In Canada, opioid agonist therapy (OAT) is the recommended
treatment for opioid use disorder and has been proven an
effective strategy to lower the incidence of hepatitis C
and other drug-related harms in people who inject drugs.
Buprenorphine/naloxone, methadone, and slow-release oral
morphine (SROM) are standard OAT options but require
daily oral administration. Extended-release buprenorphine
(BUP-XR), a subcutaneous monthly depot injection,
eliminates the need for supervised oral doses of OAT and
reduces the number of clinic or pharmacy visits. This guide
aims to summarize the available literature and clinical
expertise on using extended-release buprenorphine
(Sublocade®) to support clinicians in their practice.

This Guide to using BUP-XR is
aiming to summarize available
literature and clinical expertise
to support clinicians.

The Guide presents BUP-XR
characteristics from general principles
to eligibility, contraindications and
precautions.

The Guide and recommendations were
developed using a rigorous rapid review
process, current literature has been
collected from four medical databases and analysed by 11 outcomes such

as treatment retention, opioid and other substance use, quality of life, mental and
physical health, treatment satisfaction, craving, withdrawal, pain, adverse events,
and costs. Grey literature has also been summarised through a review of clinical
practice guidelines in Canada, USA, Australia and Europe. Following the rapid
review, the guide was developed with an Expert Review Committee composed
of medical doctors, nurses and pharmacists.

GENERAL PRINCIPLES

-t Extended-release buprenorphine (BUP-XR) is a partial agonist of the mu (u)
and ORL-1receptors.' It is also an agonist at the kappa and delta opioid
receptors.’

b Sublocade® is the only formulation of BUP-XR currently available in Canada.
This drug uses the Atrigel® polymer as a drug delivery system. It is injected
as a liquid and creates a solid mass (a “depot”) upon contact with body fluids.
The buprenorphine is released by diffusion and biodegradation of this depot.

=+ BUP-XR is administered subcutaneously every 28 days (the interval may be
from 26 to 42 days).

= BUP-XR’s maximum plasma concentration is reached 24 hours after

injection. Its plasma half-life is 43 to 60 days.

BUP-XR reaches a steady state after 4 to 6 months, after 4 to 6 injections.

Because BUP-XR is injected subcutaneously by a health professional, it has

a low risk of diversion.
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The Guide to using BUP-XR is one more step towards meeting people’s needs,
offering more flexibility that could result in less drug-related harms, and providing

guidance to clinicians.

OUTCOMES

= In general, the buprenorphine molecule shows less negative impact on QTc
than methadone.**

<> BUP-XR eliminates the need for supervised oral doses of OAT and reduces
the number of clinic or pharmacy visits.

= This greater flexibility in treatment helps achieve treatment goals and results
in high satisfaction levels among patients, a lower treatment burden, and
a generally improved quality of life.>°

PRECAUTIONS

Adverse effects

=» The adverse effects associated with BUP-XR are similar to those for
buprenorphine-naloxone, with the exception of injection-related adverse effects.>” 1%

=» The major (relatively rare) adverse effects of BUP-XR are the same as those caused
by opioids, and include respiratory depression up to and including death, particularly
when BUP-XR is combined with benzodiazepines and other CNS depressants, such
as other opioids or alcohol.

=» The most common adverse effects (= 5%) are constipation, nausea, vomiting,
headache, fatigue, insomnia, increased liver enzymes (very often asymptomatic),
injection site pain and pruritus, and peripheral edema.'>""

Injection-related risks

=» Non-subcutaneous injection of BUP-XR poses significant risks of serious effects or
death due to the depot it forms upon contact with body fluids.'

=» Intravenous administration may cause occlusion, localized tissue damage, and
thromboembolic events such as life- threatening pulmonary embolism.’

Pregnancy

Induction

=» Due to the lack of human data, and because of the teratogenic effects observed
in animals of one component of Atrigel® - N-methyl-2-pyrrolidone (NMP) -, it is
not recommended to induce BUP-XR during pregnancy. Instead, induction with
conventional oral therapies, such as buprenorphine-naloxone, methadone,
or once-daily extended-release morphine is indicated.

Continued treatment

=» Once a pregnancy is discovered, BUP-XR therapy must only be continued after
considering the associated benefits and risks. This decision should be made only after
obtaining the free and informed consent of the pregnant person, and should include
consultation with an expert in perinatal care and OAT, since the current lack of data
makes it difficult to accurately predict the effects of treatment on the person and
their fetus.

Breastfeeding

=» BUP-XR should only be used during breastfeeding after giving due consideration to
the associated benefits and risks, and after obtaining the person’s free and informed
consent. In all cases, the decision to breastfeed or to transfer the person on BUP-XR
to another OAT should only be made after consulting with professionals experienced
in postpartum and pediatric follow-up in the context of OAT during pregnancy.

BUP-XR is proven as effective as oral buprenorphinexnaloxone, with similar
treatment retention rates and opioid use. Its greater flexibility helps achieve
treatment goals, and results in high satisfaction levels among patients, a lower
treatment burden, and a generally improved quality of life.
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