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Anticonvulsants are among the drugs most commonly involved in cutaneous adverse drug
reactions (CADRs). Eslicarbazepine is a new anti-epileptic drug, chemically related to carba-

mazepine but with a more favorable safety profile. We report the clinical case of a woman who
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Introduction

Eslicarbazepine is an oral anticonvulsant indicated for the ad-
junctive treatment of partial seizures, with or without secondary
generalization, in the adult population. Eslicarbazepine acetate
is a prodrug for eslicarbazepine (S-licarbazepine), which is the
active metabolite of oxcarbazepine (1,2). It is contraindicated in
patients with a history of hypersensitivity to other carboxamide
derivatives, such as oxcarbazepine and carbamazepine, since it
shares a similar chemical structure (3). Eslicarbazepine shows a
better safety profile than carbamazepine (2,4); in clinical trials
in adult epileptic patients, rash was reported in 1-3% of the
patients taking eslicarbazepine acetate, while carbamazepine is
known to cause cutaneous adverse drug reactions (cADRs) in
up to 17% of patients (2,5,6).

The occurrence of cADRSs is a significant problem, because it
often leads to discontinuation of treatment and is usually unpre-

developed a skin rash on day 10 of eslicarbazepine with further exacerbation with eosinophilia
on day 2 of carbamazepine. Epicutaneous tests were positive with eslicarbazepine.

dictable. Nevertheless, recent studies have revealed that human
leukocyte antigen (HLA) genotypes could be possibly linked to
a predisposition to cADRs induced by drugs, including carba-
mazepine (5,7). Since the approval of eslicarbazepine, in 2009,
there have been scarce reports of hypersensitivity reactions and,
currently, there are neither established risk factors for adverse
reaction with eslicarbazepine acetate, nor a known correlation
with the HLA genotype, as there is for carbamazepine (4,7).
We report a case of a patient with adverse skin reactions to es-
licarbazepine and carbamazepine, whose skin patch tests were
positive for the former compound.

Case Report

A 54-year-old woman, Caucasian, developed a slightly pruritic
maculo-papular generalized skin eruption without fever or sys-
temic symptoms on the 10th day of eslicarbazepine acetate and
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gabapentine, prescribed for a trigeminal neuropathic pain. The
patient was initially medicated with 25 mg of hidroxizine per
day, and was told to maintain the previous medication. There
was some improvement, but the skin rash persisted. Eleven days
after the beginning of the skin eruption she was observed by her
neurologist, who stopped gabapentine and eslicarbazepine and
switched her to pregabalin.

After two days, due to worsening of the pain on her new ther-
apeutic regime, the patient went to the emergency room where
she was advised to stop pregabalin and started treatment with
carbamazepine, metamizol and diazepam. Two days later she
recurred again to the emergency because of marked worsening
of the skin rash. She had a disseminated erithemato-violaceous
maculo-papular eruption, along with mild edema of the face
and extremities, without arthralgia or fever. Her blood tests re-
vealed eosinophilia (14.12%; 0.8 x 10 9/L); the serum levels
of creatinine, blood urea nitrogen and hepatic parameters were
within normal ranges. The patient started immediately a pred-
nisolone course, withdrawing all previous medication, and was
referred to our Immunoallergology outpatient clinic. There was
a progressive regression of the skin lesions, with a complete re-
covery within around six weeks and normalization of the eosin-
ophil count (0.140 x 109/L, 2.5%) in blood tests performed five
months later. She meanwhile started treatment with amitripty-
line, which was well tolerated. The previous use of antiepileptic
drugs was denied.

One month after full recovery we performed patch tests with
eslicarbazepine, gabapentin, carbamazepine and pregabalin. We
used commercial tablets of 800 mg eslicarbazepine, 100 mg ga-
bapentin, 200 mg carbamazepine and 25 mg pregabalin, which
were finely grounded and incorporated at 20% in white petro-
latum. The tests were positive only for eslicarbazepine, both at

day 2 and day 4 (figure 1). Six controls were patch-tested with
eslicarbazepine, in the same concentration, with negative result.

Discussion

This patient suffered from a generalized maculopapular erup-
tion with mild eosinophilia but without systemic symptoms
or evidence of organic lesion, thus not fulfilling the criteria for
DRESS (8). However, antiepileptic drugs, in particular carba-
mazepine, are among the most common causes of severe cuta-
neous drug reactions (3,5,8). The prompt interruption of the
suspected drugs might have protected the patient from a more
severe reaction (3,5,9).

Given the clinical history, with the first symptoms appearing 10
days after starting eslicarbazepine and gabapentine followed by
exacerbation 2 days after starting carbamazepine, which is chem-
ically related to eslicarbazepine, we assumed eslicarbazepine and
carbamazepine as the most probable culprit drugs. The positive
patch test with eslicarbazepine strengthened our diagnosis. Avoid-
ance of these and related drugs, like oxcarbazepine, was advised.
Carbamazepine is among the drugs most often involved in cu-
taneous adverse reactions, and there are many reports about the
usefulness of patch test for the diagnosis (5,9,10). Conversely,
eslicarbazepine is rarely implicated in hypersensitivity reactions
(2,4) and we found no published information concerning the
use of epicutaneous testing or the determination of non irritant
concentrations with this drug.

Based on the published guidelines and because we used the
commercial form of the implicated drugs, we decided to test
with a concentration of 20% in petrolatum (11,12). The nega-
tive result on six healthy controls allowed us to exclude an irri-
tant reaction.

Despite the negative epicutaneous test with carbamazepine, we
still consider the patient might be sensitized to this drug. There
are reports of negative patch tests with carbamazepine, possi-
bly because in some cases the reaction could be triggered by a
metabolite and not by the parent compound (13,14). More-
over, drug hypersensitivity reactions tend to occur earlier and
be more severe on reexposure, which was evident in our patient
after she started carbamazepine. Alternatively, she could have
suffered a flare-up reaction and not a cross-reactive hypersensi-
tivity reaction to carbamazepine (15).

In conclusion, we consider this case relevant because there is a
scarcity of reports on hypersensitivity reactions to eslicarbazepine.
Epicutaneous tests with this drug seem to be useful for the idend-
fication of the culprit drug on cADRs. The concentration of 20%
on petrolatum (with grounded tablets) elicited no irritant reactions.
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