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LEARNING OBJECTIVES

e |dentify treatment options for patients with opiate
addiction.

e Discuss novel approaches to treat opiate addiction.

e Explain effective communication strategies to help those
with an opiate addiction.



OUR CRISIS AND
TIME FOR CHANGE

WISCONS



Opioid-related deaths per 100, 000 by PHU Region,
Jan 2020-Dec 2020 and Jan 2021-Dec 2021
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York Region Public Health

Windsor-Essex County Health Unit
Wellington-Dufferin-Guelph Public Health
Toronto Public Health

Timiskaming Health Unit

Thunder Bay District Health Unit 76 3

Southwestern
Simcoe Muskoka District Health Unit
Renfrew County and District Health Unit
Region of Waterloo Public Health and Emergency Services
Public Health Sudbury & Districts 499

Porcupine Health Unit

Peterborough Public Health 47 0
Peel Public Health
Ottawa Public Health
Northwestern Health Unit

North Bay Parry Sound District Health Unit 26 . 2

Niagara Region Public Health
Middlesex-London Health Unit
Leeds, Grenville & Lanark District Health Unit
Lambton Public Health
Kingston, Frontenacand Lennox & Addington Publi
Huron Perth Health Unit
Hastings Prince Edward Public Health
Halton Region Public Health
Haliburton, Kawartha, Pine Ridge District Health
Haldimand-Norfolk Health Unit
Grey Bruce Health Unit
Eastern Ontario Health Unit
Durham Region Health Department
City of Hamilton Public Health Services
Chatham-Kent Public Health
Brant County Health Unit

1

Algoma Public Health ' 55 5
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Source: Office of Chief Coroner (OCC) - Data effective Apr 2022

*includes both confirmed and probable opioid-related deaths, preliminary and subject to change Rate per 100, 000




OPIATE RELATED DEATH RATES

PER CITY

LOCAL CRISIS 2017 to 2021
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ONTARIO OPIOID RELATED DEATHS 2020

Opioids directly contributing to opioid-related deaths in Ontario
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Healthcare Use among People who Died of
Opioid-Related Toxicity During Pandemic- 2020

Figure 11: Recent hospital encounters in the seven days prior to opioid-related death in Ontario
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THE EYE OPENER FOR CHANGE







CASE
PRESENTATIONS

34 yo female presenting to ER last used IV fentanyl 6 hrs
ago asking for help with her opioid use (also uses IV Crystal
Meth). Uses 0.5-1 g IV fentanyl daily x 5 yrs

25 yo male presenting to ER fully reversed with naloxone in
severe withdrawals unsure if he wants help for his opioid
use but wants to feel better immediately. Smokes fentanyl
and crack x 2 years approximately 1-1.5 grams per day.

40 yo female in withdrawals and last used fentanyl 22
hours ago asking for help with her opioid use. Uses “a few

points per day” of fentanyl, IV and smoked x 5 years. Use
speed, cocaine, CM also IV and smoked.




Preferred by
patients who use
fentanyl, and still

want to use

Euphoric blockade occurs at 16 mg
Long-acting treatments are not
preferred by patients who still want
to use. These patients often drop out.




2007: Sublingual 2018: Buprenorphine extended- Emergence of

buprenorphine/naloxone release (BUP-XR) and fentanyl and
approved by Health Canada buprenorphine subdermal implant analogues &
approved by Health Canada contaminated

drug supply

Canadian Agency for Drugs and Technologies in Health (CADTH). Buprenorphine/Naloxone Versus Methadone for the Treatment of Opioid
Dependence: A Review of Comparative Clinical Effectiveness, Cost-Effectiveness and Guidelines [Internet]. Ottawa, ON; 2016 .



OVERDOSE & SHORT TERM MORTALITY

ED PATIENTS WITH NON FATAL OPIOID OVERDOSE:

5% one year
mortality post ED
discharge

-

Of patients that
died, 20% died in
the first month

-)

Of those that died in the
first month, 22% died
within the first 2 days

Source: Weiner,Scott et al..One-Year Mortality of Patients After Emergency Department
Treatment for Nonfatal Opioid Overdose. Annal of Emergency Medicine. April 2, 2019




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
W|th|n MAX 3 DAYS (1St Iine BUP/NAL) HQO Opioid Use Disorder Quality Statements /18

If a person enters an inpatient facility, OAT should be continued
without disruption HQO Opioid Use Disorder Quality Statements 2018




WHERE CAN
WITHDRAWALS
BE TREATED
WITHIN 2

HOURS?

THE
HOSPITAL



PRACTICE GUIDELINES FOR TREATMENT OF
OuD

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

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 0UD: A National Ciinical Practice Guideline (CMAJ 2018)




TREATING ADDICTIONS IN THE ER IS A
STANDARD OF CARE

Expands opportunity Bup/Nal blocks Bup/Nal prevents
for initiating treatment| craving & withdrawals J relapse & reduces OD

of OUD symptoms & mortality

\ 4 \ 4 ¥

CAEP Position Statement: Emergency department
management of people with opioid use disorder

October 2020

Justin J. Koh @, MD, MPH"*: Michelle Klaiman, MD'*; Isabelle Miles, MD?!": Jolene Cook, MD**:

Thara Kumar, MD''; Hasan Sheikh, MD, MPA*28; Kathryn Dong, MD, MSc!l***;
Aaron M. Orkin, MD, MSc, MPH33't; Samina Ali ©, MDCM!I##*338; Elizabeth Shouldice, MD, MPH'!l



PAIN MANAGEMENT AND SEDATION/EXPERT CLINICAL MANAGEMENT

Managing Opioid Withdrawal in the Emergency ®
Department With Buprenorphine

Andrew A. Herring, MD; Jeanmarie Perrone, MD; Lewis S. Nelson, MD*

*Corresponding Author. E-mail: lewis.nelson@rutgers.edu, Twitter: @LNelsonMD.

0196-0644/$-see front matter
Copyright © 2018 by the American College of Emergency Physicians.
https://doi.org/10.1016/j.annemergmed.2018.11.032

Untreated opioid withdrawal commonly results in return to high-consequence

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




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

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

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

e 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.20211208.7994 14/full/

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




PRACTICE

GUIDELINES
FOR
TREATMENT
OF OUD

FP-MFC 3

m‘ FAMILY m(lM . I.! MEDECIN DE FAMILLE (AMN[II

The official journal of thr College of Family Physicians of Canada
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Perry, Eliseo Orrantia and Scott Garrison
Fﬂ'n'lyﬂmnan February 2019, 65 (2) 117;

Info & Metrics

pioid agonist therapy (OAT) managed in primary care?




WHY BUPRENORPHINE/NALOXONE?

Thrombolytics for ASA for Acute

STEMI Ischemic Stroke ASA for STEMI

NNT 42

NNT 43 NNT 79

BUP/NAL (>16 mg)
NNT 2

https://www.thennt.com



Gone are the
days of
Tweeter and
the Monkey
Man
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That's right B#cCHES | made it
another year




HOW SAFE IS BUPRENORPHINE?

Full Agonists: Heroin, morphine,
methadone, codeine

Threshold for respiratory depressio_n

Size of Opiate Agonist Effect

0 Drug Dose



DURATION OF ACTION OF

BUPRENORPHINE/NALOXONE

e 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 2-6 weeks up to months after
(injection every 28 days) steady state




Fentanyl is
attracted like
a maﬁ.net to

ttIS/I' ht
receptor/li
Bulb °

- The light bulb is
like an opioid
receptor in your
brain

Fentanyl
turns the
light
bulb/receptor
on fully



Fentanyl

Sometimes
Keeping a light
too bright ends
up burning it out



buprenorphine/Nal turns the
.~ light bulb/receptor only

:@ partially on \
(v~ VX

=N fentanyl N\
), d (vv)

BENEFITS
INCLUDE:

-Less risk of
Overdose

-Less fatigue
-Less brain fog
-Less constipation
-Less sexual
dysfunction

Fentanyl




s

NALOXONE DOES
NOT TURN THE
LIGHT ON AT ALL



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




PRECIPITATED WITHDRAWAL FROM BUP/NAL

Precipitated"g
Withdrawal: |

Relative to
intoxication, |
Buprenorphine !
“turns on” receptor:
less so patients feel
withdrawal

Intoxication Buprenorphine
Significant amount of Binds preferentially
opioid bound to to receptors
receptors “Volume” on
“Volume” on max medium

Graphics adapted from NAABT



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



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 Ketamine, Haldol or Olanzapine (or
statex)

CAbridge.org



OUD & BUP/NA IN PREGNANCY

|

SAFE IN PREGNANCY




People askin' questions
Lost in confusion

Well, | tell them there's no problem |
Only solutions




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

- FIRST CHANGING HOSPITAL CULTURE,
REDUCING STIGMA, AND IMPROVINGh -
COMFORT LEVELS (including ED)

« PROVIDING IMMEDIATE TREATMENT F
THOSE PRESENTING TO ER REQUES
HELP

 OPENING OF MEDICAL WITHDRAWAL
MANAGEMENT BEDS

« EDUCATION TO COLLEAGUES & STAF
* IMPLEMENTING AMCS & CWMS T
 PROVIDING WRAPAROUND CARE

TIMMINS AND DISTRICT HOSPITAL
L'HOPITAL DE TIMMINS ET DU DISTRICT

Il
il



OUR TEAM

« COMMUNITY
WITHDRAWAL
MANAGEMENT
SERVICE
, A S « ACUTE MEDICINE
OO CONSULT SERVICE
‘.!.1* 4, v'ﬂ}‘_ : \\ | « TIMMINS POLICE
DRUR DX O DX DA 3 3 SERVICE COMMUNITY
AN !,;;u'n'u'(l'l"' - ,1‘ " OUTREACH SAFETY
.'.'.;n'n'u'lt'l' R PROGRAM
i e L LK
RSP DRt « AND WE WORK VERY
' CLOSELY WITH MOBILE
CRISIS




TIMMINS AND DISTRICT HOSPITAL

e WiMU (Acute Withdrawal Management Unit) 7 BED
UNIT LOCATED IN OUR HOSPITAL

e |nitially started as 2 beds(Dec 2020) in the ICU
WITHDRAWAL « STAFFED BY RN
MANAGEMENT e AMCT RN AND HOSPITAL SW

BEDS e PHYSICIAN ON CALL 7 DAYS A WEEK

OUTPATIENT COMMUNITY WITHDRAWAL
MANAGEMENT SERVICES

¢ RN
« NP
¢ SW




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:
Max Daily Dosing: * 7 days of inpatient stabilization on BUP/NAL >
D.ay éiose o 8mg as per product monograph was too long
e Dose #2: 2_4gmg - Patients would just leave
e Subsequent dosing : 2 mg q1h  Discharged patients wouldn'’t return for
prn long-acting buprenorphine at 7 days
Max:  Risk of OD and death was greater than risk
*Day 1: 12 mg of early injection
~Day 2:16 mg - We had to change this protocol

*Day 3: 20 mg
*Day 4: 24 mg

almost immediately




WE USE TA GIVE ALITTLE BUT A LITTLE WOULDN'T
DO IT SO THE LITTLE GOT MORE AND MORE.........




GAME CHANGER: MACRODOSING, HERE WE COME!

e  MAXIMUM DAILY DOSING: 32 MG BUP/NAL Sometimes higher during stabilization

Day 1: COWS>12 + no fentanyl use >24 hrs
e RAPID TITRATION WITH MACRODOSING Dosing: 24mg then 8 mg q1h prn X1

BUP/NAL Total dose over 1-2 hours= 32mg

** PEOPLE WHO USE FENTANYL**

Within 1-3 hours most patients are comfortable and feeling
no withdrawal symptoms




UPDATED ORDER
SETS

. Timeies and District Hosgital
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OPIOID WITHDRAWAL
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CLINICAL OBSERVATIONS SUPPORT MACRODOSING

e WE OBSERVED NO AES AFTER TREATING OVER 180 PEOPLE
USING THIS PROTOCOL

e WE HAVE NEVER GIVEN TOO MUCH SUBLINGUAL
BUPRENORPHINE-NALOXONE, BUT WE HAVE GIVEN TOO LITTLE
THIS MAY RESULT IN THE PATIENT LEAVING

Urgency of this crisis supports practiced-based evidence
AND REMEMBER:
Medicine makes evidence

Macrodosing can potentially circumvent
precipitated withdrawal




Pop f/f’ﬁ \- ,-

l-

\‘(_*>. ‘

LUST
FOR LIFE




EVIDENCE FOR MACRODOSING

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

JAMA Network Open. 2021;4(7):e2117128.

High Dose BUP/NAL (28-32 mg) 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

Therapeutic dose of BUP/NAL was
achieved in < 3 hrs of ED stay & low
acuity treatment areas




EVIDENCE FOR MACRODOSING

Single high-dose buprenorphine for opioid
craving during withdrawal

Jamshid Ahmadi'", Mina Sefidfard Jahromi', Dara Ghahremani? and Edythe D. London?**
Ahmadi et al. Trials (2018) 19:675

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

respiratory depression & adequately treat cravings and withdrawals




EVIDENCE FOR MACRODOSING

AmJ Addict. 2015 October ; 24(7): 667-675. doi: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 Maureen P. Hillhouse, PhDZ, Andrew J. Saxon,

MD3, Suzanne Nielsen, PhD*, Paul G. Wakim, PhD®, Barbara E. Mai, PhDE, Larissa J.
Mooney, MD2, Jennifer S. Potter, PhD’, and Jack D. Blaine, MD'

Higher doses (16&32 mg) with
quicker titration

-less drop out rates at 7 days
-No major AEs

Rapid Heroin Detoxification Using a Single High
Dose of Buprenorphine

llan Kutz & Victor Reznik

To cite this article: llan Kutz & Victor Reznik (2001) Rapid Heroin Detoxification Using a
Single High Dose of Buprenorphine, Journal of Psychoactive Drugs, 33:2, 191-193, DOI:
10.1080/02791072.2001.10400484

32 mg induction dose

All Abstinent at 7days
No major AEs




EVIDENCE OF MACRODOSING

BUPRENORPHINE FIELD INITIATION OF RESCcUE TREATMENT BY EMERGENCY
MepicAL Services (Bupe FIRST EMS): A CASE SERIes

Gerard G. Carroll, MD FAAEM EMT-P, Deena D. Wasserman, MD FAWM, Aman A. Shah,
MD, Matthew S. Salzman, MD, Kaitlan E. Baston, MD MSc DFASAM, Rick A. Rohrbach,
BSN CFRN CCRN-K MICP, Iris L. Jones, MA LPC, LCADC, Rachel Haroz, MD, FAACT

Prehospital Emergency Care March/April 2021 Volume 25, Number 2



8-24 mg

May need higher
loading dose 32
mg

PROTOCOLS FOR MACRODOSING

Buprenorphine (Bup) Hospital Quick Start

gel D G E * Any prescriber can order Bup in the hospital, even without an x-waiver.

Bup is a high-affinity, partial agonist opioid that is safe and highly effective for treating opioid use disorder.

EATMEN CHERE  + If patient is stable on

or prefers

of as

first-line reatment.

Uncomplicated*
opioid withdrawal?**

(stop other opioids)

Withdrawal symptoms
improved?

Buprenorphine Dosing
« Either Bup or Bup/Nx (buprenorphineinaloxane)
films or tab sublingual (SL) are OK.
* If unable to take oral/SL, try Bup 0.3mg IV/IM.
+ OK to start with lower initial dose: Bup 2-4mg SL.
« Total initial daily dose above 16mg may increase
duration af action beyond 24 hrs.
= Bup SL onset 15 min, peak 1 hr. steady state
7 days
+ May dose qday or if co-exisiting chronic pain split
dosing TIDIQID,
*Complicating Factors
= Allered mental status, delirium, intoxication
* Severe acule pain, trauma or planned large surgeries
« QOrgan failure or other severe medical iliness
* Recent methadone use

*“*Diagnosing Opioid Withdrawal

i AND one obj sign
Subjective: Patient reports feeling “bad” due to
withdrawal (nausea, stomach cramps, body aches,
restiessness, hot and cold, stuffy nose)
Obijective: [at least one] restlessness, swealing,
thinorthea, dilated pupils, watery eyes, tachycardia,
yawning, goose bumps, vomiting, diarrhea, tremor
Typical withdrawal onset:
2 12 hrs afier short acting opioid
= 24 hrs after long acting opioid
2 48 hrs after methadone (can be >72 hrs)
It unsure, use COWS (clinical opioid withdrawal
scale). Startil COWS = & AND one objective sign.
It Completed Withdrawal:
Typically >72 hrs since last short-acting opioid, may
be longer for methadone. Start Bup 4mg qah prm
cravings, usual dose 16-32mg/day. Subsequent days,
OK t0 decrease frequency io gday

Opioid Analgesics

« Pause opioid pain relievers when starting Bup.

+ OK 1o introduce opioki pain relievers after Bup is
started for breakthrough pain. Do not use
methadone vith Bup.

Supportive Medications

+ Can be used as needed while waiting for withdrawal

or during induction process,
Pregnancy

= Bup monoproduct or Bup/Nx OK in pregnancy.

« Consider referencing buprenarphine in
pregnancy guide.

The CA Bridge Program disseminates resources develaped by an interdisciplinary team based on published evidence and medical expertise. These resources
are not a substitute for clinical judgment or medical advice. Adherence to the guidance in these resources will not ensure successful patient treatments. Current
best practices may change. Providers are respansible for assessing the care and needs of individual patients.

bstance Use

PROVIDER RESOURCES

CA Only (24/7)
1-844-326-2626

NOVEMBER 2019

tance Use Warmline
National, (M-F 6am-5pm; Voicemail 24/7)
55-300-3595




PROTOCOLS FOR MACRODOSING

ca/Z  \ Starting Buprenorphine Immediately after
BRIDGE Reversal of Opioid Overdose with Naloxone

Based on Herring. A. A., Schultz, C. W., Yang, E., & Greenwald, M. (2019). Rapid induction onto sublingual
S ok and linkage to for opioid use disorder. The
Jjournal of

Heroin or Fentanyl* overdose reversed with naloxone

“or other short-acting opioid

Are any patient exclusion criteria present?
Benzodiazepine, other sedative or intoxicant suspected
Altered mental status, depressed level of consciousness, or delirium
Unable to comprehend potential risks and benefits for any reason
Severe medical illness such as sepsis, respiratory distress, organ failure present or suspected
= Report of methadone use
Not a candidate for buprenophine maintenance treatment for any reason

NO TO ALL YES TO ANY

Is the patient awake with signs of opioi

withdrawal? (i.e. COWS >4) NO——>
Provide
YES supportive care,
observe and
reevaluate
Is the patient agreeable to treatment NO ——p
with buprenorphine?
YES
\/
16mg SL Buprenorphine
Administered as a single dose or in divided doses over 1-2 hours.
(Start with 0.3mg IV if unable to tolerate SL.)
Observe in ED until pati h no clinical signs of
excessive sedation or withdrawal (typically 2 hours).
OK to administer additional doses of Bup up to 32mg.
Engage, use motivational interviewing, and link to ongoing care.
The CA Bridge Program by as i y team based on and medical These
are not a for clinical or medical udwcc Adherence to the in these will not ensure patient
treatments. Current best practices may change. are for the care and needs of individual patients, Documents are

i all refl m r i 4t 5 1
periodically updated to reflect most recent evidence-based research. P ——

California Substance Use Line UCSF Substance Use Warmline
PROVIDER RESOURCES CA Only (24/7) National {M-F 6am-5pm; Voicemail 24/7)

1-844-326-2626 1-855-300-3595

Up to 32 mg



Buprenorphine Macrodosing Initiation

Contact ED
1ce use
navigator/hospital
to home
coordinator if
available.

Macrodosing is an alternative approach to initiating buprenorphine for patients who do
not meet traditional criteria and for whom delays in treatment pose significant risk.
Macrodosing should be reserved for people with high opiocid tolerance. Higher initial and total Day 1
doses are off-label but have been shown to be effective in achieving therapeutic levels of buprenorphine.’

Indications:
* Patients in withdrawal from fentanyl use, or
» Patients who have had full naloxone reversal of an opioid overdose (.. naloxone-induced withdrawal)

Are any exclusion criteria to buprenorphine Provide supportive care and re-evaluate.
macrodosing present? OPTIONS:
= Allergy or hypersensitivity to buprenorphine or naloxone B [ Consult
= Reported methadone use in the last 72 hours patient may be a candidate for methadone
* Unable to provide informed consent or SROM
= Altered mental status, depressed level of consciousness, [] offer RAAM referral/harm reduction resources
or delirium [ Provide naloxone kit &2
= Acute intoxication
* Severe medical iliness such as sepsis, respiratory distress,
severe liver dysfunction
= Concurrent withdrawal from alcohol or benzodiazepines OPTIONS:
* Elderly [] Offer home buprenorphine start &
[[] Offer microinduction b hine start &2
[] offer return to ED when in withdrawal for

—>] buprenorphine treatment
Is patient awake with COWS > 13 [ patient handouts about bup

Has at least 18 hours elapsed since last fentanyl use? treatment &, home startc?, ""c"°d°5'“9‘?
(not necessary post-naloxone reversal) [ Provide naloxone kit&”

.

Discharge with prescription for total dose

Explain: dispensed in the ED as daily observed dose
+ Goal is to achieve full treatment dose within a matter of hours until planned follow-up (max 7 days)
= May experience transient worsening of withdrawal symptoms ) * Refer to RAAM/community dinic
:efore 'rellefl ) o L . L = Dispense naloxone kit &
* For n

Buprenorphine handout &
Harm Reduction Info Sheet &

should be started as soon as possible

Provide 16mg buprenorphine
SL as 2x8mg tablets

@ see High-Dose Buprenorphine Initiation
(“Macrodosing”) Reference Guide for ED
Providers &

@® See Buprenorphine Reference Guide for
further information &

Reassess in one hour

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

https://cabridge.org/re /starting-b orphine-immediately-aft versal-of-c

META 'PHI SO

PARTNERS IN HEALTH
CLINICAL TOOLS FOR ADDICTION | INTEGRATION




EARLY DEPO-BUP CONSIDERATIONS

WHY CAN'T WE GIVE DEPO-
BUP EARLY-
DAY 1-37?

Why do | have to wait 7 days
for my injection
(Patient)

WHAT IS THE DIFFERENCE BETWEEN
8 MG FOR 1-3 DAYS VS 7 DAYS?
7 DAYS X8 MG VS 2 DAYS X32 MG



EVIDENCE FOR EARLY DEPO-BUP

ADMINISTRATION

Find Studies ~ About Studies v

ClinicalTrials.gov

Home >  Search Results >  Study Record Detalil

Trial record 1 of 393 for: Sublocade |

Previous Study | Return to List |

An Open-Label Pilot Study of Sublocade as Treatment for Opiate Use Disorder



EVIDENCE FOR EARLY DEPO-BUP

ADMINISTRATION

Open-label trial of a single-day induction onto buprenorphine
extended-release injection for users of heroin and fentanyl

John J. Mariani MD*2® | Amy L. Mahony LMHC! | Samuel C. Podell BS® |
Daniel J. Brooks LCSW! | Christina Brezing MD*? | Sean X. Luo MD, PhD? |
Nasir H. Naqvi MD, PhD'? | Frances R. Levin MD*?



EVIDENCE FOR EARLY DEPO-BUP

ADMINISTRATION

Find Studies ~ About Studies v Submit Studies ~ Resources ~

ClinicalTrials.gov

Home >  Search Results >  Study Record Detail S:

Trial record 4 of 148 for:  sublocade | Recruiting, Not yet recruiting Studies

+ Previous Study | Returnto List | Next Study »

Buprenorphine Extended-Release Subcutaneous Injection (RBP-6000) in High-risk Users



EVIDENCE FOR EARLY DEPO-BUP ADMINISTRATION

Initiating Monthly Buprenorphine Injection After Single Dose of Sublingual Buprenorphine

Katharina Wiest! | Stephanie Strafford? | Sunita Shinde? | Amy Heath? | Robert Dobbins? | Howard Hassman I 1. Pacific Vascular Specialists, Portland, OR | 2. Indivior, Inc., Richmond, VA 3. Hassman Research Institute LLC, Mariton, NJ

Aims

ADE) I indicated for
treatment of id use disorder (OUD) i who have
initiated treatment with transmucosal buprenorphine (BUP-TM), followed by
dose adjustment for a minimum of 7 days. in the current medical clmate, there
is geeat interest in initiating a depot formulation as rapidly as possible, increasing
the likelihood of patient adherence to treatment from the outset, and reducing

the need to provide take-home transmucosal (TM) buprenorphine for outpatient
use 2! We evaluated withdrawal symptoms, safety and tolerability of init
SUBLOCADE one hour after administering a single dase of & mg BUP-TM.

Methods

Study Design

This open-label, post-approval study was registered as NCT03993392, Qualitative
urine drug screens, self-eported drug use, and the clinical

opiate withdrawal scaie (COWS) were completed before buprenorghine

sdministration. If COWS score was 28, staff administered 4 mg BUP-TM. If the

participant did not exhibit hypersensitivity, symptoms of precipitated withdrawal

[PW), or sedation within 19, 300 mg of SUBLOCADE was administered and clinical

assessments wero completed inpatient for 48 hours and outpatient up to 28 days
P-T1

Participants

218 years of age

Documented history of moderate or severe OUD as defined by Diagnostic
and Statistical Manual of Mental Disarders, Sth Edition (DSM-S)

Seeking buprenorphine assisted treatment for OUD
Abstained from short-acting opioids for at least 6 hours and long-acting,

opioids for 24 hours befoare arriving at the ic on the morning of Day 1
loid Use Di h Screening of

Table

1 ie and Opl

Envolled Participants

Transmocoal Buprenarphine
[

post-inj to
treat withdrawal and recommended psychesocial counseliing was provided to all
participants. Endpoints were: 1) COWS score increase of 26 and 2) independent
adjudication of PW,

figure 1 Schematic Diagram Depicting Rapid Induction Procedure

Supported by funding from indnior i
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Results

26 participants received BUP-TM, 24 proceeded to SUBLOCADE inject
{Table 1), and 20 completed the study,

After SUBLOCADE injection, meansSD COWS scores decreased from a pre.
SUBLOCADE baseline of 12.624.1 10 6:944.1 3t 64 and 10 4.203.2 3¢ 240
(Figure 2). 15 participants (62.5%) had maximum COWS score pre-injection.
2 panticipants had a COWS score increase of 26 from the pre-injection value
{events occurred at 1h and 2h post-injection]. No participants had severe
withdrawal and P par

(maximum COWS score=27 at 2h post-injection). (Table 2}

ion

8y adjudication, PV, There was
concordance between the protocol definition and adjudication assessment
of precipitated withdrawal for 25 (97%) of the participants. past BUP-TM and
22{92%) of the participants past-SUBLOCADE.

The mean opioid craving score fell by 28.4 points at 12 hours post
SUBLOCADE and continued to decrease through completion of the study.

Figure 2 Mean (250) C i Scores Before and
Following Administration of SUBLOCADE

COWS Total b Ezere

Table 2 COWS Scores by Severity and Timing of Maximurm Severity Occurrence
and Increase of ¥6 [Number of participants (%))

Safety Results
Table 3 Summary of Treatment-Emergent Adverse Events (TEAE:
artiipants Receiving SUBLOTADE (Ne2
Parameter
AN TEAEs TEAEs
Ay TUAE 208138 e
Trestiment Reisted TEALS sueaw aftemm)
Serown TiALs ) 200%
Treatment Related Serious TEALs 0008 0100%)
Severe T0ALs suomw) suosn)
Infecion vt reaction TEAE Hi2s% 1%
TIAL resulting instody reatment — —_—
o eteception
TUAL resulting I death e s

Irritability, anxiety, nausea, and pain were the most common lreatment

Particpants Recaiving SUBLOCADE (=24) emergent adverse events (TEAEs).
Mo Sevecity Incresse of 26 * Most TEAES were moderate of mild in intensity, Five partipants reported a
PreSUBLOCADE I8 ean) e total of § severe TEAEs {imaabilny In=d], pain {n=2], chill [n=1] and vomiting
g [] o [n=1]). h of SUBLOCADE
e L L * Two participants received 4 mg BUP-TM after SUBLOCADE injection and 15
1 howr post SUBLOCADE e e DRICI Fece i e
e T 2 received other reseue medications.
st t o + Rescue medications included ondansetron for nauseavomiting (10 [41.7%),
2 o SURDEACK swo 1) clonidine for anxiety/irritability (10 (41.75]), buprofen for pain/body aches {3
s ¥ s i p p 1208%
.. : : 137.5%]) and trazadonc for insomnia (5 [20.8%))
Msderabely Sevest ' ¥ « Patential limitations of this study include the small number of participants
3hoor pat SUBLOCADL ) roup of tients that might nat fully
— ; 3 represent the real-worid population of patients with QU
vderte : o
Figure 3 Mean (£50) Clinical Opliate Wi Scores by Maxi [
¥ SUBIOCADE

ows Tt e

Semntrtnd Tompit

*  Initiating SUBLOCADE 300 mg following a single 4 mg dose of BUP-
T™ indicated a safety profile similar to that cbserved with
SUBLOCADE induction per current labeling*

*  After SUBLOCADE Injection, withdrawal symptoms and opioid
craving: i ‘within 12h.
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SUBLOCADE OFFERS PROTECTION

Real-World Evidence for the Optimal Management of Opioid Use Disorder (OUD) During
COVID-19 Pandemic for Patients Receiving Opioid Agonist Treatment (OAT)

Kenneth Lee' | Christopher Fraser® | Tazmin Meral Marie-Christine Mormont* | Brian Conway®
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GAME CHANGER: EARLY DEPOT-BUP
HERE WE COME!

Day 1: COWS>12 + no fentanyl use >24 hrs
BUP/NAL Dosing: 24mg then 8 mg q1h prn X1
Total dose over 1-2 hours= 32mg

e RAPID TITRATION WITH MACRODOSING

Exgﬁv%lﬁpo_BupRENORpH|NE 24-72 hours after first sublingual buprenorphine-

naloxone dose

** PEOPLE WHO USE FENTANYL

Within 1-2 days patients receive depot-bup
no withdrawal symptoms



Updates from TADH




2021 ACUTE WITHDRAWAL
MANAGEMENT BEDS TIMMINS AND
DISTRICT HOSPITAL

Number of Admissions Avg Occupancy Avg LOS Alcohol Use Disorder Opiate Use Disorder Polysubstance Use Disorder Suboxone Starts Sublocade

Dec-20 7 36% 2.3 3 4 4 2
Jan-21 11 50% 3.5 4 7 7 4
Feb-21 13 82% 3.6 3 10 10 6
Mar-21 13 79% 3.8 2 11 11 10
Apr-21 14 79% 3 3 11 10 6
May 1-22, 2021 13 65% 2.6 3 10 10 9
Jun-21 14 73% 2.9 1 13 11 11
Jul-21 13 42% 2.7 0 13 9 7
Aug-21 10 55% 3.1 1 8 1 8 7
Sep-21 16 82% 2.7 5 11 11 11
Oct-21 13 63% 3.1 2 10 1 10 7
Nov-21 16 62% 3 7 9 9 4
Dec-21 40% 5 0 4 0 4 4

TOTAL : 148

AUD:27 (18%)
OUD:121 (82%)

AVERAGE LOS

3.1

BUP/NLX START
FOR OUD
114/121(94%)

DEPO-BUP
START
87/114 ( 76%)




2021 DEPO-BUP AT TADH

DECEMBER 7™ 2020 - DECEMBER 31°T, 2021

TOTAL:

122 doses given

LOCATION:

87 doses : WMS beds
35 doses : Medical floor, Surgical floor, MHU




MARCH-JULY 2022 S

TOTAL: 121

OUD: 77 (64%)
AUD: 44 (36%)
LOS: 3.4 days

DEPOT-BUP:
52
68% OF OUD

BUP STARTS:
60

78% OF OUD ADMISSION

ADMISSIONS 87% OF BUP START




* Listen to the patient
* Understand their language
* Understand where they are along the treatment

continuum
COMMUNICATIO .

Show compassion and patience

N STRATEGIES * Discuss a variety of treatment options available
with supporting pros and cons

* |nvolve the person in treatment decisions (they
may change their mind many many many times)




CASE
PRESENTATIONS

34 yo female presenting to ER last used IV fentanyl 6 hrs
ago asking for help with her opioid use (also uses IV Crystal
Meth). Uses 0.5-1 g IV fentanyl x 5 yrs

25 yo male presenting to ER fully reversed with naloxone
in severe withdrawals unsure if he wants help for his
opioid use but wants to feel better immediately. Smokes
fentanyl and crack x 2 years approximately 1-1.5 grams per
day.

40 to female in withdrawals and last used fentanyl 22
hours ago asking for help with her opioid use. Uses “a few

points per day” of fentanyl, IV and smoked x 5 years. Use
speed, cocaine, CM also IV and smoked.




REFLECTION ON PAST AND PRESENT SUCCESSES

We haven’t seen J.S. in a

: 2
What did we do before? We were long time in emerg.

letting these patients down. ‘RN ER & physician
-RN ICU and physicians




REFLECTION ON PAST AND PRESENT SUCCESSES

| have never felt
this good...

-Patient

My friend was here 2 months ago and is still
not using drugs... | need to get on “the

needle”
-Patient

| was using 1 g of fentanyl a day
48 hours ago and now | have no
cravings and no withdrawals...

| thought it would be impossible.
-Patient







LISTEN TO THE PATIENTS

DON’T BE AFRAID TO PUSH LARGER “MACRODOSES”
OF SL BUP/NLX FOR INDUCTION AND PW

TAKE HOME

BUP/NLX NEEDS TO BE STANDARD OF CARE IN ER OF
ouD

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

MESSAGES




TREAT THEM AND STREET THEM CAN NO LONGER OCCUR

PATIENTS CAN'T REMAIN ON TREATMENT IF THEY ARE
NOT STARTED ON TREATMENT

TAKE H O M E DON’T SETTLE FOR “WE CAN’T DO IT” ... THE QUESTION
SHOULD BE “HOW CAN WE DO IT”

MESSAGES

IT’S NOT A PATIENT PROBLEM... IT'S A SYSTEM
PROBLEM




AND.....HAVE NO REGRETS



" - X ' l |
That's right Doctors | made it
another year

Any Questions ???




« Julie Samson : jsamson5@me.com

« Louisa Marion-Bellemare:
Imarionbellemare@nosm.ca

THANK YOU !l




