS FOR ADDICTION INTEGRATION

: - Opioid
Is patient awake with COWS > 13

withdrawal*

Has at least 18 hours elapsed since last fentanyl use?
(not necessary post-naloxone reversal)

'[ 16 mg bup SL**

Explain: (range 8-24+ mg)

» Goal is to achieve full treatment dose within a matter of hours

» May experience transient worsening of withdrawal symptoms 30-60 minutes
before relief

« For patients in naloxone-induced withdrawal macrodosing
should be started as soon as possible Withdrawal

improved?

Provide 16 mg buprenorphine o

SL as 2 x 8 mg tablets Reassess in one hour

Administer 2™ dose

Additional 8-24+ mg SL bup

Repeat buprenorphine 8-16 mg q1-2h until withdrawal is resolved
or sedation (recommended Day 1 maximum is 32 mg)

Typical initial dose: 16 mg
Day 1 max: 32-48 mg




Discharge

e Rx for total dose dispensed
e Refer to RAAM/Community Clinic

e Harm reduction info / supplies

Withdrawal / - D Bup - D Discharge
Reversal

2-6 hrs



Dose Size - halance between withdrawal and agonism

Displacement of agonist from receptor = Painful

Teeny Small BIG
, Displaces but Displaces AND
No displacement Doesn't replace Replaces
No difference Blockade + NO agonism Blockade + Agonism

= FEEL BAD = FEEL GOOD




Buprenorphine - Safety
Ceiling Effect

"How Much Do You Feel the Drug?"

70 +
60 - Buprenorphine
— 50 - —0— 0Omg
E —&— 1mg
g 40 - S
@ 30 -
o
(=]
© 20 -
< —&— 16 mg
10 ~ —¥— 32mg

Walsh et al 1994



Ventilation (L/min)

Buprenorphine - Safety
Ceiling Effect

S BJA
Buprenorphine induces ceiling in respiratory depression
but not in analgesia
A A Daban's, A, Yasen', R. Romberg', . Sarton’, L. Teppema'
K. Olofsen' and M. Danbof
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Macro-dose Bup - evidence

RESEARCH Open Access

Single high-dose buprenorphine for opioid W)
craving during withdrawal

Jamshid Ahmadi'’, Mina Sefidfard Jahromi', Dara Ghahremani® and Edythe D. London®**

e Higher Initial doses

More rapid titration

e = greater treatment
retention at 7 days

Single doses up to 96 mg!

THE AMERICAN JOURNAL ON ADDICTIONS

The American Journal on Addictions, 24: 667-675, 2015
Copyright © American Academy of Addiction Psychiatry
ISSN: 1055-0496 print / 15210391 online

DOL: 10.1111/ajad. 12288

Treatment Outcomes in Opioid Dependent Patients With
Different Buprenorphine/Naloxone Induction Dosing
Patterns and Trajectories

Petra Jacobs, MD,! Alfonso Ang, PhD,2 Maureen P. Hillhouse, PhD,?
Andrew J. Saxon, MD,® Suzanne Nielsen, PhD,* Paul G. Wakim, PhD,?
Barbara E. Mai, PhD,® Larissa J. Mooney, MD,2 Jennifer S. Potter, PhD,”
Jack D. Blaine, MD'




Macro-dose Bup - the evidence

Original Investigation | Substance Use and Addiction

High-Dose Buprenorphine Induction in the Emergency Department for Treatment
of Opioid Use Disorder

Andrew A. Herring, MD; Aidan A. Vosooghi, MS; Joshua Luftig, PA; Erik S. Anderson, MD; Xiwen Zhao, MS; James Dziura, PhD; Kathryn F. Hawk, MD, MHS;
Ryan P. McCormack, MD, MS; Andrew Saxon, MD; Gail D'Onofrio, MD, MS

e Safe

e Well tolerated

e May impart greater OD / relapse
protection

e Treatmentto DC<3 hrs

“Higher dosing provides the individual with a critical extended period without craving ,allowing more opportunity to
navigate the barriers to follow-up, where obstacles to treatment engagement are more easily addressed.”



Macro-Dose to XR - early depo Buprenorphine

Buprenorphine/Naloxone XR Long Acting Injectable

e SCinjg4 wks
e Per Can. monograph: req 7 days on stable SL dose before starting

e Rationale

©)

@)
©)
@)

Protects against OD if ongoing unregulated use
Reduces cravings, euphoria with ongoing use
Reduces withdrawals

Offers options



Initiation and Dosing of Extended-Release
Buprenorphine: A Narrative Review of Emerging
Approaches for Patients Who Use Fentanyl

Kenneth W Lee', Annabel Mead?, Imran Ghauri?, Bruce Hollett*, Martine Drolets,jan-Marie Kozicky
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Table | BUP-XR Initiation Protocols with <7-Day TM-BUP Stabilization Periods Described in Patients Using Fentanyl

Citation

Location

Study

Description

Wethern, 2023°! Case study

Colorado, | (n=2)

300 mg BUP-XR

Mooney 2024°° Case study 300 mg BUP-XR

Direct dose XR

Test dose to XR
4-8mg SL — 1hr — Bup-XR

Macro-dose
16-32mg SL — 1-24 hrs — Bup-XR

Micro-dose to XR

Hassman 2023*" Berlin, NJ, Open label, 4 mg TM-BUP
UsA uncontrolled 300 mg BUP-XR
(n=26)
Ochalek, 2023*' Richmond, Open label, 4 mg TM-BUP
VA, USA uncontrolled 300 mg BUP-XR
(0=19)
Shiwach 2024'¢ Multiple Randomized 4 mg TM-BUP
Sites, controlled trial | 300 mg BUP-XR
Canada/ (n=489)

USA

BUP-XR initiated after macro/high-dose TM-BUP induction

Mariani, 2021% New York, | Open label, 24 mg TM-BUP (divided)
NY, USA uncontrolled 300 mg BUP-XR
(=5)
Taylor 2024 Boston, Case study 12mg IN-NAL
MAUSA | (n=1) 16mg TM-BUP
300 mg BUP-XR

Kahan, 2023 Timmins, Case study 28-32 mg TM-BUP 32 mg TM-BUP
ON, (0=2) (divided) 300 mg BUP-XR
Canada
LeSaint 2024 San Case study 32mg TM-BUP (divided) | 32 mg TM-BUP
Francisco, | (n=1) 300 mg BUP-XR
CA, USA
Mariani, 2020 New York, | Open label, 10-24 mg TM-BUP 16-24mg TM-BUP
NY, USA uncontrolled (divided) (divided)
(n=5) 300 mg BUP-XR
8-24mg TM-BUP 16 mg TM-BUP (divided)
(divided) 300 mg BUP-XR

BUP-XR initiated after micro/low-dose TM-BUP induction

Azar 2024 Vancouver Case study 6 x 20 ugh BUP TD Additional 6 x 20 ugh BUP-TD patches removed
BC, Camada | (n=2) patches BUP TD patches 4mg TM-BUP
300 mg BUP-XR
Azar, 20237 Vancouver, | Case study 620 ugh BUP TD Additional 6 x 20 ugh | BUP-TD patches removed
BC, Camada | (n=1) patches BUP TD patches 300 mg BUP-XR
Azar, 2020 Vancouver, | Case study 3 mg TM-BUP (divided) | 7 mg TM-BUP (divided) | 8 mg TM-BUP 300 mg BUP-XR

BC, Canada | (n=1)

Gorham 2024* Kansas City, | Case study 1x10 ugh BUP TD 1x10 ugh BUP TD 1x10 ug/h BUP TD patchimg | I1x10 ugh BUP TD | 300mg BUP-XR.
Ks, USA (0=1) patchimg TM-BUP bid | patchimg TM-BUP qid | TM-BUP 8x/d patch8mg
TM-BUP
BUP-XR, ded-rel p IN, intranasal; BUP-TD, transdermal bupr TM-BUP prenorphi




Bup-XR in ED

ORIGINAL RESEARCH

Extended-release Injectable Buprenorphine Initiation in the
Emergency Department

Brittany Cesar, MD** *Cooper University Health Care - Center for Healing, Department of Addiction
Jessica Moore, MD** Medicine, Camden, New Jersey

Raluca Isenberg, CRNP* fCooper University Health Care - Cooper Research Institute, Camden, New Jersey
Jessica Heil, MSPH** *Cooper University Health Care, Department of Emergency Medicine, Camden,
Rachel Rafeq, PharmD* New Jersey

Rachel Haroz, MD** SCooper Medical School of Rowan University, Camden, New Jersey

Matthew Salzman, MD, MPH*1#§
Alice V. Ely,PhD*$

ED-initiated Bup-XR increased treatment retention
rate at 3 months compared to ED-initiated Bup-SL
58-74% vs 16-60%



ED-Initiated Bup - more evidence for henefits

Original Investgation Emergency Department—initiated

Emergency Department-Initiated Buprenorphine/Naloxone : g s 8 =8 .
ooy el Interventions for Patients With Opioid Use
A Randomized Clinical Trial Disorder: A Systematic Review

Gail D'Onofrio, MD, MS'; Patrick G. O'Connor, MD, MPH2; Michael V. Pantalon, PhD' ; etal

Janusz Kaczorowski PhD“* @, Jaunathan Bilodeau PhD?®, Aaron M Orkin MD, MSc,
MPH’®, Kathryn Dong MD, MSc*®, Raoul Daoust MD, MSc® , and
Andrew Kestler MD, MScPH®

Buprenorphine/naloxone initiation and referral as a quality

improvement intervention for patients who live with opioid use

disorder: quantitative evaluation of provincial spread to 107 rural

and urban Alberta emergency departments ORIGINAL RESEARCH

Kayla D. Stone’ - Ken Scott? - Brian R. Holroyd?? . Eddy Lang?* - Karen Yee® - Niloofar Taghizadeh?* .

i 3 . 3 . i 3 . 1'6'7 . 2 . 4 . . . . .
Janjeevan Deol ) 8Ka'chryn Dc.msg Josh F.anaelagn M<'>nty Ghosh2 \ Keysha Low” - Marshall Ross Real-world Evidence for Impact of OpIOId Agonlst
Robert Tanguay ' - Peter Faris” - Nathaniel Day” - Patrick McLane” . N . .

Therapy on Nonfatal Overdose in Patients with Opioid
Use Disorder during the COVID-19 Pandemic
Kenneth Lee, MD, MCFP(AM), Yue Zhao, MD, PhD, DrPH, Tazmin Merali, B Pharm, MBA,

Christopher Fraser, MD, FRCPC, Jan-Marie Kozicky, MHA, PhD, Marie-Christine Mormont, PhD,
and Brian Conway, MD, FRCPC



Barriers to OAT in ED

Provider Factors

e EXxperience/
Comfort
Knowledge
Attitudes

Other staff comfort
“Not in my scope”

Institutional Factors

Licensing restrictions
Lack of protocols
Lack of support
Inertia/Norms

External Factors

e Referral pathways
Lack of reliable
followup

e Not relevant to
my pts




Take Home

® Bup/Nalis a life saving drug for a life threatening condition

® Macro-dosing and early Depo Bup is simple, safe, and effective with documented positive
outcomes

® EDis afeasible and appropriate place for OAT initiation

® Addictions Medicine is Emergency Medicine

CAEP Position Statement: Emergency department
management of people with opioid use disorder
Justin J. Koh @, MD, MPH*; Michelle Klaiman, MD'¥; Isabelle Miles, MD?!!"; Jolene Cook, MD**;

Thara Kumar, MD**; Hasan Sheikh, MD, MPA**$8; Kathryn Dong, MD, MSc!***;
Aaron M. Orkin, MD, MSc, MPH381tt: Samina Ali ©, MDCM!I###888: Elizabeth Shouldice, MD, MPH!!!



Thank you!
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