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Summary

Cutaneous polyarteritis nodosa is regarded as  a  benign
disease, which differs from systemic polyarteritis nodosa
although their histopathological features are common.

Cutaneous polyarteritis nodosa involves local
dysfunction of the circulation from the dermis to the
subcutaneous tissue. 

From a therapeutic point of view it was not so carrefuly
scrutinized as the systemic form, hence the absence at this
moment of a reccomended therapeutic algorithm. 

We present the case of a 64 year old male who
experienced a positive clinical outcome under a short period
of systemic corticotherapy associated to platlets
antiaggrenat therapy and to drugs enhancing the
erythrocyte resilience; carefull wound care contributed too
to the complete remission of the lesions and to the absence
of the recurrences untill now, for a period of theree years.

Keywords: cutaneous polyarteritis nodosa, cutaneous
vasculitis, treatment.
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Rezumat

Poliarterita nodoasã benignã cutanatã este consideratã
o afecþiune ce diferã de forma sistemicã din punct de vedere
clinic cu toate cã aspectele histopatologice sunt aceleaºi.

Afecteazã circulaþia sanguinã la nivel dermic ºi
subcutanat iar etiologia sã rãmânã neidentificatã.

Din punct de vedere terapeutic nu s-a bucurat de
atenþia formei sistemice, astfel încât la acest moment nu
existã un algoritm terapeutic recomanadat.

Prezentãm cazul unui pacient în vârstã de 64 de ani a
cãrui evoluþie clinicã sub corticoterapie, terapie pe duratã
limitatã alãturi de medicaþie antiagregantã plachetarã ºi de
creºterea plasticitãþii eritrocitare precum ºi de îngrijire
localã atentã a dus la remiterea completã a leziunilor ºi la
absenþa recurenþelor pe o duratã de trei ani, pânã la
momentul actual. 
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Introducere

Poliarterita nodoasã benignã cutanatã (PANC)
reprezintã o vasculitã necrotizantã a vaselor mici
ºi medii de la nivelul tegumentului. A fost
descrisã pentru prima datã în 1931 de cãtre
Lindberg care a diferenþiat aceastã entitate de

Introduction

Benign cutaneous polyarteritis nodosa
(CPAN) is a necrotizing vasculitis that involves
small and medium-sized arteries of the dermis
and subcutaneous tissue. It was first described in
1931 by Lindberg, who distinguished it from the
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forma sistemicã. Forma cutanatã este limitatã la
piele, nu prezintã afectare visceralã ºi are un
prognostic mult mai bun decât forma  sistemicã.
Boala afecteazã mai frecvent femeile de vârstã
medie. (1, 2)

Prezentare de caz

Prezentãm cazul unui pacient în varstã de 64
de ani care s-a adresat Clinicii de Dermatologie
pentru prezenþa la nivelul gambelor, bilateral a
unor noduli dureroºi, ulceraþi ºi a unor plãci
eritemato-violacee însoþite de edem moderat al
membrelor ºi livedo reticularis. Manifestãrile
cutanate erau însoþite de dureri la nivelul
coloanei vertebrale cervicale ºi lombare spontan
si mai ales la mobilizare, precum ºi parestezii la
nivelul membrelor superioare ºi inferioare.

Din antecedentele personale patologice
reþinem spondilozã cervicalã, entesitã cronicã
gambierã bilateralã, litiazã prostaticã, criptorhidie
dreaptã ºi prostatitã cronicã.

Debutul afecþiunii cutanate a fost la nivelul
gambei stângi prin apariþia unei plãci de culoare
violacee pe faþa anterioarã a gambei, însoþitã de
edem important la nivelul articulaþiei genun-
chiului bilateral. Diagnosticul a fost de entesitã
cronicã bilateralã ºi vasculitã nodularã ºi s-a
instituit corticoterapie sistemicã cu Prednison
40mg/zi 3 sãptãmani, cu scaderea treptatã a
dozelor (5 mg/ sãptãmânã) timp de aproximativ
6 luni. Evoluþia leziunilor cutanate a fost
favorabilã sub doze mari de corticoterapie însã
scãderea dozelor a fost însoþitã de  agravarea
leziunilor. Sub tratamentul cu Prednison au
aparut reacþii adverse reprezentate de hiper-
glicemie, dislipidemie, alopecie ºi facies în lunã
plinã, motiv pentru care s-a oprit corticoterapia.
În absenþa terapiei leziunile s-au agravat motiv
pentru care s-a instituit tratament cu Claritro-
micinã 1g/zi ºi Pentoxifilinã retard 800 mg/zi cu
evoluþie favorabilã. Dupã oprirea tratamentului
leziunile s-au extins. La internare în Secþia de
Dermatologie prezenta ulceraþii multiple,
acoperite de cruste hematice, noduli ulceraþi ºi
placarde eritemato-violacee, intens dureroase,
însoþite de edem moderat al membrelor ºi livedo
reticularis cu evoluþie de aproximativ un an ºi
jumãtate (Fig. 1).

Examenul neurologic efectuat a relevat
hipoestezie tactilã în regiunea antero-lateralã a
feþei dorsale a picioarelor, hipoestezie termicã ºi
dureroasã în regiunea antero-externã a feþei

systemic form. The cutaneous form is limited to
the skin, there is no visceral involvement and the
prognosis is much better than that of the systemic
form. This condition mainly affects middle-aged
females [1;2]. 

Clinical case

A 64 year old male presented to the Clinic of
Dermatology with bilateral painful ulcerated
nodules and purple erythematous plaques on the
lower legs, as well as moderate edema of the
limbs and livedo reticularis. In addition to skin
problems, the patient suffered from pains in the
cervical and lombar spine, both spontaneously
and moreover when flexing, as well as
paresthesias in the lower and upper limbs.

The patient’s medical history included
cervical spondylosis, bilateral shank chronic
enthesitis, prostatic lithiasis, cryptorchidism of
the right testicle and chronic prostate. 

The condition started by the occurrence on
the front side of left shank of a purple plaque,
together with a big-size bilateral edema on the
knee joint. The diagnosis was of bilateral chronic
enthesitis and nodular vasculitis. The patient was
administered systemic corticotherapy with
Prednison 40 mg/day for 3 weeks, with gradual
dose decrease (5 mg/week) for about 6 months.
Skin lesions evolved well under high
corticotherapeutical dosage but worsened when
doses were reduced. Under Prednison treatment
adverse reactions appeared – hyperglycemia,
dyslipidemia, alopecia and moon facies – and
treatment was stopped. In the absence of therapy
the lesions aggravated and treatment was
resumed, this time with Clarithromycin 1g/day
and Pentoxfylline retard 800 mg/day, with
positive clinical outcome. Lesions extended after
the treatment was interrupted. The patient was
warded in the Clinic of Dermatology with
multiple ulcerations covered with hematic scales,
ulcerated nodules and intensely painful purple
erythematous plaques, as well as an approxi-
mately one and a half year-old moderate edema
of the limbs and livedo reticularis (Fig. 1).

Neurological examination showed tactile
hypoesthesia on the anterolateral area of the back
side of the legs and painful thermal hypoesthesia
in the anteroexternal area of the back side of the
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dorsale a picioarelor, punând diagnosticul de
radiculopatii L4- L5.

Analizele de laborator efectuate au evidenþiat
leucocitoza cu neutrofilie, sindrom inflamator
(VSH si fibrinogen crescute), fãrã tulburãri de
coagulare. Serologia pentru T. Pallidum a fost
negativã. Analizele imunologice au evidenþiat
IgA crescut; anticorpii anticardiolipinici, anti â2
glicoproteinã, antitransglutaminazã au fost
negativi iar factorul reumatoid si antigenul HLA
B27 negativi. Electroforeza proteinelor serice a
evidenþiat uºoarã hipoalbuminemie. Markerii
hepatici pentru hepatita B si C au fost negativi.
Markerii tumorali (AFP, CA 199, CEA, PSA C ºi
PSA T) au fost în limite normale. IDR la 2 U PPD
a fost negativ. Într-o etapã ulterioarã a
investigaþiilor de laborator s-au recoltat
urmãtoarele analize: p - ANCA, c- ANCA,
proteinã C ºi proteinã S, factorul V Leiden,
aglutininele la rece, crioglobulinele, criofibrino-
genul, C3, C4, complexe imune circulante.
Proteina C a prezentat valori crescute cu 150%
mai mari faþã de valoarea normalã.  Prin analiza
de biologie molecularã s-a evidenþiat mutaþia
factorului V Leiden, heterozigot. p - ANCA, c-
ANCA, proteina S, aglutininele la rece, crio-
globulinele, criofibrinogenul au fost negative. C3,
C4 si complexele imune circulante au fost
normale.

legs. The patient was diagnosed with L4-L5
radiculopathies. 

The lab analyses revealed neutrophilic
leukocytosis, inflammatory syndrome (increased
ESR and fibrinogen values), without abnormal
coagulation. The serological test for T. Pallidum
was negative. Immunological examination
showed high IgA; the tests for anti-cardiolipin,
anti-β2 glycoprotein and anti transglutaminase
antibodies as well as for the rheumatoid factor
and the HLA B27 antigen were negative. Serum
protein electrophoresis revealed a mild
hypoalbuminemia. Hepatic markers for B- and C-
type hepatitis were negative. Tumoral markers
(AFP, CA 199, CEA, PSA C and PSA T) were
within normal limits. The 2 U PPD tuberculin test
was negative. A subsequent laboratory
examination consisted in the following analyses:
p-ANCA, c-ANCA, protein C and protein S,
factor V leiden, cold agglutinin, cryoglobulin,
cryofibrinogen, C3, C4, immune circulating
complexes. Protein C presented 150 per cent
higher values as compared to normal ones.
Molecular biology analysis showed the mutation
in the heterozygous factor V leiden. P-ANCA, c-
ANCA, protein S, cold agglutinin, cryoglobulin
and cryofibrinogen tests were negative. C3, C4
and the immune circulating complexes were
within normal values.

Skin biopsy revealed the presence of
leukocytoclastic vasculitis.

Based on the clinical aspect of the lesions –
nodules and ulcerations on the background of
livedo reticularis –, on paraclinical tests and skin
biopsy, the diagnosis established was that of
benign cutaneous polyarteritis nodosa associated
with heterozygous factor V leiden.

The patient was administered systemic
therapy during hospitalization: antibiotherapy
(Enhancine, cp 625 mg, 3 cp/day, for 14 days),
corticotherapy (Medrol 32 mg/day, for 8 days,
with gradual decrease – 4 mg/week, until
reaching the maintenance dosage of 4 mg/days,
days in days out), Pentoxyfilline retard 800
mg/day, Rutoven C 2 cp/day, and local therapy:
debridement, local toileting and daily change of
sterile dressings. Patient’s evolution was good
and lesions epithelized (Fig. 2). The patient was
periodically reevaluated. 7 months after

Fig. 1. Ulceraþii, nodule ºi placarde pe fond de livedo
reticularis (purpurã retiformã nepalpabilã) la nivelul

membrelor inferioare
Fig. 1. Ulcerations, nodules and plaques on a background
of livedo reticularis (non-palpable retiform purpura) in the

lower limbs
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Biopsia cutanatã efectuatã a evidenþiat
prezenþa unei vasculite leucocitoclazice.

Pe baza aspectului clinic al leziunilor – noduli
ºi ulceraþii pe fond de livedo reticularis, al
testelor paraclinice ºi a biopsiei cutanate s-a
stabilit diagnosticul de poliarteritã nodoasã
benignã cutanatã asociatã cu prezenþa factorului
V leiden heterozigot.

Tratamentul instituit pe parcursul internãrii a
fost reprezentat de terapie sistemicã:
antibioterapie (Enhancin, cp 625 mg, 3cp/zi, 14
zile), corticoterapie (Medrol 32 mg/zi,  8 zile, cu
scãderea treptatã – 4 mg/sãptãmânã pânã la o
dozã de întreþinere de 4 mg/zi, zile alterne),
Pentoxifilin retard 800 mg/zi, Rutoven C 2cp/zi
ºi terapie localã: debridare, toaletã localã ºi
pansamente sterile zilnice. Evoluþia a fost
favorabilã reprezentatã prin  leziuni în curs de
epitelizare (Fig. 2). Pacientul a fost reevaluat
periodic. La 7 luni de la internare epitelizarea era
completã, fãrã a se observa recurenþa  ulcerelor.

Discuþii

Poliarterita nodoasã benignã cutanatã
(PANC) este o vasculitã a vaselor mici ºi medii de
la nivelul dermului profund ºi/sau hipo-
dermului. Diagnosticul acestei afecþiuni necesitã
pe de o parte prezenþa manifestãrilor cutanate
tipice ( noduli, livedo, ulceraþii, purpurã) si
existenþa vasculitei leucocitoclazice la nivelul
dermului profund sau hipodermului, iar pe de
altã parte absenþa implicãrii viscerale la
momentul diagnosticului. (2)

Diferenþierea între forma benignã cutanatã de
poliarteritã nodoasã ºi afectarea cutanatã din
cadrul poliarteritei nodoase  sistemice (PAN)
reprezintã încã un motiv de controversã. Forma
benignã cutanatã are ca manifestãri principale
apariþia nodulilor subcutanaþi dureroºi (30-50%
din pacienþi) ºi ulcerarea acestora (30% din
pacienþi). (3) Este imposibil de diferenþiat
manifestãrile cutanate din PAN sistemicã de cele
din PANC. Totuºi, un studiu japonez recent
precizeazã cã cele douã entitãþi sunt distincte, cea
cutanatã având o evoluþie cronicã, benignã, fãrã
manifestãri viscerale. (4)

Etiologia bolii rãmâne încã necunoscutã. Unii
autori sugereazã asocierea cu hepatita B sau C
sau cu alþi agenþi patogeni: streptococ,
mycobacterium tuberculosis. La pacientul nostru
nu a fost depistatã implicarea unui agent patogen
infecþios, însã prezenþa leucocitozei cu neutrofilie

hospitalization, epithelization was complete and
no remission of lesions has ever been noted.

Discussions

Benign cutaneous polyarteritis nodosa
(CPAN) is a vasculitis that involves small and
medium-sized arteries of the dermis and/or the
subcutaneous tissue. The diagnosis requires the
presence of typical skin alterations (nodules,
livedo, ulcerations, purple patches) and the
existence of leukocytostatic vasculitis in the
dermis or hypodermis, and no visceral
involvement on the other hand [2].  

The differentiation between benign
cutaneous polyarteritis nodosa and skin
alteration in systemic polyartieritis nodosa (PAN)
is yet another subject of controversy. The benign
cutaneous form is mainly characterized by the
occurrence of painful subcutaneous nodules (in
30 to 50 per cent of the patients) and their
ulceration (30 per cent of the patients) [3]. It is
impossible to distinguish skin alteration in
systemic PAN and CPAN. Still, one recently
published Japanese study shows that the two are
distinct entities, the cutaneous one having a
chronic benign evolution devoid of visceral
alterations [4]. 

The etiology of this disorder remains
unknown. Some authors have claimed an
association with B- or C-type hepatitis or with

Fig. 2. Leziuni în curs de
vindecare dupã patru sãptãmâni
de terapie sistemicã ºi localã
Fig. 2. Healing lesions following
four weeks of systemic and local
therapy
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ºi evoluþia favorabilã sub antibiotic poate sugera
o posibilã infecþie. În unele cazuri izolate a fost
identificatã prezenþa anticorpilor p-ANCA. (2,3)
În cazul nostru rezultatul analizei p- ANCA a fost
negativ.

Pe lângã manifestãrile cutanate, în literaturã
se citeazã cazuri în care este descrisã prezenþa
mialgiilor, artralgiilor ºi a afectãrii neurologice,
cel mai frecvent fiind întâlnitã mononevrita
multiplex. Astfel, în cazul pacienþilor cu
poliarteritã benignã cutanatã este necesarã
efectuarea studiilor de conducere nervoasã (1).

În 1994 o mutaþie a factorului V al coagularii
a fost descrisã de un grup de cercetatori din
Leiden, Olanda, concluzionându-se cã aceastã
mutaþie, denumitã factorul V Leiden reprezintã
un factor de risc pentru coagulopatii ce conduc la
trombozã. Prevalenþa acestei mutaþii în populaþia
europeanã ºi americanã este de 5-6%. Riscul de
trombozã e crescut de 7-8 ori la heterozigoþi ºi de
80 de ori la homozigoþi. Mutaþia acestui factor
poate duce la apariþia rezistenþei la proteina C
activatã (5, 6). La persoanele normale factorul V
acþioneazã ca un cofactor pentru factorul X al
coagulãrii care activeazã trombina ºi transformã
fibrinogenul în fibrinã, ducând la apariþia
cheagului de fibrinã. Proteina C activatã este un
anticoagulant natural care împiedicã extinderea
cheagului de fibrinã prin degradarea factorului V.
Un factor V mutant nu mai poate fi uºor
degradat, proces care duce la un exces de fibrinã
ºi trombozã. Principalul proces implicat în
patogenia vasculopatiilor livedoide a fost mult
timp considerat unul vasculitic. Studii recente au
demonstrat însã cã anomaliile de coagulare joacã
un rol major. S-a observat îmbunãtãþirea evoluþiei
pacienþilor cu terapie fibrinoliticã, anticoagulantã
si antitromboticã, ceea ce sugereazã cã anomaliile
de coagulare au rol important în patogenia
acestor vasculopatii ocluzive (7).

A fost descrisã o legãturã etiopatogenicã între
existenþa unei stãri de hipercoagulabilitate ºi
apariþia ulcerelor vasculitice. Un studiu recent
publicat precizeazã existenþa anomaliilor de
coagulare la 53% din pacienþii care s-au prezentat
cu ulcere vasculitice la nivelul membrelor
inferioare (8).

Evoluþia PANC cãtre PAN a fost descrisã în
câteva cazuri, de obicei dupã o perioadã
îndelungatã de timp (9). Aceastã probabilitate
este mai mare la pacienþii care prezintã
neuropatie perifericã (10).

other pathogenic agents: streptococcus,
mycobacterium tuberculosis. No pathogenic
infectious agent was tracked down in our patient,
although the presence of neutrophilic
leukocytosis and the positive evolution following
antibiotics administration might suggest a
possible infection. In some isolated cases the
presence of p-ANCA antibodies was reported
[2;3]. In our patient the p-ANCA test was
negative.

Besides skin modifications, some authors
have also reported the presence of myalgias,
arthralgias and of neurological involvement,
mononeuritis multiplex being the most common.
This is the reason why the nerve impulse speed
test has to be performed in patients with benign
cutaneous polyarteritis [1].  

A mutation of the coagulation factor V was
described in 1994 by a group of researchers from
Leiden, the Netherlands. They concluded that
this mutation, which they called factor V leiden,
represented a risk factor for coagulopathies that
cause thrombosis. The prevalence of this
mutation in the European and American
population is of 5-6 per cent. The risk for
thrombosis is 7-8 times higher in heterozygotes
and 80 times higher in homozygotes. The
mutation can lead to activated protein C
resistance [5;6]. In normal persons the V factors
acts as co-factor for the coagulation factor X,
which activates thrombin and turns fibrinogen
into fibrin, stimulating the formation of fibrin
clots. Activated protein C is an natural
anticoagulant that prevents the spreading of the
fibrin clot by degrading the factor V. A mutant
factor V can no longer be easily degraded, and
the process allows for fibrin excess and
thrombosis. It was considered for a long time that
the main process involved in the pathogeny of
livedoid vasculopathies was of vasculitic nature.
However, recent studies have shown that
coagulation abnormalities play a major role.
Patients who were administered fibrinolytic,
anticoagulant and antithrombotic therapy had a
positive evolution, which suggests that coagulation
abnormalities play an important part in the
pathogeny of these occlusive vasculopathies [7]. 

An etiopathogenic connection was noted
between the existence of a hypercoagulability
state and the occurrence of  vasculitic ulcers. One
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În ceea ce priveºte tratamentul PANC au fost
descrise diverse terapii: corticoizi sistemici
necesari în cazul existenþei leziunilor inflamatorii
active, terapie anticoagulantã, antiagregante
plachetare, vasodilatatoare, imunosupresoare
(Azatioprina, Ciclofosfamida). Au fost citate
cazuri refractare care au raspuns favorabil la
utilizarea puls terapiei cu imunoglobuline I.V.
(11).

În cazul pacientului nostru evoluþia a fost
favorabilã sub asocierea terapiei cu antibiotice,
corticoizi, antiagregante plachetare si substanþe
ce sporesc plasticitatea hematiilor.

Concluzie

Poliarteritã nodoasã benignã cutanatã
reprezintã o afecþiune strict localizatã la
tegument fãrã prezenþa altor manifestãri
viscerale, cu evoluþie cronicã, benignã. Prezenþa
ei este sugeratã de manifestãri cutanate precum:
ulceraþii, noduli, livedo ºi purpura. În cazul
pacientului nostru detectarea factorului V Leiden
ºi a proteinei C a reprezentat încã un mecanism,
asociat celui de vasculitã, în apariþia leziunilor
cutanate. Prezenþa afectãrii neurologice
reprezintã un factor de risc pentru tranziþia
PANC în PAN,  motiv pentru care pacientul este
reevaluat periodic.

recently published study has reported the
existence of coagulation abnormalities in 53 per
cent of the patients with vasculitic ulcers in the
lower limbs [8]. 

CPAN progress into PAN has been reported
in several cases, commonly following a long
period of time [9]. The probability is higher in
patients with peripheral neuropathy [10].

As to CPAN treatment, various therapies
have been administered: systemic corticoids in
case of active inflammatory lesions; anticoal-
gulant therapy; platelet, vasodilating, immuno-
suppresive antiaggregants (Azathioprine,
Cyclophosphamide). Pulsed intravenous
immunoglobulin therapy was reported as being
effective in a number of refractary cases [11]. 

A positive clinical outcome was noted in our
patient following the association of antibiotics
therapy with corticosteroids, platelet
antiaggregants and drugs enhancing the
erythrocyte resilience. 

Conclusion

Benign cutaneous polyarteritis nodosa is a
disorder strictly limited to the tegument, with no
visceral involvement and with chronic benign
evolution. Its symptoms consist of skin
alterations: ulcerations, nodules, livedo and
purpura. In the case we hereby report, the
diagnose of factor V leiden and protein C was yet
another mechanism, associated with vasculitis, in
the occurrence of skin lesions. Neurological
involvement is a risk factor in the progress of
CPAN to PAN, which is why our patient’s
evolution is regularly followed up.
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