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Eccrine squamous syringometaplasia (ESS) is a histologically
distinctive skin eruption occurring predominantly in acral or
intertriginous areas presenting as erythematous macules,
papules or patches. The etiology of ESS remains unclear, but
it is usually reported in patients receiving chemotherapy for
various malignant neoplasms. To date, only two cases of ESS
associated with non-steroidal anti-inflammatory drugs (NSAIDs),
which has distinctive clinical features and pathogenesis,
have been reported in the literature. Herein, we report a rare
and interesting case of ESS associated with pelubiprofen, a
recently developed NSAID, which appeared after pelubipro-
fen therapy and resolved spontaneously after discontinuing
the medication. (Ann Dermatol 29(3) 334~ 336, 2017)
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INTRODUCTION

Metaplasia is a process in which one cell type is trans-
formed into another in an adaptive cellular mechanism in
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response to various stimuli. One of the common meta-
plasia in the skin is eccrine squamous syringometaplasia
(ESS)'. ESS is histologically defined as metaplasia of the
normal eccrine duct epithelium into two or more layers of
squamous epithelial cells®. It has been described in pa-
tients receiving chemotherapeutic agents for various ma-
lignant neoplasms, however, several infectious, neoplastic
and inflammatory skin diseases have been found to in-
duce ESS as well’. To date, there has been only two re-
ported cases of ESS associated with non-steroidal anti-in-
flammatory drugs (NSAIDs) in the literature®. Herein, an
unusual case of ESS associated with pelubiprofen, a re-
cently developed NSAID, is presented.

CASE REPORT

An 83-year-old woman presented with multiple eryth-
ematous papules on the neck, forehead and hair line of
scalp, which abruptly appeared and grew in size (Fig. 1).
The lesion was mildly pruritic and lasted for 10 days. She
underwent a surgical repair of femur neck fracture 15 days
prior, and pelubiprofen was administered 5 days before
skin eruption. She had no other general symptoms such as
fever, chills, or malaise and no other remarkable medical
history except hypertension with calcium channel blocker
since 2009. Biopsy specimens were taken from the fore-
head and neck lesions with the impression of syringoma,
and histopathologic evaluation showed numerous tubular
structures and cellular infiltrations in the superficial dermis.
The structures consisted of several layers of cells with uni-
form ductal epithelial proliferation and somewhat large
squamous cells with round or oval nuclei and abundant
eosinophilic cytoplasm with neither mitosis nor atypia.
Relatively sparse inflammatory infiltrates containing lym-
phocytes, histiocytes, and a few neutrophils were noted
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Unilesional Folliculotropic Mycosis Fungoides

Fig. 2. (A) Biopsy specimen from the neck shows numerous tubular structures and cellular infiltrations on the upper dermis (H&E,
x 100). (B) Squamous syringometaplasia (arrows) on the neck (H&E, x400).

Fig. 3. At the 4-weeks follow-up, all lesions resolved spontaneously on the forehead (A) and neck (B).
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around and within ductal structures (Fig 2). These histo-
pathological changes were consistent with ESS. Pelubiprofen
therapy was discontinued immediately, and all the lesions
resolved spontaneously over the following 4 weeks (Fig. 3).

DISCUSSION

ESS has been described in association with various con-
ditions and drugs, particularly in patients receiving che-
motherapy’. It typically presents as multiple, pruritic, er-
ythematous papules, plaques, or vesicles usually on the
axillae and groin®*. Histological features of ESS associated
with chemotherapy show both typical findings of ESS and
epidermal changes of chemotherapy such as epidermal
dystrophy, neutrophil eccrine hidradenitis, and necrosis of
eccrine ducts’. Although the pathogenesis of ESS remains
unclear, it might represent a nonspecific reaction by dam-
aged epithelial dermal ducts. In cases associated with
drugs, the concentration and excretion of drugs in the ec-
crine duct are believed to trigger the toxic reaction in the
ductal epithelium. This can be explained by the local-
ization of these lesions in areas rich in eccrine glands”®.

In 1987, two cases of ESS associated with benoxaprofen,
one of NSAIDs which was withdrawn from the market in
1982 after a few reports of fatal cholestatic hepatitis, were
published in the literature®. Present case is the first case of
ESS induced by pelubiprofen. Pelubiprofen is a propionic
acid-derived NSAID that is related both structurally and
pharmacologically to ibuprofen. The Korean Ministry of
Food and Drug Safety approved pelubiprofen for relieving
the symptoms of osteoarthritis in 2007 and approved ex-
panded indications for the relief of back pain in 2010. In
these three cases of NSAIDs-associated ESS including pres-
ent case, in contrast to chemotherapy-associated ESS, the
lesions were distributed in sun-exposed areas such as face
and neck, but not flexural areas, and epidermal changes
such as erosion or necrosis were not observed, which im-
plies that the reaction was not due to non-specific toxic
damage of medication’. Several NSAIDs are known to
have phototoxic reaction. Among these NSAIDs classes,
propionic acid-derivatives such as ibuprofen, ketoprofen,
benoxaprofen and pelubiprofen are the most potent pho-
totoxic agents'®. Lerner et al.* postulated that benox-
aprofen is secreted in sweat, causing selectively elevated
drug levels in eccrine keratinocytes and hence, increased
phototoxicity of these cells. Our case supports this postu-
lation that NSAIDs-associated ESS is due to metaplasia
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possibly caused by phototoxic mechanism.

In conclusion, this is the third case of ESS associated with
NSAIDs. We suggest that the pathogenesis of NSAIDs-as-
sociated ESS is a phototoxic reaction and although there
had not been many reports of phototoxicity, clinicians
should be aware that frequently prescribed NSAIDs, in
particular derivatives of propionic acids, can induce pho-
totoxic reaction, ESS, as an unusual clinical presentation.
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