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Objectives

» Participants will demonstrate knowledge of proper
dosage for patients

» Participants will demonstrate understanding of the
timing and procedure to administer buprenorphine
and manage common side effects

» Participants will understand how to advise patients on
the appropriate formulation of buprenorphine



Binds very tightly to opioid mu
receptors blocking other opioids

Partially stimulates the mu receptors
to relieve craving and withdrawal
without causing intoxication

Has a ceiling effect which makes it
harder to abuse (taking more does not
have more effect)

It stays on the receptors for a long
time (half life about 30 hours)

It doesn’t cause much respiratory
suppression (safer than other opioids)

Buprenorphine Pharmacology

Full Agonist
(Methadone)

Opioid Effect

Partial Agonist
(Buprenorphine)

Antagonist
(Naloxone)

Log Dose




FORMULATIONS OF
BUPRENORPHINE
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(Transdermal and Buccal Buprenorphine products used for
chronic pain (Butrans/ Belbuca) are general considered
too low dose to be used in MAT for OUD)

IV Buprenorphine




CHOOSING THE APPROPRIATE FORMULATION OF BUPRENORPHIN

Plain buprenorphine tablets (mono-product)
Limited usage due to increased IV misuse potential.
Pregnancy/breastfeeding?? (combo product is OK)
Naloxone allergy (rare)
Uninsured (lower cost)

Buprenorphine/naloxone strips and tablets (combo product)
Naloxone has no clinical effect, only an IV abuse deterrent
Most common form used

SQ XR Monthly Buprenorphine (Sublocade)
Highest dose of buprenorphine
Lasts longer than a month
Useful in patients with medication compliance concerns,
diversion concerns or limited access to pharmacy/monitoring



WHEN TO START BUPRENORPHINE

Wait until COWS score 8-12 (2-3 symptoms of withdrawal)
12-24 hours after last dose of heroin or short acting opioids

24-36 hours after last dose of long-acting opioids
36-72 hours after last methadone dose (<30 mg/day)

How to avoid precipitated withdrawal:
The best way to avoid this condition is through patient education. The patient should be
informed, prior to the induction appointment, of what precipitated withdrawal is and
how they can avoid it. The patient who understands that under reporting last use puts
him/her at high risk for rapid and intense onset of withdrawal syndrome, is more likely

to accurately report last use.™*>



« COWS Score Wesson & Ling, J Psychoactive Drugs. 2003 Apr-Jun;35(2):253-9.
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How to administer sublingual buprenorphin

Moisten mouth

*Place the tablet/strip under the tongue until
it is dissolved. Do not chew or swallow it

*If you take 2 or more tablets/strips at a
time, place all the tablets in different places
under the tongue at the same time.

oIf this is uncomfortable, place 1 tablet/strip
at a time under the tongue and repeat the
process until all the tablets have been
taken.

*Do not eat or drink anything for 20 minutes



How to administer sublingual buprenorphin
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» Use of crushed tablets under tongue
likely OK (DOC studies)

» Designed to dose once per day

* Most patients prefer to split dose
bid/tid (especially for pain)



Alaska Patient Guide for Beginning Buprenorphine Treatment

Before you begin, you want to feel moderately sick from your withdrawal symptoms

It shouwld be at least:

* 12 hours since you used heroin/fentanyl

* 12 hours since you snorted pain pills {OxyContin)
* 16 hours since you swallowed pain pills

[] Restlessness
[ Heawy yawning
[CJEnlarged pupils
[ Rumivy mose

[ Eody aches

[ Tremorsftwitching
] Chills or sweating
[ Anxious or irritakde

¥You should feel at least three of these symptoms:

] Goose burmps

[ stomach cramps,
naused or diarrhea

{eantiting mof necessarny)

Day 1
8-12 mg of buprenorphine

Step 1 Step 2

Still feel sick?
Take 9 dose

Take
1* dose

Wait
1 hour total

Wait
2 hours

* bAost people feel better
after two doses or B mg.

* If feeling more withdrawal
symptoms after the 1™

dase, you will likely feal
better after the 2™ dose.

4 4
mg mg

* Put the strip under your
tongue. Do NOT swallow.

* Keep it there until fully
dissolved (about 15 miin.),
then wait for 45 minutes.

& Do MOT eat, drink o talk
at this time.

Dosing depends on how early on the first day you start
Maost people feel better the first doy after 8-12 mg

Once you're ready, follow these instructions to start on the medication:

4 mg of buprenorphine =

4 4

B —
mg mg mg

A full film is B mg so you need o
cut the filem in half

sEill
uncomfortable?
Take 4 dose

& Stop after this dose.
& Do MNOT excesd 16 mg on
Day 1.

» Take the 3™ dose only if
needed.

Do NOT mix buprenorphine with alcohol, benzodiazepines = such as Xanax, Ativan or Valium - or other sedatives.

Day 2

8-12 mg of buprenorphine

# Most people feel better the
second day using 8-16 mg of
buprenorphine.

# If you wake up on day 2 and
feel fine, take the same dose
you took on day 1.

# If you wake up on day 2
feeling withdrawal, take the
same dose you took on day 1,
plus an additional 4 mg.

If you feel withdrawal
symptoms more than 2 hours
after your initial dose, you
can take an additional 4 mg
every 2 hours up to a
maximum of 16 mg/day.
Repeat your total day 2 dose
each day until your next
follow-up appointment.

http://dhss.alaska.gov/dbh/Documents/Resources/initiatives/ebp/MAT-ED-Patient-Guide.pdf


http://dhss.alaska.gov/dbh/Documents/Resources/initiatives/ebp/MAT-ED-Patient-Guide.pdf

Buprenorphine Induction and Dosing Pearls

The right dose is the dose that controls cravings

Start at low dose for tramadol/kratom

Typical effective dose range is 12-24 mg (16+mg most effective)
. At higher end doses consider more diversion monitoring (strip counts)
. At low doses watch closely for opioid use (not a full blockade)

Split dosing (up to TID) may be beneficial in patients with chronic pain

It is normal for cravings to increase and dose increases to be needed during str
events or change in living situation/health

For acute pain can increase to 8 mg géh (32 mg/day)



» It takes about 5
days to reach
steady state of
serum drug levels

Effects of the average half lfe of 18mgs/day of buprencrphine (Stabilization)
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Starting Monthly XR
Buprenorphine (XR-BUP)
(Sublocade)




300 mg XR- 300 mg XR-
BUP BUP
injection injection

Loading
dose




300 mg monthly

100 mg monthly

Level of
16mg dose

N ——

Mean buprenorphine plasma concentration
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BUP-XR provides sustained plasma levels > 2—-3 ng/mL,
which are needed to block opioid agonist effects thus
having an advantage over transmucosal BUP, which

might provide this level of blockade only part of the day
Haight et al., Lancet 2019



Pharmacokinetic SUBUTEX
: e SUBLOCADE

parameters daily stabilization

12 mg 24 mg 300 mg# 100 mg* 300 mg*
Mean (steady-state) | (steady-state) | (1 injection) | (steady-state) | (steady-state)
Cavgss (ng/mL) 1.71 2.91 2.19 3.21 6.54
Cmaxss (Mg/mL) 5.35 8.27 5.37 4.88 10.12
Crmin.ss (ng/mL) 0.81 1.54 1.25 2.48 5.01

During the first month of Sublocade, the serum drug levels
drop to levels that may not be therapeutic for some patie
thus supplemental sublingual dosing is indicated in patients
who experience craving or withdrawal in early treatment




XR-BUP may be started sooner

. . . Real-world outcomes with
than 7-day stabilization period, extended-release buprenorphine

(XR-BUP) in a low threshold

‘Bridge clinic

Alyssa M. Peckham, PharmD, BCPP
Laura G. Kehoe, MD, MPH, FASAM
Jessica R. Gray, MD

Sarah E. Wakeman, MD, FASAM
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may be empirically kept at

300mg monthly, and may require

early treatment months

Consider giving injection prior to 7 days of SL-BUP in high-risk patients
who have mod-high levels of opioid tolerance and have tolerated
buprenorphine 16mg/day well in the past



Managing side effects

Nausea is very common, is not a sign of allergy and usually
resolves within 2 week. Consider giving all patients Rx for
ondansetron. Switching to a different brand can also help.

Supportive medications for opioid withdrawal management:
* Myalgias: NSAIDS and Acetominophen
* Muscle spasms: Tizanidine

* Nausea: Ondansetron or Promethazine
« Restlessness and sweating: Clonidine

* Anxiety and rhinorrhea: Hydroxyzine

* [nsomnia: Trazodone
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MEDICATIONS FOR ADDIBTIUN
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Case Presentation

Project ECHO’s goal is to protect patient privacy

» To help Project ECHO accomplish that goal, please
only display or say information that doesn’t identify a
patient or that cannot be linked to a patient.

» References: For a complete list of protected
information under HIPAA, please visit
www. hipaa.com




Thank you for joining us today.
We appreciate your participation and hope
to see you at the NEXT ECHO Session:

April 22, 2021 from 12pm -1 PM

You will be receiving a follow up survey that we hope you will complet
help us improve. If you are requesting continuing education credits,
will be required to complete the survey to receive your CEs.
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