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Abstract

Cutaneous polyarteritis nodosa (CPAN) is a variant of polyarteritis nodosa that is limited primarily to the skin. It is
a chronic recurrent disorder characterized by the presence of nodular lesions with or without ulceration on the
distal third of the lower limbs. Nodular vasculitis and thrombophlebitis can be clinically or pathologically mistaken
for CPAN. We present a case of a 51-year-old woman with painful nodules on the lower limbs. Some of the nodules
were ulcerated. Histopathological examination of a nodule on deep incisional biopsy revealed fibrinoid necrosis of
a medium-sized artery in the subcutis along with perivascular mixed infiltrate. The patient did not have any symp-
toms or signs of internal organ involvement. The possible etiological factor has not been detected. The patient was
treated with oral prednisone 0.5 mg/kg/day and dapson 150 mg/day. Over the one-year follow-up the lesions showed

regression, with one minimal relapse which resolved after the short course of oral prednisone.
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Introduction

Cutaneous polyarteritis nodosa (CPAN) is
a chronic, recurrent vasculitis that affects small
arteries and arterioles in the panniculus and
the dermal-subcutaneous junction (1). It still
remains controversial whether CPAN is a skin
symptom of polyarteritis nodosa (PAN), or a
distinct clinical entity with different pathogen-
esis (2). The common clinical features of CPAN
are multiple subcutaneous nodules or livedo
and macules, with or without ulceration, affect-
ing the lower extremities. Other symptoms may
be associated with CPAN, such as constitu-
tional, neurological, and musculoskeletal
ones, limited to the affected areas (1, 3). Nod-
ular vasculitis and thrombophlebitis can be
clinically or pathologically mistaken for CPAN
(4). The diagnosis is based on skin biopsy, as
there are no specific serological tests (5).

Case Report

A 51-year-old woman presented with the
erythematous, painful nodules on the lower
limbs lasting for 7 months. The lesions were

first diagnosed and treated as vasculitis nod-
ularis with no improvement. On admission in
our Clinic, physical examination showed
asymmetrical, tender painful nodules and ir-
regular ulcerated subcutaneous nodules over
both legs (Figures 1 and 2). Routine investiga-
tions, including erythrocyte sedimentation
rate, C-reactive protein, complete blood count
with differential, blood levels of electrolytes
and glucose, liver and renal function tests and
urinalysis were normal. Antinuclear antibod-
ies, anti-neutrophil cytoplasmic antibodies
and anti-streptolysin-O were normal or nega-
tive. Serology tests for hepatitis B, C and HIV
1/2 were negative. QuantiFERON-TB Gold test
was negative. Chest X-ray, echocardiography
of the heart and ultrasonography of the abdo-
men showed no pathologic findings. The pa-
tient did not have any symptoms or signs of
internal organ involvement. Deep incisional
skin biopsy of the nodulus revealed fibrinoid
necrosis of small arteries in the subcutis along
with perivascular mixed infiltrate (Figures 3
and 4). The patient was treated with oral pred-
nisone 0.5 mg/kg/day and dapson 150 mg/
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Figure 1. Reddish-purple nodules on the lower
extremities

day. After 2 months, the lesions showed re-
gression with residual hyperpigmentation and

Figure 2. Erythematous nodule with a central crust on the left leg

scarring and the dose of prednisone was then
slowly decreased and discontinued. In further
10 months the patient experienced one minor
relapse, therefore she received another course
of prednisone for several weeks. On the last
check-up, 12 months after the hospitalization,
the patient was free of active lesions.

Discussion

CPAN was initially described in 1931 by
Lindberg as the case of necrotizing vasculitis,
which was limited to the skin but could not
have been histopathologically distinguished
from systemic PAN (6). CPAN more frequent-
ly affects women (male: female ratio = 1:1.7),
aged = 40 years, with numbers of patients
peaking at 50-59 years of age (7). The lesions
commonly occur on the legs in 97%, followed
by the arms in 33%, and the trunk in 8% of
patients. Additional involvement of the head
and neck has been noted in 9 of 23 patients
(39%) with CPAN (3). The skin manifestations
of CPAN include subcutaneous nodules (80-
100%), livedo reticularis (45-80%), ulcers, and
gangrene. Other findings include purpura,
papules, atrophie blanche, and leg edema.
The nodules frequently have a diameter of
5-15 mm and are multiple, red-dark to red-
dish-purple, and are accompanied by spon-
taneous pain and tenderness. These nodules,
with or without livedo reticularis, are usually
the first presentation of the disease, and are
the predecessor to ulceration in 50-59% of
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Figure 3. Fibrinoid degeneration of the vessel wall
with perivascular mixed infiltrate of lymphocytes,
histiocytes and a few neutrophils into the subcutis
(haematoxylin-eosin stain x100)

the cases (2, 7, 8). Extra-cutaneous manifes-
tations of CPAN include constitutional symp-
toms, fever, myalgias, arthralgias, and periph-
eral neuropathy (mononeuropathy and
mononeuritis multiplex) (3). In the patients
with an ulcerated CPAN, a more chronic
course of the disorder with neurological in-
volvement is common (8). Unlike the system-
ic disease, CPAN does not show immuno-
logic abnormalities (9). Absence of the life-
threatening organ involvement in CPAN (renal
ischemia, testicular pain/epididymitis, ischem-
ic myalgia and hypertension) distinguishes
CPAN from the systemic PAN (10). Our patient
did not have any symptoms or signs of the
internal organ involvement.

The diagnosis of CPAN is based on clin-
ical features of isolated skin involvement con-
firmed by histopathological findings (5). Deep,
surgical incisional biopsies are essential for
the correct diagnosis of CPAN. A punch bi-
opsy is not recommended, because it often
fails to sample larger vessels that are typi-
cally affected (4). Serial sections may also be
necessary to demonstrate the vasculitis, par-
ticularly when the involvement is segmental
and focal (9). The microscopic findings of
CPAN can be divided into four stages: (1) de-
generative stage with degeneration of arterial
wall and deposition of fibrinoid material and
partial or complete destruction of internal and
external elastic laminae; (2) acute inflamma-
tory stage with an infiltrate mostly composed

Figure 4. Fibrinoid degeneration, intimal prolif-
eration and an almost complete obliteration of the
vessel wall lumen (Periodic acid-Schiff stain
x200)

of neutrophils with some eosinophils around
and within the arterial wall; (3) granulation tis-
sue stage with an infiltrate also containing
lymphocytes and macrophages and intimal
proliferation and thrombosis with occlusion
of the lumen leading to ulceration; and (4)
healed end-stage with fibroblastic prolifera-
tion extending in the perivascular area (4, 11).

Nodular vasculitis is a lobular panniculitis
and vasculitis affecting mostly venules or sep-
tal veins and less commonly arteries. In con-
trast, CPAN is an arterial vasculitis with minimal
extension of its inflammation into the adjacent
subcutis. The pattern of elastic tissue distribu-
tion and vessel silhouette is a diagnostic aid
to differentiate between venous and arterial
vasculitis (4). Superficial thrombophlebitis is
a sequela of degenerative or anatomical al-
terations of vessel walls in lower legs, slowed
blood flow, and/or hypercoagulable condi-
tions, which then secondarily lead to inflam-
matory infiltration (1). Two other entities have
recently been described, macular arteritis and
lymphocytic thrombophilic arteritis that show
clinical features of CPAN but a lymphocytic
arteritis on biopsy (12, 13). These variants of
vasculitis may simply represent latent or late
evolutionary stages of CPAN (4). The etiology
of CPAN is unknown. Associations with various
viral (particularly HBV as well as HCV, HIV 1/2
and parvovirus B19) and group A streptococ-
cal infections have been reported (2). Minoc-
ycline-induced CPAN is a well documented
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phenomenon (14). In our patient, a possible
etiological factor has not been detected.

Systemic corticosteroids remain the
mainstay of treatment for CPAN and most pa-
tients seem to respond to oral prednisone.
Successful treatment outcomes were reported
with dapsone, colchicines, azathioprine, meth-
otrexate, cyclosporine, cyclophosphamide,
NSAIDs, sulphapyridine, pentoxyphylline, and
intravenous immunoglobulin. Antibiotic treat-
ment may be needed in patients with docu-
mented streptococcal or other bacterial infec-
tions (2, 3). The prognosis of CPAN is favora-
ble with no known mortality from the disease
itself. The course is chronic with relapses and
remissions that may occur spontaneously or
following treatment (5). However, since pro-
gression to systemic PAN may occur in some
patients, careful follow-up is necessary (7).

In summary, CPAN is a rare and benign
cutaneous vasculitis of unknown etiology and
can be challenging to diagnose and manage.
There are no specific clinical and laboratory
findings. The diagnosis is based on clinical
features of isolated skin involvement con-
firmed by histopathological findings. System-
ic corticosteroids and dapson are effective in
the treatment of CPAN. Long-term follow-up
is necessary for CPAN because it can
progress to systemic PAN.

Abbreviations

CPAN — cutaneous polyarteritis nodosa
PAN — polyarteritis nodosa
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Kutani poliarteritis nodoza: neobi¢an i redak oblik kutanog

vaskulitisa

Sazetak

Kutani poliarteritis nodoza predstavlja varijantu nodoz-
nog poliarteritisa koja je ograni¢ena samo na kozu.
Kutani poliarteritis nodoza ima hronicni, rekurentni tok
i klinicki se manifestuje u vidu nodusa sa ulceracijom
ili bez nje, lokalizovanih na distalnim tre¢inama donjih
ekstremiteta. U praksi se ¢esto klini¢ki i histopatoloski

dijagnostikuje kao vaskulitis nodularis ili tromboflebitis.
Prikazujemo pacijentkinju uzrasta 51 godinu sa bolnim
nodusima na donjim ekstremitetima, od kojih su po-
jedini bili egzulcerisani. Histopatoloski nalaz duboke
incizione biopsije nodusa pokazao je fibrinoidnu nekro-
zu arterija srednjeg kalibra u supkutisu i mesoviti
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perivaskulni infiltrat. Pacijentkinja nije imala nijedan Doslo je do regresije promena tokom narednih godinu
simptom ni znak sistemskog vaskulitisa. Mogudi dana, uz jedan minimalan recidiv nakon nekoliko mese-
etioloski faktor nije detektovan. Pacijentkinja je le¢ena ci koji je resen kratkotrajnom primenom prednizona.

prednizonom 0,5 mg/kg/dan i dapsonom 150 mg/dan.

Klju€ne reci: Poliarteritis nodoza; Kozne bolesti; Hroni¢ni bol; Prednizon; Biopsija; Ishod terapije

Received 4 September, 2018
Accepted 15 September, 2018

© 2018 Branislav Leki¢ The Serbian Association of Dermatovenereologists 51



