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DISCLOSURES

DISCLOSURES

• Indivior Advisory Board Rapid 

Buprenorphine Initiation Sept/2021

• Speaker Honorarium: Indivior 

October/21

SPONSORS/GRANTS 

• NONE but open to suggestions !!

RESEARCH EXPERIENCE

• NONE but we are working on it!!!



MITIGATING POTENTIAL BIAS

Content reports on clinical experience and as such 

includes off-label uses



LEARNING 
OBJECTIVES

• Discuss “macrodosing” options for starting 

oral buprenorphine/naloxone

• Discuss early depot-buprenorphine 

administration 

• Share case studies and success stories with 
flexible treatment based on practice based 
evidence 



OPIOID RELATED DEATHS IN CANADA 2020

https://health-infobase.canada.ca/substance-related-harms/opioids-stimulants/maps



OPIOID RELATED DEATH RATES (PER 
100,000 POPULATION)

https://health-infobase.canada.ca/substance-related-harms/opioids-stimulants/maps



LOCAL CRISIS

Rates of opioid-related mortality in 

Ontario, Timmins and Vancouver 

2017 to 2020

Data Source: https://www.publichealthontario.ca/en/data-

and-analysis/substance-use/interactive-opioid-tool  

https://www2.gov.bc.ca/assets/gov/birth-adoption-death-

marriage-and-divorce/deaths/coroners-

service/statistical/illicit-drug.pdf



ONTARIO OPIOID RELATED DEATHS 2020

https://www.publichealthontario.ca/en/data-and-analysis/substance-use/interactive-opioid-tool



We need to be part of the solution, not part of the problem. 

There must be something we can do to help these patients.
-L.M.B. and J.S., ER physicians

What’s going on in 

our city? It has never 

been this bad.
-ER RN

EMS is coming in with J.S. again, his third 

OD this week. He was in respiratory arrest 

and now breathing after Narcan… you 

would think that would make him want to 

stop.
-ER physician

DR. LOUISA MARION-BELLEMARE AND DR. JULIE SAMSON, 2020

“The Status Quo is Contributing to Deaths”



DEFINING SUBSTANCE USE DISORDER/
OPIOID USE DISORDER

Treatable Chronic Relapsing 
Illness 

Compulsive Disorder 

DSM V Criteria for Diagnosis“MEDICALIZATION 

OF SUD/OUD CAN 

REDUCE STIGMA 

AMONGST 

HEALTHCARE 

PROVIDERS”



ADDICTION IS AN EMERGENCY

Untreated Addiction is Life Threatening 

Risk of Death Increases in the days, months and years following 
Non Fatal OD 

Seeking help is a fleeting moment with a magnitude of an 
emergency



TREATING ADDICTIONS IN THE ER IS A 
STANDARD OF CARE

Expands opportunity 
for initiating  treatment 

of OUD 

Bup/Nal blocks 
craving & withdrawals 

symptoms

Bup/Nal prevents 
relapse & reduces OD 

& mortality  





Untreated opioid withdrawal commonly results in return to high-consequence 

opioid use, with high risk of OD death after discharge from the ED 



PRACTICE GUIDELINES FOR TREATMENT OF OUD



PRACTICE GUIDELINES FOR TREATMENT OF OUD

For Mod & Severe Withdrawals Bup/Nal offered WITHIN 2 hrs

HQO Opioid Use Disorder Quality 

Statements 2018

First Line Treatment Option for Withdrawals & OUD: BUP/NAL
Management of OUD: A National Clinical Practice Guideline (CMAJ 2018)

If Not in Withdrawals but Requesting Treatment: should be offered 
within MAX 3 DAYS (1st line BUP/NAL)

HQO Opioid Use Disorder Quality Statements 
2018

If a person enters an inpatient facility, OAT should be continued 
without disruption HQO Opioid Use Disorder Quality Statements 

2018



PRACTICE GUIDELINES FOR TREATMENT OF OUD

While on Treatment:  Minimum 6 months of concurrent 
psychosocial treatment, support & monitoring

Management of OUD: A National Clinical Practice Guideline 

(CMAJ 2018)

Withdrawal Management alone (“Cold Turkey”) will be avoided 
because it is associated with increased rates of relapse (60-90%), 
morbidity & death 

Management of OUD: A National Clinical Practice Guideline (CMAJ 2018)

Discussion about Harm Reduction Strategies offered (Naloxone, 
clean drug paraphernalia, SCS, never use alone, smoking better 
than IV etc.)                             Management of OUD: A National Clinical Practice Guideline (CMAJ 2018)



QUEBEC GUIDELINES

http://dependanceitinerance.ca/dependanc

e/



“ TREAT THEM AND STREET THEM” APPROACH 
IS NOT EFFECTIVE IN THE ER

● < 20% of patients in need of OAT with OUD presenting to ER were started on OAT  despite its strong evidence 

● When Bup/nal is administered in ER & continued via primary care 74% remain in treatment after 2 months

● No other setting replicates the all-hours access & wrap around services in EDs (access point for the most 
vulnerable) & availability of same day treatment of OUD

https://cabridge.org/wp-content/uploads/CA-Bridge-Impact-Report-2018-2021.pdf   

https://www.healthaffairs.org/do/10.1377/forefront.20211208.799414/full/

19

ED improves access to OAT for many patients who would 

otherwise not seek help (levels the playing field)

Increase in ED visits coupled with the growing evidence for the effectiveness of bup/nal means 

addictions treatment cannot be a niche industry operating on the fringes of the fractured health care 

system



WHY BUPRENORPHINE/NALOXONE?

Thrombolytics for 
STEMI

NNT 43

ASA for Acute 
Ischemic Stroke

NNT 79

Odansetron for 
Paediatric Gastro

NNT 15

BUP/NAL (>16 mg)

NNT 2

https://www.thennt.com



EVIDENCE FOR OAT IN OUD

• Decrease mortality 70-80%

• Decrease morbidity: HIV, Hep C, 

Infective endocarditis, cellulitis, 

abscesses

• Decrease in OD related mortality 

Meta-analysis Sordo et al, 2017

• Yearly retention is 74% in treatment

• People in treatment more likely to 

remain in remission, employed and 

have stable housing

• Improved quality of life

Social et al, 2018



FORMS OF BUPRENORPHINE/SUBOXONE
Tablet

Film



FORMS OF BUPRENORPHINE 

Injectable / Depot /Long Acting



MECHANISM OF ACTION OF 
BUPRENORPHINE

Partial MU 
Opiate Agonist

High Affinity 
for  MU 

Receptor

Slow dissociation 
from MU Receptor

No Respiratory 
Depression or 

Arrest

No 
Euphoric 
Effects



MECHANISM OF ACTION OF BUPRENORPHINE



HOW SAFE IS BUPRENORPHINE?



DURATION OF 
ACTION OF SL
BUP/NAL

Rapid Onset 30-
60 mins & peaks 

1-4 hrs

Long 
Duration: 

Elimination 
half-life 24-36 

hrs 

Steady State 
3-7 days 

Why is Naloxone in Bup/Nal?

-Prevents Diversion if Injected

as will cause withdrawal

-When taken SL Naloxone has no 

effect due to first past effect of 

liver



DURATION OF ACTION OF 
BUPRENORPHINE/NALOXONE 

● DURATION OF ACTION IS DOSE DEPENDENT

Dose Duration of action

4-6 mg SL 4-12 hours

8- 12mg SL 24 hours

> 16 mg SL 24-48 hours

Sublocade 300mg/100 mg

(injection every 28 days)

2-6 weeks up to months after 

steady state



WHAT IS BUP/NAL INDUCED PRECIPITATED 
WITHDRAWAL? 

Sudden onset of severe withdrawal 
symptoms if BUP/NAL is administered 
too soon after a sufficient dose of full 
opioid agonist (ie. fentanyl) has been 

taken 

The full agonist (ie. 
fentanyl) is rapidly 

displaced from mu receptor

BUP/NAL (partial 
agonist) causes rapid 

loss of agonist effects of 
displaced opioids🡪

WITHDRAWALS





PREVENTING PRECIPITATED WITHDRAWAL

Abstain From Opioids long enough to be in 
sufficient withdrawals 

COWS > 8-12

Short-acting opioids 

(percocet, morphine etc.) 
12 hrs

Long-acting opioids 
(fentanyl, HM Cont. etc)

24 hrs

Methadone 

72 hrs



TYPICAL INDUCTION WITH BUP/NAL



TREATMENT OF PRECIPITATED 
WITHDRAWAL

• FIRST LINE

• Continue with BUP/NAL induction (may need doses > 32 mg until stabilized)

• For short-term symptomatic relief consider clonidine, Seroquel, Imodium, Zofran, 

NSAIDS

• Also consider for severe agitation Haldol or  Olanzapine

CAbridge.org

LouJu.org



BREAKING DOWN BARRIERS: 
OUR INNOVATIVE APPROACH TO SYSTEM 
CHANGE

⚫Breaking down silos amongst community 

organizations & improving partnerships

⚫Offering immediate care at hospital for 

those requesting treatment for OUD

⚫Seamless access to the full continuum of 

addictions treatment

⚫Developing a program to meet the needs 

of our patients

Known as the whistleblowers



INNOVATION AND IMAGINATION 
AT THE HOSPITAL
HOSPITAL IS A KEY PLAYER 
IN SYSTEM CHANGE

• FIRST CHANGING HOSPITAL CULTURE, 
REDUCING STIGMA, AND IMPROVING 
COMFORT LEVELS (including ED)

• PROVIDING IMMEDIATE TREATMENT FOR 
THOSE PRESENTING TO ER REQUESTING 
HELP

• OPENING OF MEDICAL WITHDRAWAL 
MANAGEMENT BEDS

• EDUCATION TO COLLEAGUES & STAFF
• IMPLEMENTING AMCS & CWMS TEAMS
• PROVIDING WRAPAROUND CARE 



Max Daily Dosing:
Day 1:

● Dose #1:4 mg 

● Dose #2: 2-4 mg 

● Subsequent dosing: 2 mg q1h prn  

Max:

• Day 1: 12 mg 

• Day 2: 16 mg 

• Day 3: 20 mg
• Day 4: 24 mg

INITIAL INPATIENT BUP/NALX INDUCTION 
PROTOCOLS

● The “early” days of buprenorphine dosing:

○ Slow titration of sublingual buprenorphine-naloxone

○ Long-acting buprenorphine given on Day 7 (after hospital discharge)

PROBLEMS:

• 7 days of inpatient stabilization was too long

• Patients would just leave

• Discharged patients wouldn’t return for 
long-acting buprenorphine at 7 days

• Risk of OD and death was greater than risk 
of early injection

• We had to change this protocol 
almost immediately



GAME CHANGER: MACRODOSING, HERE 
WE COME!

● Maximum daily dosing: 32 mg

● Rapid titration with macrodosing

● Early depot-buprenorphine

1. JACOBS P ET AL. AM J ADDICT 2015;24:667-75. 

2. CARROLL GG ET AL. PREHOSP EMERG CARE 2021;25:289-93. 

3. HERRING AA ET AL. JAMA NETW OPEN. 2021;4:E2117128.

Sometimes higher during stabilization

Day 1: COWS>12 + no fentanyl use >24 hrs

Dosing: 16/8/8 mg q1h

Total dose over 3 hours = 32mg

24-72 hours after first sublingual buprenorphine-

naloxone dose (can you believe it!!!!)

Within 3 hours patients are comfortable and feeling 

no withdrawal symptoms
4. https://cabridge.org

5. Mariani JJ et alAm J Addict. 2021;1‐7. 

https://cabridge.org/


ORDER SETS



CLINICAL OBSERVATIONS SUPPORT 
MACRODOSING

● We observed no AEs after treating over 100 people 
using this protocol

● We have never given too much sublingual 
buprenorphine-naloxone, but we have given too little

○ This may result in the patient leaving

39

Urgency of this crisis supports practiced-based evidence 

AND REMEMBER:

Medicine makes evidence 

Macrodosing can potentially circumvent

precipitated withdrawal



High Dose BUP/NAL is safe, well tolerated and may impart substantial OD 

protection & is effective in blunting the euphoric & reinforcing effects of any 

opioids used in the high-risk window following ED discharge prior to 

engagement and follow up
Therapeutic dose of BUP/NAL was 

achieved in < 3 hrs of ED stay & low 

acuity treatment areas

EVIDENCE FOR MACRODOSING



2018

Shiraz University, 
Iran

Doses of BUP/NAL up to 96 mg were safe and did not cause respiratory 

depression & adequately treat cravings and withdrawals 

EVIDENCE FOR MACRODOSING



8-24 mg 
May need higher 
loading dose 32 mg

PROTOCOLS FOR MACRODOSING 



Up to 32 mg 

PROTOCOLS FOR MACRODOSING 



EARLY DEPO-BUP  CONSIDERATIONS

Why do I have to wait 7 days 

for my injection 

(Patient)

WHY CAN’T WE GIVE DEPO-

BUP  EARLY-

DAY 1-3?

WHAT IS THE DIFFERENCE BETWEEN

> 8 MG FOR 1-3 DAYS VS 7 DAYS?



EVIDENCE FOR EARLY DEPO-BUP 

ADMINISTRATION



EVIDENCE FOR EARLY DEPO-BUP ADMINISTRATION



EVIDENCE FOR EARLY DEPO-BUP 

ADMINISTRATION



EVIDENCE FOR EARLY DEPO-BUP 

ADMINISTRATION



EVIDENCE FOR EARLY DEPO-BUP 
ADMINISTRATION



SUBLOCADE SEEMS TO OFFERS PROTECTION



REFLECTION ON PAST AND PRESENT SUCCESSES 

What did we do before? We were 

letting these patients down.
-RN ICU and physicians

We haven’t seen J.S. in a long 

time in emerg.
-RN ER & physician

This is AMAZING, the change we are making for these patients.
-RN ICU



REFLECTION ON PAST AND PRESENT SUCCESSES 

I have never felt 

this good...
-Patient

My friend was here 2 months ago and is still 

not using drugs… I need to get on “the needle”
-Patient 

I was using 1 g of fentanyl a day 

48 hours ago and now I have no 

cravings and no withdrawals... 

I thought it would be impossible.
-Patient





TAKE HOME MESSAGES

• TREAT THEM AND STREET THEM CAN NO LONGER OCCUR

• DON’T SETTLE FOR “WE CAN’T DO IT” … THE QUESTION 

SHOULD BE “HOW CAN WE DO IT”

• IT’S NOT A PATIENT PROBLEM… IT’S A SYSTEM PROBLEM

• IF TIMMINS IS DOING IT…SO CAN YOU AND SO SHOULD 

YOU !



TAKE HOME MESSAGES

• Listen to the patients 

• Don’t be afraid to push larger “macrodoses” of SL bup/nlx 

for induction and PW

• Consider giving early depot buprenorphine within 24 hrs 

of induction

•Think outside the box  and be flexible

• Reduce stigma & barriers associated with addictions in your 

health care setting



Q & A 

Dr. Julie Samson  

jsamson5@me.com

705-363-6149

Dr. Louisa Marion-Bellemare:

lmarionbellemare@nosm.ca

705-360-0677

mailto:jsamson5@me.com
mailto:lmarionbellemare@nosm.ca

