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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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Buprenorphine is promiscuous
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Buprenorphine metabolism
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Myth #2: Buprenorphine isn’t (a very good) analgesic
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Br.J, Pharmac. (1977, 60, 547554
THE ANIMAL PHARMACOLOGY OF
BUPRENORPHINE, AN ORIPAVINE ANALGESIC AGENT

A COWAN', J.C. DOXEY & E.JR. HARRY
Dapartment of Pharmecokogy, Reckint & Calman, Dansom Lane, Kingston-upon-Hull HUB 7D

Buprenorphine has a double (half) life

Analgesia (alpha elimination 6-8 hours)

Maintenance (Beta elimination 24 to 72 hours)

Plasma level

Time
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Formulations of Buprenorphine

= Transdermal Butrans™ Patch (generic)

= Transbuccal Belbuca™ lozenge

= Sublingual tablet and film Suboxone ™ and Subutex™ (generic)

Marketed in high dose form for OUD in the US since 2003




Commentary

The clinical analgesic efficacy of buprenorphine
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PAIN MANAGEMENT
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rphine has a Ceiling Effect
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Ceiling Effect
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Identification of an additional supraspinal
component to the analgesic mechanism of action
of buprenorphine

SAntinociception

om0t om @1 1 10 100
Dose (mg+kg )

26

|

i\

RV \
-\ g
i

27




Thought Experiment: Can we design a more perfect opioid?
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Myth #4: Buprenorphine blocks other opioids
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Concept: Opioid Blocking

“While patients are taking opioid
pain medications, the
administration of buprenorphine
generally should be discontinued.
Note that until buprenorphine
clears the body, it may be difficult
to achieve analgesia with short-
acting opioids.”
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Clinical Guidelines for the
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in the Treatment of
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Binding affinity at the mu receptor

Mu receptor
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Binding affinity at opioid receptors
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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
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Yain relief and opioid requirements in the first 24 hours after
surgery in patients taking buprenorphine and methadone
opioid substitution therapy
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work (PAIN) clinical
wosphine: results

The major recommendation of this
practice advisory is:

= to continue buprenorphine therapy in
the perioperative period.

= ltis rarely appropriate to reduce the
buprenorphine dose

-+ irmespective of indication or
formulation.

+ Ifanalgesia is inadequate after
optimization of adjunct anagesic
therapies, e recommend initating
full mu agonist while continuing
buprenorphine at some dose
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What about Stopping Buprenorphine?

Buprenorphine is relatively easy to taper down

Buprenorphine can be hard to discontinue from high dose and usually requires
other formulations to get off

Rarely people can not tolerate being off buprenorphine
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QT prolongation

aavien
Bl T
oids and Cardiac Arrhythmia:
A Literature Review
Significance of the Study
+ Opioids are widely used throughout the world and statistics show that sales of prescription opioids in
the United States nearly quadrupled from 1999 to 2014. One of the most common side effects of opi
oids is their influence on the electrical activity of the heart. In this review, results and reports from
previous studies are investigated. We confirm that from the perspectives of prolongation of QT inter
val and arrhy ity i low P v e S B s
riskdrugs, This review may serve to increase the understanding of physicians and pharmacists regard
ing effects of opioids on heart electrical activity and their safety levels to decide on prioritizing the
administration of these drugs in different patients, especially in opioid-dependent persons. It can also
be a guide for students and researchers interested in studies on opioid drugs.
What Is the Opiate Blocker in Suboxone?
I e o) 3
4
Naloxone
Buprenorphine

42

13



And what about Naloxone?
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Low absolute bioavailability of oral naloxone in healthy subjects

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

Good things to Know
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- You don't need a special license to prescribe for pain in any

formulation

- Does not show up as opiates on standard toxicology

screen.

- Patients often “forget” to take it
- Patients dosing remains stable long term or decrease over

time

- Butrans™ and Belbuca ™ do not usually require abstinence

due to low dose

- Very hard to predict equianalgesic dose

Questions or Comments:

Andrea Rubinstein, MD
Chief, Department of Pain Medicine
Department of Anesthesiology
Kaiser Permanente, Santa Rosa, CA

andrea.L.rubinstein@kp.org
Twitter: @RubinsteinMD
707-571-3931
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