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1 |  INTRODUCTION

A variety of substances are used for relapse prevention 
and to suppress craving in alcohol dependence. Naltrexone 
is a competitive µ-opioid receptor antagonist originally 
used to prevent relapse with opioids after detoxification.1 
Randomized controlled trials have also shown its positive 
effects on reducing alcohol consumption through inhibition 
of dopamine discharge in the mesocortical reward system.2 
Well-known adverse drug reactions of naltrexone include 
nausea, vomiting, irritability, and reversible elevation of 
serum liver transaminases.3,4 A drug eruption is an immu-
nologically mediated dose-independent reaction of the skin 
toward a certain drug.5

2 |  CASE PRESENTATION

A 53-year-old woman admitted herself to our psychiat-
ric day care unit with alcohol dependence (International 
Classification of Diseases 10th revision (ICD-10): F10.2) and 
a moderately severe episode of a recurrent depressive disor-
der (ICD-10: F33.1). Additionally, she suffered from nicotine 
dependence (ICD-10: F17.2), arterial hypertension (ICD-10: 
I10.90), and an Achilles tendinitis (ICD-10: M76.6). She was 
treated with venlafaxine SR (slow release) 75 mg/d, ibupro-
fen 600 mg/d, and a combined oral contraceptive containing 
ethinylestradiol. Oral naltrexone 50 mg/d was prescribed due 
to persistent craving toward alcohol. Six days after the ini-
tiation of treatment with naltrexone, the patient displayed a 
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Abstract
Treatment of alcohol dependence with oral naltrexone may elicit an urticarial rash 
and angioedema. Acute spontaneous urticaria and an allergic reaction to an excipient 
represent important differential diagnoses.
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sudden onset of wheals on her trunk, which were accompa-
nied by intense pruritus. Furthermore, the patient developed 
an angioedema which involved both her upper and lower 
lip. Other parts of her body such as pharynx, larynx, eyelids, 
or digits were not affected by angioedema. Consequently, 
the patient was referred to the emergency department of an 
external hospital, where she was treated with prednisolone 
30 mg/d and a topical H1 antihistamine for three consecutive 
days. Importantly, naltrexone was stopped immediately. The 
comedication (venlafaxine, ibuprofen, oral contraceptive) 
was continued. The urticarial rash as well as the angioedema 
resolved entirely within four days and did not recur during 
follow-up.

3 |  DISCUSSION

To the best of our knowledge, this is the first description 
of a serious cutaneous reaction following administration of 
oral naltrexone. In general, naltrexone is well tolerated under 
the standard dosage of 50 mg/d for achieving alcohol absti-
nence.6 Yet, we observed a severe urticarial rash including 
angioedema, a complication which can be potentially life-
threatening due to asphyxiation. Therefore, an immediate 
emergency treatment was initiated, which, in conjunction 
with cessation of naltrexone, led to a complete resolution of 
the cutaneous symptoms within four days. A comprehensive 
medication analysis using an electronic interaction database 
did not reveal clinically relevant pharmacokinetic or phar-
macodynamic interactions between naltrexone and the other 
drugs our patient was treated with.7 Thus, an unintentional 
intoxication appears unlikely. The time course observed in-
dicates a causal relationship between the intake of naltrexone 
and the eruption of the urticarial rash and angioedema. To 
evaluate the likelihood of each drug administered to our pa-
tient with regard to her cutaneous symptoms, we applied the 
Naranjo adverse drug reaction probability scale (scale ranging 
from –4 to + 13, with higher scores indicating a higher prob-
ability).8 The score for naltrexone was + 3, for ibuprofen was 
–1, for the oral contraceptive was –1, and for venlafaxine was 
–2, suggesting naltrexone as the primary offending agent. An 
alternative explanation for the cutaneous symptoms of our 
patient might be acute spontaneous urticaria, precipitated by 
the combined intake of alcohol, a non-steroidal antiinflam-
matory drug (ibuprofen) and an oral contraceptive.9

The clear temporal relationship between the start of treat-
ment with naltrexone and the development of the cutane-
ous symptoms as well as the positive dechallenge reaction 

upon cessation of naltrexone lead us to the conclusion that 
our patient experienced a naltrexone-induced drug eruption. 
However, we cannot rule out an allergic reaction to an excip-
ient of the naltrexone tablet such as iron oxide/oxide-hydrox-
ide (E172).
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