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Opioid dependence (OD) is effectively treated with well-evidenced regimens including psychosocial and opioid agonist
pharmacotherapy. Many do not engage with treatment services; reasons include the burden of mandatory supervision and
stigma. Injectable prolonged-release buprenorphine (PRB) offers choice and flexibility in treatment. Experience reported here
demonstrates the potential for PRB to enable wider engagement with treatment services. Treatment was successful in patients
unable to attend daily observed therapy due to work commitments, unable to use services for fear of stigma, or having not
achieved goals on previous attempts with conventional approaches. PRB therapy was clinically successful without withdrawal
signs or evidence of use of other drugs. Patient-reported outcomes were positive including maintained ability to work,
manageable detoxification experience, and stigma-free treatment. This work provides evidence of PRB benefit in expanding

treatment engagement.

1. Introduction

Opioid dependence (OD) is a continuing individual and pub-
lic health challenge [1] causing poor health and undesired
social impact including unemployment, homelessness, fam-
ily disruption, reduced economic productivity, crime, and
economic burden [2, 3]. Psychosocial and pharmacothera-
peutic interventions are effective [4, 5]. Approximately half
of the people with problems related to opioid use do not
achieve the treatment outcomes they desire and are unable
to engage with the treatment system [6, 7].

Treatment with oral methadone and sublingual, or
supralingual buprenorphine opioid agonists is common [8,
9]; there is an inherent risk of diversion [10]. From the start
of therapy, mandatory supervised consumption is normal
[9] and can make attendance at work challenging, may be a
risk for associating with others involved in the provision of
illicit substances [11], and is associated with discrimination
[12]. These limits may explain observed suboptimal “real

world” dosing, challenges in regimen adherence, and addi-
tional use, in parallel with treatment, of illicitly sourced opi-
oids [7].

Prolonged-release buprenorphine (PRB) [13] is shown to
be effective in the treatment of opioid dependence, achieving
stable buprenorphine plasma levels for weekly or monthly
periods after injection [14, 15], and may be a useful alterna-
tive to those unable to navigate typical oral, sublingual, or
supralingual opioid agonist treatment regimes [16-18].

Cases presented describe successful initiation and contin-
uation of treatment with PRB as an option for individuals
unable to adhere to conventional treatment regimens. These
insights help define situations for recommendation of this
treatment option.

2. Case Presentation

2.1. Case Study 1: Treatment for person with busy work life. A
53-year-old man with a 4-year history of opioid use
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commenced first opioid agonist therapy with PRB, success-
fully ceasing smoked heroin use.

Substance use began with increasing use of codeine on
prescription for a knee injury. Opioid use continued with
smoked heroin use of 1 gram per day, sourced from internet
suppliers with no engagement with criminal justice. The
patient had a successful professional career running a
demanding business. Continuing opioid use became prob-
lematic with work and relationships.

Patient was fearful of withdrawal following experience of
“feeling as if dying” during planned withdrawal attempts.
Attempted to cease use of opioids several times but was
unsuccessful. Initial contact with standard, statutory treat-
ment services was not successful. The only treatment option
included daily supervised medication which implied exten-
sive time travelling, not compatible with work life. The
patient reported that “everything was starting to fall apart.”

On presentation at a different treatment service, the
patient was anxious and reported concern about potential
opioid withdrawal signs when starting any form of ther-
apy. Urine drug screen showed possible morphine use.
Treatment plan agreed with the patient beginning with
sublingual buprenorphine 4mg daily followed by a PRB
24 mg (Buvidal, Camurus AB) injection for 1 week, chang-
ing to monthly injections (left or right deltoid areas),
96 mg (Buvidal, Camurus AB).

Treatment experience was reported as satisfactory with
mild opioid withdrawal symptoms (poor appetite, low
energy, anxiety, and agitation) during days one to three, set-
tling with time. Care included telephone support.

From week 1 of treatment with PRB, the patient stabilised
physically and mentally with no opioid withdrawal symp-
toms, no cravings, and ceased use of opioid and other drug.
Self-care has improved with daily exercise, yoga, and medita-
tion. Work and relationships are manageable, with new suc-
cesses in business reported. Future plans likely to include a
detoxification program using an injection of PRB.

Patient-reported outcomes following 3 months of
monthly PRB are favourable. The simplicity of the treatment
approach is reported to enable work and family life, given the
therapy being “minimally intrusive” and that “it would not be
possible to carry on with normal life” if obliged to attend
daily pick up for medication.

2.2. Case Study 2: Application in planned detoxification. A 43-
year-old man, with a history of substance use from early adult-
hood, successfully completed opioid detoxification with an
injection of 64 mg, Buvidal, prolonged-release buprenorphine.
History included more than twenty years of substance
use including cocaine and injected heroin with opioid depen-
dence. Treatment options over a period of 15 years included
oral methadone therapy followed by an extended period in a
therapeutic community developing a socially stable situation
and an ongoing relationship. Over the subsequent 10 years,
substance use increased with chaotic risk-taking behaviour,
such as an attempted suicide by deliberate self-poisoning.
At presentation, following a medical assessment and
urine drug screen completed, a treatment plan was agreed
with the patient starting 6 mg sublingual buprenorphine,
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with a reducing course of diazepam, and a 4-month residen-
tial rehabilitation course.

With further discussion, it was planned to attempt a sin-
gle administration of monthly prolonged-release buprenor-
phine selected to assist with detoxification during
rehabilitation. On agreement, treatment was switched from
daily 6mg sublingual buprenorphine to monthly 64mg
PRB (Buvidal, Camurus AB), administered by subcutaneous
injection in the abdomen.

During treatment, the patient reported no emerging opi-
oid withdrawal symptoms and no unwanted adverse effects.
The reported treatment experience was positive, benefits
identified spontaneously during reflection included: the
absence of stigma associated with previous methadone
observed therapy, and the ability to maintain the normal
daily routine while on treatment. Since treatment, the
patient is hopeful and optimistic with stable mood,
employed, and in a relationship, continuing step-down dia-
lectical behaviour therapy as outpatient, remaining abstinent
from use of illicit substances.

2.3. Case Study 3: Positive outcomes with treatment
adherence. A 34-year-old man with a history of drug use
since adolescence, completed 12 consecutive months of treat-
ment with monthly injected prolonged-release buprenor-
phine, enabling him to improve his quality of life and to
desist from crime.

Substance use history reported illicit use of opioids,
including injected heroin, for greater than 20 years. History
of contact with criminal justice system begun with a period
of detention aged 15 and subsequent extended periods of
incarceration as an adult.

Treatment for substance use disorder including opioid
dependence was intermittent and unsatisfactory for the
patient, with entry to prison often disrupting therapy. Treat-
ment history included initially methadone use and more
recently fast dissolving oral buprenorphine.

During periods of treatment on methadone, use of other
opioids was common; in general, treatment engagement was
variable often due to difficulty in attending medication col-
lection appointments. Similarly, prior to PRB, patient
attempted treatment with fast dissolving oral buprenorphine,
with ongoing use of injected heroin. Life was increasingly
chaotic during this period, and the patient was often unable
to attend appointments to collect medication. Following a
crisis, culminating in heroin overdose precipitating a cardiac
arrest, the patient decided to begin therapy with PRB.

At treatment initiation, patient was motivated to attempt
prolonged-release buprenorphine to simplify therapy. Patient
agreed to begin PRB therapy starting with a weekly treatment
of 16 mg (Buvidal, Camurus), later switching to a monthly
injection (64 mg, Buvidal).

Patient continued PRB treatment for 12 months, with no
missed doses. Urine drug screening performed eight times
resulted negative for illicit drug use. During the PRB treat-
ment period, no adverse events were reported. Patient-
reported outcomes included stable relationships and hous-
ing, ability to engage in hobbies, and ceased criminal activi-
ties. Treatment experience was “very positive.”
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3. Discussion

The evidence from the three case studies describes benefits of
the features and flexibility of prolonged-release buprenor-
phine therapy for opioid dependence for patients unable to
engage with conventional treatment options.

The three cases show, from starting therapy at induction
with weekly injections to continuing with monthly dosing,
that PRB is well tolerated and not associated with signs of
withdrawal. Patient-reported outcomes were positive: the
ability to continue work, the manageable experience of
detoxification, and treatment without stigma are highlighted.
These are important clinical scenarios managed successfully,
which are often challenging to address, and are examples of
situations where other choices of oral pharmacotherapy were
not optimal.

Oral buprenorphine or methadone treatment for opioid
dependence is effective with limitations. A significant pro-
portion of patients is unable to engage with treatment and
does not achieve the results desired. It is hard to maintain
activities of normal living while engaged with observed ther-
apy and regular collection of medication. The process of ther-
apy is often associated with stigma, risks, poor adherence,
drop-outs from treatment, and relapse. PRB with its flexible
weekly and monthly options makes it easier for patients to
engage with therapy. Understanding the impact of such
new choices in the system widens treatment engagement
and is key to expand treatment to all who want it.

Conflicts of Interest

BH has received consulting and speaker’s fees from Indivior,
Martindale Pharma and Camurus.

Acknowledgments

C Corte, applied strategic supported the preparation of this
work. Camurus provided funds for the editing of this manu-
script. Camurus had no influence on the planning, nor con-
tent of the manuscript.

References

[1] C.]J. L. Murray, T. Vos, R. Lozano et al., “Disability-adjusted
life years (DALYs) for 291 diseases and injuries in 21 regions,
1990-2010: a systematic analysis for the Global Burden of Dis-
ease Study 2010,” Lancet, vol. 380, no. 9859, pp. 2197-2223,
2012.

[2] National Alliance to End Homelessness, Opioid abuse and
homelessness, National Alliance to End Homelessness, 2016,
https://endhomelessness.org/resource/opioid-abuse-and-
homelessness/.

[3] H. Phillips-Jackson, C. Hallam, N. Cullen et al, “Budget
impact analysis of the introduction of injectable prolonged-
release buprenorphine on opioid use disorder care resource
requirements,” ClinicoEconomics and Outcomes Research:
CEOR, vol. 12, pp. 233-240, 2020.

[4] R.P. Mattick, C. Breen, J. Kimber, and M. Davoli, “Buprenor-
phine maintenance versus placebo or methadone maintenance

o
)

=
2

(7]

(8

[r}

9

—

(10]

(11]

(12]

(13]

(14]

(15]

(16]

(17]

(18]

for opioid dependence,” Cochrane database of systematic
reviews, vol. 2, no. 2, article CD002207, 2014.

R. Mattick, C. Breen, J. Kimber, and M. Davoli, “Methadone
maintenance therapy versus no opioid replacement therapy
for opioid dependence,” Cochrane database of systematic
reviews, no. 3, article CD002209, 2009.

N. Wright, J. Reimer, L. Somaini et al., “Are we ready to treat
hepatitis C virus in individuals with opioid use disorder,”
European Journal of Gastroenterology ¢ Hepatology, vol. 29,
no. 11, pp. 1206-1214, 2017.

M. Gilman, L. Li, K. Hudson et al., “Current and future options
for opioid use disorder: a survey assessing real-world opinion
of service users on novel therapies including depot formula-
tions of buprenorphine,” Patient Preference and Adherence,
vol. Volume 12, pp. 2123-2129, 2018.

M. Dematteis, M. Auriacombe, O. D’Agnone et al., “Recom-
mendations for buprenorphine and methadone therapy in opi-
oid use disorder: a European consensus,” Expert opinion on
pharmacotherapy, vol. 18, no. 18, pp. 1987-1999, 2017.

Clinical Guidelines on Drug Misuse and Dependence Update
2017 Independent expert working group, Drug misuse and
dependence: UK guidelines on clinical management, Global
and Public Health / Population Health/ Healthy Behav-
iours/25460, London, 2017.

R. N. Rosenthal and V. Goradia, “Advances in the delivery of
buprenorphine for opioid dependence,” Drug Design, Develop-
ment and Therapy, vol. Volume 11, pp. 2493-2505, 2017.

G. Parsons, C. Ragbir, A. Gibbs, R. Littlewood, and B. Hard,
Patient-reported outcomes, experiences and satisfaction with
weekly and monthly injectable prolonged release buprenor-
phine, pp. 41-47, 2020.

P. Radcliffe and T. Parkes, “The politics of providing opioid
pharmacotherapy,” The International Journal on Drug Policy,
vol. 24, no. 6, pp. e6-e10, 2013.

European Medicines Agency, Summary of product characteris-
tics - Buvidal, 2019, May 2019, https://www.ema.europa.eu/en/
documents/product-information/buvidal-epar-product-
information_en.pdf.

M. R. Lofwall, S. L. Walsh, E. V. Nunes et al., “Weekly and
monthly subcutaneous buprenorphine depot formulations vs
daily sublingual buprenorphine with naloxone for treatment
of opioid use disorder,” JAMA Internal Medicine, vol. 178,
no. 6, pp. 764-773, 2018.

M. Frost, G. L. Bailey, N. Lintzeris et al., “Long-term safety of a
weekly and monthly subcutaneous buprenorphine depot
(CAM2038) in the treatment of adult outpatients with opioid
use disorder,” Addiction, vol. 114, no. 8, pp. 1416-1426, 2019.

F. Vorspan, P. Hjelmstrom, N. Simon et al., “What place for
prolonged-release buprenorphine depot-formulation Buvidal®
in the treatment arsenal of opioid dependence? Insights from
the French experience on buprenorphine,” Expert Opinion on
Drug Delivery, vol. 16, no. 9, pp. 907-914, 2019.

W. Ling, S. Shoptaw, and D. Goodman-Meza, “Depot bupre-
norphine injection in the management of opioid use disorder:
from development to implementation,” Substance abuse and
rehabilitation, vol. Volume 11, pp. 19-20, 2020.

S. Vecchio, R. Ramellaa, A. Dragoa, D. Carraroc, R. Littlewood,
and L. Somaini, “COVID19 pandemic and people with opioid
use disorder: innovation to reduce risk,” Psychiatry research,
vol. 289, 2020.


https://endhomelessness.org/resource/opioid-abuse-and-homelessness/
https://endhomelessness.org/resource/opioid-abuse-and-homelessness/
https://www.ema.europa.eu/en/documents/product-information/buvidal-epar-product-information_en.pdf
https://www.ema.europa.eu/en/documents/product-information/buvidal-epar-product-information_en.pdf
https://www.ema.europa.eu/en/documents/product-information/buvidal-epar-product-information_en.pdf

	Increased Treatment Engagement and Adherence: Flexible Management with Prolonged-Release Buprenorphine in Treatment of Opioid Dependence
	1. Introduction
	2. Case Presentation
	2.1. Case Study 1: Treatment for person with busy work life
	2.2. Case Study 2: Application in planned detoxification
	2.3. Case Study 3: Positive outcomes with treatment adherence

	3. Discussion
	Conflicts of Interest
	Acknowledgments

