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Clinical Question:
How do I 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. A recent study found that, among surgical patients who had been
maintained on buprenorphine pre-operatively, withholding buprenorphine on the day after surgery
significantly increased their requirement for patient-controlled analgesia opioid (p=.02), compared with
those who had received their daily dose (Macintyre et al., 2013). And similarly, 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

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). In the past few years, buprenorphine/naloxone has been increasingly prescribed off-label for
chronic pain management (Rosen et al., 2014). Buprenorphine/naloxone has been found to provide
analgesic relief in a few recent trials of patients at risk of opioid abuse (Roux et al., 2013, Neumann et al.,
2013). In one study, transitioning patients with chronic pain and high tolerance to opioids to
buprenorphine was found to be associated with significant reductions in pain (Daitch et al., 2012), and it
has been suggested that buprenorphine may exert an anti-hyperalgesic effect. But another recent
investigation found that non-adherent patients on either high (>300 mg) or low (<20 mg) doses of baseline
oral morphine were more likely to have early adverse events when switched to buprenorphine/naloxone
(Rosenblum et al., 2012) and to discontinue treatment. These findings point to the importance of flexible
dosing standards for practitioners treating patients with off-label buprenorphine/naloxone for concurrent
pain and opioid addiction, and they also suggest that there is an optimal baseline opioid dosing range
associated with successful transition to buprenorphine/naloxone.
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)
• Temporarily discontinue bup/nx 24-36 hours prior to anticipated need for analgesia
• Provide adequate opioid analgesia, titrate to effect. It is good practice to know the usual doses
needed for patients undergoing the planned procedure. Discuss with your colleagues and
remember that patients who are opioid dependent and who have recently received 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.
• Do not provide bup/nx while patient is receiving opioid analgesia.
• Discontinue opioid analgesia once pain has remitted or can be managed with non-opioid
analgesia.
• Allow patient to experience mild to moderate opioid withdrawal.
• Re-induce patient onto bup/nx as per usual induction protocol.
• Note: single doses of opioid analgesics (e.g. post dental extraction) may be effective even if
bup/nx has not been discontinued. However, patients should be cautioned to avoid bup/nx
dosing during period that opioid analgesic is likely to be occupying receptors.
2. Unanticipated pain (e.g. major trauma, renal colic, acute fracture)
• Determine when the last dose of bup/nx was ingested and temporarily stop bup/nx.
• Options to consider: regional anesthesia, increased dose of buprenorphine, high potency opioid
such as fentanyl, providing alternate opioid agonist treatment such as methadone during period
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of pain management.
Provide adequate opioid analgesia, titrate to effect. It is good practice to know the usual doses
needed for patients who experience this event. Discuss with your colleagues and remember
that patients who are opioid dependent and who have recently received 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 the first 72 hours after
the last bup/nx dose. While the initial effect of a full agonist may be blocked by buprenorphine,
as this blockade fades, the full agonist effect may become clinically evident.
Do not provide bup/nx while patient is receiving opioid analgesia.
Discontinue opioid analgesia once pain has remitted or can be managed with non-opioid
analgesia.
Allow patient to experience mild-to-moderate opioid withdrawal for safe re-initiation of bup/nx.
Re-induce patient onto bup/nx as per usual induction procedure.
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PCSS Guidances 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
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