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Letter to the Editor

Buprenorphine Maintenance in the Fentanyl Era: 
Challenges and Opportunities

To the Editor: Illicit fentanyl, which first appeared on 
the streets as an adulterant, has become popular on its own 
and is now the major driver of overdose-related mortality.1 
In the United States, annual fentanyl-related overdose 
deaths increased from 1,615 deaths in 2012 to 48,000 in 
2020.1 A recent case report indicates that buprenorphine, 
a partial μ-receptor (MOR) agonist, can effectively treat 
fentanyl-related opioid use disorder (OUD).2 However, 
physician prescribing of buprenorphine treatment remains 
suboptimal.3 In particular, doctors may question the efficacy 
of buprenorphine maintenance for fentanyl users.1 Relative 
to fentanyl, buprenorphine has low intrinsic activity at the 
(MOR), and this lower level of opioid agonism may not 
curb fentanyl cravings. Prescribers may also worry about 
diversion of buprenorphine into the black market and getting 
“in trouble” with US Drug Enforcement Administration 
regulations.4

Just like doctors, fentanyl users have low confidence in 
the effectiveness of buprenorphine as a treatment option.5 
Buprenorphine has high affinity for the MOR and can easily 
displace full opioid agonists from the MOR and precipitate 
opioid withdrawal.1 To avoid precipitated withdrawal, 
heroin users know to take their first buprenorphine dose 
after the onset of opioid withdrawal (12 to 24 hours after the 
last heroin use).5 However, fentanyl users may experience 
buprenorphine-precipitated withdrawal even after 
sustained fentanyl abstinence.5 Pharmacologically, this is 
due to fentanyl’s high lipophilicity, causing rapid entry into 
adipocytes from where it is released slowly and leading to 
protracted excretion.1 There is no easy way to know when 
fentanyl is out of the MOR. In this context, buprenorphine 
induction often precipitates withdrawal and may influence 
patients’ perceptions of buprenorphine’s efficacy.5 Indeed, 
there are data showing that relative to heroin users, fentanyl 
users with OUD have lower rates of abstinence and retention 
after 6 months of buprenorphine treatment.1

Efforts to improve buprenorphine induction in fentanyl 
users include the use of a microdosing strategy.6 Microdosing 

refers to starting small doses of buprenorphine to promote a 
slow buildup at the MOR receptor. This method allows for 
concurrent fentanyl use without precipitating withdrawal 
until the dose of buprenorphine is therapeutic.6 While 
microdosing may offer some promise in transitioning 
individuals using illicit fentanyl to buprenorphine, other 
methods to foster patient adherence5 and physician 
acceptability3 of buprenorphine maintenance are needed 
to incorporate this treatment into primary care for fentanyl 
users with OUD.
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