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Learning Objectives

• Understand pharmacology of long-acting injectable buprenorphine

• Compare Sublocade®  and Brixadi®

• Review dosing, initiation, and patient selection

• Discuss safety, monitoring, and implementation

• Discuss common clinical challenges and scenarios



BUP XR 
formulations

• Provide higher and more consistent serum levels than 
current SL dosing 

• Option for patients who cannot stabilize on current 
sublingual (dosage, formulation, stability)

• Steady state not reached for 4-6 injections congruent 
with clinical need for SL supplementation earlier in 
treatment

• Emerging use in inductions and rapid starts 

Ochalek, Drug Alcohol Depend Rep. 2023
Peckham JSAT 2021
Sublocade [bup extended-release package insert] Indivior Feb 2020



For Whom?

DSM 5 criteria moderate or severe OUD

Administration only by healthcare professional, as early as q 26 days covered

Pt goals:

• Abstinence?

• Decrease OD, less chaotic/frequent use?

• Convenience? Challenges with adherence or managing meds? 

• Challenges with BUP initiation/precipitated withdrawal?

• Wish to keep OUD more private/lack of pill or film burden?

• Pending incarceration, travel? 

• *Wish to taper off?  (not evidence based)

Should be voluntary; Never mandated

Ling et al, 2019
Peckham AM, Kehoe LG, Gray JR, Wakeman SE. Real-world outcomes with extended-release buprenorphine (XR-BUP) in a low threshold bridge clinic: A retrospective case 
series. J Subst Abuse Treat. 2021 Jul;126:108316. doi: 10.1016/j.jsat.2021.108316. 



Specialty Pharmacy vs. 
Buy and Bill

Table courtesy of Andrea Jodat, BMC OBAT



Feature Sublocade Brixadi

Active Ingredient Buprenorphine (long-acting) Buprenorphine (long-acting)

FDA Approval 2017 2023

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

Weekly or Monthly

Injection Sites
*Abdomen, thigh, buttock, upper 
arm

Abdomen, thigh, buttock, upper 
arm 

Dose Options 100 mg & 300 mg monthly
Weekly: 8, 16, 24, 32 mg • Monthly: 
64, 96, 128 mg

Storage Refrigerate (2–8 °C) Room temperature

Onset Requirements
*Can start after single dose 
transmucosal buprenorphine

Can start after a single dose of 
transmucosal buprenorphine

Removal if Needed
Depot can be removed within ~14 
days

Not recommended / typically not 
removable

Flexibility for Titration Moderate (monthly adjustments) Higher (weekly dose adjustments)

Typical Use Case Maintenance therapy Induction & maintenance therapy



Parameter
Transmucosal 
Buprenorphine(SL/Buccal, 
daily)

Brixadi – Weekly Brixadi – Monthly Sublocade 100 mg Sublocade 300 mg

Route / Formulation Sublingual / transmucosal
SC extended-release 
depot

SC extended-release 
depot

SC polymer depot SC polymer depot

Typical Dose Range 8–24 mg/day 8–32 mg weekly 64–128 mg monthly 100 mg monthly 300 mg monthly

Tmax (Absorption Peak) ~1–4 h ~24 h ~6–10 h ~24 h ~24 h

Apparent Half-Life* ~24–42 h (1–2 days) ~3–5 days ~19–26 days ~43–60 days ~43–60 days

Time to Steady State ~7–10 days
~4 weekly doses (~1 
month)

~4 monthly doses (~4 
months)

~4–6 months ~4–6 months

Steady-State Plasma 
Levels

Lower troughs; high daily 
variability

Moderate, smoother than 
SL

Flatter monthly profile Sustained plateau Highest sustained plateau

Peak–Trough Variability High (daily cycling) Moderate Low Very low Very low

Estimated μ-Opioid 
Receptor Occupancy†

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

~80–90% ~85–95% ~90–95% ~95%+ sustained

Clinical PK 
Characterization

Fast on/off, adherence-
dependent

Flexible titration Maintenance-oriented Long-acting maintenance
Highest, most stable 
exposure

1.SUBLOCADE. FDA Drug Label. Updated 
date: 2026-01-08.
2. Greenwald MK, Wiest KL, Haight BR, 
Laffont CM, Zhao Y. Harm Reduction 
Journal. 2023.
3. Shiwach R, Le Foll B, Alho H, et al. JAMA 
Network Open. 2025.
4.BRIXADI. FDA Drug Label.
5.Walsh SL, Comer SD, Lofwall MR, et al. 
JAMA Psychiatry. 2017.
6. Lofwall MR, Walsh SL, Nunes EV, et al. 
JAMA Internal Medicine. 2018.
7.Weimer MB, Herring AA, Kawasaki SS, et 
al. Journal of Addiction Medicine. 2023.

https://dailymed.nlm.nih.gov/dailymed/drugInfo.cfm?setid=6189fb21-9432-45f8-8481-0bfaf3ccde95
https://dailymed.nlm.nih.gov/dailymed/drugInfo.cfm?setid=5d8a8fd0-8619-422a-a664-d1d2e8970f48


BUP XR Sublocade® Considerations

Ochalek, Drug Alcohol Depend Rep. 2023
Peckham, Kehoe, Gray JSAT 2021
Sublocade [bup extended-release package insert] Indivior Feb 2020

SUBLOCADE. FDA Drug Label.Updated date: 2026-01-
08.

https://dailymed.nlm.nih.gov/dailymed/drugInfo.cfm?setid=6189fb21-9432-45f8-8481-0bfaf3ccde95
https://dailymed.nlm.nih.gov/dailymed/drugInfo.cfm?setid=6189fb21-9432-45f8-8481-0bfaf3ccde95


BRIXADI®: Dosing Regimen
• Patients not currently receiving buprenorphine: 24 mg SQ once weekly titrated up over the first week 

as follows
• Administer a test dose of transmucosal buprenorphine 4 mg if signs of mild to moderate withdrawal appear

• Initiate 16 mg SQ, followed by an additional dose of 8 mg SQ within 3 days of the first dose to achieve the recommended 24 mg weekly 
dose 

• Clinical trials have also utilized single 24 mg dose without subsequent rescue doses

• If needed, during this first week of treatment, administer an additional 8 mg dose, waiting at least 24 hours after the previous injection, 
for a total weekly dose of 32 mg SQ (maximum weekly dose)

• Subsequent weekly injections based on the total weekly dose established during week 1

• Can also use supplemental SL instead of rescue SQ doses

Patients switching from transmucosal 
buprenorphine-containing products to Brixadi®

Patients transitioning between weekly and 
monthly Brixadi® formulations





Patient Counseling

• Long duration of action
• If treatment is discontinued, withdrawal may not occur for weeks to months

• Risk of serious harm/death if injected intravenously

• Risk of withdrawal if depot is tampered with or removed

• Pregnancy

• Education about nodule, mild site reactions

• If concern about site reaction, have ED provider contact SUD provider

• Potential need for SL supplementation

• OD prevention, harm reduction



Anesthesia  -- MGH protocol

Kehoe, LG, Gray, J, MGH SUD Bridge Clinic



Summary of Buprenorphine Initiation Approaches

Weimer, Herring J Addict Med 2023



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

• Fentanyl analogs
• Rapid onset crossing blood brain barrier
• 50-100x potency vs. morphine
• Highly lipophilic, rapid fat sequestration
• Regular use leads to delayed renal clearance (Mean ~2 

weeks, may take 4+ weeks1)

• Unpredictable withdrawal course 
• Implicated in buprenorphine-precipitated withdrawal 
• Might extend opioid withdrawal and post withdrawal 

sequalae

• Polysubstance use / exposure
• Contributing to morbidity + overdose mortality 
• Complicating withdrawal experience for patients 

• Adulterants like Xylazine /Medetomidine
• Complicating withdrawal management 

Bottom Line: Unclear how to guide our patients when we don’t 
know what they are taking or how it impacts them 

 
Huhn AS, Hobelmann JG, Oyler GA, Strain EC. Protracted renal clearance of fentanyl in 

persons with opioid use disorder. Drug Alcohol Depend. 2020 Sep 1;214:108147. doi: 
10.1016/j.drugalcdep.2020.108147.

Silverstein SM, Daniulaityte R, Martins SS, Miller SC, Carlson RG, 2019 “Everything is 
not right anymore”: Buprenorphine experiences in an era of illicit fentanyl. 

International Journal of Drug Policy. 74, 76–83. 



High dose buprenorphine initiation in ED: 
what can we learn?

• 1 Prospective cohort study of ED patients across country, 75% w/confirmed 
HPSO exposure, received bup >8mg 
• POW <1%

• 2 retrospective cohort studies of HDB across 16 ED’s in California reported 
no increased AE compared with standard initiation
• Precipitated withdrawal was rare (<2%)

• Applicability to practice?
• 1 study occurred before widespread HPSO
• 1 study reported low incidence of HPSO use
• Does not match what many providers are seeing clinically

 



Case

• 32 yom with severe OUD with numerous complications, PTSD, 
challenges with med adherence, internalized and externalized stigma 
MOUD, repeat experience stopping and returning to fentanyl use

• Last fentanyl use > 3 days ago

• Detained, in severe WD with COWS 17 by the time you see him

• Goal: stop OD, eventual opioid abstinence, no daily meds

Considerations?



High dose 
buprenorphine 
learning points

• Ensure in opioid withdrawal

• The earlier in withdrawal the higher the initial dose 
needed (at least 24mg, case reports up to 64mg in 
16mg increments)
• Day 2+ return to 16-24mg

• Go BIG or get stuck in withdrawal; avoid 2-4mg dose  

• Harm reduction education and support key

• Consider comfort meds to aid fear of POW

• Need more data re: outpatient experience not 
aligning with ED case series



Case continued

• After discussion of options, he chooses Sublocade 

• Receives 300 mg, injection #1 and #2 booked in 4 weeks

• Ongoing cravings and mild withdrawal symptoms

• Does not have access to SL BUP 

• Used fentanyl this AM

Considerations?



• Multisite study aiming to rapidly expand access to 
ED-initiated BUP across 28 diverse EDs in the US 
(mix of geography, urban/suburban, and 
academic/community)

• Patients with COWS 4+ given 24 mg SC injection, 
observed for 2 H, and discharged (no rescue 
doses or supplemental SL) w/ follow-up in 7 days

• Vast majority of individuals in this trial tolerated 
7-day XR-BUP injectable, even at low levels of 
withdrawal (COWS scores of 4), allowing for 
initiation of BUP early in the ED visit

• Very low rates (>0.5%) of precipitated withdrawal

Low Dose Initiation:
ED-INNOVATION Trial

D'Onofrio G, Perrone J, Hawk KF, Cowan E, McCormack R, Coupet E Jr, Owens PH, Martel SH, Huntley K, Walsh SL, Lofwall MR, Herring A; ED-INNOVATION Investigators. Early 
emergency department experience with 7-day extended-release injectable buprenorphine for opioid use disorder. Acad Emerg Med. 2023 Dec;30(12):1264-1271. doi: 
10.1111/acem.14782. Epub 2023 Aug 22. PMID: 37501652; PMCID: PMC10822018.



Case 

• 27 yo unhoused with 10yr hx severe OUD, uses fentanyl IV, cocaine, 
benzodiazepines

•  hx of necrotizing fasciitis, numerous OD, GAD.

• Goals: abstinence and transition to XR Buprenorphine

• “I’m desperate. Please help me.”

• She is terrified of POW, having experienced it numerous times

• Adamantly opposed to methadone

• Asks to try Low dose Brixadi initiation today after a friend successfully 
transitioned onto bupe



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

Methods: Retrospective cohort study of 131 DTI initiations 
among 114 high risk patients with OUD across San Francisco and 
Oakland safety-net clinics from March 2024 to May 2025. 

Patients were initiated on weekly long-acting buprenorphine 
and evaluated for withdrawal severity in the first 24 h and 
calculated continuous treatment retention at 7, 30, and 90 days 
using pharmacy and chart data.

Results: Mean age was 42 years; 79 % reported fentanyl use, 
and 67 % were unstably housed or unhoused. In the 24 h after 
injection, 37 % experienced no withdrawal, 31 % experienced 
mild-moderate withdrawal, and 11 % experienced severe 
withdrawal, with 21 % missing data. Overall, 72 % continued 
buprenorphine beyond initial injection, with most transitioning 
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.

Low Dose Initiation: 
Direct to Inject (DTI) XR Buprenorphine



• SL buprenorphine has rapid absorption, 
but low oral bioavailability; reaches peak 
in 60 min

• After 24 mg SC injection Brixadi®, plasma 
concentrations are therapeutic for 
craving and withdrawal between 6-8 
hours, peak level usually within 20 hours 
achieved within 20 h. Terminal half-life is 
between 70 and 107 hours

• Slower rise in blood plasma level makes 
it a possible agent for low-dose initiation 
(as opposed to rapid rise from 
Sublocade®)

Pharmacokinetics of Brixadi®

• D'Onofrio G, Perrone J, Hawk KF, Cowan E, McCormack R, Coupet E Jr, Owens PH, Martel SH, Huntley K, Walsh SL, Lofwall MR, Herring A; ED-INNOVATION Investigators. Early emergency department experience with 
7-day extended-release injectable buprenorphine for opioid use disorder. Acad Emerg Med. 2023 Dec;30(12):1264-1271. doi: 10.1111/acem.14782. Epub 2023 Aug 22. PMID: 37501652; PMCID: PMC10822018.





DTI in Low 
Threshold Setting Objective: Evaluate short-term outcomes of an injectable-only overlapping 

buprenorphine initiation protocol
Design & Setting:
•Retrospective cohort study (Sept 2024–Jan 2025)
•Urban 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):
•Day 1: Weekly 8 mg injectable buprenorphine
•Day 2: Weekly 16 mg injectable buprenorphine
•Day 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



Case 5

• 40 yom with MDD, PTSD, severe OUD in sustained remission on BUP 
XR x 12  months, requests discontinuation.

• Received 6+ months 300 mg, followed by 100 mg monthly injections

• Currently no breakthrough sx, working, feeling well supported and 
just tired of receiving monthly injections and feels he no longer needs 
MOUD.

Considerations?



Taper

-Model simulations indicate that steady-state buprenorphine plasma concentrations decreased slowly over time 
following the last injection. Concentration levels remained at therapeutic levels for 2 to 5 months on average, 
depending on the dosage administered
-After achieving steady state, patients discontinuing SUBLOCADE may have detectable plasma levels of 
buprenorphine for 12 months or longer
-NIDA study underway  
-OUD is a chronic recurring condition and patients should be informed of risk of recurrence of symptoms and 
return to use

Indivior prescribing information



BRIXADI®

At what intervals will insurance cover injections? 
If previously stabilized on buprenorphine

• From Sublocade or SL buprenorphine: at any point; insurance does not factor recent Brixadi in covering Sublocade
• From Monthly Brixadi: as early as 26 days will be covered for monthly

• From Weekly Brixadi: at any point without insurance objections 

If new to buprenorphine
• From weekly Brixadi:

• May Dose monthly Brixadi as early as 24h after

• From fentanyl: see ED INNOVATION for COWS>4 and Seattle DTI overlapping protocol with weekly Brixadi

• May Dose monthly Brixadi as early as 24h after

• Insurance: time of weekly Brixadi does not impact monthly timing

• Pharmacologically: recommend wait at least 24h from having the equivalent of weekly Brixadi 24mg (including SL buprenorphine) prior to monthly dose, 
unless COWS>4 and counseled appropriately



Missed injections:

• If Received Brixadi® and had a return to fentanyl use
• Very limited data
• half-life of monthly Brixadi (19-26d) is far shorter than that of Sublocade (40-60d); 

• recommend oral lead-in or weekly doses (DTI) if exceeding ~6 weeks

• half-life of weekly Brixadi (4-5d) is very short
• proceed with caution if >8 days from last Brixadi

• If received Sublocade®  :
• Half-life is 40-60 days
• One injection of 300 mg and then missed  -- may administer injection up to 2 months later
• Previously stabilized on 300 mg and then missed -- may administer injection up to 4-5 months
• Previously stabilized on 100 mg and then missed - May administer injection up to 2 months 

Shiwach R, Le Foll B, Alho H, et al. Rapid vs Standard Induction to Injectable Extended-Release Buprenorphine: A Randomized Clinical Trial. JAMA Netw 
Open. 2025;8(10):e2537319. doi:10.1001/jamanetworkopen.2025.37319



Take home thoughts

• Individualize your approach, listen to your patient and goals of care

• Each approach has risks and benefits that should be discussed with patients

• Sublocade
• Long half-life (40–60 days) → forgiving if doses delayed
• Insurance allows early dosing (~26 days)
• No oral lead-in needed if within accepted late windows
• Rapid initiation possible after SL or Brixadi

• Brixadi
• Weekly and monthly formulations
• Shorter half-life than Sublocade → less forgiving if late
• Useful for fentanyl DTI protocols
• Monthly dose can be given 24–72h after weekly in DTI

• Expect maintenance doses to be higher in fentanyl era

• Time to steady state: may need SL supplementation

• More data needed

• Don’t forget methadone!
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