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Formulations approved for analgesia: intravenous, transdermal, buccal

Formulations approved for opioid use disorder: sublingual tablet, film,
subcutaneous injectable



Original FDA registration study that showed
therapeutic efficacy of buprenorphine for pain

@ Buprenorphine 35.0 pug/h (n = 41)
B Buprenorphine 52.5 pgih (n = 40)
B Buprenorphine 70.0 pgh {n = 36)
O Placebo (n =37)

Analgesic Efficacy and Tolerability of
Transdermal Buprenorphine in Patients
with Inadequately Controlled Chronic Pain
Related to Cancer and Other Disorders:
A Multicenter, Randomized, Double-Blind,
Placebo-Controlled Trial

% Change in Mean Daily Dose

Reinhard Sittl, MD,! Norbert Griessinger, MD,! and Rudolf Likar, MD?

TWniversity of Erlangen, Pain Clinic, Erlangen, Germany, and “Pain Clinic, General Hospital,
Klagenfurt, Austria

Figure 2. Percentage reduction in consumption of additional oral opioid analgesic med-
ication for breakthrough pain during the study periad. P < 0.05 versus placebo
group (least significant difference test).



Long term efficacy In chronic pain patients
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Long-Term Management of Chronic Pain with Transdermal e "]

Buprenorphine: A Multicenter, Open-Label, Follow-Up Study g s

in Patients from Three Short-Term Clinical Trials 2 ]

Rudolf Likar, MD'; Hubertus Kayser, MD?; and Reinhard Sittl, MD? 7

"Pain Clinic, General Hospital Klagenfurt, Klagenfurt, Austria; *Practice for Anesthesiology and Special Pain * Cancar Patisnts = '-Ncmmr —— — Al Patients —

(n=134) (n=108) (N = 239)

Therapy, Bremen, Germany; and *Pain Clinic, University of Erlangen-Niirnberg, Erlangen, Germany

Figure 2. Proportions of patients reporting complete, good, satisfactory, and poor pain relief, as indicated retro-
spectively on a 4-point verbal rating scale.



Is It as good as other opioids?

60 patients, post op pain relief followin 101 patients, post op pain relief, double
uppder a_bd%mlnal surgery. Double blin blind randomized
randomize
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The highest dose of transdermal buprenorphine
available (20 mcaf) Is equivalent to which daily
dose of sublingual buprenorphine?

A. 0.6 mg/day
B. 1.6 mg/day
C. 5.7 mg/day
D. 6.3 mg/day
E. 11.4 mg/day




Buprenorphine Dosing for Pain

Table 1 Buprenorphine

formulations with an on-label Route of Brand Approval  Indication Bioavailability — Dosages
pain indication admin. name date
Injectable Buprenex 1981 Moderate to severe pain 100% 0.3 mglV
(IV/IM) [10] 0.3-0.6 mg
M
Buccal film Belbuca 2015 Pain severe enough to require 46-65% BID Dosing
[22] daily, around-the-clock, 75 mcg

long-term opioid treatment

and for which alternative 150 meg
treatment options are 300 meg
inadequate 450 mcg
600 mcg,
750 mcg
900 mcg
Transdermal ~ Butrans 2010 Moderate to severe chronic pain ~ 15% Weekly
system [23] in patients requiring a dosing
001.1t1.nuous, argund—the-clock 5 meg/h
opioid analgesic for an 75 n
extended period of time = meg
10 meg/h
15 meg/h

20 mcg/h




Pain intensity (max = 10)

_~" | iv.=150 pg on demand ev. 4 h

patch = 35 pg/h
i.v.=150 ug on demand ev.6 h
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Published in final edited form as:

Drugs. 2018 August ; 78(12): 1211-1228. doi:10.1007/s40265-018-0953-z. Safety Of buprenorphlne tranSdermaI SyStem in
the management of pain in older adults

Treating Chronic Pain: An Overview of Clinical Studies Centered

on the Buprenorphine Option Joseph V. Pergolizzi, Robert B. Raffa, Zachary Marcum, Salvatore Colucci &
Steven R. Ripa
Mellar P. Davis', Gavril Pasternak?, Bertrand Behm'

'Department of Palliative Care, Geisinger Medical Center, Danville, PA, USA Chronic Pain Medicine
| | ICI

2Anne Burnett Tandy Chair in Neurology, Laboratory Head, Molecular Pharmacology and Section Editor: Honorio T. Benzon
Chemistry Program, Memorial Sloan Kettering Cancer Center, New York, NY, USA == SYSTEMATIC REVIEW ARTICLE

Treatment of Chronic Pain With Various Buprenorphine
Formulations: A Systematic Review of Clinical Studies

Rohit Aiyer, MD,* Amitabh Gulati, MD,T Semih Gungor, MD,+ Anuj Bhatia, MD,§ and Neel Mehta, MD||

Buprenorphine
. ' . Clinical studies demonstrate that buprenorphine is a pharmacologic agent that can be used for the
N€W THCI(S Wlth an Old MOIECUIE fOf Paln Management treatment of various types of painful conditions. This study investigated the efficacy of 5 different
types of buprenorphine formulations in the chronic pain population. The literature was reviewed
on PubMed/MEDLINE, EMBASE, Cochrane Database, clinicaltrials.gov, and PROSPERO that dated
Howard A. Heit, MD, FACP, FASAM* and Douglas L. Gourlay, MD, MSC, FRCPC, FASAM]L 5 from inception until June 30, 2017. Using the population, intervention, comparator, and outcomes
method, 25 randomized controlled trials were reviewed involving 5 buprenorphine formulations
in patients with chronic pain: intravenous buprenorphine, sublingual buprenorphine, sublingual
i buprenorphine/naloxone, buccal buprenorphine, and transdermal buprenorphine, with compara-
tors consisting of opioid analgesics or placebo. Of the 25 studies reviewed, a total of 14 studies
demonstrated clinically significant benefit with buprenorphine in the management of chronic pain:
£ 1 study out of 6 sublingual and intravenous buprenorphine, the only sublingual buprenorphine/
naloxone study, 2 out of 3 studies of buccal buprenorphine, and 10 out of 15 studies for transder-
mal buprenorphine showed significant reduction in pain against a comparator. No serious adverse
effects were reported in any of the studies. We conclude that a transdermal buprenorphine formu-
lation is an effective analgesic in patients with chronic pain, while buccal buprenorphine is also a
promising formulation based on the limited number of studies. (Anesth Analg 2018;127:529-38)
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Conversion of Chronic P
Opioid Agonists to B
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Fig. 3. Preinduction morphine equivalents versus average decrease in pain.
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Fig. 4. Decrease in pain score after conversion from individual opioid drugs to buprenorphine SL.




Higher doses of full agonist to Buprenorphine
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Buprenorphine in patients on 94b0 MME




Oral morphine to transdermal buprenorphine equivalents‘7

Sublingual Buprenorphine for Chronic Pain: Induction and Dosing Protocol

Patient with chronic pain at risk for substance abuse taking opicid pain medication. Limit patients to those taking a daily dose equivalent to > 60 mg/day PO
morphine, and exclude patients taking >80 mg/day PO ne, >25 mog/hour fentanyl, or any other opioid at a daily dose that is equivalent to
>200 mg/day of PO morphine. Schedule patient for 8 am buprenorphine (BUP) induction. Discontinue opioid medication evening before induction; short-acting opioid

(“rescue dose”) can be used for pain, but should be stopped at least 6 hours befare induction. If patient is taking methadone for pain, see footnote*

Oral morphine (mg/day) Transdermal buprenorphine (zg/h)
12 5

24 10

48 20

84 35

126 525

168 70

N
04’| Wait until symptoms or signs of withdrawal.

Release patient with Rx: Day 1: Take 2 mg in the evening + 2 mg g4h PRN."
Begin Day 2: Take 2 m, lus 2 mg géh PRN."_
Plan to titrate dose beginning Day 3, if needed.?

Is pain relief
salisfactory?

No

Administer 2-4 mg. Total loading dose = 4-6 mg. Observe for 2 hours; e.g., 9 am to 11 am.

Release patient with Rx: Day 1: Take 4 mg in the evening + 2 mg g4h PRN.
Begin Day 2: Take 4 m) fus 2-4 m, h PRN."_
Plan to titrate dose beginning Day 3, if needed.?

Is pain relief
satisfactory?

Administer 2-4 mg. Total loading dose = 6-10 mg. Observe for 1 hour; e.g., 11 am to 12 pm.

Release patient with Rx: Day 1: Take 6 mg in the evening + 2 mg g4h PRN."
Begin Day 2: Take 6 m: us 2 mg g4h PRN.

Plan to titrate dose beginning Day 3, if needed ?

Is pain relief
satisfactory?

Taking benzodiazepines: Discontinue BUP and begin prior opioid therapy or other pain therapy.
Not taking benzodiazepines: Administer 2-4 mg; Total loading dose 8-14 mg. Observe for 1 hour; e.g. 12 fo 1 pm.

Is pain relief
satisfactory? Release patient with Rx: Day 1: Take 8 mg in the evening + 2 mg g4h PRN."
Begin Day 2: Take 8 mg Q8h plus 2-4 4h PRN.

Plan to titrate dose beginning Day 3, if needed.?

Discontinue BUP and begin prior opioid therapy or other pain therapy.

1. Limit the number of rescue doses to a maximum of 4/day until induction is complete and the patient is stable. For patients not taking benzodiazepines use the
2 mg PRN rescue dose on Day 1; may increase to a 4 mg rescue dose on Day 2, depending on response .

2. Further increases in the scheduled Q8h dose can begin on Day 3; increase the scheduled dose no more frequently than every other day.

*If patient is taking methadone >30 mg/day for pain: To reduce the risk of delayed precipitated withdrawal, consider stopping methadone 2 days before
induction. Alternatively, consider extending the BUF loading period on Day 1 by using smaller doses at the same intervals to titrate up to the desired level, e.g.,
2mg, 2 mg, 2-4 mg, 2-4 mg, 2-4 mg, 2-4 mg. Maximum in office dose for patients taking benzodiazepine is 10 mg; max. for patients not taking
benzodiazepines is 14 mg.

Figure 1.







What most of us already know




There Is more to buprenorphine than what
we have learned.

Ability to increase mu
receptor expression on
cell membranes

Opioid receptor like 1
agonist

wMice lacking this protein
displayed no
buprenorphine analgesia,
while showing normal
responses to morphine

Does not recruit -arrestin
to the receptor (arrestin
associated w adverse

effects of typical opioids)

Antinociception (at
naloxone insensitive brain
site)

Ceiling effect with
respiratory depression

No ceiling effect with
regards to analgesia

Antihyperalgesic effects
(receptor subtype
selectivity, G protein
binding, kappa
antagonism, blockage of
Na channels, activates 5SHT
spinal neurotransmission )

Acts at both level of spinal
cord and the brain w
action being primarily at
spinal cord (not brain like
morphine and fentanyl)




Antinociception
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Flgure 1 Anti-nociceptive dose-response curves for buprenorphine
(Bup), morphine (M) and fentanyl (F) in the (A) abdominal constric-
tion and (B) warm water (48°C) tail-dip/flick test (Raffa and Ding,
2007) in mice {mean = 3EM). Baseline latency = 7.6 = 0.6 (Bup),
67 = 0.7 (M) and 7.3 = 0.4 (F) 5. n= 4-8 mice per group. MPE,
maximum possible effect.



Naloxone sensitive and naloxone insensitive
components of action that contribute to pain

relief and antinociception
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Figure 2 The effect of naloxone (Mx) administered: (A) i.p.
{10 mg-kg-"); (B) spinally (IT) {20 ug, 10 min prior); or (C) supraspi-
nally {IC\V) (20 pg, 10 min prior) on the anti-nociception induced by
s.C. morphine (M) (3 mg-kg"j; fentanmyl (F) (0.003 mg-kg"}: ar
buprenorphine (Bup or B) (1 and 30 mg-kg' in A; 1 mg-kg" in B
and C). Baseline latencies with/without naloxone: (A) 5.6 £ 0.4 to
7211559 +x08t07.7 =065 (B)83 = 07/7.1 =065 (B);
62 = 08/74 £ 07s(M); 81 = 0.7/84 = 035 (F); (C) 6.2 =
0460 =08s5(B); 5.6 >0.7/54+05s5(M); 54 £0.6/64 = 0.65
(F). Veh = vehicle. n= 6-8 mice per group. Mean = SEM, *P < 0.05;
**P = 0.01; ***P < 0.001. ICV, intracerebroventricular; IT, intrathecal.



Which test is classically used in human research t
iInvestigate opioidnduced hyperalgesia?

A. Acupuncture

B. FACES Pain Scale

C. Hot plate test

D. Cold pressor test

E. Functional magnetic resonance imaging



fMRI and Receptor Occupancy with
Buprenorphine




Effects of Buprenorphine Dose on receptor
avalilability in patients with OUD

A Mu Receptor availability by Buprenorphine Dose
A 2 mgA 60% mu opioid receptors available
A 16 mgA 8-15% mu opioid receptors available
A 32 mgA 2-6% mu opioid receptors available

A Similar changes across multiple regions of the brain:
A Prefrontal cortex
A Anterior cingulate
A Thalamus
A Amygdala
A Nucleusaccumbens
A Caudate

A Changes in mu opioid occupancy/availability
A Variable at low doses of 2 mg (prefrontal cortex 47% occupied vs amygdala 27% occupied)
A Homogenous at higher doses of 32 mg-@8% at all sites except thalamus)




Opioid receptor occupancy and availability wit

buprenorphine
A Patients maintained on 16 mg oral buprenorphine had single dose omitted
A Brain mu opioid receptor availability by time: N W
P P y Dy k3 @ @ @iﬁi R

A 4 hoursA 30% of receptors available
A 28 hoursA 54% of receptors available st N BRSO
A 52 hoursA 67% of receptors available
A 76 hoursA 82% of receptors available B "

A Additional finding:
A Approximately 5660% receptor occupancy [l
IS needed to suppress withdrawal

Post 4
Hours

1.5 1.2 0.9

1 1 1 ;
22 .=




52yolady, on LTOT for 20 years

Oxycontin 50mg TID plus Oxycodone{E059ng g4h prn (295 MME)
Pain is always-3/10

Patient asks for opioid dose increases despite high doses

Calls PCP's office 2 days before prescriptions to ensure they are filled
2 occasions in past 2 years2day early fills

Urine screens consistent with treatment and absent of concerns for illicit substance use



Steps to Consider

Decrease dose

Decrease
Oxycontin/Oxycodone
to as close to 200 MME
daily as patient can
tolerate

wOKk to implement symptomatic
regimen during this time

Change to IR

Change all opioids to
short acting/immediate
release formulation

Discuss induction
strategy and provide
clear, written
information for home
Induction

wln office inductions are also

feasible. There is no clear
benefit over home induction

Talk about stigma

Be transparent about
possible pain
management options

StartBup

Start buprenorphine as
you would for opioid
use disorder

Consider that the dose
may be higher on day 1
than usual, and allow
for this on your initial
prescription

Continue non opioid
medications for pain



Barriers for use of SL
Buprenorphine for Pain

A Pharmacy requirements forwaiver

A Limited support and consensus for off label use of
buprenorphine for pain

A Stigma suffered by individuals who are on buprenorphine
(with or without OUD diagnosis)

A Limited physician education and understanding of acute pain
management in people on buprenorphine

A Limited understanding amongst providers about
buprenorphine for pain

AX o
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Multi-Soclety Perioperative
Buprenorphine Guidelines

Lynn Kohan M.D
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Learning Objectives

AAssess the needs for anesthesiologists and pain physicians to manage
patients with OUD within the perioperative period

ADiscuss the mulsociety OUD working group recommendations for
patients on buprenorphine for MOUD

ADiscuss the mulsociety OUD working group recommendation for
patients with suspected OUD in need of analgesia
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2018 OPIOID STATISTICS
: nes.uuseovomonos

2 MILLION
PEOPLE HAD AN OPIOID USE
DISORDER

81,000

USED HEROIN FOR THE FIRST TIME

U.S. drug overdose deaths per year

100,000 deaths
100,306

80,000 deaths

60,000 deaths

N

40,000 deaths

20,000 deaths

l

All opioids Synthetic opioids

(fentanyl)

0
1999 2001 2003 2005 2007 2009 2011 2013 2015 2017 2019
12 months ending April

Provisional data for 2020 and 12 months ending in April 2021. 2021

Source: Centers for Disease Control and Prevention, National Center for Health Statistics DAN KEATING / THE WASHINGTON POST



Overdose Deaths Involving Opioids, by Type of Opioid, United States, 2000-2016

14
% | Any Opioid

12 |

1 |

Other Synthetic Opioids
(e.g-. fentanyl, tramadol)
Heroin

Natural & Semi-Synthetic Opioids
(e.g.. oxycodone, hydrocodone)

Deaths per 100,000 population

Methadone

2000 2001 2002 2003 2004 2005 2006 2007 2008 2009 2010 2011 2012 2013 2014 2015 2016
www.cdc.gov
'SOURCE: COC/NCHS, National Vital Statistics System, Mortality. COC WONDER, Atianta, GA: US Department of Health and Human Ser vices, COC; 2017.

https://wonder.cdc.gov/.

COVID-19 and the opioid crisis: When a
pandemic and an epidemic collide




Loss of Control

Substance taken in larger amounts or for a longer time than intendedd L RARY Qi YSIy (2 &0l NI dz&AAy3 &z

Persistent desire or unsuccessful effort to cut down or control use of
substance

I NRdzy R d
Y& NBgJ2

Continued opioid use that causes failures to fulfill major obligationsatwia L 1 SSLJ KI gAy3 {(NRdzmf S

1881 R2Ay3 (GKAy3Ia GKEFG L

GKFG dzaAy3 GKAA RNHzA OF dza §

¢ A58 tyesleo

Tolerance(the need to take higher doses of a drug to feel the same effect ,
a reduced effect from the same amount)

A=Y
o

1S Y2NB FyR Y2NB 27

Withdrawal (the experience of pain or other uncomfortable symptoms in
absence of a drug)

a2 KSy L aiG2L) dzaAy3d GKS RNz F2NJ |

[EnY
S

Source American Psychiatric Association. (2013). Substance Use Disord@ieggrinstic and statistical manual of mental disord@&th ed.). Arlington, VA: America

Psychiatric Publishing.



Substance Use Disorder

AApproximately 16 ' 2 F K2 & LJA (| f-alcoh8 RUDLJG Q&
disorder

AAlmost 40% are not detected by care team ¢

ANot receiving care anywhere else for the SUD

AAImost 1/3 leave AMA

AComplicates hospital course

APoorer adherence to treatment plan
Awithdrawal
AProlonged LOS

APoor outcomes



Reduces opioid withdrawal and craving

High binding affinity for the MOR

Wil displace other opioid ligands

May precipitate withdrawal
Once In place prevents additional opioid binding
Some receptors may remain unbound and available



Drug Related Death Rate per 1000 Post Dischar:

Death rates: ; : :
general population

medication-assisted treatment
0 1 2 3 4
Standardized Mortality Ratio

Providers
C S S Clinical Support
System

Dupouy et al., 2017
Evans et al., 2015
Sordo et al., 2017

White S et al. Drugs-Related Death Soon after HospitalDischarge among Drug Treatment Clients.PLoSOne. 2015; 10(11): e0141073



The number needed to treat to prevent one death from OUD
with buprenorphine is less three.

Buprenorphine treatment was associated with a 37%
reduction in alcause mortality during the year after a nonfatal

overdose.
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Buprenorphine Formulations

Sublingual tablet (generic) Op|0|d dependence 2 mg; 8 mg Once daily

Sublingual tablet, film (generic, Opioid dependence 2 mg/0.5 mg; 4 mg/1 mg; Once daily Y
Suboxone) 8 mg/2 mg; 12 mg/3 mg

Sublingual tablet (Zubsolv) Opioid dependence 0.7 mg/0.18 mg; 1.4 mg/0.36mg Once daily Y

2.9 mg/0.71 mg; 5.7 mg/1.4 mg;
8.6 mg/2.1 mg; 11.4 mg/2.9 mg

Buccal film (Bunavail) Opioid dependence 2.1 mg/0.3 mg; 4.2 mg/0.7 mg; Once daily Y
6.3 mg/1 mg

Buccal film (Belbuca) Chronic pain 75 mcg; 150 mcg; 300 mcg; 450 mcg; Every 12 hours N
600 mcg; 750 mcg; 900 mcg

Intravenous (Buprenex) Acute pain 0.3 mg/mL Every 6 hours as needed N

Subcutaneous extended release Moderateto-severe 100 mg/0.5 mL; 300 mg/1.5 mL Monthly N

injection (Sublocade) opioid use disorder

Transdermal patch (Butrans) Chronic pain 5 mcg/hr; 7.5 mcg/hr; 10 meg/hr; 15  Every 7 days N

mcg/hr; 20 mcg/hr

Warner NS, Warner MA, Cunningham JL, et al. A Practical Approach for the Management of the Mixed Opioid AgonistAntagonist Buprenorphine During Acute Pain and Surgery. Mayo Clin Prac2020;95(6):1253.267.
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Review > J Subst Abuse Treat. 2015 May;52:48-57. doi: 10.1016/j.jsat.2014.12.011.
Epub 2014 Dec 30.

Discontinuation of buprenorphine maintenance
therapy: perspectives and outcomes

Brandon S Bentzley 7, Kelly S Barth 2, Sudie E Back 3, Sarah W Book #

Affiliations -+ expand
PMID: 25601365 PMCID: PMC4382404 DOI: 10.1016/j.jsat.2014.12.011
Free PMC article

> BrJ Anaesth. 2019 Aug;123(2):e333-e342. doi: 10.1016/j.bja.2019.03.044. Epub 2019 May 28.

Perioperative Pain and Addiction Interdisciplinary
Network (PAIN) clinical practice advisory for
perioperative management of buprenorphine: results

of a modified Delphi process

Akash Goel 1, Saam Azargive 2, Joel S Weissman 3, Harsha Shanthanna 4, John G Hanlon 2,
Bana Samman %, Mary Dominicis ®, Karim S Ladha %, Wiplove Lamba &, Scott Duggan 7,

Tania Di Renna &, Philip Peng 5, Clinton Wong &, Avinash Sinha ¢, Naveen Eipe 10,

David Martell "', Howard Intrater 2, Peter MacDougall '%, Kwesi Kwofie 1, Mireille St-Jean #,
Saifee Rashiq '®, Kari Van Camp '¢, David Flamer °, Michael Satok-Wolman ® , Hance Clarke 17
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Buprenorphine exhibits a higher binding affinity at the p-opioid receptor than full p-
opioid receptor agonists. A low K; value corresponds to greater binding affinity but does

not necessarily translate to greater receptor activity [18]
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Preoperative Pain

m Grade B
Moderate Level of Certainty

® Buprenorphineshould notbe routinely discontinued

Discontinuing buprenorphine in patients with OUD increase
risk of relapse or harm
| Home dose of buprenorphine should not be routinely tapered pr
§93s, | to surgery




Recommendations for Postoperative Management

Clinical Pearl: Buprenorphine home dose should not be routinely discontinued or tapered perioperatively

All surgery types (elective, urgent, emergent)

Non=
Pharmacological
Management

Buprenorphine Acute Pain with Nonopioid
Management Other Opioids Pharmacological Management

Postoperative Disposition




Postoperative Pain

Grade B
Moderate Level of Certainty

Utilize multimodal analgesia in patients receiving

buprenorphine for MOUD

Consider administration of she#cting full mu agonists
with close monitoring for uncontrolled pain if/when
multimodal analgesia is inadequate




Postoperative Pain

Grade C
Low Level of Certainty

Consider increasing and/or dividing doses of
buprenorphine with close monitoring for uncontrolled
pain iffwhen multimodal analgesia is inadequate




Discharge Planning

€] r=To [SWAN
Moderate Level of Certainty

Provide posboperative plan to taper off full mu agonist
or return to preoperative maintenance dose of
buprenorphine

| 2 EF 02N 0S YR RA&AOdzaa LI
prescriber




What about thedt not on buprenorphine?

AT he patient has paiandan Untreated
Opioid Use Disorder (OUD)
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AThe patient has paiandyou suspect
the patient has an OUD

N\ %8



Why start buprenorphine in the hospital?

s\ . l Patients may Abstinence Forced
‘ " RERCEOR recognize they have a I ) abstmgnce may
oroblem and are Harm Reductiones allow time to
| < ready to change ol consider a
= change
e .M
Realization that use :
' ‘ disorder is impacting "\\ Non judgmental care
™ relations with family and S SEElL

friends



Evidence

ABuprenorphine can safely be initiated in hospitalized pts, promotes
engagement iroutpt SUD care and increases chances of MOUD

A Leibschultzt al:

A Lower rates of illicit opioid use at a 6 month follow up period among hospitalized pts
who had been initiated on buprenorphine and linked to buprenorphine treatment upon
discharge

A Hospital Buprenorphine initiation vs detox resulted in greater long term use od MOUD
upon discharge

LiebschultzIM et al 2014; Wei J et al 20]Lb

LiebschutdM, Crooks D, Herman D, AndersomdBijJ,Mesheshd.Z,Dossabhoys, Stein M Buprenorphine treatment for hospitalized, opiettependent patients: a randomized clinical tridAMA Intern Med. 2014 Aug;
174(8):136976;

Wei JDefriesT,LozadaM, Young NHuenW, Tulskyd. An inpatient treatment and discharge planning protocol for alcohol dependence: efficacy in redudliag 88admissions and engeancy department visitsl Gen Intern
Med. 2015 Mar; 30(3):3630.



Practice Guideline > Ann Emerg Med. 2020 Sep:76(3):e13-e39.
doi: 10.1016/j.annemergmed.2020.06.049,

Clinical Policy: Critical Issues Related to Opioids in
Adult Patients Presenting to the Emergency

Department

American College of Emergency Physicians Clinical Policies Subcommittee (Writing Committee) on
Opioids;

Benjamin W Hatten, Stephen V Cantrill, Jeffrey S Dubin, Eric M Ketcham, Daniel P Runde,

Stephen P Wall, Stephen J Wolf
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The way many providers handle discussing substance abuse with their pat
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ARTICLE IN PRESS

EMERGENCY MEDICAL SERVICES/CONCEPTS

Legal Authority for Emergency Medical Services
to Increase Access to Buprenorphine Treatment
for Opioid Use Disorder

Corey S. Davis, JD, MSPH*; Derek H. Carr, J0; Melody J. Glenn, MD; Elizabeth A. Samuels, MD, MPH

NATIONAL ACADEMY of MEDICINE

Improving Access to Evidence-Based Medical
Treatment for Opioid Use Disorder: Strategies to
Address Key Barriers Within the Treatment
System

By Bertha K. Madras, N. Jia Ahmad, Jenny Wen, Joshua Sharfstein, and the Prevention,

Treatment, and Recovery Working Group of the Action Collaborative on Countering the U.S.

Opioid Epidemic

Non-Emergency Response
(Community paramedicine)

Patient Screening

Determine eligibility for buprenorphine:
- Moderate 1o severe OUD by DSM-V
- No long-acting opioids (ie, methadone)
- Patient medically stable
- Other critieria outlined in local protocols

Patient eligible

Patient-Specific Order

Online Medical Direction. Waivered prescriber
(med control, medical director, etc) authorize
buprenorphine administration on a case-by-case
basis.

EMS administer
buprenorphine

l

Linkage to
treatment




ED-Initiated Buprenorphine

Diagnosis of Moderate to Severe Opioid Use Disorder
Assess for opioid type and last use
Paticnts taking methadone may have withdrawal reactions to buprenorphine up to 72 hours after last use
Consider consultation before starting buprenorphine in these patients

Buprenorphine (Bup) Hospital Quick Start
BRIDGE = e . e e ol e s M fcive o s ke el
HERE e M paent s stable on methadone or prefers methadone, recommend continuation of methadone as
frst-line treatment.

Uncomplicated*
opioid withdrawal?**

YES (stop other opioids)

(0-7) none - mild (=8) mild - severe

& ..g-\ 15 min, peak 1 I, steady state.
withdrawl withdrawl

& N«mmwlmmm-ﬂ
Dosing

'Cnmp!mngFu:lms
« Avered mental stans, debea,

+ Severe acute pan. rauma or planned large surgenes.
+ Organ taiure or other severe medcal dness,

+ Recent methadone use

*Diagnasing Opioid Withdrawal
‘Subjective symptoms AND one objective sign
Scjecthen: Putert s lokeg a dm

il o et by e
restissness, hot and cold. sy nose)
m-ov[-h--]m-‘

diated pups. watery ey tachycarda.
Yo, Sooe g, vy s, vt
Typical onset:
212 e s ot g ol
234 s s g sy
e o fan e 372 )

Dosing

Withdrawal symptoms

oved? =
improw Observe for 45-60 min

No adverse reaction

Unobserved
buprenorphine Referral for

i All Patients Rec

) P : «Brief Intervention |
induction and referral  ongoing treatment JOverdose Education  ©
for ongoing treatment +-Naloxone Distribution »
[ - .-

M unsure, use COWS (chnical opioid withdrawal
scale). Start f COWS 2 8 AND ane objectve 50

1 Completed Withdrawal:
Typically >72 hrs since last short-acsng opsod,

Notes:
*Clinical Opioid Withdrawal Scale (COWS) = 13 (Moderate-Severe) consider
starting with 8 mg buprenorphine or buprenorphine/ naloxone SL

+ Can be used as needed whie wasting for wihgrawal
or during induction process.

Pregnancy

+ Bup monopeoduct or BupNix OK i pregnancy.
+ Consder referencing buprenarphine =
pregnancy gude

The CA Bridge Program Gssemnates resources deveioped by an intecciscigiinary tea bissed on pubished evidence and medical experise. These resousces
a0 ot & SubsERte for Chrscal Ldgment or medical advice. ANreNce 10 The QUGANCE In hese (#50rCes wi ROt ensre SUCCRSShd patient Veatments. Current

best praciices may change Prowders are resporsble for assessex) the Cate ard heeds of ndsdual pagernts.
NOVEMBER 2013

PROVIDER RESOURCES

#* Patient remains in moderate withdrawal may consider adding additional 4mg
and observation for 60 minutes Prescription

Warm hand-offs with specific time & date to opioid treatment providers/ K e e

programs within 24-72 hours whenever possible
All patients should be educared regarding dangers of benzodiazepine and
alcohol co-use
Ancillary medication treatments with buprenorphine induction are not needed

until appointment for
ongoing treatment

Consider return to the ED for
2 days of 16mg dosing
(72-hour rule)
Referral for ongoing treatment




full agonist
(e.g. morphine,
methadone)

partial agonist
(buprenorphine)
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antagonist
— Schedule | Opioids  — Buprenorphine (naloxone,
(eg, fentanyl) naltrexone)

Providers
( S S Clinical Support
System




How to Initiate Inpatient Buprenorphine for a Patient with
Suspected Opioid Use Disorder in the Perioperative Period

Patient interest imn buprenorphine identified; consult addiction
meadicine, psych service, andsor acute pain service, if available.

Assess for contraindications.

Comtraimndications to initiating buprenoarphine therapy for opicid use disorder:
1. Hypersensitivity to buprenorphine (or naloxone if combo product] or
any listed ingradient
. Elewvared liver functionm =3Ix noarrmal

. Active imnboxicationSimpairmment with other CMNS depressants (e, alcohol,
sedatives, et}
. Patient refusal

if on aral

c:pic:lidS" = IF panient caking

meathadone, do
MOT use this
algarithm.

Give 2 mgdo.5s mg
buprenorphines/naloxone
sublingual.

Wiait 1 howur, then reassess:

Subjective Opioid Withdrawal Scales
Clinical Opiate Withdrawal Scale

Give 2 mgs0.5 mg buprenorphinesnaloxone sublingual as
tolerated g 1 hr prm pain or subjective feelings of withdrawal.

Max of 16 mg buprenorphine ewvery dany. ™™

24 g many be meeded. IT
£ more than 16 mgsday,
gy recormmend comsulting
1 an addiction specialest.

Schedule post-discharge follow-up wvisit
with addiction medicine specialist
or treatment facility.




COWS

Wesson & Ling, J Psychoactive Drugs. 2003 Apr-Jun;35(2):253-9.

Clinical Opiate Withdrawal Scale

Rastng Pulse Rats: beats/minute
Measured after panient is sumng or lying for one minute
0 Pulse rate 80 or below

Pulse rate §1-100

Pulse rate 101-120

Pulse rate greater than 120

GI Upszt: over last 12 hour

0 No GI symptoms

Stomach cramps

Nausea or loose stool

Vomiting or diarrhea

Multiple episodes of diarrhea or vomiting

Sweatmg: over past 1/2 hour not accounted for by room temperature or patient

;

No report of chills or flushing
Subjective report of chills or flushing
Flushed or observable moistness on face
Beads of sweatcn brow or face

Sweat streaming off face

r=mor observanon of ousstretched hands

No tremor

Tremor can be felt. butnot observed
Slight tremor observable

Gross tremor or muscle twitching

e 4D D | Uy e D

=ssn2ss Observation during assessment
Able to sit stll
Reports difficulty sifting still. butis able to doso
Frequent shifting or extraneous movements of legs/arms
Unable to sit still for more than a few seconds

0
1
2
3
-
Restl
0
1
3
§

Yawning Observanon during assessment
No yawning
Yawning once or twice during assessment
Yawning three or more times during assessment
Yawning several times/minute

Pupils pinned or normal size for room light

Pupils possibly larger than normal for room light
Pupils moderately dilated

Pupils so dilated that only the rim of the iris is visible

=
§

ety o initability
None
Patient reports increasing irritability or anxiousness
Patient obviously irritable anxious
Patient so irritable or anxious that participation in the
assessment is difficult

Bones or Jomt aches If patient was having pain previously, only the additional
component attributed 1o opiates withdrawal is scored
Not present
Mild diffuse discomfort
Patient reports severe diffuse aching of joints/ muscles
Patient is rubbing joints or muscles and is unable to sit
still because of discomfort

Gooseflesh sk
0 Skin is smooth
3 Piloerrection of skin can be felt or hairs standing up on

arms
3 Prominent piloerrection

Nasal stuffiness or unusually moist eves

Nose running or tearing
Nose constantly running or tears streaming down cheeks

Total Scorz
The total score is the sum of all 11 items
Initials of person completing Assessment:

5-12 mild; 13-24 moderate; 25-36 moderately severe; more than 36 = severe withdrawal
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Starting Buprenorphine, in the perioperative
period, inpt with suspected MOUD

Grade B
Moderate Level of Certainty

When possible Anesthesiologists/pain physicians consider
starting buprenorphine for posbperative analgesia in patients
with suspected OUD

When possible Anesthesiologists/pain physicians should helg
facilitate linkage to outpatient buprenorphine prescribers




Starting Buprenorphine, in the perioperative
period, inpt with suspected MOUD

Grade C
Low Level of Certainty

Anesthesiologists can still consider initiating buprenorphine e
If follow up with an outpatient buprenorphine provider has no
been established
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barriers to prescribing buprenorphine for patients with OUD.
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We also advocate the physicians obtain education in MOUD and

waliver certification.
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Summary

AOUD is a public health crisis
AThere is a gap betwednl{i viBi OUD and those receivirg
AWe are in a prime position to be able to do something

ABuprenorphine can be safely initiated in the perioperative setting by

anesthesia led teams
ALinkage to outpatient buprenorphine prescriber is recommended



Do | need an-aiver?



Drug Addiction Treatment Act (DATA) 2000

APermitted qualified physicians to treat opioid addiction with Schedule Il1, IV, and
medications (i.e. onlpup)

ARequires 8 hours of training for physicians, 24 hours for APPS

ABOl gAff KIS Iy a-¢ |G 0KSdoseSIAYY A
buprenorphine for OUD

AApply to SAMHSA (Substance Abuse Mental Health Services Administration) to
complete waiver process

Al ¢ KS LINY OUAGAZ2Y SN opiodde direclly) bggreférraljfég¢ i@ O
anot_hersbm,annerhpproprlate counseling and other appropriate ancillary
servicesp €

Slide from Sudhed?otru Statutes, Regulations, and Guidelines. SAMHSA. Accessed September 1, 2021. https://www.samhsa.gov/medication-assisted-treatment/statutes-regulations-guidelines



https://www.samhsa.gov/medication-assisted-treatment/statutes-regulations-guidelines

Under certain conditions, the attached Practice Guidelines exempt eligible physicians,
physician assistants, nurse practitioners, clinical nurse specialists, certified registered nurse
anesthetists, and certified nurse midwives (hereinafter collectively referred to as
“practitioners”), from the certification requirements related to training, counseling and other
ancillary services (i.e., psychosocial services) under 21 U.S.C. 823(g)(2)(B)(1)-(11). This

action 1s needed in order to expand access to buprenorphine for opioid use disorder

treatment. Specifically, the exemption allows these practitioners to treat up to 30 patients

with OUD using buprenorphine without having to make certain training related certifications.

This exemption also allows practitioners to treat patients with buprenorphine without

certifying as to their capacity to provide counseling and ancillary services. This exemption



Submit a 30 Patient Notification of Intent (NOI
Form

Edit View History " Bookmarks ™ Tools™ Help

@ Mail - CSATBupInfo - Outl... x | Enter and Update Waiver Notif... X Buprenorphine Pharmacy L... DSG Web Form Site m Federal Register | Medicati... Enter and Update Waiver Notif... x +

> dsgonline.com, O 3 o @ | N ]
lost Visited Administration Menu i@ Mail - CSATBuplnfo -... X Medication-Assisted T. AIM DocFinder Buprenorphine Physici.. SAMHSA Buprenorphi.. @5’ eFax: Log into My Acc.. Dynamics SL Q Atlassian Cloud
XSAMHSA Buprenorphine Waiver Notification

Before you begin
Before starting this application, please make sure you have

* Your DEA Number
* Your State Medical License Number
e Your Training Certificate Information

Do you work for the US military, Veterans Administration, or Indian Health Service?

Yes No

https://buprenorphine.samhsa.gov/forms/selegiractitionertype.php

Providers Clinical Support System, 2021
Slide revised from Sudher Potru


https://buprenorphine.samhsa.gov/forms/select-practitioner-type.php

SAMHSA P

Substance Abuse and Mental Health
Services Administration

Medication-Assisted Buprenorphine Practitioner Locator

Treatment

Find practitioners authorized to treat opioid dependency with buprenorphine by dtate.

Select a dtate from the map or use the drop down ligts to view all of the practitioners waived to provide
buprenorphine for the treatment of OUD in a city, state or zip code.

Please note that this list only contains the contact information from practitioners who consent to release their practice
information. Therefore, this ligt is not inclusive of all waivered practitioners.

Practitioners are responsible for updating their contact information. To update practice information, complete the

Update Practitioner Profile form.

SAMHSA
Buprenorphine
Practitioner
Locator

ZIP Code Distance from ZIP

Y [ —

State

City
—
‘ - Any -

Apply Reset




Should our anesthesia/pain trainees get X
waivers?

T
P



