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BUPRENORPHINE: NOT A SILVER BULLET, AND STILL
CONTROVERSIAL

To the editor:

We are practitioners of pain medicine and addiction
medicine and also four of the seven members of the
Multi-Society Ad Hoc Substance Use Disorder (SUD)
Working Group comprised of representatives from
anesthesia, pain, pharmacy, and addiction medicine
societies. We are finalizing “tip sheets” and a consen-
sus-based manuscript to provide guidance on the
appropriate use and initiation of buprenorphine in the
hospital setting by anesthesiologists, and in the outpa-
tient setting by pain clinicians.
While we wholeheartedly support the use of
buprenorphine for pain and/or opioid use disorder
(OUD) in appropriate clinical situations, we are con-
cerned regarding the growing misconception
among medical practitioners that buprenorphine
should be used routinely as a first-line treatment for
pain management and for all patients with pain and
OUD. We wish to caution our colleagues: both
chronic pain and/or SUDs are clinically complex
conditions that must be addressed in a multimodal
and often multidisciplinary fashion to move the nee-
dle in a positive direction. There simply is (to this
point) no magic bullet to solve either condition.
Buprenorphine is an opioid and in and of itself has
inherent abuse potential.1 The unintended conse-
quences of using buprenorphine as a first-line pain
therapy could be significant and devastating, as we
face another surge in the opioid epidemic during
the COVID-19 pandemic, which has seen a signifi-
cant rise in overdose deaths.2

Pharmacologically, buprenorphine has several
benefits when compared to other opioids, including
an improved side effect profile, kappa-antagonism
to assist with mood symptoms, and a ceiling effect
with regard to respiratory depression, of which all
opioid prescribers live in fear.3-5 There is also a
growing body of evidence that buprenorphine,
despite its partial agonist effect at the mu receptor,
exerts analgesic effect by its unique mechanism of
binding to all three opioid receptors.6-9 These effects
do result in reasonable downstream analgesia.10 It is
also extremely effective for the treatment of symp-
toms of opioid withdrawal.

We welcome the increased interest in the use of
buprenorphine +/- naloxone for treatment of OUD,
as evidence for medication management for OUD
care is strong11,12 and access to specialty SUD care is
limited. According to 2019 data, only about 10 per-
cent of those age 12 and over with a suspected sub-
stance use disorder received specialty treatment in
the past year.13 That said, the efficacy of buprenor-
phine for OUD is similar to that of naltrexone.14 One
must weigh all considerations in terms of choosing
the appropriate treatment for patients, including
severity of SUD, compliance with treatment, and
concomitant medications, among others.
Despite its unique mechanism, buprenorphine is
still an opioid that works at the mu receptor.
According to at least one study, buprenorphine is
one of the most widely diverted opioids.1 Its abuse
potential remains high, even if a buprenorphine
overdose is less likely to be fatal. As with all opioids,
when it is combined with central nervous system
depressants such as benzodiazepines, buprenor-
phine can increase the risk of death.15 Severe seda-
tion and nausea have been reported with its use.
Failure to heed proper instructions related to its use
can result in precipitated withdrawal with symptoms
of high severity due to its extremely high binding
affinity compared to other opioids. Also, it remains
unclear whether or not buprenorphine is as effective
of an analgesic as full agonists.16,17 As with full opi-
oid agonists, there is no long-term evidence suggest-
ing that, for pain management, buprenorphine
results in significantly improved functional out-
comes. As buprenorphine is metabolized by
CYP3A4, inhibitors of this particular enzyme can
result in substantially increased effective dose and
duration of action.3

Utilizing buprenorphine in treating OUD has
saved lives. While buprenorphine may have an
improved side effect profile compared to other opi-
oids, and while the liability related to prescribing it
for pain may be somewhat lower versus other opi-
oids, it is our firm belief that buprenorphine should
not replace all full opioid agonist medications or be
a first-line treatment strategy. As with any other clin-
ical situation, the risks and benefits of all therapies
should be considered. Multimodal pain care must be
individualized and a plan discussed collaboratively
with the patient and interdisciplinary team. 
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We applaud the pain community for its increas-
ing awareness of substance use disorders within our
patient population and commitment to address the
issue more effectively. We must also exercise cau-
tion and remember that buprenorphine, while an
excellent treatment modality for appropriate
patients and clinical scenarios, is ultimately just a
medication–not a panacea.
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