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Dear Editor,
We would like to present two case reports of severe opioid

withdrawal due to drug-drug interaction between the recently
approved opioid antagonist nalmefene and opioid in a context
of addiction of codeine, respectively methadone.

Case 1 A 43-year-old man was brought by ambulance to the
emergency department (ED) with severe agitation and clinical
signs of severe opioid withdrawal approximately 2 h after a
single dose of nalmefene (Selincro®, Lundbeck (Switzer-
land)) for his alcohol dependence. His medical history includ-
ed paranoid schizophrenia, depression, and alcohol and co-
deine dependence. He consumed up to two bottles of
Makatussin®Hustentropfen (GebropharmaAG, Liestal, Swit-
zerland), a codeine-containing cough medicine, per day
(equivalent to 636 mg codeine base per day). The psychiatrist
who prescribed the nalmefene was unaware of the extent of
the patient’s codeine abuse.

The patient needed high bolus doses of midazolam (cumu-
lative dose 25 mg, commenced in the community prior to
transfer to the ED), morphine (10 mg), and propofol (40 mg)
to treat the agitation. He was transferred to the intensive care
unit (ICU) for further monitoring and treatment, where he

received midazolam, propofol, morphine, and clonidine by
continuous intravenous infusion. After the first 12 h, it was
possible to withdraw clonidine and propofol; however, mid-
azolam and morphine were continued for a further 48 h. At-
tempts to stop the medication before this point resulted in
reemergence of the opioid withdrawal symptoms.

After 3 days of ICU treatment, we were able to transfer the
patient to psychiatric inpatient services.

Case 2 A 55-year-old patient with polysubstance abuse on a
methadone maintenance programme asked his general practi-
tioner to prescribe him nalmefene to reduce his alcohol con-
sumption after he had seen a television report about it the night
before. He presented to the ED with severe symptoms of opi-
oid withdrawal a few hours after taking two tablets of
nalmefene (32 mg in total) for the first time. He was treated
for 3 days with midazolam, morphine, clonidine, and propofol
as this management approach had been successful in the case
described above (which had presented to our ED 10 days ear-
lier). As seen in the first case, attempts to reduce the medica-
tion prior to 3 days after dosing with nalmefene led to an
increase of the opioid withdrawal symptoms on each occa-
sion. After 3 days of ICU treatment, the patient could be trans-
ferred to a general ward.

Both cases were reported anonymously according to na-
tional law within 15 days to the Swiss medicines regulatory
authorities (Swissmedic) as serious adverse drug reactions
resulting from a drug-drug interaction.

Nalmefene is an opioid antagonist with high affinity for μ,
δ, and κ receptors [1]. It was approved in Europe in February
2013 and in Switzerland in April 2014 for the reduction of
alcohol consumption in adult patients with alcohol depen-
dence [2]. Alcohol consumption stimulates the endogenous
release of opioids, which binds to μ and δ receptors. It thereby
increases the release of dopamine in the nucleus accumbens,
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which induces reward and positive reinforcement effects. An-
tagonists such as nalmefene reduce the positive reward effect
of alcohol. Nalmefene is rapidly absorbed after oral adminis-
tration with a peak plasma concentration 90 min after inges-
tion [3]. Its mean plasma half-life is 12 h [4]. However, the
occupancy of the opioid receptor lasts much longer with a
high nalmefene occupancy rate of 83–100 % persisting be-
yond 26 h [4]. The duration of blockade varies according to
the method used to measure it and the dose of nalmefene and
can be as long as 72 h [1, 5]. Due to its effective opioid
antagonism and its long duration of action, nalmefene was
approved in the USA in 1995 for the complete or partial re-
versal of opioid drug effects, including respiratory depression
and reversal of known or suspected opioid overdose [6]. The
administration of nalmefene is contraindicated in patients who
are dependent on opioids and patients experiencing acute opi-
oid withdrawal syndrome [2].

To avoid severe opioid withdrawal syndromes such as oc-
curred in the cases we present here, we recommend that in
addition to taking a detailed medical history (which includes
asking about substance and specifically codeine abuse), a tox-
icological screen be performed prior to starting therapy with

nalmefene. It is imperative that prescribers strictly comply
with the labelled contraindication of opioid abuse.
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