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Abstract

Background: Buprenorphine is a partial mu-opioid receptor agonist approved for the treatment of opioid
dependence. The risk of withdrawal symptoms and wait time required to safely initiate buprenorphine
provides challenges to both patients and providers. Microdose induction is proposed as a possible solution
to ease the transition to buprenorphine; however, little data has been published to date on patients
stabilized on methadone doses greater than 100 mg.

Case Report: A 29-year-old patient stabilized on methadone 105 mg was successfully transitioned to
sublingual buprenorphine-naloxone using a 7-day microdose protocol on an inpatient psychiatric service.
During the transition, the patient reported only minimal symptoms.

Conclusion: This report adds to the growing literature supporting the use of a microdose induction to
initiate buprenorphine-naloxone. Additionally, this approach may be significant for patients stabilized on
high doses of methadone who may not be able to tolerate a traditional buprenorphine induction.
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Background

Buprenorphine is a mu-opioid receptor partial agonist

approved for treatment of opioid dependence. By only

partially activating the receptor when bound, buprenor-

phine has a natural ceiling effect that can reduce the risk

of potential overdose, making it an appealing option for

patients and providers alike.1,2 However, due to its strong

affinity for the mu-opioid receptor, it can displace full mu-

opioid agonists and precipitate acute opioid withdrawal.

For this reason, buprenorphine treatment has historically

been initiated only after a patient begins to exhibit

objective signs and symptoms of opioid withdrawal.

Clinicians and patients are challenged with 2 potential

disadvantages of buprenorphine therapy. First, inability to

tolerate the withdrawal symptoms required to initiate

buprenorphine results in lower retention rates than

methadone.3-5 Second, the length of time required to

metabolize full opioid agonists requires patients to wait

hours to several days for metabolism and elimination prior

to starting buprenorphine treatment.1,3 When transition-

ing from methadone, this process can be further delayed

as some providers recommend slowly tapering metha-

done to 30 mg.1 Because of its long half-life, low

methadone concentrations can persist, increasing the risk

of withdrawal symptoms once buprenorphine is initiat-

ed.1,6

Q 2021 CPNP. The Mental Health Clinician is a publication of the College of Psychiatric and Neurologic Pharmacists. This is an
open access article distributed under the terms of the Creative Commons Attribution-NonCommercial 3.0 License, which
permits non-commercial use, distribution, and reproduction in any medium, provided the original work is properly cited.

mailto:shannon.menard@va.gov
https://orcid.org/0000-0002-2735-9692
https://orcid.org/0000-0002-2735-9692
https://orcid.org/0000-0003-2317-5586
https://orcid.org/0000-0003-2317-5586
http://mhc.cpnp.org
http://cpnp.org
http://creativecommons.org/licenses/by-nc/3.0


Clinicians have sought ways to minimize these barriers

and increase patient retention during buprenorphine

transitions. One proposed method involves initiating

buprenorphine at low, subtherapeutic doses, referred to

as microdoses, concurrently with a full mu-opioid agonist,

such as heroin or methadone. It is hypothesized that

introducing low doses of buprenorphine to slowly displace

full opioid agonists allows the acclimatization of receptors

and avoids withdrawal symptoms attributed to abrupt

transition.7 The first reports7,8 of microdosing buprenor-

phine utilized the Bernese method and successfully

transitioned 2 patients from full opioid agonists to

buprenorphine. The Bernese method consists of initiating

a low dose of 0.2 mg sublingual buprenorphine and slowly

increasing the dose while continuing full opioid agonist

therapy. Once buprenorphine has reached a sufficient

dose, the full opioid agonist is discontinued without

tapering. The first reported patient7,8 was using 3 g of illicit

heroin daily and unable to tolerate conventional bupre-

norphine induction. The patient successfully transitioned

to buprenorphine over 9 days with minimal withdrawal

symptoms and heroin cessation by day 6. The second

patient7 was transitioned to sublingual buprenorphine

from methadone 40 mg and twice daily diacetylmorphine

400 mg over 29 days with minimal to no withdrawal

symptoms. Another case series9 reported 3 patients

admitted to the hospital for endocarditis or osteomyelitis

who were successfully transitioned from methadone

(doses up to 100 mg) with or without concurrent opioids.

These patients were transitioned to sublingual buprenor-

phine using a 7-day microdose protocol. On day 8,

methadone was stopped, and buprenorphine was contin-

ued. Most recently, a case reported10 a successful

transition from methadone 160 mg to sublingual bupre-

norphine-naloxone over a period of 4 months using

microdose induction.

To further contribute to the available literature supporting

the use of microdosed buprenorphine to transition

patients stabilized on methadone, this report describes a

7-day transition from high-dose methadone, 105 mg/d, to

sublingual buprenorphine-naloxone utilizing the micro-

dose induction approach.

Case Report

A 29-year-old male with a past psychiatric history

significant for depression, cocaine and OUD, and PTSD

presented to the emergency room with suicidal ideation

and polysubstance use. The patient’s documented work-

ing diagnoses were severe cocaine use disorder, heroin

use disorder, and PTSD/substance-induced mood disorder.

His urine drug screen on admission was positive for

cocaine, opioids, and methadone, but blood alcohol was

negative. He reported smoking 2 to 3 g of cocaine daily

and using 2 g of heroin 2 days prior to admission. Blood

counts and chemistries were within normal limits. The

patient noted he was not taking any of his prescribed

medications except for methadone prior to admission. He

was accepted to a residential PTSD program that was

unable to provide methadone, requiring a transition to

buprenorphine-naloxone. There was significant concern

from the patient, inpatient providers, and opioid treat-

ment center providers that he would not tolerate the

traditional transition method. They agreed to apply the

Bernese method of micro-induction in this case of high-

dose methadone.

During his admission, the patient continued to receive his

outpatient methadone 105 mg dose and experienced

minimal withdrawal symptoms that the team attributed

to the restarting of divalproex as nausea was the only

symptom. Nausea was managed with promethazine,

trimethobenzamide, or diphenhydramine. On day 1 of

induction, the team initiated a sublingual microdose

buprenorphine-naloxone titration, starting with 0.5-0.125

mg once. The team explored starting buprenorphine 0.2

mg, but logistical concerns of splitting the available film

dose, 2-0.5 mg, beyond fourths resulted in the higher dose

of 0.5-0.125 mg. Concurrent full-dose methadone was

continued for 6 days after initiation of buprenorphine-

naloxone (Table). Each day, the patient was monitored for

worsening of opiate withdrawal and a clinical opiate

withdrawal scale (COWS) was administered and docu-

mented on days 1 and 6 through 8 with a score of 0 on all

days.11 Unfortunately, due to human error and limitations

of charting, COWS was not obtained or documented on

days 2 through 5. On day 7, methadone was discontinued,

the patient was documented to be free from withdrawal

symptoms, and depression and suicidal ideation had

resolved. On day 8, the patient was discharged with

sublingual buprenorphine-naloxone 12-3 mg daily and a

plan to follow up at an opioid treatment center and then a

residential treatment program.

Prior to and during the transition to buprenorphine-

naloxone, the patient’s main complaints consisted of

minimal nausea and insomnia. The psychiatry team

documented the symptoms as both mild and easily

managed. These symptoms had also been of concern

prior to initiating the microdose protocol. Overall, the

team concluded the patient had tolerated the transition

with minimal to no withdrawal symptoms while on the

inpatient service and was successfully discharged with

plans to follow up for continued management.

Discussion

This case report describes the transition from high-dose

methadone to buprenorphine-naloxone utilizing a micro-
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dose induction protocol in the inpatient setting. This

protocol provided sublingual buprenorphine-naloxone in

small, increasing doses with methadone 105 mg daily over

a 7-day period with abrupt discontinuation of methadone

on day 7. This is one of the few reports describing

microdosed buprenorphine without first tapering high-

dose methadone.

Similar to other published case reports7-10 of microdosed

buprenorphine overlapped with methadone, this patient

reported minimal withdrawal symptoms during the

induction period. He was transitioned from high-dose

methadone 105 mg to sublingual buprenorphine-nalox-

one, and the minimal symptoms he experienced occurred

prior to induction and were attributed to restarting home

divalproex. The dose in this case report is slightly higher

than the 100 mg described in another case report9 that

took 8 days to transition. Another case report10 utilizing a

microdose induction transitioned a patient from metha-

done 160 mg but took more than 4 months to complete,

which is a significantly longer period of time than the 7-

day conversion utilized in this report.

Microdosed buprenorphine with concurrent methadone is

just 1 proposed approach to buprenorphine induction.

There are other reports12,13 of rapid induction utilizing

buprenorphine transdermal patches initiated 3 or 12 hours

after the last dose of methadone. The first case series12

describes 11 patients on methadone doses up to 100 mg,

who were administered a 35-mcg patch 12 hours after

their last dose of methadone and then administered

sublingual buprenorphine 48 hours postmethadone, which

was titrated. At 24 to 48 hours postmethadone, only mild

withdrawal symptoms were reported. This approach was

then applied to a patient receiving methadone 70 mg

twice daily.13 For this patient, a 20-mcg patch was applied

3 hours after the last methadone dose, and sublingual

buprenorphine-naloxone 1-0.25 mg was initiated on day 2.

Although this was a faster transition with a lower dose,

the patient did experience withdrawal symptoms on day 2

with a COWS of 16.11,13 One advantage of this approach is

that the rapid transition limits the potential duration of

withdrawal symptoms. Conversely, the disadvantage is

these patients did experience some withdrawal during the

induction period compared with the minor symptoms

experienced by the patient in this report that were likely

due to other medications.

Another approach14 uses oral naltrexone to precipitate

withdrawal in patients stabilized on methadone 70 to 130

mg and initiate sublingual buprenorphine-naloxone once

withdrawal symptoms occurred. On average, this induc-

tion took place over 7 days. COWS scores and actual

withdrawal symptoms/severity of symptoms were not

provided in this report, but the authors noted expected

withdrawal symptoms were seen within 45 minutes. It is

important to note that naltrexone-induced withdrawal can

be distressing for the patient and include symptoms such

as agitation, nausea/vomiting, hypertension, altered

consciousness, and respiratory distress.15,16 Although the

amount of time to complete induction was comparable,

the present report provides small doses of sublingual

buprenorphine-naloxone along with methadone to avoid

precipitated withdrawal and make the overall experience

more tolerable for the patient.

Conclusion

This case report adds to the very limited existing literature

by describing a successful transition from high-dose

methadone to sublingual buprenorphine-naloxone utiliz-

ing the Bernese method of microdosing. Patients who are

stabilized on higher doses of methadone may benefit

from a microdose induction to diminish potential with-

drawal symptoms, reduce the time burden associated

with methadone tapering, and improve the overall

induction experience. There are various microdose proto-

cols proposed, and future research should evaluate which

approach is best, what patient characteristics predict

success, and long-term outcomes of a microdose ap-

proach compared with traditional approaches.
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