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Buprenorphine–naloxone 
“microdosing”: an alternative 
induction approach for the 
treatment of opioid use 
disorder in the wake of North 
America’s increasingly potent 
illicit drug market

After reviewing the guideline by Bruneau and 
colleagues,1 we agree that appropriate ther-
apy should be used to manage opioid use 
disorders, with buprenorphine–naloxone 
being a first-line option. A substantial limi-
tation of this medication, however, is the 
need for patients to abstain from opioid 
use for a period of time before starting 
buprenorphine–naloxone. This allows ade-
quate time for the elimination of systemic 
full opioid agonists to avoid precipitation 
of opioid withdrawal with the use of 
buprenorphine–naloxone (a partial opioid 
agonist with high affinity for the μ-opioid 
receptor). In the current fentanyl era, how-
ever, successfully achieving this “opioid 
washout” can be a challenge. Although 
fentanyl has a rapid onset and short dura-
tion of action, it is lipophilic, resulting in 
distribution to the peripheral tissues in a 
manner that is not dose dependent.2,3 Con-
sequently, continuous and prolonged use 
of fentanyl can result in increased volume 
of distribution systemically with slow dissi-
pation overall.2 Accordingly, the pharma-
cokinetics of fentanyl combined with its 
high prevalence in the illicit drug market 
appear (at least anecdotally) to be increas-
ing the incidence of precipitated with-
drawal during the induction process of 
buprenorphine–naloxone. This occurs 
despite patients objectively being in mod-
erate to severe opioid withdrawal before 
starting the medication.

To address this, some prescribers in 
British Columbia (and likely beyond) are 
adopting a “microdosing” approach for 
buprenorphine–naloxone inductions. 
Officially recognized as the Bernese 
method,4 microdosing involves prescribing 
buprenorphine–naloxone in a small initial 
dose (e.g., 0.5 mg/0.125 mg) with incremen-
tal increases to both dose and frequency 
over time (Box  1). Coinciding with this, 
patients can continue to use other opioids 
(either prescribed or illicit) until a therapeu-
tic dose of buprenorphine–naloxone has 
been achieved (e.g., usually > 8 mg daily), 
when full opioid agonists are generally dis-
continued.4 The induction process takes 
place over a 7- to 10-day period and has 
been associated with substantial success. 
Patients have consistently reported that 
the induction process is well tolerated, with 
a reduction or elimination of cravings and 
avoidance of precipitated withdrawal.4,5 

Although further research evaluating 
“microdosing” with buprenorphine–
naloxone is certainly needed (we found 
only 2  case reports and 1 small case 
series),4,5 adoption of this prescribing 
approach may offer a safe and effective 
alternative strategy for buprenorphine–

naloxone induction among patients with 
an opioid use disorder. In the wake of an 
ever-changing illicit drug market, innova-
tion (with simultaneous evaluation) is 
needed to help turn the tide on North 
America’s opioid crisis.
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LETTERS

Box 1: Outpatient microdosing 
induction schedule for 
buprenorphine–naloxone

• Day 1: 0.5 mg once a day

• Day 2: 0.5 mg twice a day

• Day 3: 1 mg twice a day

• Day 4: 2 mg twice a day

• Day 5: 3 mg twice a day

• Day 6: 4 mg twice a day

• Day 7: 12 mg (stop other opioids)


