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Guideline Coverage:
This topic is also addressed in:
(1) SAMHSA Clinical Guidelines for the Use of Buprenorphine in the Treatment of Opioid Addiction
(TIP 40), page 75-76. http://www.ncbi.nim.nih.gov/books/NBK64245/pdf/TOC.pdf
(2) Medication-Assisted Treatment for Opioid Addiction in Opioid Treatment Programs. Treatment
Improvement Protool (TIP) Series 43. HHS Publication No. (SMA) 12-4214. Rockville, MD:
Substance Abuse and Mental Health Services Administration, 2005. Available online at:
http://www.ncbi.nIm.nih.gov/books/NBK64164/pdf/TOC.pdf

Clinical Question:
How do | manage acute pain in a patient receiving buprenorphine/naloxone (bup/nx; Suboxone, Zubsolv)
for the treatment of opioid dependence?

Background:

Sublingual buprenorphine/naloxone (Bup/nx), a partial agonist at the mu opioid receptor, is approved for
addiction treatment and may be a useful strategy for pain management, particularly for opioid-treated
chronic pain patients with non-adherence behaviors. In Europe, transdermal buprenorphine is commonly
used for the management of non-cancer, moderate-to-severe chronic pain (Gatti et al., 2010, Likar et al.,
2006). For sublingual buprenorphine, the duration of analgesic effect is limited to 6-8 hours; thus, pain
management with buprenorphine would require dosing on a TID or QID schedule. As a mu agonist,
buprenorphine effectively blocks, or significantly attenuates, the analgesic properties of other opioids that
could be use to treat acute pain. In addition, providing buprenorphine can result in precipitated
withdrawal in a patient who has recently taken a full agonist opioid medication to treat acute pain.

Emerging Evidence for Management of Acute Pain in Buprenorphine-maintained Individuals:

As the use of buprenorphine or buprenorphine/naloxone agonist treatment for opioid dependence has
increased in the past decade, managing acute and sub-acute post-operative pain in such patients has
become a recognized clinical challenge. The high-affinity mu-receptor binding of buprenorphine renders
other opioids ineffective or reduces their efficacy. Yet it is important to continue opioid substitution therapy
for patients undergoing surgery. Conventionally, most algorithms have recommended discontinuation of
buprenorphine prior to surgery; however recent evidence suggests that a buprenorphine dose reduction
coupled with full mu opioid receptor agonist treatment may be a tenable solution for maintaining adequate
analgesia without increasing risks associated with discontinuation (OUD relapse, difficulties with
buprenorphine re-initiation post-surgery). (Warner et al 2020, Lembke 2019) A dose of 8-12mg of
buprenorphine may represent the ideal dose that allows for full agonist analgesia without necessitating
buprenorphine discontinuation (Greenwald 2003). In patients taking buprenorphine (Suboxone, Subutex,
Zubsolv) who require oral surgery, it is important to be certain that procedural sedation and analgesia is
sufficient, and to be aware of the risk of significant interactions between buprenorphine and other opioids,
in order to avoid perioperative complications (Wasson et al., 2013).

If buprenorphine is discontinued, re-starting it while there is a full opioid agonist present can precipitate
acute opioid withdrawal. Thus, resuming buprenorphine maintenance should be deferred until the opioid
being administered for acute pain is withdrawn. The general principles of buprenorphine induction will
then be applicable (see PCSS-MAT Clinical Guidance on this topic; Lee at al., 2009). In
general, it is necessary to wait 12-18 hours after administration of a short opioid, and 24-36 hours after
administration of a long-acting opioid. Buprenorphine should be resumed by starting with a small test dose
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of 1-2 mg and observing for signs and symptoms of opioid withdrawal. If the patient tolerates the dose
well (relief of withdrawal, either temporary or sustained), then a second dose of 2-4 mg can be given, and
the dose quickly titrated up over the next 1-2 days to achieve the previous maintenance dose.

It is important to distinguish the management of acute pain in patients taking buprenorphine from the use
of buprenorphine in patients with chronic pain. In treatment settings for opioid dependence such as
methadone programs or residential treatment, rates of current pain are as high as 80% (Rosenblum et al.
2003). Buprenorphine is FDA approved for chronic pain, whereas buprenorphine/naloxone is often used
off label for the treatment of chronic pain (Rosen et al, 2014). Recommendations from the United States
Department of Health and Human Services indicate that buprenorphine is appropriate for patients with co-
morbid OUD and chronic pain (US Department of Health and Human Services, 2019). A recent meta-
analysis showed a small effect size on reduction in pain in patients with chronic pain and OUD and
moderate to large effect sizes in reducing pain in patients with chronic pain without OUD, suggesting
that more investigation in the treatment of co-occurring OUD and chronic pain with buprenorphine is
warranted (Lazaridou et al 2020).

General Principles:

Inform patient of your awareness of his or her addiction and provide reassurance that a history of opioid
addiction will not be an obstacle to acute pain management. Include the patient in the decision-making
process to allay anxiety about relapse. Offer addiction counseling as needed. Patients who are opioid
dependent should not be denied pain treatment with opioids when medically indicated. Maintenance
opioids should not be expected to adequately treat new onset acute pain, and discontinuation of
buprenorphine/naloxone in patients experiencing acute pain will increase the patient’s requirement for
acute analgesic relief. Patient-controlled anesthesia (PCA) can be used in opioid-dependent patients
with acute pain. To avoid precipitated withdrawal, resuming buprenorphine maintenance should be
deferred until the opioid being administered for acute pain is withdrawn.

Recommendations:
Level of evidence: Low — moderate: expert opinion/clinical experience, non-controlled trials, and
small controlled trials

For patients receiving bup/nx who develop or are anticipated to have acute and limited (e.g. 2 hours to 2
weeks) pain that will not be adequately treated with non-opioid analgesia, the following steps are
recommended:

1. Anticipated pain (e.g. elective surgery, tooth extraction)

* Reduce buprenorphine/naloxone to 8-12mg 24-36 hours prior to anticipated need for analgesia

+ Provide adequate opioid analgesia, titrate to effect. Given risks of opioid relapse with
discontinuation of buprenorphine and difficulty of re-initiation after surgery, bup/nx
discontinuation is not recommended. It is good practice to know the usual dosesneeded for
patients undergoing the planned procedure. Discuss with your colleagues and remember that
patients who are opioid dependent and who are currently bup/nx will likely need higher-than-
usual doses of opioid analgesics due to their physical tolerance and/or narcotic blockade from
bup/nx.

+ Discontinue opioid analgesia once pain has remitted or can be managed with non-opioid
analgesia.

+ If bup/nx was discontinued, allow patient to experience mild to moderate opioid withdrawal and
re-induce patient onto bup/nx as per usual induction protocol.

2. Unanticipated pain (e.g. major trauma, renal colic, acute fracture)
+ Determine when the last dose of bup/nx was given.
» For acute trauma, options to consider: regional anesthesia, increased dose of buprenorphine,
high potency opioidsuch as fentanyl, providing alternate opioid agonist treatment such as
methadone during period



of pain management.

+ If opioid analgesia is needed, Reduce bup/nx to 8-12mg 24-36 hours prior to anticipated need
for analgesia. Provide adequate opioid analgesia, titrate to effect. It is good practice to know the
usual dosesneeded for patients who experience this event. Discuss with your colleagues and
remember that patients who are opioid dependent and who are taking bup/nx will likely need
higher than usual doses of opioid analgesics due to their physical tolerance and/or narcotic
blockade from recent doses of bup/nx.

*  Monitor/caution patients regarding the potential for over-sedation during treatment with both
bup/nx and opioid analgesics. While some effect of a full agonist may be blocked by
buprenorphine, the full agonist effect may become clinically evident.

+ If buprenorphine is discontinued, discontinue opioid analgesia once pain has remitted or
can be managed with non-opioidanalgesia. Then Allow patient to experience mild-to-
moderate opioid withdrawal for safe re-initiation of bup/nx, and re-induce patient onto
bup/nx as per usual induction procedure.
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PCSS Guidance’s use the following levels of evidence*:

High = Further research is very unlikely to change our confidence in the estimate of effect

Moderate = Further research is likely to have an important impact on our confidence in the estimate of
effect and may change the estimate.

Low = Further research is very likely to have an important impact on our confidence in the estimate of
effect and is likely to change the estimate.

Very low = Any estimate of effect is very uncertain.

Type of evidence:
Randomized trial = high
Observational study = low
Any other evidence = very low

* Grading quality of evidence and strength of recommendations
British Medical Journal. 2004:328:1490-
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