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CME

The Washington State Medical Association (WSMA) is accredited
by the Accreditation Council for Continuing Medical Education
(ACCME) to provide continuing medical education for physicians.

The WSMA designates this enduring material for a maximum of
1.0 AMA PRA Category 1 Credits™. Physicians should claim only
the credit commensurate with the extent of their participation in
the activity.
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Maintenance of Certification (MOC)

Successful completion of this CME activity, which includes completing the evaluation component and earning 100% on
the quiz component, enables the participant to earn up to:

1.0 MOC points in the American Board of Internal Medicine’s (ABIM) Maintenance of Certification (MOC)
program;

1.0 MOC points in the American Board of Anesthesiology’s (ABA) redesigned Maintenance of Certification
in Anesthesiology™ (MOCA®) program, known as MOCA 2.0®. Please consult the ABA websites,
, for a list of all MOCA 2.0 requirements;

1.0 part-ll self-assessment credits in the American Board of Otolaryngology — Head and Neck Surgery’s
Continuing Certification (ABOHNS) program (formerly known as MOC);

1.0 MOC points in the American Board of Pathology’s (ABPath) MOC program;
1.0 MOC points in the American Board of Pediatrics’ (ABP) MOC program;

1.0 MOC points for the CME requirement of the American Board of Surgery’s (ABS) Continuous Certification
program; and

1.0 MOC points in the American Board of Thoracic Surgery’s (ABTS) MOC program.

It is the CME activity provider's responsibility to submit participant completion information to ACCME for the purpose of

granting ABIM or ABP MOC credit.
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http://www.theaba.org/

Disclosure

The content of this activity is not related to products or services
of an ACCME-defined ineligible company, also known as a

commercial interest; therefore no one in control of content has a
relevant financial relationship to disclose.
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Injectable Buprenorphine Prescribing

Why is injectable buprenorphine a critical
issue?

What are the two types available?

Key points on safe prescribing

What is important for clinicians and prescribers
to know?
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Limits of Oral MOUD?

US Large urban safety-net hospital NCM program, 2012 to 2014
Retention at 1 year: 53.7% (664/1237)

US Buprenorphine Prescription data, 2010-2018
180-day retention for PCPs : 30.3%

Retrospective Pop-based study out of BC, CA 2008-2018

N=54,447, prescription data, buprenorphine
3-month retention: 25.2%
12-month retention: 7.9%

Olfson M, Zhang V, Schoenbaum M, King M. Buprenorphine Treatment By Primary Care Providers, Psychiatrists, Addiction Specialists, And Others. Health affairs. Jun 2020;39(6):984-992. doi:10.1377/hlthaff.2019.01622

Weinstein ZM, Kim HW, Cheng DM, et al. Long-term retention in Office Based Opioid Treatment with buprenorphine. Journal of substance abuse treatment. Mar 2017;74:65-70. doi:10.1016/j.jsat.2016.12.010
Kurz M, Min JE, Dale LM, Nosyk B. Assessing the determinants of completing OAT induction and long-term retention: A population-based study in British Columbia, Canada. Journal of substance abuse treatment. Feb 2022;133:108647.

doi:10.1016/j.jsat.2021.108647
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Buprenorphine Dose & Engagement
Meta-analysis of 21 randomized control trials

Findings:

"High dose" (16-32 mg) associated with:

o Better retention in treatment

* Fewer urine drug screens positive for opioids and
cocaine

Fareed A, Vayalapalli S, Casarella J, Drexler K. Effect of buprenorphine dose on

treatment outcome. J Addict Dis. 2012;31(1):8-18. [*) '?EIE}%EAENT m



Higher Dose = Better Protection
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Sublocade : the Basics

Brand Name: Sublocade
FDA Approval: 11/30/2017
Indication: OUD

Doses: 300mg and 100mg
4 week dosing

Drug Delivery: Atrigel®

Buprenorphine released by
breakdown of the depot

* Can be removed up to 14 days
after injection

https://www.sublocadehcp.com/dosing-administration PRESCRIBING ) TREATMENT -




Sublocade: Pharmacodynamics

Mean weekly buprenorphine concentration levels®

I f I H f - 3 6 O d ~ SUBLOCADE 300 mg/100 mg + 1DC (n=203) SUBLOCADE 300 mg/300 mg + IDC (n=201)
- - g 1
Half-life: 4 ayS
2 -

Peak: 24 hours l ¥ |
Steady state: 4-6 months | L L S —

Time (weeks)

Pharmacokinetio TM-Buprenorphine ER SQ Buprenorphine

pa rameters

Cavg, ss (ng/mL) 1 71

Cmax, ss (ng/mL) 5.35 8 27 5. 37 4 88 10.12
Cmin, ss (ng/mL) 0.81 1.54 1.42 2.48 5.01

* Exposure after 1 injection of 300mg after stabilizing on 24mg of TM Bup
** Steady state after 6 total injections

BETTER a BETTER
PRESCRIBING'. ") TREATMENT -
https://www.sublocade.com/Content/pdf/prescribing-information.pdf



Does Sublocade Work?
Yes

Haight BR, et al; RB-US-13-0001 Study Investigators. Efficacy and safety of a monthly buprenorphine depot injection for opioid use disorder: a multicentre, randomised,
double-blind, placebo-controlled, phase 3 trial. Lancet. 2019 Feb 23;393(10173):778-790. doi: 10.1016/S0140-6736(18)32259-1. Epub 2019 Feb 18. PMID:

Lee JD, et al. Comparison of Treatment Retention of Adults With Opioid Addiction Managed With Extended-Release Buprenorphine vs Daily Sublingual Buprenorphine- PHESGRIBING THEATMENT
Naloxone at Time of Release From Jail. JAMA Netw Open. 2021 Sep 1;4(9):€2123032. doi: 10.1001/jamanetworkopen.2021.23032. PMID: 34495340; PMCID:
PMC8427378.




Injectable vs Oral MOUD

Sublocade vs Methadone or TM Buprenorphine-Naloxone, 2019-2020

Design: Parallel-group, open-label, multi-centre, effectiveness superiority randomized, controlled, phase 3 trial
Location: Community clinics in England and Scotland

Study Completers

66.9% 210/314 Total Methadone Sublocade Difference Adjusted
completed the study number of & Bup (n=158) (SE) IRR P-value
days: 161 (n=156) (95% CI)
* Bup/Methadone Mean Days
*  85/156 (54.5%) Abstinent 19.05 1.18 (1.05-

- 125/158(79.1%)  Opioids

Marsden J, Kelleher M, Gilvarry E, Mitcheson L, Bisla J, Cape A, Cowden F, Day E, Dewhurst J, Evans R, Hardy W, Hearn A, Kelly J, Lowry N, McCusker M, Murphy C,
Murray R, Myton T, Quarshie S, Vanderwaal R, Wareham A, Hughes D, Hoare Z. Superiority and cost-effectiveness of monthly extended-release buprenorphine

versus daily standard of care medication: a pragmatic, parallel-group, open-label, multicentre, randomised, controlled, phase 3 trial. EClinicalMedicine. 2023 Nov w .?EIE-K%&ENT
17;66:102311. doi: 10.1016/j.eclinm.2023.102311. PMID: 38045803; PMCID: PMC10692661.



Brixadi : the Basics o~

FDA Approval: 5/23/2023 )
Indication: moderate to severe OUD {ffv’i =
I o o e, e
2 Formulations-weekly and monthly —
ricionf i rupiate ) Sow vg ) Comp oot

Multiple doses

Daily SL Buprenorphine Dose = Weekly Brixadi Dose  Monthly Brixadi Dose

https://www.brixadihcp.com/dosing-and-administration, BETTER BETTER
https://www.brixadihcp.com/pdfs/brixadi-prescribing-information.pdf PRESCRIBING a TREATMENT -


https://www.brixadihcp.com/dosing-and-administration/

Brixadi: Pharmacology

Drug Liking: hydromorphone IM 18mg

* 32mg more consistent block vs 24mg dose

Peak

* Weekly: 24hr

*  Monthly: 6-10hr
Half-life

Steady State: Weekly: 4-7 doses; Monthly: 4 doses; TM Bup: 7 doses
*  Weekly: 3-5 days

Cmax, ss (ng/mL) 6.5 8.2 5.5 6.9 6.0 11.1

Cmin, ss (ng/mL) 1.0 1.4 1.4 2.6 2.0 21
G0 oo [ 1151 4



Does Brixadi Work?

Treatment
= BRIXADI (N=213)

* Negative Opioid Assessments

SL BPN/NX (N=215)

(urine and self report)
 Week 4-24
* More participants had negative
opioid assessments
e TM Bup: 28.4
e Brixadi: 35.1 —

Participants (%)

T T T T T T U
30 40 50 60 70 80 90

% Negative Opioid Assessments (urine and self-report)

% Responders

BRIXADI Injection with
placebo sublingual tablets

(N=213)

SL BPN/NX Tablets with
Placebo Injections

(N=215)

Treatment Difference

(95% CI)

36 (16.9%)

30 (14.0%)

2.9% (-3.9%, 9.8%)*

* The lower bound of the confidence interval was within the agreed upon noninferiority threshold of —10%.

Lofwall MR, Walsh SL, Nunes EV, Bailey GL, Sigmon SC, Kampman KM, Frost M, Tiberg F, Linden M, Sheldon B, Oosman S, Peterson S, Chen M, Kim S. Weekly and Monthly Subdutaneusd Il | 11
Buprenorphine Depot Formulations vs Daily Sublingual Buprenorphine With Naloxone for Treatment of Opioid Use Disorder: A Randomized Clinical Trial. JAMA InteinMed. 2018 Jurg B 1111 [3'1)
1;178(6):764-773. doi: 10.1001/jamainternmed.2018.1052. PMID: 29799968; PMCID: PMC6145749.



Brixadi vs Sublocade

Brixadi Sublocade

Storage No refrigeration needed for storage. Store refrigerated.
Once outside fridge can be stored in original packaging for
up to 12 weeks prior to administration.

Injection Multiple injection sites-not typically felt Multiple injection sites-palpable

Dosing Weekly to Monthly Monthly

Dose Weekly doses-4, Monthly-3 100mg, 300mg (higher cumulative dose)
Monitoring  Baseline and LFTs and “periodically” Baseline LFTs and periodically

Stop Depot can not be surgically removed Depot can be surgically removed within 14 days of
treatment injection

Half-life Weekly 3-5 days, Monthly 19-26 days 43-60 days

Steady-state Weekly 4-7 doses, Monthly 4 doses 4-6 months

Cost Cost: weekly $500, monthly $1800 Cost: $2100

BETTER
https://www.brixadi.com/pdfs/brixadi-medication-guide.pdf ") TREATMENT m


https://www.sublocade.com/Content/pdf/prescribing-information.pdf

Injectable Bupe Dose Summary

MOUD Treatment Serum

Goals Concentration

Controlled at

Z\:iatcg)raswaland >1 ng/mL Cavg, ss (ng/mL)
& (> 4 mg) 5
max, ss
(ng/mL) 5.35 8.27 5.37 4.88 10.12
Euphoric and Controlled at Cmin, ss (ng/mbL) .81 1.54 1.42 2.48 5.01
drug-seeking 22-3 ng/mL
effects (> 16-32 mg)
oy of iy G a _-_--
. 25 ng/mL
opioid use Cavg, ss (ng/mL)
Cmax, ss (ng/mL) 55 6.9 6.0 11.1
Cmin, ss (ng/mL) 1.4 26

2.0 21
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Why would people want to use injectables?

* Consistent and stable dosing

* Don’t have to take daily medication

* Don’t have to worry about lost/stolen medication

e Cut down on trips to pharmacy & clinic

* Good alternative if someone has a taste aversion to SL buprenorphine
* For providers: no risk of diversion

* May help with taper for those wanting to discontinue bup

Rodriguez CP, Suzuki J. Case series: Voluntary discontinuation of sublingual buprenorphine treatment for opioid use disorder using
extended-release buprenorphine. The American journal on addictions / American Academy of Psychiatrists in Alcoholism and Addictions.
May 2023;32(3):314-317. doi:10.1111/ajad. 13414

Barnett A, Savic M, Lintzeris N, et al. Tracing the affordances of long-acting injectable depot buprenorphine: A qualitative study of

patients' experiences in Australia. Drug and alcohol dependence. Oct 1 2021;227:108959. doi:10.1016/j.drugalcdep.2021.108959 BETTER
(") TREATMENT



Why would people not want to use injectables?

 Fear of needles

* Injection could be “triggering”

* Relatively new medication, patient may not want to be “experimented on”
* Patient may want control over their dosing

* May like ritual of taking medication

 May want to take very small dose of buprenorphine

Rodriguez CP, Suzuki J. Case series: Voluntary discontinuation of sublingual buprenorphine treatment for opioid use disorder using
extended-release buprenorphine. The American journal on addictions / American Academy of Psychiatrists in Alcoholism and Addictions.
May 2023;32(3):314-317. doi:10.1111/ajad. 13414

Barnett A, Savic M, Lintzeris N, et al. Tracing the affordances of long-acting injectable depot buprenorphine: A qualitative study of

patients' experiences in Australia. Drug and alcohol dependence. Oct 1 2021;227:108959. doi:10.1016/j.drugalcdep.2021.108959 BETTER
(") TREATMENT
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Injectable Induction

Package insert

If not on Buprenorphine

* Getin withdrawal

* Give 4mg and wait 1 hour.

 If no precipitated withdrawal = give injectable buprenorphine

Provider Tip: Have patient get into as much withdrawal
as possible

BETTER



Summary

Injectables are acceptable and effective at treating OUD

Injectables are well tolerated
Help with day-to-day adherence. And beyond?
Less stigmatizing?

Can achieve appropriate dosing-better for higher doses?

Expensive
May be more effective vs oral OUD?

BETTER



Thank you for watching or listening!

Visit: Better Prescribing, Better Treatment

Listen to more: Better Prescribing, Better Treatment Podcast

Email contact: WSMA Better Prescribing Reports
betterprescribing@wsma.org
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https://wsma.org/wsma/resources/better-prescribing-better-treatment/wsma/resources/better-prescribing-better-treatment/better-prescribing-better-treatment.aspx?hkey=a292b39e-5cd1-4d1f-88ad-2dab80619b46
https://wsma.org/wsma/resources/opioids/better-prescribing-better-treatment-podcast.aspx
mailto:betterprescribing@wsma.org
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