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Specialty Pharmacy Buy and Bill

Type of Benefit Pharmacy benefit Medical benefit

How it Works Healthcare clinic/office orders Healthcare clinic/office purchases
injectable buprenorphine for a injectable buprenorphine directly
specific patient from a REMS5- from a specialty distributor.
certified specialty pharmacy
(usually dictated by the patient’s = The medication is delivered to the
insurance). clinic, logged appropriately by clinic

staff, and securely stored on-site,
Once the medication is approved | allowing injectable buprenorphine
by the patient’s insurance, the to be available on hand.
specialty pharmacy works with
the clinic to coordinate delivery. When the medication is
administered to a patient, the clinic
Upon delivery, clinic staff then bills and submits a claim to the
appropriately logs and secures patient’s insurance for
medication until administration reimbursement.

to patient.

With this method, the healthcare
Most health centers utilize this clinic assumes the cost of the
method to obtain injectable medication upfront.
buprenorphine.

Prescription Drug  Will show up on the state PDMP Will NOT show up on the state
Monitoring PDMP (because it is billed as a
Program (PDMP) medical, not pharmacy, benefit)
Status

Disposal [as of Eligible for reverse distribution Clinic will need to work with a DEA-
current through Indivior's REMS certified 3™ party reverse
regulations) program: 1-866-258-3905. distributor. You can find a reverse
“The DEA may distributor by contacting your local

announce changes to DEA field office.
the disposal process

for infectable bupe in
the future, making it
easier and more
streamiined.
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Sublocade
Buprenorphine (long-acting)
2017

Monthly only, (after weekly load #1
and #2)

*Abdomen, thigh, buttock, upper
arm

100 mg & 300 mg monthly

Refrigerate (2—8 °C)

*Can start after single dose
transmucosal buprenorphine

Depot can be removed within ~14
days

Moderate (monthly adjustments)

Maintenance therapy
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Brixadi

Buprenorphine (long-acting)
2023

Weekly or Monthly

Abdomen, thigh, buttock, upper

arm
Weekly: 8, 16, 24, 32 mg ® Monthly:
64,96, 128 mg

Room temperature

Can start after a single dose of
transmucosal buprenorphine

Not recommended / typically not
removable

Higher (weekly dose adjustments)

Induction & maintenance therapy



Transmucosal
Buprenorphine(SL/Buccal,
daily)

Sublingual / transmucosal

8-24 mg/day

~24-42 h (1-2 days)

~7-10 days

Lower troughs; high daily
variability

High (daily cycling)

~70-90% (dose & timing
dependent; troughs may
dip)

Fast on/off, adherence-
dependent

Brixadi — Weekly

SC extended-release

depot

8-32 mg weekly

~3-5 days

~4 weekly doses (~1
month)

Moderate, smoother than
SL

Moderate

~80-90%

Flexible titration

Brixadi — Monthly

SC extended-release
depot

64—128 mg monthly

~19-26 days

~4 monthly doses (~4
months)

Flatter monthly profile

~85-95%

Maintenance-oriented

WAVAVRLY,

HCME.ORG

Sublocade 300 mg

SC polymer depot

300 mg monthly

~24h

~43-60 days

~4—6 months

Highest sustained plateau

Very low

~95%+ sustained

Highest, most stable
exposure
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https://dailymed.nlm.nih.gov/dailymed/drugInfo.cfm?setid=5d8a8fd0-8619-422a-a664-d1d2e8970f48

Mean weekly buprenorphine concentration levels® it .
Population
- SUBLOCADE 300 mg/100 mg + IDC (n=203) SUBLOCADE 300 mg/300 mg + IDC (n=201)
__E 14 14
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mg/day SL
See full image description - i‘:::';"ed)
The first graph depicts the results for the SUBLOCADE 300 mg/100 mg + 1DC group
(n=203). After Week 4 (during the initiation period of 8 weeks), mean weekly
buprenorphine levels are maintained above 2ng/mL up to Week 24, Inadequate
response to
The second graph depicts the results for the SUBLOCADE 300 mg/300 mg + IDC 100 mg

group (n=201). After Week 4 (during the initiation period of 8 weeks), mean weekly
buprenorphine levels see a steady incline above 2ng/mL up to Weelk 24,

Initial Dose

4 mg SL test
dose
(observe 1
hour)

None
needed

None
needed

Considerations

Injection #1

300 mg SC

300 mg SC

300 mg SC
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Injection #2 Maintenanc Key Notes
Additional
SL
300 mg SC buprenorph
(1 week to1l 100 mgSC ineupto8
month monthly mg may be
later) given on
induction
day
300 mg SC Direct
(1week tol 100mgSC  transition
month monthly without test
later) dose
3?0 mg 5C May skip
100 mgSC  second 300
controlled .
i monthly mg dose if
after first
stable
dose)
Consider if
patient
300 mgSC  tolerates
o monthly but doesn't
respond to
100 mg

SUBLOCADE. FDA Drug Label.Updated date: 2026-01-
08.
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renorphine: 24 mg SQ once weekly titrated up over the first week

prenorphine 4 mg if signs of mild to moderate withdrawal appear
al dose of 8 mg SQ within 3 days of the first dose to achieve the recommended 24 mg weekly

g dose without subsequent rescue doses

nt, administer an additional 8 mg dose, waiting at least 24 hours after the previous injection,
um weekly dose)

e total weekly dose established during week 1
scue SQ doses

Patients transitioning between weekly and
Brixadi® monthly Brixadi® formulations

Daily dose of sublingual BRIXADI (weekly) BRIXADI {monthly)
buprenorphine

BRIXADI (weekly) BRIXADI (monthly)

6 8
ceme ™ 16 mg 64 mq
8-10 mg 16 mg 64 mg
24 mqg 96 mg
12-16 mg 24 mg 96 mg
18-24 mg 32 mg 128 mg 32 mg 128 mg
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ed, withdrawal may not occur for weeks to months
th if injected intravenously
ot is tampered with or removed

mild site reactions
tion, have ED provider contact SUD provider
plementation

uction R —



protocol

Massachusetts General Hospital Substance Use Disorder Bridge Clinic

Optional Lidocaine injection / local anesthetic for XR buprenorphine injections

Purpose:

Some patients find topical ice is insufficient to manage the procedural pain from XR buprenorphine
injections, which has led some patients to fear initiating XR buprenorphine or to discontinue injections
despite preference for this formulation

Procedure:
1) Identify site for XR buprenorphine in abdominal quadrant
2) Apply ice to site while preparing lidocaine for injection into subcutaneous tissue
3) Prepare 1% Lidocaine, without epinephrine:
+ Wipe top of lidocaine bottle with alcohol pad
s Draw up 2cc Lidocaine with large bore needle ina 3 or 5 cc syringe
s Change needle to 1 inch, 25 or 27 gauge
4) Clean abdominal site with alcohol swab
5) Tent skin and Inject 2 cc Lidocaine at ~75 degree angle, releasing lidocaine into tissue while
pulling back
6) Apply 2x2 gauze to area and massage gently in circular motion to allow lidocaine to diffuse the
area
7) Keep 2x2 resting on skin and reapply ice pack

*Wait at least 3 minutes before injecting XR buprenorphine

XR Buprenorphine injection:

1) Clean abdominal site with alcohol wipe where lidocaine was injected, identifying the lidocaine
puncture site

2) Tent skin and inject XR Buprenorphine into the same puncture site and track of lidocaine

3) Apply band-aid

4) Have patient lay for recommended time per manufacturer

Gray, J, MGH SUD Bridge Clinic
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TABLE 2. Clinical Decision Support for Buprenorphine Initiation Techniques Based on the Clinical Setting
Fastest Slowest
Imitiation Strategy® HDEBE+ Standard} LDB-O{C§
Possible advantages “Ohck stabilizatson -Most common and well-descnbed “Opioid abstinence not imiteally required
-Bridge access bamiers (o ongoing technique
buprenorphine

Need for opeoid Y5 Yes No

withdraswal?
Premedicate with adjuryvant Consider ies Yes

medicationsl
Inral starting doseY 816+ mg 2-E mg 0.25 mg—1 mg

ibuprenorphine SL ’

tformulation)
Duration of initiation wntil =2h -3 days 3-10d (may be longer in certain situations)

stabilization
Meed for opioid Mo Mo Yes

contmuation
Full agonist opioad Mone Mone Examples:

contmuation Methadone 30 mg PO daily

dose or

Hydromorphone 4 mug PO every 4 hr
or
Self-directed illicitnonprescribed opioid use

Care coordination required High
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Fentanyl Era

A Plea From People Who Use Drugs to Clinicians: New
Ways to Initiate Buprenorphine are Urgently Needed in the

Kimberly L. Sue, MD, PhD, Shawn Cohen, MD, Jess Tilley, and Avi Yocheved

J Addict Med. 2022 Jul-Aug 01;16(4):389-391.

ek [Open.

Original Investigation | Substance Use and Addiction

Barriers to Buprenorphine Initiation in Patients Using Fentanyl

Sarah S. Kawasaki, MD: Jane M. Liebschutz, MD, MPH; Cristina Murray-Krezan, PhD; Galen E. Switzer, PhD: Samantha Nash, BS:

Kwonho Jeong. MS; Erin L. Winstanley, PhD

Abstract

IMPORTANCE Anecdotal accounts suggest an increase in problems initiating buprenorphine (BUP)
treatment among individuals using illicitly tured fentanyl. Lis d empirical data
these challenges.

OBJECTIVE To determine the prevalence of clinician-reported problems initiating BUP treatment
among patients using fentanyl and describe clinical strategies used to overcome engagement
challenges.

DESIGN, SETTING, AND PARTICIPANTS For this survey study, an online survey was pilot tested and
refined with a convenience sample of physicians. The final survey included 96 items and took less
than 15 minutes to complete. The survey queried patients’ use of fentanyl, BUP induction problems
(precipitated or prolonged withdrawal), strategies to overcome induction problems, clinician
characteristics, and practice characteristics. Eligible clinicians initiated BUP for at least 10 patients
with opioid use disorder in the past year and at least 1 patient in the past 90 days. The survey was live
from June 2, 2023, to March 18, 2024,

MAIN OUTCOME AND MEASURES The main outcome of interest was precipitated and/or
opioid D statistics are reported, and logistic regression was used to
identify factors associated with BUP initiation problems.

 KeyPoints

Question How frequently do dinicians.
encounter problems initiating
buprenorphine among patients using
fentanyl. and how are their clinical
practices changing?

Findings In this survey study, the
majority of 396 dlinicians surveyed
(72.0%) reported encountering
problems initiating buprenorphine
treatment among patients using
fentanyl in the past year, and 67.3%
reported modifying their standard
Iinduction protocols.

Meaning These findings suggest that
clinicians across the US are experiencing
challenges initiating buprenorphine
treatment, and many may be changing
their clinical practices to circumvent
these problems.
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Ine Initiation in ED:

ED patients across country, 75% w/confirmed
>8mg

s of HDB across 16 ED’s in California reported
ith standard initiation

re (<2%)

pread HPSO
of HPSO use
oviders are seeing clinically

Research Letter | Substance Use and Addiction Original Investigation | Substance Use and Addiction

tter | Use and Addicti h ! o
Incidence of Precipitated Withdrawal During a Multisite Emergency High-Dose Buprenorphine Initiation in the Emergency Department ngl1-!)?se Bupl:enorphlne Induction in the Emergency Department for Treatment
Department-Initiated Buprenorphine Clinical Trial in the Era of Fentanyl Among Patients Using Fentanyl and Other Opioids of Opioid Use Disorder

Andrew A. Herring, MD; Aidan A. Vosooghi, MS; Joshua Luftig, PA; Erik S. Anderson, MD; Xiwen Zhao, MS; James Dziura, PhD; Kathryn F. Hawk, MD, MHS;
Ryan P. McCormack, MD, MS; Andrew Saxon, MD: Gail D'Onofrio, MD, MS

Gail D'Onofrio, MD, MS; Kathryn F. Hawk, MD, MHS; Jeanmarie Perrone, MD; Sharon L. Walsh, PhD; Michelle R. Lofwall, MD; David A. Fiellin, MD; Andrew Herring, MD Hannah Snyder, MD; Brendon Chau, MPH: Mariah M. Kalmin, PhD: Melissa Speener, MPH: Arianna Campbell, PA: Aimee Moulin, MD, MAS; Andrew A. Herring, ML
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with numerous complications, PTSD,
erence, internalized and externalized stigma
e stopping and returning to fentanyl use

ago
ith COWS 17 by the time you see him
pioid abstinence, no daily meds
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nsure in opioid withdrawal

he earlier in withdrawal the higher the initial dose
eeded (at least 24mg, case reports up to 64mg in
6mg increments)

* Day 2+ return to 16-24mg

o BIG or get stuck in withdrawal; avoid 2-4mg dose
arm reduction education and support key

onsider comfort meds to aid fear of POW

eed more data re: outpatient experience not
ligning with ED case series
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, he chooses Sublocade

#1 and #2 booked in 4 weeks
withdrawal symptoms

L BUP
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pet E Jr, Owens PH, Martel SH, Huntley K, Walsh SL, Lofwall MR, Herring A; ED-INNOVATION Investigators. Early
se injectable buprenorphine for opioid use disorder. Acad Emerg Med. 2023 Dec;30(12):1264-1271. doi:
CID: PM(C10822018.
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hx severe OUD, uses fentanyl IV, cocaine,

numerous OD, GAD.
sition to XR Buprenorphine

p me.”

ving experienced it numerous times
thadone

di initiation today after a friend successfully
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l) XR Buprenorphine

Objective: To evaluate 90-day treatment retentionand
withdrawal tolerability following DTI buprenorphine initiation
across multiple outpatient safety-net settings.

Drug a0d Akl Dependence 278 2026) 119011 Methods: Retrospective cohort study of 131 DTl initiations
among 114 high risk Ipatients with OUD across San Francisco and
Oakland safety-net clinics from March 2024 to May 2025.

Patients were initiated on weekly long-acting buprenorphine

YLDy Contents lists available at ScienceDirect

Drug and Alcohol Dependence

ELSEVIER journal homepage: v olsovier comlocate/drugaledep and evaluated for withdrawal severity in the first 24 h and

calculated continuous treatment retention at 7, 30, and 90 days
L) using pharmacy and chart data.
Outpatient initiation of direct-to-inject buprenorphine L
‘ ) o Results: Mean age was 42 years; 79 % reported fentanyl use,

R e D T e and 67 % were unstably housed or unhoused. In the 24 h after

Hindl S Pl W SO : : ' injection, 37 % experienced no withdrawal, 31 % experienced

ek oo il B oo i mild-moderate withdrawal, and 11 % experienced severe

* Division of Addiction Medicine, . ’ H H o H H o, :

oS S s, K g e Sl R ot 1, G B withdrawal, with 21 % missing data. Overall, 72 % continued

ek A s A Ao A e s g Ty s e i iy ot o buprenorphine beyond initial injection, with most transitioning

= Diion of G bl Meficine o Son Fenccs Gonrel Hapl, Diprimonof Mo, Utvrsty o Calfona S o, Son racioc, C, Unked to monthly formulations. Retention rates were 69 % at 7 days,

68 % at 30 days, and 43 % at 90 days. No demographic or
clinical factors predicted 90-day retention.
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—a— SL BUP16mg
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Figure 1: Pharmacokinetic parameters - steady state

Steady State ng/ml

12

10

Pharmacokinetic parameters at steady state equilibrium
Subutex, Sublocade® and Buvidal® at trough (Cmin), average (Cavg) and peak (Cmax) levels
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Injectable-Only Overlapping Buprenorphine Starting Protocol

ina Low-Threshold Setting

Richard €. Waters, MD, MSc; eremy Hoog, MA, RN, BSM: Carsan Bell, MPH; Penelope Toand, RN, BSY; Joseph Valley, MPH, RN Lupe Hurtado, CPC. AAC:
Mary Arin Ksleen, RN Tashay Johmson, AAC; Aprl Gerard, RN, BSN, PMH-BE; Calln Elswick Fochele, MD, MS; ared W. Kein, MD, MPH

Abstract

IMPORTANCE Initiating buprenarphine for opioid us disarder (QUD) in cutpatient settings has
becama mare difficult for individuals using fantanyl. Novel buprenorphine starting strategies are
nieedad, especially for paople experiencing homelessness,

OBJECTIVE Toevaluate the short-term autcomes of the implementation of an injectable-only
overlapping buprenorphine starting protocol in a low-threshold clinic and field-based setting sarving
individuals with OUD and active fentanyl use.

Key Points

Question What outcomes are
assoctated with an njectable-only
buprenorphine starting protocolina
low-threshald outpatient setting amang
Individuals with oploid wse disarder
ising fetanyl?

Findings In this cohort study of 95
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Objective: Evaluate short-term outcomes of an injectable-only overlapping
buprenorphine initiation protocol

Design & Setting:

eRetrospective cohort study (Sept 2024-Jan 2025)

eUrban low-threshold clinic with field-based outreach
Participants:

¢95 adults with moderate—severe OUD and active fentanyl use
*79% experiencing homelessness or in supportive housing
Protocol (No fentanyl cessation required):

eDay 1: Weekly 8 mg injectable buprenorphine

eDay 2: Weekly 16 mg injectable buprenorphine

eDay 3: Monthly 128 mg or 300 mg injectable buprenorphine
Outcomes: Initiation, protocol completion, and 2-month retention
Results:

*90% initiated protocol

*75% completed all injections

*64% retained at 2 months
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severe OUD in sustained remission on BUP
discontinuation.

g, followed by 100 mg monthly injections

h sx, working, feeling well supported and
thly injections and feels he no longer needs
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300/100 mg BUP-XR

n
o
1

+ 2 months

-
(4
1

Buprenorphine concentration (ng/mL)

8 16 24 32 40 48 56 64 72 80 88
Time (weeks)

300/300 mg BUP-XR

Buprenorphine concentration (ng/mL)

r T T T T T T T T T T
8 16 24 32 40 48 56 64 72 80 88
Time (weeks)

buprenorphine plasma concentrations decreased slowly over time
els remained at therapeutic levels for 2 to 5 months on average,

inuing SUBLOCADE may have detectable plasma levels of

ients should be informed of risk of recurrence of symptoms and
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Il insurance cover injections?

surance does not factor recent Brixadi in covering Sublocade
red for monthly
objections

r

Seattle DTI overlapping protocol with weekly Brixadi
r

nthly timing

having the equivalent of weekly Brixadi 24mg (including SL buprenorphine) prior to monthly dose,
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a return to fentanyl use

-26d) is far shorter than that of Sublocade (40-60d);
ekly doses (DTI) if exceeding ~6 weeks

5d) is very short

s from last Brixadi

hen missed -- may administer injection up to 2 months later
g and then missed -- may administer injection up to 4-5 months
g and then missed - May administer injection up to 2 months

on to Injectable Extended-Release Buprenorphine: A Randomized Clinical Trial. JAMA Netw
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r patient and goals of care
t should be discussed with patients
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in fentanyl era
ementation
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ated date: 2026-01-08.

Maintenance Dose of Extended-Release Buprenorphine in
ed for Opioid Use Disorder.Harm Reduction Journal.
3ight BR, Latfont CM, Zhao Y.

ectable Extended-Release Buprenorphine: A Randomized
2025. Shiwach R, Le Foll B, Alho H, et al.

epot (CAM2038) and Hydromorphone Blockade in Individuals
omized Clinical Trial.JAMA Psychiatry. 2017. Walsh SL, Comer

s Buprenorphine Depot Formulations vs Daily Sublingual
Treatment of Opioid Use Disorder: A Randomized Clinical
8. Lofwall MR, Walsh SL, Nunes EV, et al.

renorphine Treatment of Opioid Use Disorder for Individuals
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