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Learning objectives

» Review the evidence-base underlying interventions for Opioid Use Disorder
» Withdrawal Management

» Harm Reduction
» Supply distribution

» Supervised consumption

» Take-home Naloxone
» Psychosocial freatment modalities
» Opioid antagonists
» Opioid Agonist Therapy (OAT)
» Methadone vs. buprenorphine/naloxone

®» | ong-acting buprenorphine formulations

» Alternative OAT




Withdrawal Management

» |npatient withdrawal management/"detox” alone, associated with:
» H|V transmission
» High rates of relapse

» Morbidity and mortality

» Requests for detox can be an important 15t contact with health care

» Safety considerations

» Qutpatient slow tapers safer, with option of conversion to OAT at any time
®» +- antagonist freatment upon completion

» +-residential freatment
» |ntensive psychosocial follow-up

» Take-home naloxone fraining




Withdrawal Management

JAMA Clinical Guidelines Synopsis

Clinical Management of Opioid Use Disorder

Beth Dunlap, MD; Adam S. Cifu, MD

GUIDELINE TITLE Guideline for the Clinical Management of
Opioid Addiction

DEVELOPER Vancouver Coastal Health, Providence Health
Care, and Ministry of Health, British Columbia, Canada

RELEASE DATE November 2015

FUNDING SOURCE Funded publicly through governmental
grants

TARGET POPULATION Nonpregnant adult patients with opioid
use disorder

MAJOR RECOMMENDATIONS

[« Opioid withdrawal alone is not recommended for treatment |

of opioid use disorder in most patients because of increased
risks of overdose death and infectious disease, particularly
HIV through intravenous drug use, following detoxification
(moderate-quality evidence; strong recommendation).

~ = Inthe absence of contraindications, medically supervised

opioid agonist treatment should be offered to patients.
Buprenorphine/naloxone is the preferred first-line treatment.
Methadone is an alternative in certain patient populations
(high-quality evidence; strong recommendation).

« Psychosocial supports tailored to patient needs may be offered
as an adjunct to medical treatment (moderate-quality
evidence; conditional recommendation).




Withdrawal Management

Management of opioid use disorders: a national
clinical practice guideline

Julie Bruneau MD MSc, Keith Ahamad MD, Marie-Eve Goyer MD MSc, Ginette Poulin MD, R

. . . . * Opioid use disorder is often a chronic, relapsing condition
Peter Selby MBBS MHSc, Benedikt Fischer PhD, T. Cameron Wild PhD, Evan Wood MD PhD; associated with increased morbidity and death: however, with

CIHR Canadian Research Initiative in Substance Misuse appropriate treatment and follow-up, individuals can reach
sustained long-term remission.
# This guideline strongly recommends opiocid agonist treatment
B Cite as: CMAJ 2018 March 5;190:E24T—5?. doi: 1[}.151}3,."cm aj.lTDEIEE with buprenorphina-naloxone as the preferred first-line treatment
when possible, because of buprencrphine’s multiple advanitages,
which include a superior safety profile in terms of overdose risk.

* Withdrawal management alone is not recommended, because
this approach has been associated with elevated risks (e.g.,
— syringe sharing) and death from overdose in comparison to
providing no treatment, and high rates of relapse when

implemented without immediate transition to long-term
evidence-based treatment.

* This guideline supports using a stepped and integrated care
approach, in which treatment intensity is continually adjusted
to accommodate individual patient needs and circumstances
over time, and recognizes that many individuals may benefit
from the ability to move between treatments.




Diagnosed OUD
CRISM (DSM-5 criteria)
Nat|0nal Opioid Agonist Therapy Is OAT indicated?
Guideline (0AT) = e
+/- psychosocial treatment
+/- residential treatment <,
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Health Research  en santé du Canada




Harm Reduction
Supply distribution

» Needle/Syringe programs associated with:
» Reduction in injecting risk behavior
» Reduction in HIV infection and other blood-borne infections

» “one of the most cost-effective public health interventions ever funded”
» Cost-effective from societal and health sector perspectives
» Net financial benefit identified in all high- and low-income settings

» |n Winnipeg...safer injection supplies (& safer crack kits) available through:
» Street Connections
» Several community health centres and community services

» Check hitp://www.streetconnections.ca/service map.php



http://www.streetconnections.ca/service_map.php

Harm Reduction
Supervised consumption

» [Nnsite

» Canada'’s first supervised injection site

» | ocated in Vancouver's Downtown East Side

» Fvidence of benefit

» Decreased syringe sharing, positive changes in injection practice
» |ncreased referral to detox and community services
= No increase in drug dealing, drug-related crime, new IDU or relapse to IDU
» Conservative estimates show prevention of:
» 35 cases of HIV per year
» 3 deaths per year

» Overall cost-savings over é million$ per year after program costs




Harm Reduction
Take Home Naloxone

» WHO guidelines on Community Management of Opioid Overdose, 2014

» “people likely to withess an opioid overdose should have access to naloxone and be
instructed in its administration”

» Conclusion from a narrative systematic review
» THN programs reduce overdose mortality rates in community, AND

» Have a low rate of associated adverse events, THUS
» “THN distribution to at-risk users should be introduced as standard of care’

» |n Winnipeg...THN kits and fraining available at:

» Street Connections
» Brothers Pharmacy, Tache Pharmacy, Grand Medicine...
» hitps://cohm.ca/wp-content/uploads/2020/06/Naloxone-Kits-Pharmacy-List.pdf

» Covered by NIHB with Rx (including intranasal opftion)

» Available over the counter (at a cost) — 30-50$%



https://cphm.ca/wp-content/uploads/2020/06/Naloxone-Kits-Pharmacy-List.pdf

Psychosocial Treatment

» No large scale reviews or meta-analyses available

» Residential treatment (abstinence-based)

®» Relapse common after discharge

» Factors associated with earlier relapse

®» Younger age

» Higher heroin use prior to treatment
» History of injecting
» Failure to complete full inpatient freatment program
» Fqilure to attend aftercare
» NA/AA aftendance associated with increased absfinence
» Higher frequency of attendance (>1/week) associated with increased likelihood of abstinence

» NOTE: lotfs of variability between individual groups as to opinion regarding OAT & other Rx




Psychosocial Treatment

» Non 12-step based peer-support:
» SMART Recovery
» Manualized, (peer) counselor led group
» Based on Rational Emotive Behavioural Therapy

» Focuses on development of practical skills for relapse prevention

» Recovery Dharma

» Secular Organizations for Sobriety
= Jib Stop

» FicC...

®» Emerging evidence for Contingency Management and Abstinence-
contingent recovery housing (with or without intensive day treatment)

» Moftivational Interviewing




Psychosocial Treatment

Cochrane
0 Library

Cochrane Database of Systematic Reviews

Psychosocial treatment for opiate abuse and dependence

(Review)

Mayet S, Farrell MF, Ferri M, Amato L, Davoli M

Authors’ conclusions

The available evidence has low numbers and is heterogeneous. At present psychosocial treatments alone are not adequately proved
treatment modalities or superior to any other type of treatment.

It is important to develop a better evidence base for psychosocial interventions to assist in future rationale planning of opioid use drug
treatment services.




Psychosocial Treatment

Psychosocial combined with agonist maintenance treatments
versus agonist maintenance treatments alone for treatment
of opioid dependence (Review)

Amato L, Minozzi S, Davoli M, Vecchi S

Authors" conclusions

For the considered outcomes, it seems that adding any psychosocial support to standard maintenance treatments do not add additional
benefits. Data do not show differences also for contingency approaches, contrary to all expectations. Duration of the studies was too short
to analyse relevant outcomes such as mortality. It should be noted that the control intervention used in the studies included in the review
0N Maintenance treatments, is a program that routinely offers counselling sessions in addition to methadone; thus the review, actually,
did not evaluate the question of whether any ancillary psychosocial intervention is needed when methadone maintenance is provided,
but the narrower question of whether a specific more structured intervention provides any additional benefit to a standard psychosocial
support. These interventions probably can be measured and evaluated by employing diverse criteria for evaluating treatment outcomes,

aimed to riporously assess changes in emotional, interpersonal, vocational and physical health areas of life functioning,

THE COCHRANE
COLLABORATION®




Psychosocial Treatment

RESEARCH ARTICLE PLOS ONE | https://doi.org/10.1371/journal.pone.0244401 December 28, 2020
Evaluating comparative effectiveness ot

psychosocial interventions adjunctive to
opioid agonist therapy for opioid use
disorder: A systematic review with network
meta-analyses

Danielle Rice'***, Kimberly Corace’****, Dianna Wolfe >, Leila Esmaeilisaraji’,

Alan Michaud ', Alicia Grima', Bradley Austin', Reuben Douma’, Pauline Barbeau’,
Claire Butler', Melanie Willows®*>*¢, Patricia A. Poulin™"*?, Beth A. Sproule®°,

Amy Porath'', Gary Garber'''*"?, Sheena Taha'', Gord Garner'?, Becky Skidmore',
David Moher'"'?, Kednapa Thavorn''2, Brian Hutton,'-12*

Conclusions

This systematic review offers a comprehensive synthesis of the available evidence and the
limitations of current trials of psychosocial interventions applied as an adjunct to OAT for
OUD. Clinicians and health services may wish to consider integrating contingency manage-

ment in addition to OAT for OUD in their settings to improve treatment retention. Aside from
treatment retention, few differences were consistently found between psychosocial inter-
ventions adjunctive to OAT and OAT-only. There is a need for high-quality RCTs to establish
more definitive conclusions.




Opiloid antagonists

= Oral naltrexone
» |nsufficient evidence to evaluate effectiveness (Cochrane 2011)
» | ow freatment retention (28%)
» Sustained release naltrexone
» |nsufficient evidence to evaluate effectiveness (Cochrane 2009)

» Non-inferiority trial vs. buprenorphine/naloxone published in JAMA Psychiatry
December 2017

» Comparative effectiveness vs. buprenorphine/naloxone published The Lancet
January 2018

» Limitation: Only oral naltrexone is currently available in Canada



Opioid Agonist Therapy

Methadone vs. buprenorphine/naloxone

» Suboxone (buprenorphine + naloxone)
®» Doses > 2mg retain people in treatment
» Doses >=16 mg decrease illicit opiate use
» Methadone
®» |ncreased retention in freatment

» Decreased use of heroin

» Efficacy comparing buprenorphine/naloxone vs. methadone
» Early studies showed decreased retention in freatment compared to methadone
» These were using low doses and slow induction rates
» At flexible doses, and with appropriate induction rates, there is no significant difference in:
» gbstinence from illicit opioids
» retention in freatment

®» decrease in cocaine use




Opioid Agonist Therapy

Sublingual tablet Cherry-flavoured Methadose
-Takes up to 10 minutes to dissolve

-May take upwards of 30 minutes for full

withessed dose in pharmacy

Daily withessed ingestion during stabilization  Daily withessed ingestion x minimum 2 m

-earlier/more flexible carries possible -early carries not easily negoftiable

Somewhat more complex to start May start at any time

-moderate withdrawal, or microdosing -starting in detox/hospital may allow quicker
titration

Achieve target dose in 1-3 days Achieve target dose in 3+ weeks

Requires baseline bloodwork (and likely Requires baseline bloodwork and treatment

treatment agreement) agreement

Planned long-term maintenance Planned long-term maintenance
\



Opioid Agonist Therapy
- reduces high risk drug-related behaviours

Substitution treatment of injecting opioid users for
prevention of HIV infection (Review)

Gowing L, Farrell M, Bornemann R, Sullivan LE, Ali R

Authors’ conclusions

Oral subsrirurion trearment for injecring opioid users reduces drug-related behaviours with a high risk of HIV transmission, bur has less

effect on sex-relared risk behaviours. The lack of dara from randomised conrrolled srudies limirs the strength of the evidence presented
in this review,

THE COCHRANE
COLLABORATION®




Opioid Agonist Therapy
- Improves adherence to HIV freatment

Addiction R

RESEARCH REPORT dei-10.1111/a8d. 12970

Dose-response relationship between methadone dose
and adherence to antiretroviral therapy among HIV-
positive people who use illicit opioids

Leslie Lappalainen"l, Seonaid Holan"a, Sabina Dnhrer', Cath! Puscas'*, Julio Hontaner"a,
Keith Ahamad'+, Huiru Dong', Thomas Kerr'?, Evan Wood'” & M.-]. Milloy'*

(AOR = 1.06 per 20 mg/day increase, 95% CI=1.00-1.12). Conclusion Among HIV-positive individuals in methadone

maintenance therapy, those receiving hizher doses of methadone (= 100 mg/day) are more likely to achieve > 95%
adherence to antiretroviral therapy than those receiving lower doses.

ABSTRACT

Background and Aims For HIV-positive individuals whe use illicit opicids, engagement in methadone maintenance
therapy (MMT) can contribute to improved HIV treatrnent outcomes. However, to our knowledge, the role of methadone
dosing in adherence to antiretroviral therapy (ART) has not yet been investizated. We 2ought to exarnine the relationship
between methadone dose and ART adherence among a cohort of people who use illicit opicids. Design and Setting We
uzed data from the AIDS Care Cohort to Evaluate Access to Survival Services (ACCESS) study, an oneoine prospective ob-




Opioid Agonist Therapy
- reduces incidence of HCV infection

Addiction S5/
A

RESEARCH REPORT doi:10.1111/add 12682

The impact of methadone maintenance therapy on
hepatitis C incidence among illicit drug users

Seonaid Nolan'?, Viviane Dias Lima'?, Nadia Fairbairn', Thomas Kerr'?, Julio Montaner'?,
ason Grebely'” & Evan Wood'”’

ElE S

Conclusion Participation in methadone maintenance treatment appears to be hizhly protective against hepatitis C
incidence among illicit drugz users. There appears to be a dose—response protective effect of increasing methadone
exposure on hepatitis C incidence.

ABSTRACT

Aims To determine the relationship between methadone maintenance therapy (MMT) and hepatitis C (HCV) sero-
corwersion among illicit drog users. Design A generalizved estimating equation model assuming a binormial distribu-
tion and a logit-link function was uzed to examine for a possible protective effect of MMT use on HCV incidence.
Setting Data from three prospective cohort studies of illicit drug users in Vancouver, Canada between 1996 and
2012. Participants A total of 1004 HCV antibody-negative illicit drug wsers stratified by exposure to MMT.
Measurements Bazeline and semi-annual HCV antibody testing and standardized interviewer-administered ques-




Opioid Agonist Therapy

at tapering done slowly

Addiction

RESEARCH REPORT dob: 101111/, 1 360-044 3. 200 2008 70,5

Defining dosing pattern characteristics of successful
tapers following methadone maintenance treatment:

results from a population-based retrospective
cohort study

Bohdan Nesyk'?, Huiying Sun’, Elizabeth Evans’, David C. Marsh®, M. Douglas Anglin’,
Yih-Ing Hser' & Aslam H. Anis™*

Conclusions The majority of patients attempting to taper from
methadone maintenance treatment will not succeed. Success is
enhanced by gradual dose reductions interspersed with periods of
I stabilization. These results can inform the development of a more
{ refined guideline for future clinical practice.

-should be confinued long-term, attempfts

Out of 491 7taper attempts,
646 sustained success {1 3 %)

FACTORS

For every 1% increase + 2 9
in adherence increased odds
of success

Taper over a long period 2 5 8
(3 months-1 yegr)p + %

Taper over 12-52 weeks vs < 12 weeks increased odds
of success

Plan dose reductions to occur .|. 6 1 %

bi-weekly or monthly .
As opposed to more or less frequently increased odds
of success




Opioid Agonist Therapy
Alternative OAT

» Sustained release oral morphine
» Cochrane review 2013
» |nsufficient evidence to evaluate its effectiveness
» Newer evidence supports its role as an alternative to methadone or buprenorphine
» Beck et al. Addiction, 2014. — randomized cross-over non-inferiority study — UNBLINDED!!
» Non-inferior to methadone for retention in freatment, illicit heroin

» Superior to methadone for mental symptoms, freatment satisfaction, heroin craving

» Hammig et al. Journal of Substance Abuse Treatment, 2014.
» Mean Qfc with methadone > morphine
®»  Morphine associated with higher satisfaction, fewer cravings, lower mental stress

» Verthein ef al. European Addiction Research, 2014.
» |mproved mental symptoms and treatment safisfaction for morphine vs. methadone
» No difference in drug use

» Falcato et al. Journal of Clinical Psychopharmacology, 2015.
» Reduced craving for heroin in morphine vs. methadone

» Canadian guidelines outline it's use as a 3 line option for OAT
» Conversion from methadone to Kadian: start at1:4, titrate clinically

®» Prescribers in MB should be methadone prescribers, and review case if not experienced with SROM




Opioid Agonist Therapy
- buprenorphine implant - Probuphine

JAMA July19, 2016 Volume 316, Mumber 3

Original Investigation

Effect of Buprenorphine Implants on lllicit Opioid Use Soversd by 24
Among Abstinent Adults With Opioid Dependence Treated  gng NIHB
With Sublingual Buprenorphine

A Randomized Clinical Trial Non-inferior to
sublingual
Richard N. Rosenthal, MD; Michelle R. Lofwall, MD; Sonnie Kim, PharmD; Michael Chen, PhD; bUpl’eﬂOI’phine/

Katherine L. Beebe, PhD; Frank J. Vocci, PhD; for the PRO-814 Study Group
naloxone 8mMg

CONCLUSIONS AND RELEVANCE Among adults with opicid dependence maintaining or less daily

abstinence with a stable dose of sublingual buprenorphine, the use of buprenorphine
implants compared with continued sublingual buprenorphine did not result in an inferior
likelihood of remaining a responder. However, the study population had an exceptionally high
response rate in the control group, and further studies are needed in broader populations to
assess the efficacy in other settings.



Opioid Agonist Therapy
- buprenorphine injection - Sublocade

wownwthelancet.com Vol 393 February 23, 2019

Efficacy and safety of a monthly buprenorphine depot
injection for opioid use disorder: a multicentre, randomised,

double-blind, placebo-controlled, phase 3 trial

Barbara R Haight, Susan M Learned, Celine M Laffont, Paul | Fudala, Yue Zhao, Amanda 5 Garefalo, Mark K Greenwald, Vijay R Nadipell,
Walter Ling, Christian Heidbreder, for the RB-U5-13-0001 Study Investigators™

Interpretation Participants’ percentage abstinence was significantly higher in both BUP-XR groups than in the
placebo group. Treatment with BUP-XR was also well tolerated. The availability of this monthly formulation, delivered
by health-care providers, represents an advance in treatment for opioid use disorder that enhances the benefits of
buprenorphine by delivering sustained, optimal exposure, while reducing risks of current buprenorphine products.

Covered by EIA and NIHB, if stabilized on SL buprenorphine 8-24mg daily

Superior to PLACEBO



Opioid Agonist Therapy
Alternative OAT

» |njectable options (heroin/diacetylmorphine, hydromorphone) — Crosstown
Clinic, Vancouver

» SALOME and NAOMI trials

» Decreased use of illicit substances

» Decreased criminal activity and incarceration

» Possible decrease in mortality
®» |hcreased retention in treatment

» BUT, increased rate of serious adverse events

» Only to be used for people with chronic injection opioid use who have failed
other first-line treatments




Summary — treatment options for OUD

SPECIALIST-LED
ALTERNATIVE
APPROACHES

Sow-rddease oral monphine #40

+/ - paychosocial teatment
+/ - residential treatment

. ™ I
WITHDRAWAL AGONIST THERAPIES
MANAGEMENT ' ,
Tapered methadons, buprenonhin. Bupfenorphine
or alpha - adrenergic agonists nalonxone ® Methadone ™
+/ - peychasocial treatment < e fered)
+/ - residential breatrme nt ol
+/- oralnairexone L/ esdental treatment
. AN oy
- TREATMENT INTENSITY
LOW

If opdoid use oot nues,
¢ ondder |rea trrent intensificabion. »

HARM REDUCTION ™=
Across the treabment intensity spectnem, evidence-based hamm reduction should be olfered to all, incheding
= Educabion re: safer user of sterile syringes/needies and other applicable substant & use aguipment

= Access to sterile syringes, needies, and other suppliess  » Access to Supervised Injechion Sites (95)
« Take-Home-halosone (THH) kits

HIGH
Where possible
= Shrmplify tresbom et
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Case study |

» 77 year old woman presents to the emergency department at your local
hospital where you have admitting privileges. She asks for a hospital
admission to help her detox from the oxycodone she'’s been using. She
says she has done well after detox from previous crack cocaine use, so
that’'s all she needs to quit using oxy.

» What else do you want to knowe

» What do you do about the request for admissione

» What else can you offere
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