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Disclosure Information

Buprenorphine for Pain
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Disclaimer

#*| will be discussing off-label uses of certain buprenorphine
formulations
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Learning Objectives

#* By the end of the presentation, attendees will be able to:

#*List available published evidence supporting buprenorphine’s use in acute
and chronic pain

#*|dentify patients with pain whom providers should consider for
buprenorphine

#Safely and comfortably initiate and manage buprenorphine for pain
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"| believe that practicing addiction medicine
includes proactive care of patients with pain
management issues. | push buprenorphine for
the treatment of chronic pain.”

LikeMindedDocs List-Serve, February 2023



Other Disclaimers

#* Limited research

#¥ OUD vs. dependence?

#* Acute vs. chronic pain?

# Pain in patients with OUD vs. without OUD?

#* Trade names (especially when only one product)

#* Conclusions about one formulation may be based on research on other
formulations

#* Some slides included as reference/information = | may gloss over

#* SUMMARY: recommendations based on INFERRING FROM ALL TYPES OF
STUDIES . ..

#* May not be fully delineated
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Roadmap

#¥Buprenorphine pharmacology
#* Efficacy

¥ Safety and the “ceiling”
#¥OUD vs. dependence
#*Dosing

¥ Cases

#* References
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What Affects “Pain”?

*Transduction “Pain is inevitable;

¥ Transmission : : :
suffering is optional.”

#* Modulation 5 P

¥ Perception Buddhist proverb

¥ Interpretation

#¥ Behavior
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Pain Treatment Goals (“Metrics”)

mprove physical function

mprove functional status

ncrease self-management of pain
Reduce pain level (very subjective!)
mprove vocational ability and status

* % % % % N

Reduce health care utilization
#¥Eliminate, minimize or even stabilize the use of opioids

Ablin, 2015
Sanders, 2005
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mprove status

ncrease self-management of pain
Reduce pain level (very subjective!)
mprove vocational ability and status

* % % % % N

Reduce health care utilization
#¥Eliminate, minimize or even stabilize the use of opioids

Ablin, 2015
Sanders, 2005



One Stop Shopping (For Reference):
Simple LBP Guidelines

#¥\V/A/DoD Clinical Practice Guideline: Diagnosis and Treatment of Low

Back Pain

#* https://www.healthquality.va.gov/guidelines/pain/lbp/index.asp

#* “Pocket card”:
https://www.healthquality.va.gov/guidelines/Pain/lbp/VADoDLBPCPGPocketCard

092917.pdf
#Noninvasive Treatments for Acute, Subacute, and Chronic Low Back
Pain: A Clinical Practice Guideline From the American College of
Physicians
# https://www.acpjournals.org/doi/full/10.7326/M16-2367?url ver=739.88-

2003&rfr id=ori:rid:crossref.org&rfr dat=cr pub%20%200pubmed

L VA/DoD, 2022
“Asawn” Qaseem, 2017



https://www.healthquality.va.gov/guidelines/pain/lbp/index.asp
https://www.healthquality.va.gov/guidelines/Pain/lbp/VADoDLBPCPGPocketCard092917.pdf
https://www.healthquality.va.gov/guidelines/Pain/lbp/VADoDLBPCPGPocketCard092917.pdf
https://www.acpjournals.org/doi/full/10.7326/M16-2367?url_ver=Z39.88-2003&rfr_id=ori:rid:crossref.org&rfr_dat=cr_pub%20%200pubmed
https://www.acpjournals.org/doi/full/10.7326/M16-2367?url_ver=Z39.88-2003&rfr_id=ori:rid:crossref.org&rfr_dat=cr_pub%20%200pubmed

= Choosing

= Wisely

An imitiative of the ABIM Foundation

#* “Don’t prescribe opioid analgesics as long-term therapy to treat chronic non-
cancer pain until the risks are considered and discussed with the patient”

American Society of Anesthesiologists — Pain Medicine, 2014



Centers for Disegse Control and Prevention

CDC 24/7; Saving Lives. Profecting Paopla™

Opioids

Opicid Basics
Overdose Prevention

MNaloxone

Resources for Improving
Communication Between
Providers & Patients

Framework for Response

armation for Patients
Healthcare Providers

Ovpioid Prescribing Guideline Guideline Overview

Resources

Clinical Toaols

Training for Providers

Maobile App for Providers

Safer Prescribing Saves Lives: Opioid Prescribing Guideline




Buprenorphine
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The FDA approves sublingual The FDA approves buprenorphine buccal
buprenorphine and naloxone film (Belbuca®) for the management of
(Suboxone”) and sublingual pain severe enough to require daily,
Buprenorphine is buprenorphine [Subutex”); around-the-clock, long-term opioid
discovered at the labs buprenorphine is classified as a treatment and for which alternative
of Reckitt & Colman Schedule Il opioid treatment options are inadequate

Buprenorphine is The FDA approves injectable The FDA approves the buprenorphine

launched in the UK as || buprenorphine (Buprenex ); transdermal system (Butrans”) for the

an intravenous opioid buprenorphine is classified as a management of pain severe enough to

analgesic Schedule Il opioid require daily, around-the-clock, long-term
opioid treatment and for which alternative
treatment options are inadequate

“‘Buprenorphine was originally developed as an analgesic and was subsequently used for
OUD before novel delivery systems allowed for approval in chronic pain management.
FDA=Food and Drug Administration; OUD=opioid use disorder.”

Webster, 2020



No More X-Waiver

#* “All practitioners who have a current DEA registration that includes
Schedule Il authority, may now prescribe buprenorphine for Opioid
Use Disorder in their practice if permitted by applicable state law
and SAMHSA encourages them to do so.”

SAMHSA, 2023
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Brief Review:

Opioid Receptors and Pharmacology

Agonists

# Bind to the receptor

#* Fully activates
receptor

#* Highly reinforcing

#* Most likely to develop
tolerance
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Antagonists

#* Bind to the receptor
#* No biological response
#* Blocks opiates

#* Least likely to develop
tolerance

Partial Agonists

#* Bind to the receptor

#* Activates at a lower
level

#* Less reinforcing

#* Less likely to develop
tolerance
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Figure 1

How OUD Medications Work in the Brain

0

Empty opioid
receptor

Buprenorphine MNaltrexone
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Pew Charitable Trust, 2016
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Full Agonist
(Methadone)

“Ceiling” effect

Partial Agonist
(Buprenorphine)

Antagonist
(Naloxone)

Log Dose

The National Alliance of Advocates for Buprenorphine Treatment



VA Guidelines

BUPRENORPHINE FORMULATIONS FOR CHRONIC PAIN MANAGEMENT IN PATIENTS WITH
OPIOID USE DISORDER OR ON LONG-TERM OPIOID THERAPY WITH PHYSIOLOGIC

TOLERANCE

Buprenorphine Inj, Buprenorphine TDS, Buprenorphine SL Film, Buprenorphine/Naloxone 5L tabs
Recommendations for Use

October 2022
VA Pharmacy Benefits Management Services, Medical Advisory Panel, and VISN Pharmacist Executives; National Mental Health
g gy Coordinating Committee

Office — Substance Use Disorders; National Pain Management Strategy

VA Pharmacy Benefits Management Services, 2022



Half-Life

Buprenarphine ] s Transdermal Management of pain severe
] delivery system enough to require around-
the-clock, long-term opioid

Available in & treatment

7.5,10, 15 and
20 megfhr

Buprenorphine Belbuca® Buccal film Management of pain severe | 46 to 65% 11.21027.6
(WANF) . enough to require around- hours
Available in 75, b

. ) the-clock, long-term opioid
150, 300, 450, reatment

600, 750, 900
meg films

Max dose: 900
mcg every 12
hours

Buprenorphine Suboxone® Sublingual tablet | Used off-label for pain ~30% (tab)
and naloxone ( ] and film management. FDA
, - approved for the treatment
Augllal:;le in é'L"}'E' of opioid deendence (aka.
[anl:l = qul.]' 5 4 ICD-10 F11.2x opioid
abs and =~ © | dependence or DSM-5

~36% (film)*

l. ‘L"L., EI'IEI 12 ..:: C'UD:I
mg film

Target
maintenance
dose for OUD is
16 - 24mgfday

Buprenorphine Subutex® Sublingual tablet Used off-label for pain ~30% (tab)
(WANF) Available in 2m management. FDA
and & m-. qu | approved for the treatment
o mg -3 of opioid dependences (a.k.a.
tablets ICD-10 F11.2x opioid
Target dependence or DSM-5
maintenance ouD,).
dose for OUD is
16 — 24mg/day

Buprenorphine Buprenex® M, IV Indicated for the % 1.2-7.2 hours
(NF) . ) managemeant of pain severs (mean 2.2
Auafllable In0.3 enouggh to require an opioid hours)
mg/ml ampules analgesic and for which
Dosing: 0.3 mg alternate treatments are
every 6-8 hours inadequate.
as needed




Generic Brand FDA-Approved Indications
Name Name

Buprenorphine Butrans Transdermal Management of pain severe enough to require around-the-clock,
patch long-term opioid treatment

Buprenorphine Belbuca Buccal film Management of pain severe enough to require around-the-clock,
long-term opioid treatment

Buprenorphine Suboxone Sublingual Used off-label for pain management. FDA approved for the treatment
and naloxone tablet and film of opioid dependence (a.k.a. ICD-10 F11.2x opioid dependence or
DSM-5 OUD)

Buprenorphine Sublingual Used off-label for pain management. FDA approved for the treatment
tablet of opioid dependence (a.k.a. ICD-10 F11.2x opioid dependence or
DSM-5 OUD)

Buprenorphine Sublocade Subcutaneous Used off-label for pain management. FDA approved for the treatment
extended- of opioid dependence (a.k.a. ICD-10 F11.2x opioid dependence or
release DSM-5 OUD)

Buprenorphine Buprenex [M, IV Indicated for the management of pain severe enough to require an
opioid analgesic and for which alternate treatments are inadequate
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Example Costs

Belbuca 75 mcg bid (60 films) Brand only
Belbuca 600 mcg bid (60 films) Brand only

Buprenorphine 10 mcg/hour Weekly (4 films) Generic
transdermal film, extended release

Buprenorphine/naloxone 8/2 mg Daily (30 films)  Generic

Drugs.com, 2023



Pharmacokinetic Parameters

#* “Cmax is the highest concentration of a drug in the blood,
cerebrospinal fluid, or target organ after a dose is given”
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Table ¥I. Pharmacokinetic parameters of buprenorphine and norbuprenorphine in healthy volunteers treated . . . i
with multiple {escalating) buccal doses of buprenorphine. Table 4 Pharmacokinetic parameters (Mean t SD) of buprenorphine, norbuprenorphine and naloxone

, following SUBOXONE sublingual tablet administration
Buccal Buprenorphine Dose (Swdy Day)

60 ug 60 ug 120 pg 180 pg 240 g PK Parameter SUBOXONE Sublingual Tablet Dose (mg)
Parameter (Day 1) (Doay 3) (Day &) {Day 9) (Day 12)

E-u:lfr"u’phll'le
AU, ., mean (50, NA 0.490 {0.140) 0966 (0.2475) 1,358 (0.5%5) 2.343 (0.742)

b ool

I Crnaw mean (S0, ng/mL  0.080 (0.018) 0.077 (0.020) 0.156 (0.044) 0.2156 (0.106) 0.364 (0.125)

L]
Median 1.75 in 25 20 20 Conae (NE/ML) 0.780 £ 0.323 258+1.10

Range 1.0-3.0 2.0-4.0 2.0-4.0 0-3.0 2.0-3.0
Marbuprenorphine Toas (AF)* 1.50(0.75-3.00) 1.50 (0.50-3.03)
AUCy,, mean (SD), NA 0.320 (0.153) 0.596 (0.254) 1.159 (0.532) 1.784 (1.031) Purdue Pharma 2014

]

h - ng/mil
Crnas, mean (S0), ng/mL 0,014 (0.003) 0.033 (0.017) 0.067 (0.027) 0.122 (0.056) 0.179 (0.100) F
o b Indivior, 2018

Buprenorphine

AUC, (ng.hr/mL) 7.651 * 2.650 25.31 +8.500

Median 30 20 30 20 2. tyz (hr) 30.75 £ 15.04 31.94+15.27

Range 1.5-6.15 1.0-4.0 2.0-4.0 1.0-4.0 Bai, 2016
NA = nor applicable IndiVior, 2021

Plasma concentrations below the limit of quantitation were exchuded from the pharmacokinetic anabysis

. — AUCu :
Single 7-day Application (pp.h/mL) bo/mL,
'Dose | Timing  |Level | BUTRANS § meg/hour 12087 (37) 176 (67)

SL 12 mg Steady state 1.71 ng/mL
SL 16 mg Steady state 2.31 ng/mL

SL 24 mg Steady state 2.91 ng/mL =47
Sublocade Monthly dose (mg) BUTRANS 20 mcg/hour 54294 (36)  § 471 (49)

BUTRANS 10 mcg/hour 27035 (29) 191 (34)

300 mg 1st injection 2.19 ng/mL

TEGIEITs : — AUC C
100 mg Steady state* 3.12 ng/mL *300-300-100-100-100-100 Multiple 7-day Applications (pe hf:nu:Ij] [ng";‘:lllﬂli]

300 mg Steady state**  6.54 ng/mL **300-300-300-300-300-300 | .- -
g;}:RAHS 10} mcg/hour, steady 27543 (33) 224 (35)




Summary: Sample Approximate Levels

Transdermal (Butrans) 10 mcg/hour
Buccal (Belbuca) 240 mcg bid

Sublingual (Suboxone) 16 mg daily
SQ (Sublocade) 100 mg monthly
SQ (Sublocade) 300 mg monthly

But do levels predict clinical response?
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#¥No head-to-head, double-blind placebo-controlled trials

#¥ Given the buprenorphine blood levels, at least in theory:
#* 300 mg extended-release SQ buprenorphine >
#8/2 mg SL buprenorphine/naloxone >
#10 mcg/hour transdermal >
#60 mcg bid buccal
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Which of the following is NOT
FDA-approved for pain?

Buccal buprenorphine (Belbuca)
Intravenous buprenorphine (Buprenex)
Subcutaneous extended-release buprenorphine (Sublocade)

. Transdermal buprenorphine (Butrans)
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Which of the following is NOT
FDA-approved for pain?

Buccal buprenorphine (Belbuca)
Intravenous buprenorphine (Buprenex)

. Transdermal buprenorphine (Butrans)
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Efficacy



(1) Effective in cancer pain
(2) Effective in neuropathic pain

(3) Treats broader array of pain phenotypes than certain potent mu agonists, associated with less
analgesic tolerance, and can be combined with other mu agonists

(4) Produces less constipation than certain other potent mu agonists /- '; does not affect sphincter
of Oddi

5) Ceiling effect on respiratory depression but not analgesia
6) Less cognitive impairment certain other opioids
7) Not immunosuppressive like morphine and fentanyl

(
(
(
(8) Does not adversely affect hypothalamic-pituitary-adrenal axis or cause hypogonadism
(9) Does not significantly prolong QTc interval; less sudden death than is methadone

(

(

Davis, 2012



3/2019 Expert Panel: Buprenorphine for Pain

#* Classification as partial m-opioid receptor agonist not be clinically
translated to mean partial analgesic efficacy

*

‘, SJ:; Webster, 2020
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Selected Studies of Buprenorphine

¥ Produced equivalent or superior peri-operative analgesia c/w
traditional opioids (23/24 controlled trials)

#¥ Reduced chronic pain without precipitating opioid withdrawal or
serious adverse effects in patients with chronic pain who used LTOT
(systematic lit review, low quality studies)

#¥ Anti-hyperalgesic effect differentiates buprenorphine from other
opioids

#¥ Beneficial effect (varied formulations) on pain intensity overall 2>
bigger effect in those without OUD

Raffa, 2014; Richardson, 2018; Powell, 2021; Infantino, 2021; Lazaridou,
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#* “Buprenorphine has unique and favorable pharmacological properties
that make it useful in a variety of clinical scenarios”

#* “|t has been recommended to consider buprenorphine first-line opioid
for chronic pain, especially in the elderly as it may be associated with
less cognitive impairment, falls, sexual dysfunction, and sarcopenia
when compared with schedule Il opioids.”

#* “|1t may be useful in patients with comorbid substance use disorder or
non-medical opioid use, as there is less risk of misuse and euphoria”

A - Y Case, 2021



MedPage February 13, 2023

#* “Buprenorphine, rather than a full agonist opioid,
should be used for patients taking daily opioids for
chronic pain, given its lower risk for overdose or misuse,
new guidelines from the Department of Veterans Affairs
(VA) and Department of Defense (DoD) recommended.”

5, Cl,? George, 2023



Annals of Internal Medicine

CLINICAL GUIDELINE

The Use of Opioids in the Management of Chronic Pain: Synopsis of
the 2022 Updated U.S. Department of Veterans Affairs and U.S.
Department of Defense Clinical Practice Guideline

Friedhelm Sandbrink, MD; Jennifer L. Murphy, PhD; Mclanie Johansson, MD; Juli L. Olson, DC, DACM;
Ellen Edens, MD, MPE; Jamie Clinton-Lont, MSN, AGPCNP-BC; James 5all, FhD; and Christopher Spevak, MD, MPH, JD;

for the YA/DoD Guideline Development Group™

Deseription: In May 2022, keadeship within the LS. Depatmenl
ol Velerans Allars (WA) and LS. Department of Dy a2}
approved a joinl clinica practice guideline for the use of opiods
when managing chronic peen. Thes smop s Lh
oenrmendations Lthat the authors believe are the most important
Les |||5.|h||5.]|||.

Methods: In December 2020, the VADoD Evidence-B i

Practice Work Group assembled & wam 1o update the 2017

VAL Clincal Practice Guid = feor Oipioid Therapy Too

Chronic F svelopment Leam o

ical slake and conformed o the Mational Academy of
lewr rustworthy dinical practice gusdelines

systernatic evidence review that was done by an indepsend
third pary and distilled 20 recommendatons o care

the GRADE l;{.l.J-::Illg ol Recommendabions  Aggess
Development and Evaluation) system. The guideline team
alzo created 3 one-page algorithms o help guide elinical
devison making. Thes synopsis presents the recommendatons

|'."d IIIL'I‘IIIS.]IIL‘i .‘C:'(:‘:J |:.~::l.:r||||'-c:~"-:i.'..|-::-":~. L |.|I!.' LR '.i. (:IIIII

waal o e

Recommendations: The guideline s imended for dmicans
whio mmay be consdeing opeed therapy 1o manage patents with
chronic pain. 1 gynopsis resiews updated  recommendatons
T e iniliation and contimustion of opioid theesgy, dose, dura
ey, ard gy of opioids; soreemng, assessment, and evalustion;
aned risk mitigatson. Mess additions ae hghlighted, induding e
ornmendatones about Uhe of buprenorphine mestead of Rl
agonisd opiock; asessing for behavoral health condivons and
lactons asswciabed with hagher rigk Tos harem, soch as pain cata
strophang, and the use of pen and opsoid education 1o reduce
the: rizk for prolonged opiod we fos postsurgicsd pan.

Sandbrink, 2023

Synopsis of VA/DoD Guideline on Using Opdoids in Management of Chronic Pain

CrLiNicAL GUIDELINE

Table. Recommendations and Bvidence Table

Recommendation 2017 Strength of 2022 Swrength of Recommemdation Evidhnace
Recommendation Recommendation Category
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2022 VA/DoD Updated Guidelines

For patients receiving dally Not applicable Weak for aRde(;/ieedwed, new
opioids for the treatment of

chronic pain, we suggest the

use of buprenorphine instead

of full agonist opioids due to

lower risk for overdose and

misuse.

Sandbrink, 2023
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Which of the following did NOT recommend
considering buprenorphine for pain?

. An expert consensus panel in 2019

CDC Guidelines (2022 revision) for opioid management
VA/DoD guidelines (2022) for the use of opioids in chronic pain

Several published articles including systematic reviews and meta-
analyses
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Which of the following did NOT recommend
considering buprenorphine for pain?

. An expert consensus panel in 2019

VA/DoD guidelines (2022) for the use of opioids in chronic pain

Several published articles including systematic reviews and meta-
analyses



Which of the following is most accurate about
buprenorphine’s efficacy in pain?

A. Evidence suggests it can be helpful for pain, but not even close to
traditional opioids

B. The little available evidence has explored only pharmacokinetics;
nothing has assessed clinical outcomes such as pain relief

C. There is strong evidence proving a very significant clinical
response
D. There is some evidence proving a mild/moderate clinical response

%, e
Asawh



Which of the following is most accurate about
buprenorphine’s efficacy in pain?

A. Evidence suggests it can be helpful for pain, but not even close to
traditional opioids

B. The little available evidence has explored only pharmacokinetics;
nothing has assessed clinical outcomes such as pain relief

C. There is strong evidence proving a very significant clinical
response
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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,

Cunningham, 2023



Elephant in the Room: Stigma

#¥ Could be deciding factor AGAINST using
buprenorphine for pain

#¥How do nurses, providers and others
react when “buprenorphine/naloxone” is
on medication list?

#¥Sad . . . But reality
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Safety and the “Ceiling”



#* A ... For this
characteristic, buprenorphine has drawn attention as a more
manageable drug among other full opioids, although respiratory
depression can occur”

RS Infantino, 2021



2008 Consensus Group of Experts

#Behaves as full p-opioid agonist for analgesia with no ceiling
effect, but there is a ceiling effect for respiratory depression,
reducing the likelihood of this potentially fatal adverse event

#¥The effects of buprenorphine can be reversed by naloxone

#¥Pronounced anti-hyperalgesic effect > potential advantages in
the neuropathic pain?

#¥Buprenorphine can be considered a safe and effective option for
treating chronic cancer and noncancer pain

c|3 Pergolizzi, 2010



Narcan: Does It Work?
3

#* “We tested the effect of naloxone on buprenorphine induced respiratory
depression and compared with naloxone-reversal of morphine and
alfentanil-induced respiratory depression”

¥ |ncreasing doses of naloxone caused a bell-shaped reversal curve of
buprenorphine with

# Reversal was short-lived

SSRICAN
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Sarton, 2008



Effective, BUT Respiratory Depression

#¥No significant difference in the incidence of respiratory depression
with morphine c/w buprenorphine

*

#¥ Our study confirms no ceiling effect for analgesia 2

#¥Buprenorphine administered in the ED was reported in four studies
9

White, 2018
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Concomitant Benzodiazepines and/or Misuse

#* “In France where high-dose buprenorphine has been marketed
since 1996, several cases of asphyxic deaths were reported among
addicts treated with buprenorphine”

*

5, S,E Megarbane, 2006
Asawh



TABLE 5. Summary of recommendations for buprenorphine use in special populations.

Special Population

Hepatic Impairment

Renal Impairment

Elderly

Pregnancy & Lactation

Recommendations

® Buprenorphine is primarily glucuronidated; metabolism less affected in hepatic impairment

¢ |nteraction studies indicate that buprenorphine can be used safely in mild and moderate hepatic impairment
¢ Recommend hepatic function monitoring

* Buprenorphine can be used safely in renal dysfunction

* No evidence of accumulation leading to opioid-related adverse effects

* Buprenorphine can be used with caution in the elderly

® Transdermal buprenorphine shown to be safe and effective in the elderly and can improve adherence

» Buprenorphine is a first-line agent for the treatment of OUD in pregnancy

¢ Avoid buprenorphine (and all opioids) in pregnancy for pain management

e Recommend continuing buprenorphine for OUD during lactation if no contraindications to breastfeeding

Brandt, 2022



¥ “An increasing number of children are being exposed to
buprenorphine as more adults in US households receive take-home
prescriptions.

)

¥ “Oral absorption less potent than sublingual absorption, the
tendency of

#Toddlers in particular are likely to suck on tablets rather than swallow
them.”

A - Y Lo Re, 2019



Which of the following is most accurate about
buprenorphine as a partial agonist?

A. As a partial agonist, it can help pain only a teeny-weeny bit

B. Research shows that, as a partial agonist, there is no risk of
respiratory depression

C. Different formulations and dosing can cause vastly different
buprenorphine levels in the blood

D. A higher serum buprenorphine always means more pain relief
than lower levels
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buprenorphine as a partial agonist?

. As a partial agonist, it can help pain only a teeny-weeny bit

Research shows that, as a partial agonist, there is no risk of
respiratory depression

. A higher serum buprenorphine always means more pain relief

than lower levels



OUD vs. Dependence
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Use Disorder Diagnostic Criteria

#* Using larger amounts/for longer time » Use despite causing/exacerbating
than intended physical or psychological problem(s)

# Desire/unable to | /control use

#* Lot of time spent to
obtain/use/recover

#* Craving 2-3 criteria > mild
#* Failure to fulfill major life roles 4-5 criteria 2> moderate
#* Use despite social problems >=06 criteria—> severe

# Giving up important
activities/isolation

# Use in hazardous situations American Psychiatric Association 2013



DSM-5 Criteria of Tolerance and Withdrawal
*

# Committee wanted to avoid OUD diagnosis for physiologic tolerance and
withdrawal from taking opioids as prescribed

#Thus, they eliminated these two criteria for taking as prescribed

‘,SJ:: VA Pharmacy Benefits Management Services, 2022
Asath
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Opioid Dependence ICD-10

#¥This has created DSM-5 “diagnostic orphans” = manifest
tolerance, withdrawal, and one other symptom of opioid-related
behavioral problems

#* “They do not meet DSM-5 opioid use disorder criteria; however,

VA Pharmacy Benefits Management Services, 2022
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OUD vs. Pain Diagnosis

#* “One critical issue regarding the buprenorphine recommendation is
the need for clinicians to be clear about which conditions they are
treating - chronic pain, OUD, or both - and treatment goals.”

Cunningham, 2023
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Buprenorphine for Pain in Opioid Dependence

#¥\While legal to prescribe buprenorphine/naloxone “off-label” for
pain, in practice patients on high-risk opioid pain regimens often
meet the ICD-10 definition of opioid dependence and have this
diagnosis on encounter forms in their record

#*And | thought this was my idea ©
# Good for insurance coverage

VA Pharmacy Benefits Management Services, 2022
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Dosing



Consider Buprenorphine (vs. Traditional
Opioids) for Pain if:

#¥ History of problems with drugs/alcohol
#¥ Co-morbidities and risks from opioids?

#*Concurrent benzodiazepines
#Sleep apnea / other pulmonary risks
#¥Renal disease

#*¥ Risks of diversion and/or stealing medications
#* Adverse reactions and/or poorer QOL from traditional opioids

% &
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When to Consider Which Formulation

#¥Transdermal & buccal?
#No h/o OUD
¥ Insurance coverage?
# Not on (or on low-dose) traditional opioids

#¥Sublingual
# Above ineffective
#* OUD history
#* Want/need to come off traditional opioids (“opioid dependence”)
#¥ Extended-release monthly subcutaneous
#* Already on sublingual, but pain persists and/or only short relief
#* Logistics =2 difficulty remembering medications, keeping them secure, etc.
¥ Insurance coverage?
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NOTE: outdated already (X-
waiver no longer required)

VA Pharmacy Benefits Management Services, 2022

Patient in Pain
Candidate for Buprenorphine

No OUD/ICD-10 Opioid Dependence OUD/ICD-10 Opioid Dependence
X-WAIVER REQUIRED

BUP TDS (BUTRANS)
X-WAIVER NOT REQUIRED
For patients transitioning from ] .
<80 mg MEDD* BUP/NAL (SUBOXONE, first-line)
Or or BUP (SUBUTEX, if a
BUP BF (BELBUCA)

y contraindication to naloxone)
X-WAIVER NOT REQUIRED
For patients transitioning from

X-WAIVER REQUIRED
= 160 mg MEDD
Or
BUP/NAL (SUBOXONE) or BUP (SUBUTEX)
X-WAIVER REQUIRED
For patients transitioning from
=160 mg MEDD

Try the next buprenorphine formulation in the listed
order, use of BUP/NAL or BUP requires referral to an X-
aquate Response-? waivered provider. If patient fails all three buprenorphine
formulations, consider tapering off buprenorphine and use

Continue Treatment

*Abbreviations: MEDD = Morphine Equivalent Daily Dose, BUP = Buprenorphine, BUP/NAL =

Buprenorphine/Naloxone, BUP TDS = Buprenarphine Transdermal System, BUP BF = Buprenorphine
Buccal Film, OUD = Opioid Use Disorder, ICD = International Classification of Diseases.




Tip: FDA-Labeled vs. Sublingual Formulation for Patients
NOT on Traditional Opioids - Insurance Coverage

#¥ Maybe start with buccal or transdermal even if you think sublingual
would be better

#* Start with the standard (FDA-approved)

#¥Then if it doesn’t work, you can appeal to insurance = you tried
standard already
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Suggested Conversation with Insurance Reviewer for
SL Buprenorphine for patients NOT already on opioids

#* You:

#* “We attempted buccal and/or transdermal, it didn’t work, so we want the patient to be on
sublingual”

#* Peer reviewer:
#* “| get that, but sublingual is not FDA-approved for pain.”

#* You:

#* “Yes, | know, but it’s got a much better safety profile than traditional opioids. Given the
opioid crisis, and the patient’s co-morbidities [list some — OSA, etc.], | think the patient
would be better on sublingual buprenorphine rather than traditional opioids. I’'m sure you
don’t want them on traditional opioids, stop breathing and die, correct? By the way, how
do you spell your name, so | can document our conversation in the medical record?”
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Initiation (Systematic Review)

#* “Overall, 95.6% of patients in the traditional initiation group and
96% of patients in the microdosing group successfully rotated to
sublingual buprenorphine. Initiation regimens can vary widely
depending on patient-specific factors and buprenorphine
formulation.

Spreen, 2022
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Induction Options

¥ If not already on opioids =2 just start buprenorphine?

¥ If already on opioids = prevent precipitated withdrawal

#* Three options

#* Slow opioid wean (months); when off, start buprenorphine
#* “Traditional” induction = d/c opioids, comfort meds, start buprenorphine when in w/d

#* “Low-dose” induction = continue opioids, start buprenorphine at very low dose,
increase (over a week?), then d/c opioids

*
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Split Dosing

#* “To optimize analgesic efficacy, the drug
” (SAMHSA, 2011)

#* “ . Split dosing strategy better aligns the dosing with buprenorphine’s analgesic properties. The
analgesic effects of buprenorphine last for approximately 6—8 hours while the withdrawal and craving
suppressing properties last for approximately 24 hours. When moving to split dosing the clinician
should ensure that the patient has not missed their last non-split dose.

”

(ASAM, 2020)
#* “Split dosing of buprenorphine (
in many patients with opioid use disorder and chronic pain.” (ASAM, 2020)

# “For concurrent chronic pain, consider
” (VA/DoD, 2021)

SANIHSA, 2011 Dose buprenorphine tid (or

. ASAM, 2020

glrg VA/DOD, 2021 qld), NOT Qd or bld, for pain

Asath

=
<
o
o

%,



# Buccal, transdermal = follow
instructions (ePocrates, etc.)

# Sublingual dose? Factors:
#* High tolerance d/t chronic opioids?

#* Multiple other medications that
cause CNS depression?

# “Sensitive” to medications?

# Reminder: cutting strips (commonly
done!) =2 off-label

# | usually start 4/4/4 in most situations

# Can easily go up or down for some or all
the doses

# Usually, | Rx half of 8/2 mg strips

#* Flexibility in dosing (can cut to 2, 4, or
keep at 8)

# Usually in stock at pharmacies (4 mg
strips, not so much)

# Sometimes Rx’d as 1.5 strips per day
#* But tell patient, do 0.5 tid



Review with ALL Patients:
How to Take Buprenorphine

#* No eating, drinking, smoking 20 minutes before
#* But, sip water (moisten mouth)
#* Place under tongue
#* Lean forward = NO swallowing saliva
# Drooling ok
# Do not chew or swallow the film, or talk
#* After dissolved (10 minutes), spit out

#* \Wait for at least one hour before brushing
teeth
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Monitoring

#¥Even if no OUD ... It’s still a controlled substance!
#¥ Periodic UDS, medication/wrapper counts, etc.
#¥\Watch for SE

#* Constipation? Bowel regimen
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Cases

#*\We may not get to all . . . That’s ok!
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Luke (background)

#¥ 38 v.0., seizures, neuropathic pain, obesity

# Previous addiction to pain pills

#¥Sober since 4/2019, AND in “good recovery”
#*0n SQ extended-release buprenorphine monthly

#*S/p root canal = dentist (who communicated with you) offered
hydrocodone - pt declined initially, didn’t want = but now has
pain and calls



Which of the following is NOT a reasonable
next step for Luke?

A. Rx hydrocodone/acetaminophen 5/300 mg, 1-2 every 8 hours PRN
nain, #10, call if persists (or needs higher dose to overcome
ouprenorphine blockade)

B. Rx SL buprenorphine/naloxone 8/2 mg, % - 1 strip every 8 hours
PRN pain, #9, call if persists

C. Review ideas with patient but have them call the dentist

D. Tell them because they are in good recovery and you don’t want
to “ruin” it, he absolutely should not have ANY opioids
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Which of the following is NOT a reasonable
next step for Luke?

Rx hydrocodone/acetaminophen 5/300 mg, 1-2 every 8 hours PRN
nain, #10, call if persists (or needs higher dose to overcome
ouprenorphine blockade)

Rx SL buprenorphine/naloxone 8/2 mg, % - 1 strip every 8 hours
PRN pain, #9, call if persists

Review ideas with patient but have them call the dentist




Roy (background)

#*70vy.0.

#¥No h/o opioids until 15 years ago = work back injury

#¥Pain management (on about 50 MEDD)
#* Hydrocodone/acetaminophen 10/325 bid
#* Morphine sulfate ER 15 mg bid
#Remote h/o cocaine and alcohol use, sober X decades

¥ Patient: “It’s time to get off of these things”
#* Has tried, but significant w/d
#* "I’ve had it with them, and the pain doctor does not want me on them”

¥ Referred by pain management = buprenorphine?
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Roy = Next Steps?
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Roy (next steps)

# Daughter present = nurse at a detox center
#* Options:
#*Slow (months) wean
#* “Traditional” induction (but cardiac disease, co-morbidities)
#*“Low-dose” induction
#¥ Chose low-dose induction
#¥Daughter was paranoid about it. ..

#¥Doing GREAT!

¥ Last visit 3/2023, on 4 mg/4 mg/8 mg based on his symptoms
(actually, 4/4/4/4)
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#*28 vy.0., L knee injury (high school football)

#¥ Developed chronic pain

#¥Now oxycodone 10 mg qid PRN

#¥No h/o drug use/misuse; work & home life are fine
¥ Past 2-3 months = more “cravings” due to pain

#Needs more pills to get same relief (no street drugs through)

# Referred by PCP for consideration of buprenorphine
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Of the following, which is the best next step for Jason?

Given cravings/tolerance, he certainly DOES qualify for (at least mild) OUD
per DSM-5 and should start bid 8/2 mg SL buprenorphine/naloxone

He certainly does NOT meet criteria for OUD; start transdermal
buprenorphine 5 mcg/hour

Great candidate to get test dose of 8/2 mg SL buprenorphine/naloxone in
the office now, and see if it helps pain

Diagnosing OUD vs. dependence here is a gray zone = have informed
discussion about pros/cons and FDA-labeling/off-labeling of buprenorphine
products for shared decision-making
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Of the following, which is the best next step for Jason?

Given cravings/tolerance, he certainly DOES qualify for (at least mild) OUD
per DSM-5 and should start bid 8/2 mg SL buprenorphine/naloxone

He certainly does NOT meet criteria for OUD; start transdermal
buprenorphine 5 mcg/hour

Great candidate to get test dose of 8/2 mg SL buprenorphine/naloxone in
the office now, and see if it helps pain



Alexa (background)

#¥ 37 y.o. chronic pain = non-specific muscle disorder and
fibromyalgia

#¥ Co-morbid anxiety
#* “Sensitive to meds” = wants to avoid traditional opioids
#*In your office
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Alexa = Next Steps?



Alexa (next possible steps)

#¥Non-opioid treatments (SNRI, aqua-therapy, etc.)

#¥Transdermal buprenorphine patch
#*Start 5mcg/hour patch weekly
#*|ncrease over 2 months (slowly) to 10 mcg/hour patch
#*She tried 2 minimal difference

#¥\Wants to try sublingual
#*Start 2/0.05 mg buprenorphine/naloxone SL tid

#*Prior authorization needed—> successful (d/t transdermal failure);
otherwise, could (sort of) diagnose “opioid dependence” given the patch?

#* 2 weeks later, NO change
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What is the BEST immediate next step?

Confirm proper technique (how to take SL buprenorphine) = re-
assess if she hadn’t been doing

Watchful waiting; re-assess Alexa in 6 weeks
Adjust the dose now to 8/2 mg SL tid
Stop buprenorphine and start tramadol 50 mg qid



What is the BEST immediate next step?

A.

B. Watchful waiting; re-assess Alexa in 6 weeks
C. Adjust the dose now to 8/2 mg SL tid

D. Stop buprenorphine and start tramadol 50 mg qid
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Charlie (background)

#*72 v.0.
#¥ Chronic back pain = helicopter accident in Vietnam
# Escalating doses of opioids over years

#*0On 160 MEDD —> fatigue, depression, constipation, isolation from
family and events

¥ Decided to stop . . . suddenly . . . on his own
#¥ Admitted for delirium and agitation



Charlie =2 Next steps?



Charlie (next steps)
# Safety first

#*|Low-dose anti-psychotics, benzodiazepines
#* “Comfort” medications

# Started 8/2 mg SL buprenorphine/naloxone
#*Chosen d/t high MEDD, significant withdrawal and pain

#* Felt better, dose adjusted over time to half of 8/2 mg (total 4 mg)
SL tid
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You see him 2 weeks later; which of the following is
the BEST way to gauge efficacy?

A. On pain scale administered by the MA, scores 4 frowny faces

o

. Serum buprenorphine level = 3.47 (if obtained for some reason)

C. Can now walk up the hill to watch grand-daughter play field
hockey

D. Charlie’s insurance company sends you fruit basket because his
medication is cheaper than many previous opioids & ED visits
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You see him 2 weeks later; which of the following is
the BEST way to gauge efficacy?

A. On pain scale administered by the MA, scores 4 frowny faces

o

. Serum buprenorphine level = 3.47 (if obtained for some reason)

D. Charlie’s insurance company sends you fruit basket because his
medication is cheaper than many previous opioids & ED visits
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Charlie (conclusion)

#¥Eventually, 8/4/4 (8 mg in AM, 4 mg afternoon, 4 mg evening)
#¥Three months later, struts into office:
#*“| wish | did this years ago!”
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Learning Objectives: Met?

#* By the end of the presentation, attendees will be able to:

#*List available published evidence supporting buprenorphine’s use in acute
and chronic pain

#*|dentify patients with pain whom providers should consider for
buprenorphine

#Safely and comfortably initiate and manage buprenorphine for pain
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Final Takeaways/Summary

¥ Consider buprenorphine for acute and chronic pain, especially in
those with OUD and/or physiologic opioid dependence

#¥Evidence is limited . . . But growing and promising
¥ Many advantages over traditional opioids
#¥Formulations vary

#¥FDA-labeling, costs, administration routes, potential buprenorphine levels
#*Sublingual buprenorphine tends to get higher levels
#Dose tid (not gd or bid) for pain
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