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Purpose

This document aims to answer frequently asked questions about Low-dose Buprenorphine
Induction in the Setting of Chronic Pain Management and Opioid Use Disorder

1. What is buprenorphine microdosing/microinduction, now called low-dose
buprenorphine induction (LDBI)?*

Buprenorphine is a first-line pharmacotherapy option for patients with opioid use disorder
(OUD) and has become popularin recent years as an option for chronic pain management.
Traditionally, the conversion from full mu agonists to buprenorphine has required patients
to taper and discontinue their previous opioid and experience withdrawal symptoms
before initiating buprenorphine as a means to prevent precipitated withdrawal.
Buprenorphine microinduction, or low-dose buprenorphine induction (LDBI), has emerged
in recent years as a method to convert patients to buprenorphine that reduces the risk of
precipitated withdrawal and bypasses the need for prolonged opioid tapers. LDBI involves
administering small doses of buprenorphine (0.25-2 mg/day of sublingual or 5-20 mcg/h of
transdermal buprenorphine) while the full opioid agonist is continued. Both the dose and
frequency of administration of buprenorphine are gradually increased until a therapeutic
dose is achieved. At that point, the full opioid agonistis discontinued without the need for
a slow taper. This process may take place over a 3- to 10-day period in the outpatient
setting but may be done more quickly in the inpatient setting.

a. Pharmacology?

Buprenorphine is a partial agonist at the mu opioid receptor, meaning it does not
fully bind to the receptor. Additionally, it has an effect at the kappa and delta opioid
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receptors. The partial interaction at the mu receptor is sufficient to reach an
analgesic threshold with a ceiling effect for respiratory depression. Interaction at
the kappa and delta receptors leads to decreased constipation, dysphoria and
abuse potential while also reducing mental depression. Buprenorphine is a full-
agonist at the opioid receptor-like 1, which may also contribute to analgesia.
Buprenorphine has high binding affinity at the mu-opioid receptor and is slow to
dissociate.

b. Why are low doses of buprenorphine used?’

Opioid withdrawal occurs when mu opioid receptor occupancy by full agonists is
reduced. Sublingual maintenance doses of buprenorphine for OUD of 2, 16, and 32
mg/day have been shown to reduce mu opioid receptor binding availability by 41%,
80%, and 84%, respectively. Therefore, it’s plausible that small doses of
buprenorphine (0.25-1mg/day) only displace a small percentage of receptors and
the threshold to induce withdrawal is not met.

2. When should LDBI be considered?

Buprenorphine is indicated for the management of moderate to severe chronic pain that
requires a continuous, around-the-clock opioid analgesic for an extended period. It should
be considered if the patient is assessed as high risk for traditional oral opioid therapy — this
includes patients on high dose chronic opioid therapy (i.e. patients struggling with reducing
dose or tapering off other opioids), those with mental health comorbidities (including
substance use disorders) or medical comorbidities (sleep apnea, COPD, significant CVD,
renal/hepatic impairment), or geriatric patients as they may be more susceptible to
adverse reactions related to traditional opioids. It should also be considered if the patient
has documented difficulty swallowing or poor/unpredictable gastrointestinal absorption
(e.g., short bowel; nausea, vomiting).

3. Howis LDBI induction done?

a. Prescribing information for buprenorphine products recommends either holding or
tapering the full-agonist before buprenorphine initiation.® LDBI is an off-label
approach.

b. Low dose buprenorphine induction initiates a low dose of buprenorphine while
continuing full mu-agonists. The full mu-agonists are then tapered. The timeframe
varies depending on the setting and patient factors. Rapid LDBI is often the
approach used in OUD to get patients to therapeutic doses quickly.?*
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The specific buprenorphine products list daily oral morphine equivalents
(OME) ranges for each dose and product.>” Patients on higher daily OMEs
may require higher dose products labeled for OUD (if your state regulations

allow).

c. Rotating for chronic pain*

Consider reducing the long-acting opioid while covering with short-acting
opioid to allow for gradual reduction of short-acting doses.

Start buprenorphine at a very low dose.

1.

Buprenorphine patch: apply 5 or 10 mcg/hr patch on Day 1. Steady
state is reached by day 3, patients can have breakthrough full-
opioid agonists. The patch can be increased every 72 hours. The
max dose is 20 mcg/hr patch applied every 7 days. If this is
insufficient to provide pain control, switch to another
buprenorphine product.®

Buprenorphine buccal film: start with 150 mcg once or twice a day.
Steady state is reached by the 6" dose (~3 days). The dose can be
increased in 150 mcg BID increments (300 mcg/day total), every 4
days.®

Buprenorphine sublingual (OUD labeled products) for patients on
higher doses: start with 0.5 mg to 1 mg once or twice a day. Steady
state is reached in about 3-4 days. The dose may be increased
every 3 days.’

Counsel the patient:

1.
2.

May be able to reduce short-acting as needed opioids by day 2-3.
Check in with the patient every 3-4 days and taper the long-acting
or scheduled opioids based on utilization, maintaining short-acting
as needed doses.

iv. Patients may continue full opioid agonist for as needed analgesia.
d. Rotating for OUD?
A sample induction is shown below, in Table 1.
The faster timeframe has been used mostly in the inpatient setting to
rapidly transition but may be considered in the outpatient setting after
discussion with the patient. The timeframe can be adjusted as tolerated by

the patient.

Once at 16 mg/day of sublingual buprenorphine, full opioid agonists can be
stopped without risk of withdrawal.
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Table 1: Sample Low Dose Buprenorphine Induction Protocol for OUD

Day SL Full Opioid SL Buprenorphine Full Opioid
Buprenorphine Agonists (rapid plan) Agonists
1 0.5mg (a Continue, no 0.5 mg (Ya film/tablet) Continue, no
film/tablet) once dose every 6 hours dose
2 0.5 mg (Y4 adjustments 1 mg (2 film/tablet) adjustments or
film/tablet) BID or slowly taper | €very 6 hours slowly taper
3 1mg (2 opioids. 2 mg (1 film/tablet) opioids. Should
film/tablet) BID Should see every 6 hours see fewer
fewer cravings cravings or
or doses of doses of opioids
opioids being being used as
used as buprenorphine
buprenorphine doses increase.
4 2mg (1 doses 8 mg BID Stop full opioid
film/tablet) BID increase. agonists
5 4 mgBID Titrate up as indicated | None
6 8 mgBID Stop full
opioid
agonists

4. What are the limitations/challenges to LDBI in practice?
Prescriber willingness - prescribers may not be familiar with low dose
buprenorphine induction or not feel comfortable prescribing buprenorphine due to
lack of training and experience with the medication.
Insurance coverage - the product may not be covered by insurance, may require
other products to be trialed and failed prior to being covered, or require a prior
authorization based on specific formulation and indications for use.

Potential precipitated withdrawal symptoms - the intended utility of low dose
buprenorphine induction is to negate withdrawal symptoms, but the possible
potentiation of withdrawal may not be entirely minimized. The rate of precipitated
withdrawal varies depending on dosage form and dosing strategy. A study
evaluating tolerability of switching from a full mu-agonist to buccal buprenorphine

a.
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at approximately 50% of the full agonist dose reported no increased risk of opioid
withdrawal.® An observational cohort study using data from an ongoing clinical trial
reported precipitated withdrawal of 0.76% in patients seeking buprenorphine
treatment in emergency departments across the United States.®

. Patient health literacy - induction regimens, especially those using sublingual
buprenorphine, often require partial tablets or films slowly increased over a few
days. The specific protocol detailing the induction may be challenging in select
patient populations. Specific instructions, counseling, educational services, and
frequent provider follow-up are needed to ensure compliance and success during
induction.

. Side effects' - the side effect profile is similar to full opioid agonists, though they
are often less frequent and severe. Below are the most commonly reported side
effects based on dosage form:

a. Buccalfilm - nausea, dental effects — after dissolved take a large sip of
water and swish around mouth then swallow, wait at least 1 hour before
brushing teeth, maintain good oral hygiene and have regular follow up with
dentist

b. Sublingual - headache, insomnia, nausea/vomiting, abdominal pain,
diaphoresis, constipation, dental effects (see above for management)

c. Transdermal patch — nausea, headache, dizziness, drowsiness,
constipation, application-site pruritis (apply low dose topical steroid
approximately 2 hours prior to application of patch)

Cutting films — even though the package insert states the film should not be cut
and should be administered whole, clinical practice often requires the films to be
split. An exploratory study was published in 2019 evaluating cutting methods,
content uniformity, and stability of split films. The cutting methods evaluated
included ruler/razor cut, scissor cut, fold/rip, and fold/scissor cut. All four methods
were found to be acceptable for splitting the films into half, but not quarter
fractions."



sh * | Ambulatory Care
a P Practitioners

References:

1.

10.

11.

De Aquino JP, Parida S, Sofuoglu M. The Pharmacology of Buprenorphine
Microinduction for Opioid Use Disorder. Clin Drug Investig. 2021 May;41(5):425-
436.

Ledn-Barriera R, Zwiebel SJ, Modesto-Lowe V. A practical guide for buprenorphine
initiation in the primary care setting. CCJM. 2023;90(9):557-564.

Webster L, Gundin J, Raffia R, et al. Understanding buprenorphine for use in chronic
pain:Expert Opinion. Pain Medicine. 2020;21(4):714-723.

Powell VD, Rosenberg JM, Yaganti A, et al. Evaluation of buprenorphine rotation in
patients receiving long-term opioids for chronic pain: a systematic review. JAMA
Netw Open. 2021;4(9):e2124152-e2124152.

Purdue Pharma L.P. Butrans (buprenorphine) [Full Prescribing Information]. U.S.
Food and Drug Administration website.
https://www.accessdata.fda.gov/drugsatfda_docs/label/2014/021306s015s019lbl.
pdf. Accessed March 1, 2024.

BioDelivery Sciences International, Inc. Belbuca (buprenorphine) [Full Prescribing
Information]. U.S. Food and Drug Administration website.
https://www.accessdata.fda.gov/drugsatfda_docs/label/2019/207932s012lbl.pdf.
Accessed March 1, 2024.

Indivior Inc. Suboxone (buprenorphine and naloxone) [Full Prescribing Information].
U.S. Food and Drug Administration website.
https://www.accessdata.fda.gov/drugsatfda_docs/label/2019/020733s024lbl.pdf.
Accessed March 1, 2024.

Webster L, Gruener D, Kirby T, et al. Evaluation of the Tolerability of Switching
Patients of Chronic Full mu-Opioid Agonist Therapy to Buccal Buprenorphine. Pain
Medicine. 2016;17:899-907.

D’Onofrio G, Hawk K, Perrone J, et al. Incidence of Precipitated Withdrawal During
a Multisite Emergency Department-Initiated Buprenorphine Clinical Trial in the Era
of Fentanyl. JAMA Network Open. 2023;6(3);e236108.

Lexicomp Online, Lexi-Drugs Online. Buprenorphine. Hudson, OH: Wolters Kluwer;
February 20, 2024. https://online.lexi.com. Accessed February 23, 2024.

Reindel KL, DeAngelis MJ, Ferrara AS, et al. An Exploratory Study of Suboxone
(Buprenorphine/Naloxone) Film Splitting: Cutting Methods, Content Uniformity, and
Stability. IntJ Pharm Compd. 2019;23(3):258-263.



https://www.accessdata.fda.gov/drugsatfda_docs/label/2014/021306s015s019lbl.pdf
https://www.accessdata.fda.gov/drugsatfda_docs/label/2014/021306s015s019lbl.pdf
https://www.accessdata.fda.gov/drugsatfda_docs/label/2019/207932s012lbl.pdf.
https://www.accessdata.fda.gov/drugsatfda_docs/label/2019/020733s024lbl.pdf
https://online.lexi.com/
https://pubmed.ncbi.nlm.nih.gov/?term=Reindel+KL&cauthor_id=31085795
https://pubmed.ncbi.nlm.nih.gov/?term=DeAngelis+MJ&cauthor_id=31085795
https://pubmed.ncbi.nlm.nih.gov/?term=Ferrara+AS&cauthor_id=31085795

ash ¥®° | Ambulatory Care
P Practitioners

Created by the ASHP Pain Management and Palliative Care SAG

Contributors (2023)

Jessica Geiger, PharmD, MS, BCPS
Facility PMOP Coordinator

VA llliana Healthcare System

Amanda Benedetti, PharmD, BCGP
Pharmacy Specialist — Pain Managment/Opioid Stewardship
MetroHealth System

Kelly Mendoza, MS, PharmD, BCPS
Clinical Pharmacy Specialist Lead - Pain Management
PeaceHealth St. John

L. Diana Ardeljan, PharmD, BCPS
Opioid Stewardship Pharmacist
Dana Farber Cancer Institute



