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The scope of the problem

* It has been estimated that about 23% of people exposed to opioids develop
OUD, a risk of transition to addiction second only to tobacco (329%) and
higher than that for cocaine (17%), alcohol (15%), or cannabis (9%).

* Risk factors for OUD include genetic as well as psychosocial factors,
including history of sexual and/or physical abuse.




* In a study of more than 1.2 million opioid prescriptions
written for 16- to 18-year-olds, individuals with pre-existing
psychiatric problems, including anxiety, mood,

neurodevelopmental, sleep, and nonopioid substance use
disorders, were more likely to be prescribed long-term (e.g.,
>90 days) opioids (e.g., for pain).
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* “The nation’s growing opioid use R 0 B E R T

disorder epidemic

disproportionately impacts rural

areas, where physicians who can G R A H A M
prescribe buprenorphine are

scarcest. Among physicians

approved to prescribe C E N T E R
buprenorphine, family physicians

(EPs) are the most likely to work
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in rural areas. Policy Studies in Family Medicine and Primary Care




Treatment.

* Available treatments for OUD consist of pharmacotherapy and behavioral
therapies.

* The gold standard is medication assisted treatment (MAT), wherein

pharmacotherapy 1s combined with some form of counseling or behavioral
therapy.
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Abstinence Without MAT
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NIDANotes

“...whereas 49.2 percent of POATS participants who received 12
weeks of Bp/Nx were abstinent at the end of this treatment period,
the abstinence rate rapidly collapsed, to 8.6 percent, within 2 months
after patients were tapered off the medication. The 18-month follow-
up found many patients currently or recently re-engaged in opioid
agonist therapy, and the abstinence rate rebounded to 51.2 percent.”

Prescription Opioid Addiction Treatment Study (POATS)7




Good for Patients..

An opportunity for abstinence from illicit opiates and other substances.
Harm reduction in relationships, employment, and legal consequences.

Decreased health needs (as noted in decreased utilization of ERs and
inpatient needs)*

Better sense of quality of life
More treatment flexibility and safety than some other MATs.




*MA T un the Emeroseney Pepattment

https:/ /www.acep.org/patient-care /bupe/
°  Amazing website with loads of direction and instruction from the American College of Emergency Physicians

An X-waiver to your DEA registration is NOT required to order/administer a dose of buprenorphine in the
hospital, or in the ED.

A patient may come to the ED 3 days consecutively to be treated with buprenorphine in the ED, for opioid
withdrawal or for the initiation of MAT (“the 3 day rule” = Title 21, Code of Federal Regulations, Part 1306.07(b)).

An X-waiver IS, however, required in order to WRITE A PRESCRIPTON (to be filled at a pharmacy) for
buprenorphine for addiction treatment, withdrawal, or to “detox.”

Most hospitals are probably NOT licensed to dispense buprenorphine (patients should NOT be sent home with
take home doses of buprenorphine, unless the ED provider has an X-waiver, and approved by the hospital).

Any practitioner with a DEA registration can prescribe buprenorphine (butrans) for pain management.




Treatment Retention and
Decreased lllicit Opioid Use on MAT

* Buprenorphine promotes retention, and those who remain in
treatment become more likely over time to abstain from other
opioids
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Benefits of MAT.
Decreased Mortality

Death rates: .
- general population

* no treatment

medication-assisted treatment
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Short term and long term sense of
satisfaction.

Patients get better

Less feeling of being manipulated or
helpless in the context of addiction

Ability to focus on a large issue that has
negative impact on patient’s global
existence and enable improved outcomes
for that individual and your community

Patients say ”Thank you”




Good for Community Reduced Crime).
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FORMULATIONS

Bup+Nal
Suboxone
Zubsolv Bup

Bunavail Subutex

Depot Bup
Sublocade
Brixadi




Mechanisms of action.

Buprenorphine is a partial MOR agonist and a weak kappa-opioid receptor (KOR)
antagonist.

In clinically used doses, buprenorphine acts like a typical MOR agonist, such as morphine or
methadone.

At higher doses, however, buprenorphine’s MOR agonist effects reach a plateau.
Also at higher doses, its KOR antagonist effects begin to emerge.

This ceiling effect of buprenorphine reduces its abuse potential and risk of overdose even at
high intravenous doses.

Its slow dissociation from opioid receptors allows flexible dosing that can range from
several times a day to three times per week.




Opioid Partial Agonist Therapy

The partial agonist buprenorphline prevents withdrawal and maintains a
sleady level of opiloid aclivily like melhadone, but like nalrexone also blocks
the effects of other opiocids
= Unlike full agonists, buprencrphine is schedule lll and therefcre eligible under
DATA 2000 to be prescribed in office-based reatment.
Because of its partial agonism it is uniikely to lead to fatal respiratory
suppression even al at high doses

full agonislt
(e.g. merphine, methadone)

parial agonist
(bupranomphine)

antagonist
(nalkoxone,nalbexcna)
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Pharm and Dosing

Following sublingual administration, peak levels of buprenorphine are reached within 30—60
minutes.

The plasma elimination half-life of buprenorphine is 37 hours

Because of its partial agonist actions at MOR, buprenorphine may precipitate withdrawal if
initiation of treatment is not managed appropriately.

The recommended starting dose is 2—4 mg of buprenorphine, which may be followed in 3—4
hours with an additional dose of up to 4 mg.

On the second day, the dose of buprenorphine may be increased to 12—16 mg, and the
stabilization dose, ranging from 8 to 24 mg/day, may be reached within the first week.




Buprenorphine How Does Buprenorphine Work?

Semi-synthetic analogue of thebaine

Approved by the FDAin 2002 as a Schedule |l
medication for the treatment of opioid use disorder

Metabolized in the liver, mainly by cytochrome

P450 3A4 (CYP3A), and has a less-active A * Decreased cravings -
metabolite, norbuprenorphine + Decreased effects of other opioids

Most buprenorphine Is ultimately excreted Into the biliary tract, but
small fractions enter the urine and are detectable in urine drug tests » Unlikely to block all effects from an

Because of extensive first-pass metabolism. buprenorphine has poor opioid taken after initiation of
oral bioavailability when swallowed (<5%), and all therapeutic buprenorphine treatment:

formulations use other routes + Because binding to mu receptors is a
Sublingual administration bypasses first-pass metabolism and allows dynamic process; while effects may be less,

bloavallability around 30% they are not likely to be completely eliminated

Vandeison et a 197
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* High affinity for, and slow dissociation
from the mu receptor which leads to:

P | + Prevention of withdrawal symptoms




A little more pharm.

* Side effects include: dry mouth, nausea, vomiting, constipation, dizziness,
sedation, headache, and excessive sweating.

* Buprenorphine is not associated with prolonged QT interval and has lower
overdose risk than methadone.
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Advantages of Buprenorphine in the
Treatment of Opioid Use Disorder

Patient can participate fully in treatment activities and other
activities of daily living easing their transition into the
treatment environment

Limited potential for overdose
Minimal subjective effects (e.g., sedation) following a dose

Enhances retention in treatment




Advantages of Buprenorphine/Naloxone in the
Treatment of Opioid Use Disorder

5. Reduces relapse rates 8. Available for use in an office

: setting
6. Prevents withdrawal

9. Discourages IV use
7. Blocks euphoric effects of opioids

10. Allows for take-home dosing




Disadvantages of
Buprenorphine in the
Treatment of Opioid Use Disorder

Greater medication cost
Patient remains physically dependent
Detectable on in specific urine toxicology screenings

Potential for diversion
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