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Eosinophilic Pustular Folliculitis Clinically Presenting as Orofacial Granuloma: Successful

Treatment with Indomethacin, But Not Ibuprofen
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Ofuji’s disease, a classic type of eosinophilic pustular
folliculitis (EPF), is an inflammatory eosinophilic disease
characterised by pruritic follicular papules or pustules
that tend to form in a circinate configuration. This con-
dition often affects the face, and occasionally the trunk
and extremities.

We wish to present an unusual presentation of EPF
responding to indomethacin.

CASE REPORT

A 60-year-old Japanese woman presented with a 4-month his-
tory of facial swelling. Physical examination revealed unilateral
swelling of the left cheek with induration, minimal ill-defined
erythema, and a slight follicular opening (Fig. 1A). Occasional
itch was noted. Her past history included hypertension and
myoma uteri that was treated surgically. Based on an initial
clinical diagnosis of orofacial granuloma of the cheek, skin
biopsy was performed. Histopathological examination showed
dense dermal cellular infiltrates comprising lymphocytes and a
number of eosinophils in perivascular and perifollicular areas.
Eosinophils had infiltrated into the follicular epithelium and
sebaceous glands (Fig. 1B). Laboratory tests showed blood
eosinophilia (1,286/ul, normal <500 pl). EPF was diagnosed,
and treatment was started with oral ibuprofen (600 mg/day) for
3 weeks; however, facial swelling became rather more promi-
nent with exacerbated erythema, exudates, and yellow crusting
on skin surfaces (Fig. 1C). The patient was subsequently treated
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with oral indomethacin farnesil (400 mg/day), achieving rapid
regression of facial swelling (Fig. 1D). Blood eosinophil count
decreased to 298/ul within 4 weeks.

DISCUSSION

The clinical manifestation of the present case was
peculiar in that skin symptoms lacked macroscopic
papules and pustules, and showed orofacial granuloma-
like swelling of the cheek. This caused difficulties in
reaching a clinical diagnosis of EPF. Classic-type EPF
uncommonly exhibits an atypical clinical appearance
(1), and EPF lacking obvious pustules has also been
described (2). In addition, some cases of classic EPF
share morphological similarities with follicular muci-
nosis without macroscopic papules (3, 4).

EPF generally responds well to systemic indome-
thacin, a cyclooxygenase inhibitor. Indomethacin can
even be used as a diagnostic tool. It has been proposed
that in EPF, cyclooxygenases-dependent arachidonic
acid metabolites may be responsible for eosinophil ac-
cumulation in hair follicles, explaining the therapeutic
action of indomethacin by its inhibitory activity against
cyclooxygenases (5). In addition, a recent finding sug-
gested the involvement of prostaglandin (PG) D2 in the

Fig. 1. Clinical and microscopic features of
skin lesions. Swelling of the left cheek with
minimal erythema (A). Dense cellular infiltrates
comprising eosinophils and lymphocytes
around hair follicles, follicular epithelium,
and sebaceous glands (B). Exacerbation by
ibuprofen treatment (C). Three weeks after
indomethacin treatment (D).
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pathogenesis of EPF (6). The present case was initially
treated using ibuprofen, a cyclooxygenase inhibitor, ba-
sed on the assumption that, like indomethacin, therapeu-
tic effects should be exerted via inhibition of cyclooxy-
genases. However, ibuprofen aggravated rather than
improved skin symptoms. This was in a sharp contrast
to subsequent successful treatment with indomethacin.
A prior report also described limited effects of another
cyclooxygenase inhibitor, loxoprofen, against EPF (7).
These findings provide intriguing clinical evidence that
the therapeutic effects of indomethacin do not solely
result from the inhibition of cyclooxygenases. In this
regard, we have recently demonstrated a peculiar phar-
macological action of indomethacin; down-modulation
of the expressions and functions of CRTH2, a PGD2
receptor, and CCR3, a receptor for eotaxin-1 and -3,
via homologous and cross-desensitisation, respecti-
vely, through agonistic function of indomethacin on
CRTH2. This results in reduced eosinophil migration to
these chemoattractants (8). Although arachidonic acid
metabolites, particularly PGD2, seem to be involved
in the pathogenesis of classic EPF, administration of
cyclooxygenase inhibitors, i.e., non-steroidal anti-
inflammatory drugs (NSAIDS), are not sufficient for
effective treatment. Clinical benefits of indomethacin
appear to be mediated by its unique pharmacological
actions, which are not observed in other NSAIDS.
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