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Recurrent cutaneous necrotizing eosinophilic vasculitis (RCNEV) is a rare disease characterized by
clinical features of pruritic purpuric papules and angioedema. Skin biopsies revealed the eosinophil-pre-
dominate necrotizing vasculitis affecting small dermal vessels. Systemic corticosteroid is a very effective
treatment. There are many side effects associated with systemic corticosteroid therapy. The authors report a
case of RCNEV successfully treated with indomethacin. To the authors’ knowledge, there has been no reported

case of RCNEV treated with indomethacin.
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Case Report

A 53-year-old white male presented with a 6-
year history of recurrent pruritic papules, nodules, and
ulcers of the face, scalp, and hands. He had pulmonary
tuberculosis when he was 4 years old. He had no his-
tory of asthma. The skin biopsy showed focal necrosis
of the epidermis, collagen fibers, subcutaneous tissue,
and the hair follicles. There was a dense mixed inflam-
matory cell infiltrate, consisting of lymphohistiocytes,
numerous eosinophils and extra vasated red blood cells
around these necrotic areas (Fig. 1). In some areas, the
collagen fibers were coated with eosinophilic granules.
Many small blood vessels in the dermis showed necro-
sis of the endothelial cells. There were fibrin thrombi
and deposition of eosinophilic fibrinoid material in the
vascular lumens and walls, respectively (Fig. 2). There
were numerous eosinophils and lymphohistiocytes
infiltrate around these small blood vessels. There was
no leukocytoclasis. The diagnosis of recurrent cuta-
neous necrotizing eosinophilic vasculitistRCNEV) was
made. His evaluation was normal or negative for the
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following tests: complete blood cell count; urine analy-
sis; stool examination; antinuclear antibody; anti
neutrophillic cytoplasm antibody; rheumatoid factor;
erythrocyte sedimentation rate;B1C; C4; C-reactive
protein; cryoglobulin; hepatitis B and C serologic
studies; VDRL,; and anti HIV antibody. Bacterial culture
from the skin revealed Staphylococcus epidermidis.
Cultures for fungus and mycobacteria were negative.
Chest X-ray showed a small calcified spot at the left
upper lung. He was treated with 60 mg of prednisolone
daily with good response. Last year he developed the
pruritic and purpuric papule lesion on left forearm after
discontinuation of systemic corticosteroid for a few
months. Indomethacin was commenced at a dosage of
75 mg daily with a little improvement. Subsequently it
was increased to 150 mg daily. He responded very well
in 1-2 weeks while omeprazole 20 mg daily was also
given to prevent gastrointestinal side effects.

Discussion

RCNEYV was first described in 1994 by Chen
et al®, It is a distinct entity characterized by gluco-
corticoid - responsive pruritic, purpuric papules, and
angioedema of face and hands. Skin biopsies revealed
necrotizing vasculitis of the small vessels of the skin,
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Fig. 1 The infiltrate consists of lymphohistiocytes and
numerous eosinphils around the blood vessels and
between collagen bundles in the upper and deep
dermis as well as subcutaneous tissue (H&E, x40)

Fig. 2 High magnification shows a perivascular mixed in-
flammatory cell infiltrate and deposition of fibrinoid
material and fibrin thrombi in the walls and lumens
of many small vessels in the upper and deep dermis
(H&E, x20)

with exclusively eosinophilic infiltration and minimal
or no leukocytoclasis®. It is idiopathic but may be
associated with hypereosinophilic syndrome, connec-
tive tissue diseases (Felty’s syndrome, rheumatoid
arthritis, systemic lupus erythematosus, and Sjogren’s
syndrome) and Kimura’s disease®®. In the presented
case, there was no associated disease identified.

A pathogenic relationship between eosino-
phils and vasculitis in RCNEV was studied®4. Endo-
thelial destruction was found in the presence of de-
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generated eosinophils and free eosinophil granules.
Striking deposition of the cytotoxic eosinophil granules
was found in an affected wall. Eosinophil granule pro-
tein such as major basic protein (MBP) and eosinophil
peroxidase were toxic to endothelial cells in a dose-
dependent manner. Marked MBP deposition in the
areas of vessel damage strongly suggested that eosi-
nophils contributed to or caused the damage.

The treatment of choice is systemic corticos-
teroid. Nevertheless, the disease commonly occurs in
the nature of recurrent attacks. Sulphatast tosilate and
dapsone were also used in combination with systemic
corticosteroid®®. Sulphatast tosilate has been used
in the treatment of various atopic conditions such as
eczema and asthma. It is known to suppress not only
Ig E synthesis, but also the production of interleukin
(IL)-4and IL-5.

Indomethacin is one of the non-steroid anti-
inflammatory drugs (NSAID). It has been used in many
dermatoses including urticarial vasculitis and eosino-
philic pustular folliculitis (EPF or Ofuji’s disease)®.
Millns et al reported a series of ten patients with urti-
carial vasculitis who were treated with indomethacin®.
Nine of these patients achieved either complete or
partial resolution of their illness during therapy with
indomethacin. Gastrointestinal irritation was the only
side effect noted.

The first successful treatment of a patient
with EPF with indomethacin was reported by Hosokawa
in 19840, Reports of successful treatment of EPF with
oral indomethacin have been replicated in Thailand
and Singapore®®V, Ota et al recommended indome-
thacin as a first choice of treatment for EPF®2. The
mechanism of indomethacin is not well understood. It
is a potent cyclooxygenase inhibitor. It is thought that
certain cyclooxygenase arachidonic acid metabolites
are chemotactic factors for eosinophils, neutrophils,
lipids, and prostaglandins. Indomethacin decreases the
local production of these arachidonic acid-derived
chemotactic factors, which are thought to play a role
in the pathogenesis of EPF©.

Any combination of effects may have played
a role in the beneficial outcome of indomethacin
therapy in the presented patient. In summary, the
authors reported a rare case of RCNEV successfully
treated with indomethacin. Since there are fewer side
effects particularly in comparison with those of corti-
costeroid, it should be used for treatment of RCNEV.

References
1. Chen K-R, Pittellow MR, Su WPD, Gleich GJ,

1181



Newman W, Leiferman KM. Recurrent cutaneous
necrotizing eosinophilic vasculitis: a novel eosi-
nophil-mediated syndrome. Arch Dermatol 1994;
130:1159-66.

. ChenK-R, SUWPD, Pittellow MR, Leiferman KM.
Eosinophilic vasculitis syndrome: recurrent necro-
tizing eosinophilic vasculitis. Semin Dermatol 1995;
14:106-10.

. Jang KA, Lim YS, Choi JH, Sung KJ, Moon KC,
Koh J. Hypereosinophilic syndrome presenting as
cutaneous necrotizing eosinphilic vasculitis and
raynaud’s phenomenin complicated by digital

9.

neous eosinophilic vasculitis: successful adjuvant
therapy with sulplatast tosilate. Br J Dermatol
2003; 149: 901-3.

Friedman ES, LaNatra N, Stiller MF. NSAIDs in
dermatologic therapy: review and preview. J Cutan
Med Surg 2002; 6: 449-59.

Millns JL, Randle HW, Solley GO, Dicken CH. The
therapeutic response of urticarial vasculitis to in-
domethacin. JAm Acad Dermatol 1980; 3: 349-55.
Ellis E, Scheinfeld N. Eosinophilic pustular follicu-
litis: a comprehensive review of treatment options.
Am J Clin Dermatol 2004; 5: 189-97.

gangrene. BrJ Dermatol 2000; 143: 641-4. 10. Rattana-Aipiromyakij N, Kullavanijaya P. Eosino-
. Chen K-R, Su WPD, Pittellow MR, Conn DL, philic pustular folliculitis: report of seven cases in

George T, Leiferman KM. Eosinophilic vasculitis Thailand. J Dermatol 2000; 27: 195-203.

in connective tissue disease. JAm Acad Dermatol  11. Lee ML, Tham SN, Ng SK. Eosinophilic pustular

1996; 35: 173-82. follliculitis(Ofuji’s disease) with response to indo-
. Lee MW, Bae JY, Choi JH, Moon KC, Koh JK. methacin. Dermatology 1993; 186: 210-2.

Cutaneous eosinophilic vasculitis in a patientwith  12. Ota T, Hata Y, Tanikawa A, Amagai M, Tanaka M,

Kimura’s disease. J Dermatol 2004; 31: 139-41.
. Sakuma-Oyama Y, Nishibu A, Oyama N, Saito M,
Nakamura K, Kanebo F. A case of recurrent cuta-

Nishikawa T. Eosinophilic pustular follliculitis
(Ofuji’s disease): indomethacin as a first choice of
treatment. Clin Exp Dermatol 2001; 26: 179-81.

o . . . I
n195n11lsA Recurrent cutaneous necrotizing eosinophilic vasculitis AELBUIALNIT U

g8 paARANYILS, Ben AuAAM, unaa uwa, 35 Aglywswide

I5A Recurrent cutaneous necrolizing eosinophilic vasculitis (RCNEV) Lﬂufmm7@”nmwmmym§@m
1insledluila inulaues dansmuznieadin WuguyuAy uazuanfifamls SnemenIng5Ine
AENLNTENIALTR AR AN 7 fiwaasled luilauTudnmazdrdny mﬁ‘”nm?u%w”u e naslaen
posalngimeseaTiniULlszn 1 Jeenaduarradedlnunune inmslsainiy 7 9IE 7 g gidnus Inmeanu
nsinwlsAn RCNEV patigfuslsenmudulaumBulanas enilladnisdumunmaenansuazaeaunisiay
A ginusnuanddlaaeiinesuneinmisn RCNEV aaeidulaum Sunavuseenaiaiinasudes
uaenaenlunguaespesilnamesesn

1182 J Med Assoc Thai Vol. 90 No. 6 2007



