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When
Treating
Pain

Weigh harms and benefits

Opioid pandemic

Whose job is it?

Buprenorphine - Pharmacology

* Partial opioid agonist at mu receptor
» Reduced opioid side effects (ceiling effect)
» Slow dissociation, high affinity

+ Competitively binds Full agonist

Respiratory
depression

* Binds to following receptors:

+ Antagonist Delta and Kappa = Mood regulation, less euphoria,
less hyperalgesia

+ Full agonist ORL-1 > secondary analgesia

Buprenorphine

Opioid effect

+ Can add full agonist to treatment Log dose

(De Aquino et. Al 2021), (Khanna & Pillarisetti, 2015), (Davis, Pasternak, Behm, 2018)
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Current Studies

» Buprenorphine compared to
placebo or full agonist opioids:
* Non-inferior
* Less side effects than full
agonists
+ Effective alternative for
patients with cancer related
pain with or without opioid
use disorder
» Multiple routes - Beneficial

Wolff et. Al 2012; Pace et al. 2007; Aurilio et al. 2009; (Naing, Aung, Yeoh 2014)
Ahn et al 2017; Choudhury et al 2018; Moryl et al. 2020; Hirsch et al. 2021)

IBuprenorphine - Why?

SR Use in patients with:

« Renal impairment (dialysis does not affect plasma clearance)
* Liver impairment

— Signs or symptoms of opioid use disorder

— Safe in elderly
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— Help with mood stabilization, pain control

Multiple Routes, long-term opioids
- P g P

— Less QT change

(Davis, Pasternak, Behm, 2018)
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Chronic
pain

[p2Y U.S. FOOD & DRUG
ADMINISTRATION

Buprenorphine transdermal
(BUTRANS)

» Approved use 2010
* Moderate to severe pain

Buccal film (BELBUCA)

» Approved 2015
» Moderate to severe pain

Buprenorphine IV/SQ

(BUPRENEX)

* Approved use 2002
* Moderate to severe pain
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I Butrans— Transdermal patch

* 5-20mcg/hr Q 7 days

 Half life: 26 hours (12-36h), steady-state 48 hours
» 3 day patch: Half C,, 12-24h, C,,, 60h

* 7 day patch: C. 72h

Dosing and

Belbuca — Buccal Film

Form u |ati ons « 75mcg — 900meg Q 12-24 hours

* Half life: 22.6 - 27.6 hours
» Steady state reached at 72 h
» Peak plasma concentration ~1 hour

Buprenex —Intramuscular / Intravenous

* 0.3 mg Q 6 hours
» Peak at 1 hour
« Effects occur 15minutes after IM and persist 6 hours

(Jones, Merlin 2021; Davis, Pasternak, Behm 2018 ;
Kumar, Viswanath, & Saadabadi, 2017;
Childers, Lou, Arnold 2020)
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Generic Buprenorphine/naloxone sublingual tablets

Opioid Use
Disorder

Buprenorphine sublingual tablets (Subutex)

Buprenorphine/naloxone sublingual films (Suboxone)

Buprenorphine/naloxone) sublingual tablets (Zubsolv)

Buprenorphine/naloxone buccal film (Bunavail)

Buprenorphine implants (Probuphine)

Buprenorphine extended-release injection (Sublocade)
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Chronic pain- off label

SL
Buprenorphine /

SL tablets
Buprenorphine /

naloxone
(Suboxone)

naloxone
(Zubsolv)

X-Waiver needed if prescribing for opioid use disorder
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Patient Case

26-year-old male with rectal cancer who uses heroin. Chart review: Lost his job due to
heroin, craves heroin, and uses even when not in pain. He uses more now than he did
before. He uses despite knowing that it may kill him. PMH: Obesity.

Social history: Lives with mother. Not working. No tobacco or alcohol use.

Rectal pain - sharp, pulsating and diagnosed with rectal cancer 3 months ago. Oncology
wants to start patient on chemotherapy.

Patient is in severe pain. UDS + Morphine and hydromorphone. He has 12 tablets left of
home 5mg morphine pills. He says he ran out of money for heroin. Doctor please help me
with my pain.

12

5/31/2022



What would you do next?

A. Start Buprenorphine once in withdrawal
B. Start Buprenorphine now

C. Start methadone

D. Call palliative psychiatry

E. Call palliative care
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Choose your own
adventure:

« Standard
Induction method

» Bernese Method
or Low dose
Induction method
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Regular Interaction Between Buprenorphine and Full Opioid Agonist in Opioid-dependent Persons
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Once BUP reaches a maintenance dose,
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Standard Induction

Day 1: Patient in Withdrawal

« Start 4mg dose tablet Buprenorphine/Naloxone
« Wait 3 hours and assess
» Wait 6-12 hours and assess

(Ho, Childers, Weimer, Fitzgerald, & Merlin 2022)
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Standard Induction continues

I' Day 2:

» Dose depends on yesterday’s dose

» No withdrawal with 24h dose= today’s dose * If 8mg + withdrawal

* If 4mg + withdrawal - Start 12mg dose and reassess
+ Start 8mg and reassess * If 12mg + withdrawal

» Start 16mg dose and reassess

(Ho, Childers, Weimer, Fitzgerald, & Merlin 2022)
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Standard Induction Summary

* Day 1:
» Takes 4mg in AM
« After 3h another 4mg
* Day 2:
* Takes 8mg in AM
 After 3 hours, another 4mg

Day 3:
12mg in AM

Day 4:
Felt groggy, reduced dose to
8mg in AM
No cravings, minimal pain
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Low Dose Induction

(Ho, Childers, Weimer, Fitzgerald, & Merlin 2022)

Buprenorphine 0.5mg 0.5mg img BID 2mg BID 4mgBID 4mgTID 8mgBID
dose BID
Film size 2mg 2mg 2mg 2mg 2mg 2mg 8mg
Morning Y4 film Y4 film 5 film 1 film 2 films 2 films Whole
film
Afternoon 2 films
Evening Y4 film 1% film 1 film 2 films 2 films Whole
film
Full agonist Same Same Same Same or Same or Same or Same or
dose taper taper taper taper
down down down down
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Alternative Low Dose Inductions -
Buprenorphine/Naloxone tablets or films

Schedule | Total dose Full Agonist Opioid | Withdrawal

Day 1 0.5mg No change none
Day 2 0.5mg BID No change None
Day 3 1mg BID No change None
Day 4 2mg BID No change None
Day 5 2mg TID No change None
Day 6 4mg TID No change None
s> Day 7 Per provider Taper by 25% weekly None

(Robbins, Englander, & Gregg 2021)
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Low Dose Induction Considerations

» Use strips not pills

* Follow-up every 1-2 days before stopping full agonist

« If withdrawal occurs, repeat last day’s dose for more days
« Slow down protocol

 Use Clonidine 0.1img Q6h PRN withdrawal symptoms

(Ho, Childers, Weimer, Fitzgerald, & Merlin 2022)

22

5/31/2022

11



Pros and Cons- Buprenorphine

* Pro « Con
Less withdrawal symptoms  Less physician comfort and familiarity
Respiratory distress ceiling with Buprenorphine
Safe in organ dysfunction/failure » Cost
Treating any opioid misuse concerns or * Insurance barrier
diagnoses « Easy - Prior auth!

Patient centered approach
Can continue full agonist

23

X-Waiver Information

» Easy!
« https://getwaivered.com/resources/

« Fill in information - Certifying training criteria: select other

- Date Field: type “utilize training exemption to treat < 30 patients (MD/DO can
do type this in the city field)”

« If you would prefer to take the course - it’s excellent!

24
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Buprenorphine is a safe alternative

I Final points for certain patient populations

Induction methods are patient and
provider dependent

Learn what formulations are at
your institution
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Final Thoughts

» Learn more about Buprenorphine

* Get X-waivered

* Know your resources!

* CAPC modules

» GeriPal Podcast April 14, 2022 — Buprenorphine Use in Serious lliness: A podcast with Katie
Fitzgerald Jones, Zachary Sager and Janet Ho

» Free one hour course: https://elearning.asam.org/products/buprenorphine-mini-course-
building-on-federal-prescribing-guidance#

* QR CODE: https://padlet.com/kfitzgerald118/pbrl241qci5yompo

26

5/31/2022

13



Resources

* Ahn JS, Lin J, Ogawa S, Yuan C, O'Brien T, Le BH, Bothwell AM, Moon H, Hadjiat Y, Ganapathi A. Transdermal buprenorphine
and fentanyl patches in cancer pain: a network systematic review. J Pain Res. 2017 Aug 18;10:1963-1972. doi:
10.2147/JPR.S140320. PMID: 28860851; PMCID: PMC5571859.

« American Society of Addiction Medicine. (2022). Buprenorphine mini-course: Building on federal prescribing guidance. ASAM
eLearning. Retrieved April 21, 2022, from https://elearning.asam.org/products/buprenorphine-mini-course-building-on-federal-
prescribing-guidance#

« Aurilio, C., Pace, M. C., Pota, V., Sansone, P., Barbarisi, M., Grella, E., & Passavanti, M. B. (2009). Opioids switching with
transdermal systems in chronic cancer pain. Journal of experimental & clinical cancer research : CR, 28(1), 61.
https://doi.org/10.1186/1756-9966-28-61

« Buprenorphine Sublingual/Transdermal Dosage Forms & FDA Approved Indications. February 27, 2021,from UCSD Palliative
Pharmacist Team. Retrieved September 15, 2021.

« Childers, J. W., Lou, K., & Arnold, R. (2020, November 24). Low-dose buprenorphine patch for pain. Palliative Care Network of
Wisconsin. Retrieved September 16, 2021, from https://www.mypcnow.org/fast-fact/low-dose-buprenorphine-patch-for-pain/.

» Choudhury, K., Dasgupta, P., Paul, N., Choudhury, K. B., Roy, B., & Maity, S. (2018). A Comparative Study of Transdermal
Buprenorphine and Oral Morphine in the Treatment of Chronic Pain of Malignant Origin. Indian journal of palliative care, 24(4),
500-504. https://doi.org/10.4103/1JPC.IJPC_83_18

27

Resources

buprenorphine option. Drugs, 78(12), 1211-1228.

disorder. Clinical Drug Investigation, 1-12.

- Fitzgerald Jones & Merlin (2021). https://www.capc.org/blog/part-1-buprenorphine-as-an-essential-tool-for-
palliative-care-clinicians and https://www.capc.org/blog/part-2-the-ins-and-outs-of-prescribing-buprenorphine/

Rehabil. 2016 Jul 20;7:99-105. doi: 10.2147/SAR.S109919. PMID: 27499655; PMCID: PMC4959756.

« Ho, J.,, Childers, J., Weimer , M., Fitzgerald, K., & Merlin, J. (Additional Author Zachary Sager). (2022, February).
Buprenorphine: Why, When, and How to Prescribe Buprenorphine in Patients with Serious lliness. 2022 Annual
Assembly and Assembly Encore Virtual Experience. Virtual; Online.

25. PMID: 34431752.

- Davis, M. P, Pasternak, G., & Behm, B. (2018). Treating chronic pain: an overview of clinical studies centered on the

« De Aquino, J. P., Parida, S., & Sofuoglu, M. (2021). The pharmacology of buprenorphine microinduction for opioid use

- Hammig R, Kemter A, Strasser J, von Bardeleben U, Gugger B, Walter M, Diirsteler KM, Vogel M. Use of microdoses
for induction of buprenorphine treatment with overlapping full opioid agonist use: the Bernese method. Subst Abuse

» Hirsch JM, Kale SS, Palettas M, Kullgren J. Transdermal Buprenorphine Use for Pain Management in Palliative Care.
J Pain Palliat Care Pharmacother. 2021 Dec;35(4):254-259. doi: 10.1080/15360288.2021.1920547. Epub 2021 Aug

28

5/31/2022

14



Resources

Khanna, I. K., & Pillarisetti, S. (2015). Buprenorphine-an attractive opioid with underutilized potential in treatment of chronic
pain. Journal of pain research, 8, 859

Moryl, N., Filkins, A., Griffo, Y., Malhotra, V., Jain, R. H., Frierson, E., & Inturrisi, C. (2020). Successful use of buprenorphine-
naloxone medication-assisted program to treat concurrent pain and opioid addiction after cancer therapy. Journal of opioid
management, 16(2), 111-118. https://doi.org/10.5055/jom.2020.0557

Naing C, Yeoh PN, Aung K. A meta-analysis of efficacy and tolerability of buprenorphine for the relief of cancer pain.
Springerplus. 2014;3:87.

Pace MC, Passavanti MB, Grella E, Mazzariello L, Maisto M, Barbarisi M, Baccari E, Sansone P, Aurilio C. Buprenorphine in long-
term control of chronic pain in cancer patients. Front Biosci. 2007 Jan 1;12:1291-9. doi: 10.2741/2147. PMID: 17127381.

Prescribing BELBUCA®: Belbuca (buprenorphine buccal film). Belbuca®. (2021, March). Retrieved April 21, 2022, from
https://www.belbuca.com/hcp/prescribing-belbuca.

Purdue Pharma LP. (2021, March). BUTRANS - buprenorphine patch, extended release.
https://butrans.com/patient/resources/how-to-apply-patch.html. Retrieved April 21, 2022, from
http://app.purduepharma.com/xmlpublishing/pi.aspx?id=b#Section_12.3

Robbins JL, Englander H, Gregg J. Buprenorphine Microdose Induction for the Management of Prescription Opioid
Dependence. J Am Board Fam Med. 2021 Feb;34(Suppl):S141-S146. doi: 10.3122/jabfm.2021.51.200236. PMID: 33622829.

29

Resources

Rozylo, J., Mitchell, K., Nikoo, M. et al. Case report: Successful induction of buprenorphine/naloxone using a microdosing schedule
and assertive outreach. Addict Sci Clin Pract 15, 2 (2020). https://doi.org/10.1186/s13722-020-0177-x

SAMHSA. (2022, April 21). Buprenorphine. SAMHSA. Retrieved May 30, 2022, from https://www.samhsa.gov/medication-assisted-
treatment/medications-counseling-related-conditions/buprenorphine

US Food and Drug Administration. (2011, September 26). Drug approval package. Butrans (buprenorphine) NDA #021306.
Retrieved September 16, 2021, from https://www.accessdata.fda.gov/drugsatfda_docs/nda/2010/021306_butrans_toc.cfm.

Webster L, Gudin J, Raffa RB, et al. Understanding Buprenorphine for Use in Chronic Pain: Expert Opinion. Pain Med.
2020;21(4):714-723. d0i:10.1093/pm/pnz356

Wesson, D. R, & Ling, W. (2003). The Clinical Opiate Withdrawal Scale (COWS). J Psychoactive
Drugs, 35(2), 253-9

Wolff RF, Aune D, Truyers C, Hernandez AV, Misso K, Riemsma R, et al. Systematic review of efficacy and safety of buprenorphine
versus fentanyl or morphine in patients with chronic moderate to severe pain. Curr Med Res Opin. 2012;28(5):833-45.

Wolff RF, Reid K, di Nisio M, Aune D, Truyers C, Hernandez AV, et al. Systematic review of adverse events of buprenorphine patch
versus fentanyl patch in patients with chronic moderateto- severe pain. Pain Manag. 2012;2(4):351-62.

30

5/31/2022

15



