CASE REPORT

Ethanol-Induced Flushing with Topical Pimecrolimus Use

Temitayo Ogunleye and William D. James

Topical calcineurin inhibitor use has been implicated in a flushing reaction associated with ethanol ingestion. This adverse effect has

mostly been described as occurring with the application of tacrolimus ointment, and one report associated it with the use of

pimecrolimus cream. We present three cases of ethanol-induced flushing in patients who used topical pimecrolimus.

Case 1

A 34-year-old man presented with a history of erythema
and scaling on his scalp, face, chest, and back for several
years, consistent with diagnoses of seborrheic dermatitis.
He had previously been treated with topical ketoconazole,
with marginal improvement; 1% pimecrolimus cream and
topical ketoconazole were prescribed for the affected areas.
The patient later reported flushing in the areas where he
had applied the topical pimecrolimus 10 minutes after
consuming beer. The flushing began to fade after 30
minutes and was completely clear in 2 hours. His history
was negative for any prior known drug allergies or
previous flushing with alcohol use. The flushing reaction
with ethanol ingestion ended when topical pimecrolimus
use was discontinued.

Case 2

A 46-year-old woman presented with erythematous
papules and pustules on her face, consistent with the
diagnosis of rosacea. After application of metronidazole gel
failed to improve her condition, 1% pimecrolimus cream
and minocycline were prescribed. The patient reported
facial flushing after consuming beer once she began using
1% pimecrolimus cream regularly. Her history was
negative for any prior known drug allergies or previous
flushing with alcohol use. The flushing reaction with
ethanol ingestion ended when the use of pimecrolimus
cream was discontinued.
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Case 3

A 29-year-old woman presented for evaluation of an itchy
pink scaling eruption of her face, consistent with the
diagnosis of seborrheic dermatitis. Among the treatments
for this (prior to our evaluation) was topical pimecroli-
mus. This treatment led to flushing of the exposed areas
immediately after alcohol ingestion. Her history was
negative for any prior known drug allergies or previous
flushing with alcohol use. The flushing reaction with
ethanol ingestion ended when topical pimecrolimus cream
was discontinued.

Discussion

Topical calcineurin inhibitor—associated alcohol intoler-
ance has recently been described in the literature.'
Tacrolimus has been linked most often with this flushing
reaction in various case reports.”> This connection was
also observed in a double-blind randomized trial in which
3.5% of patients treated with 0.3% tacrolimus ointment
and 7% of patients treated with 0.1% tacrolimus ointment
experienced this phenomenon, suggesting a dose-
dependent relationship.® Although it is a logical assump-
tion that all topical medications in this class would elicit
alcohol-induced flushing, there is only one report of this
reaction occurring with 1% pimecrolimus cream.' This
controlled observational study recorded moderate to
severe flushing, limited to areas of topical pimecrolimus
and tacrolimus application, just minutes following alcohol
c:onsumption.l In addition, the manufacturer of Elidel
(Novartis, East Hanover, NJ) reports postmarketing
incidents of skin flushing associated with alcohol use.”
The mechanism for this flushing reaction is unknown
but has been postulated to be associated with aldehyde
dehydrogenase inhibition at the site of topical calcineurin
inhibitor application.! Prostaglandins may also mediate

Dermatitis, Vol 19, No 2 (March/April), 2008: pp E1-E2 E1



E2 Ogunleye and James

this reaction as aspirin has been reported to reduce the
flushing effect.'

Although tacrolimus has been coupled to this reaction,
our report indicates that topical pimecrolimus is also
associated with alcohol-induced flushing. Ensuring that
patients are aware of and informed about this adverse
effect may be warranted during treatment with topical
pimecrolimus.
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