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Abstract

A 29-year-old woman presented to detox for treatment of an opioid use disorder with illicit fentanyl. While in detox, she was
started on opioid agonist treatment with buprenorphine/naloxone. Unfortunately, she continued to have withdrawal symptoms
despite being optimised to a dose of 32 mg. She was given additional PRNs of buprenorphine/naloxone to a total daily dose of
40 mg, which helped to alleviate her symptoms of withdrawal and cravings. She was stabilised on buprenorphine/naloxone
40 mg daily without any side effects and was discharged to a rehabilitation centre. [Danilewitz M, McLean M. High-dose

buprenorphine for treatment of high potency opioid use disorder. Drug Alcohol Rev 2020;39:135-137]
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Introduction

Over the last decades the prevalence and impact of
opioid use disorders (OUD) have risen dramatically,
reaching epidemic proportions in North America [1].
Treatment options for OUD include both pharmaco-
logic and psychosocial options. Amongst medication
strategies, buprenorphine has been identified as a first
line therapy due to its therapeutic benefits in combina-
tion with optimal safety profile [2,3].

One factor implicated in the increasing number of
non-fatal and fatal overdoses associated with opioids is
the increased prevalence of use of high potency syn-
thetic opioids [1]. At the same time, the current phar-
macologic options for treating opioid use disorder are
supported by research that primarily studied individuals
with use disorders of lower potency opioids including
oxycodone and heroin [4]. Product information from
the maker of Suboxone, states that dosages higher than
24 mg/6 mg have not been demonstrated to provide any
clinical advantage [5]. The results of these studies have
informed clinical guidelines, leading to the identifica-
tion of 32 mg and 24 mg as the daily maximum doses

of buprenorphine/naloxone for treatment of OUD by
the US Department of Health and Human Services and
Health Canada, respectively [6,7].

Case

A 29-year-old homeless woman was seen at an in-
patient medical detox centre in Vancouver, Canada.
The woman had a 10-year history of illicit opioid use,
which began with illicitly obtained oxycodone pills,
shifting to smoking heroin and recently fentanyl. On
average, in the weeks leading to her presentation, she
reported smoking fentanyl multiple times a day with a
total daily dose between 0.3 and 0.8 g, with her last
reported use occurring the evening prior to admission.

In the past, she had been stabilised for significant
periods of time on opioid agonist treatment. After
2 years of using illicit oxycodone, she reported a suc-
cessful period on methadone maintenance treatment
for almost 5 years on a daily dose of 80 mg. Subse-
quently, she sustained a relapse to heroin use and was
later stabilised on buprenorphine/naloxone at a daily
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dose of 8 mg/2 mg for several months, before relapsing
to heroin and then transitioning to fentanyl use over
the last 2 years. At admission, her urine was positive
for cocaine and fentanyl, and her repeat urine 3 days
into her admission was positive only for fentanyl,
which was the most prevalent illicit opioid detected in
urine drug screens in our region at that time [8].

At admission, she presented with significant with-
drawal symptoms, and after discussion with the patient,
she elected for a trial of buprenorphine/naloxone given
the greater ease in obtaining carries and improved
safety profile. Given her presentation with elevated
withdrawal symptoms, it was decided to pursue a tradi-
tional induction protocol for stabilising the patient. On
induction day 1, she received a total of 16 mg
buprenorphine/naloxone in divided doses, and the
intensity of her withdrawal decreased from 14 at the
start of the day to 12 after her final dose. On induction
day 2, she was administered 16 mg of buprenorphine/
naloxone with additional PRNs of buprenorphine/nal-
oxone, reaching a total 30 mg of buprenorphine/nalox-
one, which decreased her withdrawal, yielding a
significant reduction in her Clinical Opiate Withdrawal
Scale (COWS) score from 11 at the start of the day to
5 after her final dose. On induction day 3, her dose was
increased to 24 mg of buprenorphine/naloxone with
additional PRNs, in total receiving 32 mg
buprenorphine/naloxone on day 3, helping to further
alleviate her withdrawal, and which was associated with
her COWS score decreasing from 7 to 2 over the day.
On day 4, her dose of buprenorphine/naloxone was
consolidated to a dose of 32 mg. While her dose of
buprenorphine/naloxone had been optimised, she con-
tinued to experience significant withdrawal symptoms,
and her COWS score rose post-dose from 4 to 6. Given
the patient’s withdrawal symptoms, a decision was
made in collaboration with the patient to offer her two
additional 4 mg buprenorphine/naloxone doses. After
each dose, she continued to report feeling better. In
total on day 4 she received a total of 40 mg of
buprenorphine, which along with symptomatic
improvement was associated with her final COWS
score decreasing to 3. From that time forward, she con-
tinued to receive a daily total of 40 mg of
buprenorphine, noting an improvement in withdrawal
symptoms, most chiefly joint aches, flushing sensations,
and cravings and with a 40 mg dose of buprenorphine.
Ultimately, she was discharged to a rehabilitation centre
on a dose of 40 mg of buprenorphine/naloxone daily.

Discussion

The case highlights the management of a woman with
severe OUD, including use of fentanyl. Her case is
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unique in that she continued to demonstrate symp-
toms of opioid withdrawal on the Canadian maximum
daily dose of 24 mg buprenorphine/naloxone and the
US maximum dose of 32 mg buprenorphine/nalox-
one. To address her ongoing withdrawal symptoms,
her dose of buprenorphine/naloxone was then
increased to 40 mg daily to help manage her with-
drawal symptoms and cravings. She was stabilised on
40 mg buprenorphine/naloxone without any adverse
events.

The current research on opioid replacement reflects
studies involving populations that were primarily using
heroin [4]. The determination of the maximum daily
dosage of buprenorphine/naloxone does not reflect the
current state among opioid users in many regions
across North America. The rapid rise in mortality rates
attests to the significance of this change in the opioid
use landscape [1,9]. Fentanyl is a synthetic p opioid
receptor full agonist that is associated with strong anal-
gesic and euphoric effects. Modifications to fentanyl’s
piperidine ring has allowed for the development of
potent derivatives including carfentanil and lofentanil
[10]. Experts note that fentanyl and carfentanil are
50 and 5000 times as potent as heroin respectively
[11]. A factor in the increased potency of fentanyl and
other synthetic opioids is their higher binding affinity
in comparison to prescription opioids like oxycodone,
possibly contributing to the potential need for higher
doses of buprenorphine/naloxone [12]. As a result of
the change in drug landscape clinicians have been
employing new strategies to help patients including
non-traditional and rapid induction protocols among
other strategies [13]. The case under discussion high-
lights this shift in drug patterns. The patient’s previous
drug use patterns consisted of daily usage of oxyco-
done and heroin, and during this pattern of use she
had been stabilised on a low dose of buprenorphine/
naloxone of 8 mg/2 mg.

Research has demonstrated the need for flexible
dosing of buprenorphine/naloxone. In particular,
doses above 16 mg of buprenorphine/naloxone have
been found to be superior to lower doses for reduc-
tion in cravings and illicit opioid use, and retention
in treatment [14]. Experts suggests that factors
including pain, and severity of opioid use may corre-
late with need for higher doses [15]. Buprenorphine/
naloxone has been regarded as partial agonist at the p
receptor, stemming from studies demonstrating its
ceiling effect on respiratory depression. Research has
also outlined the significant inter-subject variability
in buprenorphine plasma levels, especially at higher
doses [12].

One challenge for dosing buprenorphine/naloxone
above 32 mg involves ingestion due to the challenge of
dissolving the entire dose under the tongue at the same



time. In our case, the patient did not complain of any
such difficulty. Strategies to optimise the task of dis-
solving the tablet include moistening the mouth
prior to ingestion and dividing the dose into multiple
ingestions. Alternatively, different formulations of
buprenorphine/naloxone including a sublingual film,
which may decrease concerns regarding ingestion. It is
possible that the patient could have been stabilised on
a lower dose of buprenorphine/naloxone if more time
had been given before further titrating her dose, given
the long half-life of buprenorphine. However, recent
research has demonstrated that higher initial starting
doses of buprenorphine are helpful in improving reten-
tion in treatment and decreasing illicit substance use
[4,16,17]. Ultimately, dosing buprenorphine/naloxone
at high doses should proceed with caution given con-
cerns for sedation and other side effects. Case reports
have also raised the theoretical concern for hep-
atoxicity in high dose buprenorphine based of the cor-
relation of individuals who injected buprenorphine and
ensuring liver toxicity. At the same time, these reports
have been limited to individuals with concurrent hepa-
titis C [18].

The patient’s response to a higher dose of
buprenorphine/naloxone on successive days suggests
that her clinical picture was more in keeping with
withdrawal from fentanyl. On day 5, her level of with-
drawal decreased smoothly from a COWS score of
4 to 1 when her dose of buprenorphine/naloxone was
titrated to 40 mg.

Conclusion

This case reflects the new norm among illicit opioid
users of illicit fentanyl. At the same time, the current
opioid epidemic requires greater reflection on current
OUD practice guidelines. The success of our patient
on buprenorphine/naloxone at 40 mg highlights need
for greater research into the therapeutic use of
buprenorphine/naloxone at doses above 32 mg in the
wake of changing population opioid use patterns.
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