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Objectives

At the end of this presentation participants should have a deeper 
understanding of what makes buprenorphine:

– Unique

– Safer than traditional opioids for the treatment of pain that requires opioid 
therapy

– As effective for pain as traditional opioids

– Safe to continue throughout the perioperative period
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I I have nothing to disclose

Safe Effective Versatile

▪ Less or no respiratory 

depression

▪ Non-reinforcing

▪ No dose adjustment 

for age

▪ No dose adjustment 

for liver / kidney

▪ Highly effective

▪ No tolerance

▪ No hyperalgesia

▪ NPO

▪ Schedule III

▪ Large dose range

▪ Generic

Thought Experiment: 
Can we design a more perfect opioid?
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Buprenorphine and Safety

Spoiler

74,474 deaths related to opioid overdose 

Buprenorphine was found in only 1,955 (2.6%) of all people who died of opioid overdose

97% had at least one other substance 

58 deaths in the US over 2 years where buprenorphine was the only drug found at autopsy
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Pharmacol Biochem Behav. 2014 July ; 122: 299–306. doi:10.1016/j.pbb.2014.04.012. 

Buprenorphine is Promiscuous
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Buprenorphine and Efficacy
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Spoiler …

It is analgesic
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Daitch, D et al. Conversion from High-Dose Full-Opioid Agonists to Sublingual Buprenorphine Reduces Pain Scores and Improves 

Quality of Life for Chronic Pain Patients. Pain Medicine 2014
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Buprenorphine tolerance 

Buprenorphine Versatility
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Buprenorphine Formulations

Formulation Dose range Brand/Generic FDA approval

Transdermal 5-20 mcg/hr 

(120-480 

mcg/day)

Generic Pain

Transbuccal 75 -900 mcg 

(150-1800 mcg 

per day)

Brand Pain

Sublingual 2-8 mg 1-32 mg 

per ay

Generic Opioid Use Disorder

Perioperative Concerns
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Spoiler…..

The major recommendation of this 
practice advisory is:

▪ to continue buprenorphine therapy 
in the perioperative period. 

▪ It is rarely appropriate to reduce the 
buprenorphine doseirrespective of 
indication or formulation. 

▪ If analgesia is inadequate after 
optimization of adjunct analgesic 
therapies, we recommend initiating 
a full mu agonist while continuing 
buprenorphine at some dose

Binding affinity at the mu receptor

Morphine

hydrocodone

buprenorphine

Mu receptor
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A fine point…

Buprenorphine on top of another opioid is different than 
another opioid on top of buprenorphine.

Doses of buprenorphine particularly above 2 mg sl may 
precipitate withdrawal in patients on other opioids if few 

opioid receptors are available

Other opioids given on top of buprenorphine will bind at other 
open opioid receptors if available. They do not cause 

withdrawal and their effect is not blocked by buprenorphine

25

26



14

Thought Experiment: Can we design a more perfect opioid?

Safe Effective Versatile

▪ No Respiratory 

depression

▪ Liver/kidney

▪ Non-reinforcing

▪ no dose 

adjustment for age

▪ Highly Effective

▪ No tolerance

▪ No Hyperalgesia

▪ NPO

▪ Schedule III

▪ Large dose range

Clinical Concerns…
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Dose/Risk Separation

Respiratory depression is the primary dose 
limiting risk when using opioids

 What happens when respiratory depression does 
not change with dose?

 We can titrate to optimal dose rather than lowest 
effective dose. 

 allows patient to self select optimal dose

 dose goes down over time in most cases

* This assumes buprenorphine is being used a sa single agent without other centrally acting drugs

Equianalgesic Dosing

▪ Published equipotency charts are highly variable
▪ 1:25 to 1:100

▪ Buprenorphine acts at multilple receptors that may not be possible to 
affect with other opioids

▪ Some of buprenorphine’s effect are anti-hyperalgesic not just 
analgesic

▪ Buprenorphine affects tolerance

▪ Proceed with caution

* This assumes buprenorphine is being used a sa single agent without other centrally acting drugs
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The decrease in ventilatory rate and acute change in the arteriolar oxygen saturation and the increase 
in end-tidal CO2 levels were statistically significantly greater in magnitude and duration after 
buprenorphine than after morphine. For both drugs, the time, duration and magnitude of ventilatory 
changes varied appreciably between individuals. No child had apnea or hypoventilation requiring 
assistance.

Buprenorphine and mood
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Buprenorhine and mood

QT prolongation
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New FDA statement on QT prolongation 

• 5.14 QTc Prolongation 

• Thorough QT studies with buprenorphine products have demonstrated QT 
prolongation ≤ 15 msec. This QTc prolongation effect does not appear to be 
mediated by hERG channels. Based on these two findings, buprenorphine is 
unlikely to be pro‐arrhythmic when used alone in patients without risk factors. 
The risk of combining buprenorphine with other QT‐prolonging agents is not 
known. 

• Consider these observations in clinical decisions when prescribing SUBUTEX to 
patients with risk factors such as hypokalemia, bradycardia, recent conversion 
from atrial fibrillation, congestive heart failure, digitalis therapy, baseline QT 
prolongation, subclinical long‐QT syndrome, or severe hypomagnesemia. 
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And what about Naloxone?

▪ Naloxone is an abuse deterrent only

▪ Full reversal dose is 1-2 mg

▪ Naloxone is 10% orally bioavailable if 
you take 0.5 you get 0.05 mg

  International .Journal of Clinical Pharmacology and Therapeutics, Volume 50 - May (360 - 367) 

Low absolute bioavailability of oral naloxone in healthy subjects
Kevin Smith1, Michael Hopp2, Gill Mundin1, Simon Bond3, Paul Bailey1, Jo Woodward1, David Bell4

Good things to Know

▪ You don’t need a special license to prescribe for pain in any 
formulation

▪ Does not show up as opiates on standard toxicology screen.  Must be 
ordered separately

▪ Patients often “forget” to take it
▪ Butrans  and Belbuca  do not usually require abstinence due to 

low dose – the 2 mg rule of thumb
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“Few studies have compared buprenorphine to other opioids for the 
treatment of chronic pain. Even fewer data are available to guide clinicians 
on how pharmacologic, clinical, and patient characteristics may affect 
buprenorphine’s effectiveness in treating chronic pain . . . Clearly, more 
research about formulation, dosing, and clinical characteristics will be crucial 
to guide buprenorphine treatment for chronic pain . . . this recommendation 
is exciting, but underdeveloped, and many questions about implementation 
remain.” 

Questions or Comments:
Andrea Rubinstein, MD
Principle, Pain Therapeutics, Consulting

Twentynine Palms, California 

andrearubinstein@icloud.com

Twitter: @RubinsteinMD

707-978-0163
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