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(Generalized neutrophilic fixed drug eruption induced by gabapentin
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A 65-year-old woman was referred to our
clinic with multiple erythematous plaques on the
trunk and arms (Figure 1). The eruption occurred
three days after starting a 75 mg daily dose of
gabapentin prescribed by a physical medicine and
rehabilitation specialist for neuropathic pain in her
arm. The skin lesions were accompanied by a fever
of 38.3°C. The laboratory investigations revealed a
white blood count of 18.820/mm?® and neutrophilic
leukocytosis with a percentage of 89.4%. Further
investigations revealed no infectious condition.
A punch biopsy was performed with preliminary
diagnoses of Sweet’s syndrome and generalized fixed
drug eruption (FDE). Histopathological examination
showed a perivascular and interstitial mixed type
of inflammatory infiltration with a predominance
of neutrophils. A small number of eosinophils was
also noted (Figure 1). Gabapentin was immediately
discontinued and intramuscular betamethasone
dipropionate, topical methylprednisolone, and oral
desloratadine were administered; however, the patient
was lost to follow-up. Two months later, the patient
was readmitted with similar lesions on the same sites
and she reported that the lesions appeared again
two days ago, after taking a new drug prescribed
by another physical medicine and rehabilitation
specialist for the intense pain in her arm (Figure 2).
The new drug was switched to gabapentin with a
different brand name, as the patient did not inform
the physician regarding the reaction to the previous

drug. A fever of 38.0°C once again accompanied the
rash, and the blood tests revealed a white blood count
of 16.230/mm?’ with 88.2% neutrophils. A diagnosis of
generalized neutrophilic FDE was established based on
the clinical and pathological findings. Gabapentin was
discontinued, and the lesions resolved within one week
following the administration of oral desloratadine and
a short course of topical and oral methylprednisolone.
A written informed consent was obtained from the
patient.

Fixed drug eruption is a cutaneous drug reaction
with unknown mechanism characterized by recurrent
erythematous and bullous skin lesions. Sulfonamides,
trimethoprim, tetracyclines, and anticonvulsants
are well-known culprits.! Gabapentin- induced oral
classical FDE has been previously reported.” However,
to the best of our knowledge, this is the first report of
neutrophilic FDE related to the gabapentin use.

Neutrophilic FDE is a rare type of FDE which was
first described by Agnew and Oliver® in association
with amoxicillin-clavulanic acid. Subsequently, the
entity has been reported in association with naproxen,
trimethoprim-sulfamethoxazole, fluconazole,
metronidazole, and dasatinib." In the present case,
given the accompanying fever and the peripheral
neutrophilic leukocytosis, Sweet’s syndrome was the
main provisional diagnosis. There was a typical, dense
neutrophilic infiltration of Sweet’s syndrome and
leukocytoclasis, but no lesions recurred at the same
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Figure 1. (a, b) Perivascular and interstitial mixed inflammatory infiltration with neutrophil
predominance and neutrophil exocytosis in the epidermis (H-E x100; H-E x400). (c, d) Widespread
erythematous-nummular plaques on the trunk and arms after the first gabapentin use.

sites, strongly supporting the diagnosis of FDE.! Histopathological features of classical FDE include
Peripheral neutrophilic leukocytosis, which is not an hydropic degeneration of the epidermal basal cell layer,
expected finding in classical FDE, was evident for dyskeratotic cells in the epidermis, and a lymphocytic
both episodes of the eruption, indicating a possible infiltrate in the upper dermis.® The histopathology of
systemic component of generalized neutrophilic FDE. the present case showed a mixed type of inflammatory

Figure 2. (a, b) Erythematous plaques occurring on the same localizations after the second use
of gabapentin.
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infiltration with a predominance of neutrophils,
instead. Controversy exists as to whether neutrophilic
FDE is a separate entity as it has been suggested
that it may be only a stage of the histopathological
evolution of FDE.®! Van Voorhees et al.'% reported
thickening of the epidermis, a few scattered necrotic
keratinocytes, edema in the upper dermis and a
mixed inflammatory infiltrate predominantly
consisting of neutrophilic polymorphonuclear
leucocytes in the first day histopathology of
trimethoprim/sulfamethoxazole -induced FDE, while
the examination on Day 5 showed the classical
features of FDE. In the present case, the punch biopsy
was performed on Day 7 of the eruption and did not
reveal necrotic keratinocytes, spongiosis, lichenoid
dermatitis, vacuolar degeneration in the basal cell
layer, extracellular melanin or melanophages, which
are the characteristics of the classical FDE. On the
other hand, neutrophilic predominance was still
notable.

In the first reported case of neutrophilic FDE
which was presented by Agnew and Oliver,”! classical
epidermal changes of FDE were not observed and,
similar to that seen in our case, neutrophilic infiltration
was the predominant histological feature. The authors
did not prefer the diagnosis of drug-induced Sweet’s
syndrome due to the recurrent nature of the eruption
in the same place and the absence of leukocytoclasis on
the histopathological examination. Although fever and
peripheral neutrophilic leukocytosis were observed
in our patient, we also did not prefer the diagnosis
of Sweet’s syndrome, as the lesions had the same
distribution in both attacks, and the dermal infiltration
was not as intensive as expected in Sweet’s syndrome.
Suzuki et al.¥ also used the term “neutrophilic FDE”
in a case report, in which histological examination
showed the histological features of classical FDE
accompanying with neutrophilic infiltration. In
another case of neutrophilic fixed reaction which was
presented by Bergman et al.,! the epidermis was also
unaffected and the authors used the term "neutrophilic
fixed dermatosis" instead of "FDE”. On the contrary,
Ozkaya et al.”! preferred the term "neutrophilic FDE",
although the eruption did not reveal the classical
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epidermal involvement of FDE. All these data show
that there is no consensus among researchers regarding
the description of the entity, which has been reported
only in a small number of cases. We suggest that the
terms “neutrophilic FDE” and “drug-related fixed
neutrophilic dermatosis” can be used interchangeably
to describe the eruption.
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