Protocols and lessons learned in

Integrating longacting .
buprenorphine and antlretrovwals‘

In HIV primary care
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Objectives

~ Describe the epidemiology, risks, and clinical outcomes for people with
HIV who use opioids

~ Recognize the evidence -base for medications for opioid use disorder
and describe the pharmacology of long -acting injectable
buprenorphine

_ ldentify how long -acting injectable buprenorphine can be integrated
with long-acting injectable antiretroviral therapy through nurse  -driven
protocols
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Three Waves of Opioid Overdose Deaths
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12 Month-ending Provisional Number and Percent Change of Drug
Overdose Deaths

Based on data available for analysis on: September 7, 2025

Figure 1a. 12 Month-ending Provisional Counts of Drug Overdose Deaths: United States
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Summary @ Drugs Involved | Trends | Demographics Geography = Methods Report

King County Fatal Overdose Dashboard Public Health k

Updated 5/12/2026 Seattle & King County

Summary of Overdose Deaths in King County

@Click boxes for more information

Drugs Involved Multiple types of drugs are usually involved in a fatal overdose.

The number of overdose deaths has fluctuated since peaking in 2023.

Demographics Overdose incidence varies by age, sex, race, and presumed living situation.

Overdose deaths most frequently occur in Seattle and South King County.

Methods Report This report describes the data sources, definitions, and measures utilized in this dashboard.

Monthly Trends in Fatal Overdoses in King County

Data source: King County Medical Examiner’s Office
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Are we in a@
wave”?

Preventive Medicine 152 (2021) 106541

Contents lists available at ScienceDirect
Preventive Medicine

journal homepage: www.elsevier.com/locate/ypmed

Check for
updates

The fourth wave of the US opioid epidemic and its implications for the rural
US: A federal perspective

Richard A. Jenkins

National Institute on Drug Abuse, Bethesda, MD, United States of America

ARTICLE INFO ABSTRACT

Keywords: The current opioid epidemic in the United States has been characterized as having three waves: prescription
Opioid epidemic opioid use, followed by heroin use, and then use of synthetic opioids (e.g., fentanyl), with early waves affecting a
Rural health population that was younger, less predominantly male, and more likely to be Caucasian and rural than in past
S[imulam/opi‘oid epidemic opioid epidemics. A variety of recent data suggest that we have entered a fourth wave which can be characterized
Drug/mental illness . .. . . . ! s . . . .
as a stimulant/opioid epidemic, with mental illness co-morbidities being more evident than in the past. Stimulant
use has introduced new complexities in terms of behavioral consequences (e.g., neurological deficits, suicidal
ideation, psychosis, hostility, violence), available treatments, and engagement into services. These compound
existing issues in addressing the opioid epidemic in rural areas, including the low density of populations and the
scarcity of behavioral health resources (e.g., fewer credentialed behavioral health professionals, particularly
those able to prescribe Buprenorphine). Considerations for addressing this new wave are discussed, along with
the drawbacks of a wave perspective and persistent concerns in confronting drug abuse such as stigma.




Drugs involved in overdose deaths in King County
Data Source: King County Medical Examiner’s Office

Click to view interpretation of the data

Drugs Involved in King County Overdose Deaths, 2015-2025

Drug overdose deaths typically involve multiple drug classes - most commonly opioids and stimulants.

Specific drug classes involved in overdose deaths Number of Overdose Deaths Involving Opioids and/or Stimulants
Note: Individuals can be represented in more than one line Note: Individuals are represented only once; Opicid = Fentanyl, Heroin, an/or Prescription
Opioids; Stimulant = Methamphetamine and/or cocaine
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Drug combinations in 2025 overdose deaths

This bar chart enables viewers to see which drug combinations cause overdose deaths. Click on a drug listed on the left-hand side to see the other drugs also present at time of death.

Selectd to view: . .
elect drug toview Drugs detected in: Fentanyl-involved deaths

@ Fentanyl In 2025, there were 699 overdose deaths that involved Fentanyl, representing 78% of all overdose deaths in King County. These deaths also involved:
() Methamphetamine
O Cocaine At least 1 other drug I, B3
O Prescription apioid Opioid Heroin f1%
O Benzodiazepine prescription opioid | N 8%
O Heroin Stimulant Cocaine I 2%
O Xylazine Methamphetamine | 7%
Alcohol Alcohol P 14%

*Cocaine: this includes both powder Other Drugs Benzodiazepine . 3%
cocaine and rock-like cocaine

Hallucinogens g
commonly referred to as crack. 9 l 2%
Note: Drugs are included here if they Muscle relaxants 0%
were indicated on the death certificate Xylazine ‘ 0%

as a cause of death
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About 17 out of 20 overdose deaths involved illicitly manufactured fentanyl (84%).
Over half of all overdose deaths involved a stimulant (51%); with 46% including cocaine.
Just over 1in 5 overdose deaths was positive for a prescription opioid (22%).

Selected substances present in Maryland overdose deaths, 2019-2024'

Any opioids | 91.5%
llicit fentanyl” [N 84.3%
Any Stimulants [N 51.4%
Cocaine’* NN 45.9%
Prescription opioids* | NG 21.7%
Xylazine [N 15.3%

Benzodiazepines® I 11.6%
Methamphetamine [l 3.9%

Heroin® B 3.3% 5
Cathinones I 2.1%

Kratom J 1.0%

0% 20%




Percentage of Maryland overdose decedents by method of use’, over time
Four (4) most frequently documented routes presented
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In the U.S., the leading route of drug use involved in
overdose deaths changed from injection to smoking*

INJECTION 23%

[
SMOKING 13% :
I
I
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Consider enhancing harm reduction services to reach people who use drugs by smoking

Provide naloxone and Conduct . h Emphasize risk of overdose
fentanyl test strips U PN ONS S9C when drugs are smoked
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HIV and Opioid Use

A People who use opioids are at increased risk of worse HIV
care outcomes:

Increased risk of HIV infection
Decreased access to prevention, including testing
Lower rates of HIV viral load suppression

A While integrated HIV care (treatment and prevention) with
OUD treatment improves care outcomes:

Access to treatment continues to be limited
1 year retention in treatment care is low

A Limited evidence of co -delivered HIV care and opioid
treatment, particularly extended -release formulations
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Opioid Use Disorder Management



MOUD

3 Medication for opioid use disorder

(MOUD) is the gold standard treatmen ’

for people with opioid use disorder

(OUD).

A Associated with decreases in future
drug use, risk of infectious disease
transmission, and adverse drug use
events, including overdose.

A However, access to MOUD is
limited for many patients.

- ] - — I ™~ | - -
Full agonist Partial agonist
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Methadone Buprenorphine
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MOUD

3 Medication for opioid use disorder Methadone Buprenorphine
(MOUD) is the gold standard treatmen ®e%"°
for people with opioid use disorder
(OUD).

A Associated with decreases in future
drug use, risk of infectious disease
transmission, and adverse drug use
events, including overdose.

e @
> 4
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@
A However, access to MOUD is limited Y
for many patients _ rartia’agonst
A Not on Naltrexone in OUD S .




Health systems break

Where can patients get these medications?

> Oploid Treatment Programs (OTPs)

> Office -based therapy

AOffice -based opioid treatment (OBOT)
> Role of Nurses care -managers

UNIVERSITY of WASHINGTON



Quick Methadone Note

It interacts with EVERYTHING!
Okay not really

But make sure to document when patients are in a
methadone program

Dose adjustments of methadone needed for some
classes of ART (particularly some NNRTIs and PIs)

Methadone can also cause QT prolongation

o Do Do Do D>



Brief health screen

We ask all our adult patients about substance use
and mood because these factors can affect your

health. Please ask your doctor if you have any
questions. Your answers on this form will remain

S C R E E N I N G confidential.

. -1 12 oz. 5 oz. T 1.5 oz.
Alcohol: One drink = %E'ﬂ beer wine liquor (one shot)

=

A Alternatives How many times in the past year have you had 4 or more drinks in a day?

A Alcohol to ask the number of
standard drinks per week

A Outside of the 7?14 range per Drugs: Recreational drugs include methamphetamines (speed, crystal) cannabis (marijuana, pot),
week Is also considered inhalants (paint thinner, aerosol, glue), tranquilizers (Valium), barbiturates, cocaine, ecstasy,
prOblem atic hallucinogens (LSD, mushrooms), or narcotics (heroin).

A Recreational drugs How many times in the past year have you used a recreational drug or
used a prescription medication for non-medical reasons?

A Opioids (heroin, fentanyl,
prescription pills not

prescribed to you) Mood:
No Yes
A Stimulants (COCQI ne, crack, During the past two weeks, have you been bothered by little interest o o
methamphetamme) or pleasure in doing things?
A Benzos During the past two weeks, have you been bothered by feeling down, o o
depressed, or hopeless?




DSM-5 Criteria for Diagnosis of Opioid Use Disorder

Diagnostic Criteria*

These criteria not considered to be met for those individuals taking opioids solely under appropriate medical supervision.

Check all that apply
Opioids are often taken in larger amounts or over a longer period of time than
intended.

There is a persistent desire or unsuccessful efforts to cut down or control opioid
use.

A great deal of time is spent in activities necessary to obtain the opioid, use the
opioid, or recover from its effects.

Craving, or a strong desire to use opioids.

Recurrent opioid use resulting in failure to fulfill major role obligations at work,
school or home.

O l | D Continued opioid use despite having persistent or recurrent social or
interpersonal problems caused or exacerbated by the effects of opioids.

- " Important social, occupational or recreational activities are given up or reduced
I ag n O S I S because of opioid use.

Recurrent opioid use in situations in which it is physically hazardous

Continued use despite knowledge of having a persistent or recurrent physical or
psychological problem that is likely to have been caused or exacerbated by
opioids.

*Tolerance, as defined by either of the following:

(a) a need for markedly increased amounts of opioids to achieve intoxication or
desired effect

(b) markedly diminished effect with continued use of the same amount of an
opioid

*Withdrawal, as manifested by either of the following:

(a) the characteristic opioid withdrawal syndrome

(b) the same (or a closely related) substance are taken to relieve or avoid
withdrawal symptoms

Total Number Boxes Checked:

Severity: Mild: 2-3 symptoms. Moderate: 4-5 symptoms. Severe: 6 or more symptoms



DSM-5 Criteria for Diagnosis of Opioid Use Disorder

Diagnostic Criteria*
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Clinical Opiate Withdrawal Scale (COWS)

1. Resting pulse rate: Pulse rate 80 or below Uo
Measured after patient is sitting or lying Pulse rate 81-100 Q1
Jor L Pulse rate 101-120 Q2

Pulse rate greater than 120 U4

bpm

2. GI upset:

Over last % hour

No GI symptoms 1o

Stomach cramps U1

Nausea or loose stool 2

Vomiting or diarrhea 3

Multiple episodes of diarrhea or vomiting W5

3. Sweating:
Over past ¥ hour not accounted for by
room temperature or patient activity

No report of chills or flushing Lo

Subject report of chills or flushing U1
Flushed or observable moistness on face U2
Beads of sweat on brow or face 3

Sweat streaming off face U4

4. Tremor: No tremor Uo
Observation of outstretched hands Tremor can be felt, but not observed Q1
Slight tremor observable W2

Gross tremor or muscle twitching (4

Able to sit still Lo

Reports difficulty sitting still, but is able to do so Q1
Frequent shifting or extraneous movements of legs/arms U3
Unable to sit still for more than a few seconds 5

5. Restlessness:

Observation during assessment

6. Yawning:
Observation during assessment

No yawning 1o

Yawning once or twice during assessment 1
Yawning three or more times during assessment 2
Yawning several times per minute (4

7. Pupil size Pupils pinned or normal size for room light Qo
Pupils possibly larger than normal for room light Q1

Pupils moderately dilated Q2

Pupils so dilated that only the rim of the iris is visible Qs

8. Anxiety or writability None Qo

Patient reports increasing irritability or anxiousness U1
Patient obviously irritable or anxious U2
Patient so irritable or anxious that participation in the assessment is difficult L4

9. Bone or joint aches:
If patient was having pain previously, only the additional components

Not present Lo

Mild diffuse discomfort 41

Patient reports severe diffuse aching of joints/muscles L2
Patient is rubbing joints or muscles and 1s unable to sit still because of discomfort L4

attributed to opiate withdrawal is scored

10. Gooseflesh skin Skin is smooth o
Piloerection of skin can be felt or hairs standing on arms W3

Prominent piloerection Q5

11. Runny nose or tearing:
Not accounted for by cold
symptoms or allergies

Not present Lo
Nasal stuffiness or unusually moist eyes 1
Nose constantly running or tears streaming down cheeks 4

The total score is the sum of all 11 items. Total Score:

SCORE: 5-12=mild
13-24=moderate
25-36=moderately severe

more than 36=severe withdrawal



Other Important Pieces of Information

A Amount of opioid used per day
A Method of use

A History of injecting

A Overdose history

AOt her substance use (d
A Co-morbidities

A Substance use treatment history

A Check Prescription Drug Monitoring Program




Principles for Prescribing

A Precipitated withdrawal is a concerns, but should not
inhibit prescribers

A During initiation, you want to replace mu receptors
bound by fentanyl (or unbound) with buprenorphine

A Buprenorphine is competitively binding

A Is the patient experiencing withdrawals or willing to go
into withdrawals before starting?

A Note: Many patients will have more experience in starting
buprenorphine and know how to titrate




High Dose Initiation

Table
Instructions for a High-Dose Buprenorphine-Naloxone Initiation"
Day Buprenorphine-Naloxone Quantity of Films per Day Dosing Frequency Maximum Buprenorphine Dose Full Agonist Opioid
0 0 0 0 0 0
1 One or two 8-2 mg films to start then one Upto4 As rapid as every 1-2 h 32 mg 0
8-2 mg film every 1-2 hours up to 32 mg
2+ One 8-2 mg film up to 3 times daily (TID) Upto3 Up to 1 film TID 24 mg 0

A Best for patients currently in withdrawals or able to wait

A Full agonist use not recommended with this protocol

A Day 0 is a full day of abstinence from a full opioid agonist (typically fentanyl)
A Higher dose on day 1 allows for better saturation of receptors

A 24mg-32mg is sometimes needed as a maintenance dose

A Check-in with patient by day 3




Low Dose Initiation

3-day Sublingual Cross Taper Start

Prescribe 2 mg buprenorphine films #6, 8 mg buprenorphine films #4 for 3 day supply)*

o Day 1: 0.5 mg (1/4 of 2mg strip) SL buprenorphine g3 hours (4 mg total daily dose), continue full opioid agonists

o Day 2: 1 mg(1/2 of 2 mg strip) SL buprenorphine g3 hours (8 mg total daily dose), continue full opioid agonists

e Day 3:8-16 mg (1-2 8 mg strips) SL buprenorphine once daily and 4 mg SL q6h prn withdrawal (max 32 mg total
daily dose), wean or stop full opioid agonists

7-day Sublingual Cross Taper Start

Prescribe 2 mg buprenorphine SL strips # 15, 8 mg buprenorphine SL strips #4 for 7 day supply

Day 1: 0.5 mg (1/4 of 2 mg strip) buprenorphine SL daily (0.5 mg total daily dose), continue full opioid agonist
Day 2: 0.5 mg (1/4 of 2 mg strip) buprenorphine SL BID (1 mg total daily dose), continue full opioid agonist

Day 3: 1 mg (1/2 of 2 mg strip) buprenorphine SL BID (2 mg total daily dose), continue full opioid agonist

Day 4: 2 mg buprenorphine SL BID (4 mg total daily dose), continue full opioid agonist

Day 5: 3 mg (1+1/2 of 2 mg strip) buprenorphine SL BID (6 mg total daily dose), continue full opioid agonist
Day 6: 4 mg (2 of 2 mg strip) buprenorphine SL BID (8 mg total daily dose), continue full opioid agonist

Day 7: 6 mg (3 of 2 mg strip) buprenorphine SL BID (12 mg total daily dose), continue full opioid agonist

Day 8: 16 mg (2 of 8 mg strip) buprenorphine qday and 4mg (1/2 of 8 mg strip) g6h prn withdrawal (max 32 mg
total daily dose), wean or stop full opioid agonists

Difficulty starting buprenorphine in the
past

Transitioning from prescribed full agonists
to buprenorphine (including methadone)

Patient wants to continue full opioid
agonist use during transition

Not currently in significant withdrawals

Able to self -administer doses on a more
difficult schedule



Injectable Buprenorphine

Daily Sublingual BRIXADI BRIXADI
Buprenorphine Dose* Weekly Monthly

A Can be dosed weekly or monthly

A Typically, 7 days of SL buprenorphine S | —
needed before transitioning o : o

A Two brands: Sublocade (monthly )
doses) and Brixadi (weekly and e o 2imoctionst PRSP R iSeRoy
monthly doses) TR B

(AND UP TO 1 MONTH AFTER
FIRST INJECTION)

Dose a4+

A Sub-cutaneous injection -~

L 100mo (o TR

MONTHLY

View More + View More +

A Lidocaine recommended




3 Day LongéActing Injectable Buprenorphine Protocol

Day 1 Day 2 Day 3 Day 4 Day 5 Day 6 Day 7 Day 8 Day 9
Brixadi 8 Give Brixadi | Give Brixadi | Restart at
mg given 16 mg 16 mg Brixadi 8

mg

Brixadi 16 | Give Give Give Repeat Repeat Repeat Restart at
mg given monthly monthly monthly Brixadi 16 Brixadi 16 Brixadi 16 Brixadi 8
injection injection injection mg mg mg mg

For individuals with heavy fentanyl use

Full agonist likely needed during protocol

Use of 3 injections

Limit risk of precipitated withdrawals

Increase success of saturating mu receptors with buprenorphine
Preliminary data shows good retention in protocol

A
A
A
A
A
A

Waters RC, Hoog J,Bell C, et al. Injectable -Only Overlapping Buprenorphine Starting Protocol ina Low  -Threshold Setting. JAMANetw Open. 2025;8(8):2527016.
doi:10.1001/jamanetworkopen.2025.27016




Buprenorphine dosing anggharmacokinetics

BRIXADI

A Monthly or weekly

A Before starting: 4 mg Sbupe
A Small injection volume

SUBLOCADE
A Monthly
A Before starting: 4 mg Sbupe

A '—8;; gseoglect'f)”lVg'UTe A Weekly 0.16 mL- .64 mL
mgis L.om A Monthly 0.18 mLT 0.36 mL
A 100 mgis 0.5 mL _
A taltf A Half-life
Z ;1I3€60 ] A Weekly 35 days
-ou days A Monthly 19-26 days

A Elimination period A Elimination period

A 215-300 days A Weekly 1525 days
A Monthly 95130 days



o Do o Io Do

Injection sites and process ) \ |
.- ‘ s arm

Color of medication can vary Abdomen
Subcutaneous tissue e .
Buttock

Tissue site should be free of skin conditions Thigh

Medication is viscous, will take time forbubble to rise, will N
be a hard push

Use SQ lidocaine prior to administration 1% 2mL;27 l
gauge5/8 inch needle
0 Sublocade

Angle of injection

0 ~ 45 degrees $ublocade) “"E

0 ~90 degrees Brixad)

Count to 2 before removing needle

Monitor for 15 minutes after * dose




Patient education

A Injection might be painful, you might feel a burning
sensation

A There will be a lump that you can see and feel

A You will feel the most effect from this medication
24 hours later

A The first few doses are loading doseand you may
need SlLbupe

A Once loaded this will last a longtime



