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Buprenorphine product chart*'2

Generic name Route (frequency) Considerations

Buprenorphine and naloxone (Suboxone®, | SL tablets, Film (daily) Lower potential for misuse vs. monoproduct
Zubsolv®, generics)

Buprenorphine (generic versions of SL tablets (daily) Preferred in the setting of:

Subutex®) * Moderate to severe hepatic

impairment
e Patients with taste aversion to
buprenorphine/naloxone

Risk of misuse via injection

Buprenorphine ER (Sublocade®) SCinjection (monthly) Minimizes risk of misuse; transportation to
clinic for administration; less fluctuation

Buprenorphine ER (Brixadi®) SCinjection (weekly or monthly) in buprenorphine levels compared to daily
doses

SL = sublingual; SC = subcutaneous; ER = extended-release; *Products are listed based on evidenced based recommendations. Buprenorphine monoproduct
may be preferred during pregnancy, especially if ER product utilized, though evidence is growing for combination SL product.? Not all products listed may be
available on VA National Formulary and may require non-formulary request or prior authorization request. To view VA National Formulary:

www.pbm.va.gov/PBM/NationalFormulary.asp.

Approximate buprenorphine equivalence chart*'*

Suboxone® or generic Zubsolv® (bup/nal)  Generic Subutex® Sublocade® Brixadi®
(bup/nal) SL tablet or film SL tablet SL tablet SCinjection SCinjection
2mg/0.5mg 1.4mg/0.36 mg 2mg
4mg/1mg 29mg/0.71mg 4mg
16 mg weekly
8mg/2mg 57mg/1.4mg 8 mg 100 mg monthly
64 mg monthly
12mg /3 mg 8.6mg/2.1mg 12 mg 24 mg weekly
16mg/4mg 11.4mg /2.9 mg 16 mg 96 mg monthly
32 mg weekl
24mg/6mg 17.2mg/4.1mg 24mg 100 0r 300 mg g Y
monthly 128 mg monthly

SL = sublingual tablet; SC = subcutaneous; bup = buprenorphine; nal = naloxone. This table is a guide for switching between buprenorphine products and
should be used in conjunction with monitoring response to new product. *Pharmacokinetic equivalence may vary depending on indicator used (e.g., Cmax
vs. Cavg); these are monthly maintenance doses, after loading doses are completed.

U.S. DEPARTMENT OF VETERANS AFFAIRS 1


http://www.pbm.va.gov/PBM/NationalFormulary.asp/

2

Strategies to initiate buprenorphine**

The first step is to discuss prior experience with buprenorphine and patient preferences for treatment

initiation.

Overview of treatment strategies for buprenorphine

Low-dose

Benefits

initiate.
Reduced apprehension

for patients regarding
withdrawal

the most historical use

(an be initiated in
many settings (e.g.,
primary care, ED)

. Standard or classic High dose Subcutaneous
buprenorphine dose “macrodose” Injectable
initiation (LDBI) )

Duration of initiation period | Days to weeks 1day 2-3 hours >1 hour
.Se’v.erlt);of withdrawal to None Mild to moderate Mild to moderate Mild to moderate
initiate
. . 4 mg SL followed by
Initial dose of buprenorphine | <1mg 4mg 16 mg depot injection
Sublocade®:
100 or 300 mg
Usual maintenance dose 16-32 mg 16-32 mg 16-32mg Brixadi®:
Weekly: 24-32 mg
Monthly: 96-128 mg
Patients with chronic Simple to start
pain do not need to Simple steps to start Does not require daily
stop full mu agonist Short time to achieve | dosing, which may be
opioid medications to | Dosing strategy with | maintenance dose helpful for safe storage

concerns (e.g., unstable
housing, living with
children) and /or concern
for misuse or diversion

Considerations

Complex dosing
schedule

May require cutting
films and/or tablets

Moderate withdrawal
symptoms prior to and
during initiation

Some withdrawal
symptoms prior to
initiation

Requires clinic visit

See subsequent tables for details on how to initiate. *To avoid precipitated withdrawal.

Options to assess opioid withdrawal to start treatment’

1. Clinicians assess withdrawal: The Clinical Opiate Withdrawal Scale (COWS) can be used
to assess opioid withdrawal symptoms. If the COWS is > 8 with at least 2 objective signs of
withdrawal, initiate buprenorphine.

« Objective signs include large pupils, yawning, runny nose and tearing, sweating, vomiting,
diarrhea, gooseflesh (piloerection), and tachycardia

2. Patients assess their own withdrawal: Ask how the patient feels. If they feel they are
experiencing at least moderate withdrawal symptoms, treatment can begin. Can use
Subjective Opiate Withdrawal Scale (SOWS). If withdrawal is mild, initiation is likely too soon.

3. Wait a specific amount of time: Withdrawal symptoms typically start 24-36 hours after
stopping short-acting opioids, and up to 72 hours for methadone and fentanyl.
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Common symptomatic strategies for managing opioid withdrawal symptoms*'>’

management with medications for OUD (MOUD). Do not provide

i PLEASE NOTE: In patients with active OUD, follow opioid withdrawal

withdrawal management alone due to high risk of relapse and overdose.?

Symptom Medication options

Nausea Ondansetron 4-8 mg by mouth 3 times daily as needed
Metoclopramide 10 mg before meals and bedtime
Diarrhea Loperamide 4 mg by mouth once, then 2 mg as needed (max 16 mg per day)

Anxiety, irritability, sweating

(lonidine 0.1 mg by mouth every 6-8 hours as needed (max dose 1.2 mg per day)

Insomnia

Trazodone 50 mg by mouth at bedtime

Diphenhydramine 25-50 mg by mouth at bedtime

Hydroxyzine 25-50 mg by mouth 4 times daily as needed

Muscle aches

Ibuprofen 400-800 mg by mouth every 6 hours as needed
Acetaminophen 325-500 mg by mouth every 6 hours as needed

Abdominal cramping

Dicyclomine 10-20 mg by mouth every 6 hours as needed

Low-dose buprenorphine initiation for SL buprenorphine®"’

Example titration for a patient with OUD currently using a full agonist opioid’

Buprenorphine Dose Full agonist dose

Patient does not require withdrawal symptoms to start this dosing strateqy

Day 1 0.5 mg SL once (1/4" of a 2 mg strip) Continue full agonist
Day 2 0.5 mg SL twice daily Continue full agonist
Day 3 1'mg SL twice daily (1/2 of a 2 mg strip) Continue full agonist
Day 4 2 mg SL twice daily Continue full agonist
Day 5 3 mg SL twice daily (1and % of 2 mg strip) Continue full agonist
Day 6 4 mg SL twice daily Continue full agonist
Day 7 6 mg SL twice daily Continue full agonist
Day 8 8 mg SL three times daily (24 mg daily dose) STOP full agonist

OR

Transition to extended-release buprenorphine

SL: sublingual
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Classic or standard dose SL buprenorphine

Buprenorphine and naloxone Buprenorphine (Subutex®)™
(Suboxone®) 1>

Typical dosing During initiation, titrate dose to treat withdrawal, cravings, and as tolerated.
e DAY 1: Initiate

- Suboxone® 2/0.5 mg or 4/1 mg; titrate by 2/0.5 mg or 4/1 mg every 1-2 hours to a target dose of 8/2 mg/
day

« Subutex® 2 or 4 mg; titrate by 2 or 4 mg every 1-2 hours to a target dose 8 mg/day
e DAY 2: Start with day 1 dose, continue titrating

« Suboxone® in 2/0.5 mg or 4/1 mg increments to a target dose of 16/4 mg/day

« Subutex® in 2 or 4 mg increments to a target dose of 16 mg/day

e Target maintenance dose: Suboxone® 12/3 mg to 16/4 mg/day or Subutex® 12-16 mg/day in a single
daily dose

Usual max dose | 24-32 mg/day; higher doses may be used in some cases (e.g., uncontrolled withdrawal or cravings) but should
be carefully monitored, and rationale for use documented

Clinical pearls e Initiate when in sufficient withdrawal (e.g., COWS score >8) to avoid precipitated withdrawal.

e SL tablet: Place under the tongue until dissolved. For doses requiring >1 tablet, place up to 2 tablets under
the tongue at a time until fully dissolved and repeat with remaining tablets.

e SLfilm: Place 1 film under the tongue close to the base on the left or right side and allow to completely
dissolve.

e |fasecond film is needed, place on the opposite side of the mouth. If a third film is needed, wait for the first
two to dissolve, then place inside the right or left cheek. Do not cut or chew.

e Avoid swallowing due to reduced bioavailability. Rinse mouth with water and spit after dissolved. Wait 1
hour to brush teeth. Encourage good dental hygiene.

e Avoid abrupt discontinuation.

High dose or‘macro-dose’ approaches for SL buprenorphine’

This approach utilizes buprenorphine to help treat precipitated withdrawal.

Buprenorphine SL

Typical dosing | Initiation: 16 mg buprenorphine SL; wait 30-60 min, then give a second dose of buprenorphine 8-16 mg
buprenorphine SL

Maintenance: Give 16-32 mg buprenorphine daily beginning day two

Usual max dose | 16-32mg

Clinical pearls e Initiate when in moderate to severe withdrawal (i.e., as bad as the patient can tolerate or severe
withdrawal in an ED)

e Individuals with OUD may require higher doses of buprenorphine to block illicit use, minimize withdrawal,
and suppress cravings.

Buprenorphine perioperative guidance:

Buprenorphine Perioperative Guidance 508.pdf.
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Starting injectable buprenorphine

Buprenorphine (Sublocade®)*

Buprenorphine (Brixadi®)®

Before
starting

e Give 4 mg SL buprenorphine after symptoms of mild
to moderate withdrawal, and monitor one hour for
tolerability, then administer SCinjection

e Give 4 mg SL buprenorphine after symptoms of
mild to moderate withdrawal, then administer SC
injection.

Typical dosing

e |nitiate: 300 mg SCinjection in abdomen, back
of the upper arm, buttock or thigh monthly for 2
months

- Second 300mg SCinitiation injection may be given
as soon as 1 week after first injection, if needed

e Maintenance: 100 mg monthly can increase to 300
mg monthly if 100 mg tolerated but inadequate
clinical response (e.g., opioid cravings, withdrawal,
use of non-prescribed opioids)

e A 2-month dosing interval may be appropriate in
some cases (e.g., extended travel). Administer a
single 300 mg dose to cover 2 months, then resume

e Initiate: 16 mg weekly SCinjection in abdomen,
buttock or thigh, followed by 8 mg SCinjection
3 days later. One additional dose of 8 mg may be
given at least 24 hours after the last injection.

« Administer the total weekly dose at the next
dosing interval (maximum 32 mg)
e Back of the upper arm should only be used after 4
weekly doses (steady-state)

e Maintenance: After initiation, dosing can continue
weekly or transition to the monthly formulation
based on clinical judgement.

between doses)

e Occasional delays in dosing <2 weeks should not
have significant impact

BRIXADI (weekly) | BRIXADI (monthly)
100 mg monthly.

16 mg 64 mg

24 mg 96 mg

32mg 128 mg
Recommended | 300 mg/month 128 mg/month
max dose 32 mg/week
Missed dose e Administer as soon as possible (at least 26 days Administer as soon as practically possible

Considerations

e Injection site pruritus and pain are common; apply
a topical anesthetic (e.q., lidocaine 5% ointment)
10-30 minutes prior to injection; may dispense to
patient to apply prior to appointment.

e Supplemental doses of SL buprenorphine may be
useful if patients have withdrawal symptoms after
injection or it wears off too soon.”

e One dose of Sublocade achieves buprenorphine
plasma concentrations associated with reduced illicit
opioid use.*

e After achieving steady-state, plasma levels remain
detectable for >12 months after discontinuation
and will decrease gradually over subsequent
months.

e Injection site pruritus is common

e Give an additional weekly SC dose or SL
buprenorphine if injections wear off too soon.™

e ED administration of buprenorphine SC weekly
resulted in few cases of precipitated withdrawal.

e May cause less injection site pain than Sublocade

e |atex needle cap can lead to allergic reaction in
individuals sensitive to latex

Storage

Refrigerate (2—8°C/35.6—46.4°F); may store at room
temp (15-30°C/59-86°F) for up to 12 weeks before use

Room temperature (20—25°C/68—77°F); excursions
15-30°C (59—-86°F); no refrigeration required

SL = sublingual; SC=subcutaneous; * 300mg one time dose of Sublocade achieves 2-3 ng/mL of buprenorphine in the plasma and at least 70% mu-receptor
occupancy; this is associated with reduced illicit substance use
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Treatment with extended-release naltrexone'’:'®

Before starting Patients must be fully withdrawn from opioids (at least 7 days)

An oral naltrexone challenge or nasal naloxone challenge can be used to ensure patient will not have
precipitated withdrawal from extended-release injection

Typical dosing 380 mg IM injection in alternating gluteal muscles monthly

Missed doses Administer as soon as possible, ensuring the patient is still opioid-free.

Considerations Fast metabolizers may require a dose every 3 weeks
Patients are at high risk of overdose at the end of the dosing interval
Ensure monitoring for depression and suicidality

Instruct patients to carry a wallet card or wear medical identification

If pain management is needed, use non-opioid options.

Expected results of urine toxicology tests*'%-2!

Generally, urine toxicology testing may identify whether an individual has used a substance one or
more times within the window of detection and cannot reveal whether there have been changes in
amount, frequency, route of use, etc.

Tips for discussing results
Discuss all tests results (expected and unexpected) with the Veteran.

¢ Affirm Veteran's candor and continued engagement in treatment when positive results are con-
sistent with self-report.

¢ Affirm continued recovery efforts and engagement in treatment when results are negative.

e Do not argue about results. Instead, reflect Veteran's concerns about the result and ask about
implications moving forward.

e Offer treatment options and ask Veteran which options make the most sense.
¢ Reflect and affirm all responses that are supporting of recovery.

Normal characteristics of a urine sample™?

Urine drug testing specimen validity>*

e Temperature within 4 minutes of voiding:
90°-100°F (cup will feel warm to the touch)

* pH:4.5-8.0

e (Creatinine*: > 20 mg/dL g
e Specific gravity*: > 1.002

e Volume*: > 30 mL

e Urine samples that are adultered, substituted,
or diluted may invalidate test results.

e Urine collected in the early morning is most
concentrated and most reliable.

o Excessive water intake and diuretic use can
lead to diluted uriine samples (creatinine < 20
mg/d/L).

* Abnormal creatinine, specific gravity, nitrates, or volume are not necessarily indicative of invalidity. These data should be discussed

with the patient.
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