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Rezumat

Poliarterita nodoasd benignd cutanatd este considerati
o afectiune ce diferd de forma sistemicd din punct de vedere
clinic cu toate cd aspectele histopatologice sunt aceleasi.

Afecteazi circulatia sanguind la nivel dermic si
subcutanat iar etiologia sid ramand neidentificatd.

Din punct de vedere terapeutic nu s-a bucurat de
atentia formei sistemice, astfel incat la acest moment nu
existd un algoritm terapeutic recomanadat.

Prezentam cazul unui pacient in virstd de 64 de ani a
cdrui evolutie clinicd sub corticoterapie, terapie pe duratd
limitatd aldturi de medicatie antiagregantd plachetard si de
cresterea plasticititii eritrocitare precum si de ingrijire
locald atentd a dus la remiterea completd a leziunilor si la
absenta recurentelor pe o duratd de trei ani, pand la
momentul actual.
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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.
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Introducere

Poliarterita nodoasd benigna cutanatd (PANC)
reprezinta o vasculitd necrotizantd a vaselor mici
si medii de la nivelul tegumentului. A fost
descrisd pentru prima datd In 1931 de catre
Lindberg care a diferentiat aceastd entitate de
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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 sistemicd. Forma cutanatd este limitata la
piele, nu prezintd afectare viscerald si are un
prognostic mult mai bun decét forma sistemica.
Boala afecteaza mai frecvent femeile de varsta
medie. (1, 2)

Prezentare de caz

Prezentdm cazul unui pacient in varsta de 64
de ani care s-a adresat Clinicii de Dermatologie
pentru prezenta la nivelul gambelor, bilateral a
unor noduli durerosi, ulcerati si a unor placi
eritemato-violacee insotite de edem moderat al
membrelor si livedo reticularis. Manifestarile
cutanate erau insotite de dureri la nivelul
coloanei vertebrale cervicale si lombare spontan
si mai ales la mobilizare, precum si parestezii la
nivelul membrelor superioare si inferioare.

Din antecedentele personale patologice
retinem spondilozd cervicald, entesitd cronica
gambierad bilaterald, litiaza prostatica, criptorhidie
dreapta si prostatita cronica.

Debutul afectiunii cutanate a fost la nivelul
gambei stingi prin aparitia unei placi de culoare
violacee pe fata anterioard a gambei, insotitd de
edem important la nivelul articulatiei genun-
chiului bilateral. Diagnosticul a fost de entesita
cronicd bilaterald si vasculita nodulard si s-a
instituit corticoterapie sistemicd cu Prednison
40mg/zi 3 sdptdmani, cu scaderea treptatd a
dozelor (5 mg/ sdptdmana) timp de aproximativ
6 luni. Evolutia leziunilor cutanate a fost
favorabild sub doze mari de corticoterapie insa
scdderea dozelor a fost insotitd de agravarea
leziunilor. Sub tratamentul cu Prednison au
aparut reactii adverse reprezentate de hiper-
glicemie, dislipidemie, alopecie si facies in luna
plind, motiv pentru care s-a oprit corticoterapia.
In absenta terapiei leziunile s-au agravat motiv
pentru care s-a instituit tratament cu Claritro-
micind 1g/zi si Pentoxifilina retard 800 mg/zi cu
evolutie favorabila. Dupa oprirea tratamentului
leziunile s-au extins. La internare in Sectia de
Dermatologie prezenta ulceratii multiple,
acoperite de cruste hematice, noduli ulcerati si
placarde eritemato-violacee, intens dureroase,
insotite de edem moderat al membrelor si livedo
reticularis cu evolutie de aproximativ un an si
jumatate (Fig. 1).

Examenul neurologic efectuat a relevat
hipoestezie tactild In regiunea antero-laterala a
fetei dorsale a picioarelor, hipoestezie termica si
dureroasa In regiunea antero-externd a fetei
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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 wunder 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




Fig. 1. Ulceratii, nodule si placarde pe fond de livedo
reticularis (purpurd retiformd nepalpabili) la nivelul
membrelor inferioare
Fig. 1. Ulcerations, nodules and plaques on a background
of livedo reticularis (non-palpable retiform purpura) in the
lower limbs

dorsale a picioarelor, punand diagnosticul de
radiculopatii L4- L5.

Analizele de laborator efectuate au evidentiat
leucocitoza cu neutrofilie, sindrom inflamator
(VSH si fibrinogen crescute), fara tulburdri de
coagulare. Serologia pentru T. Pallidum a fost
negativd. Analizele imunologice au evidentiat
IgA crescut; anticorpii anticardiolipinici, anti 42
glicoproteind, antitransglutaminazd au fost
negativi iar factorul reumatoid si antigenul HLA
B27 negativi. Electroforeza proteinelor serice a
evidentiat usoard hipoalbuminemie. Markerii
hepatici pentru hepatita B si C au fost negativi.
Markerii tumorali (AFP, CA 199, CEA, PSA C si
PSA T) au fost in limite normale. IDR la 2 U PPD
a fost negativ. Intr-o etapd ulterioard a
investigatiilor de laborator s-au recoltat
urmdtoarele analize: p - ANCA, c- ANCA,
proteind C si proteind 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 fatd de valoarea normald. Prin analiza
de biologie moleculard s-a evidentiat mutatia
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.
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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-B2 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
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Biopsia cutanatd efectuatd a evidentiat
prezenta unei vasculite leucocitoclazice.

Pe baza aspectului clinic al leziunilor — noduli
si ulceratii pe fond de livedo reticularis, al
testelor paraclinice si a biopsiei cutanate s-a
stabilit diagnosticul de poliarteritd nodoasa
benigna cutanatd asociata cu prezenta factorului
V leiden heterozigot.

Tratamentul instituit pe parcursul interndrii a
fost reprezentat de terapie sistemica:
antibioterapie (Enhancin, cp 625 mg, 3cp/zi, 14
zile), corticoterapie (Medrol 32 mg/zi, 8 zile, cu
scdderea treptatd — 4 mg/sdptdmana pand la o
doza de intretinere de 4 mg/zi, zile alterne),
Pentoxifilin retard 800 mg/zi, Rutoven C 2cp/zi
si terapie locald: debridare, toaletd locala si
pansamente sterile zilnice. Evolutia a fost
favorabild reprezentatd prin leziuni in curs de
epitelizare (Fig. 2). Pacientul a fost reevaluat
periodic. La 7 luni de la internare epitelizarea era
completd, fard a se observa recurenta ulcerelor.

Discutii

Poliarterita nodoasa benignd cutanata
(PANC) este o vasculitd a vaselor mici si medii de
la nivelul dermului profund si/sau hipo-
dermului. Diagnosticul acestei afectiuni necesita
pe de o parte prezenta manifestdrilor cutanate
tipice ( noduli, livedo, ulceratii, purpura) si
existenta vasculitei leucocitoclazice la nivelul
dermului profund sau hipodermului, iar pe de
alta parte absenta implicdrii viscerale la
momentul diagnosticului. (2)

Diferentierea intre forma benigna cutanatd de
poliarteritd nodoasd si afectarea cutanata din
cadrul poliarteritei nodoase sistemice (PAN)
reprezintd inca un motiv de controversa. Forma
benignd cutanatd are ca manifestdri principale
aparitia nodulilor subcutanati durerosi (30-50%
din pacienti) si ulcerarea acestora (30% din
pacienti). (3) Este imposibil de diferentiat
manifestdrile cutanate din PAN sistemica de cele
din PANC. Totusi, un studiu japonez recent
precizeaza cd cele doua entitati sunt distincte, cea
cutanatd avand o evolutie cronicd, benigna, fara
manifestari viscerale. (4)

Etiologia bolii rdmane incd necunoscutd. Unii
autori sugereaza asocierea cu hepatita B sau C
sau cu alti agenti patogeni: streptococ,
mycobacterium tuberculosis. La pacientul nostru
nu a fost depistatd implicarea unui agent patogen
infectios, insd prezenta leucocitozei cu neutrofilie
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Fig. 2. Leziuni in curs de
vindecare dupd patru saptdmani
de terapie sistemicd si locald
Fig. 2. Healing lesions following
four weeks of systemic and local
therapy

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




si evolutia favorabild sub antibiotic poate sugera
o posibil infectie. In unele cazuri izolate a fost
identificatd prezenta anticorpilor p-ANCA. (2,3)
In cazul nostru rezultatul analizei p- ANCA a fost
negativ.

Pe langa manifestdrile cutanate, in literatura
se citeazd cazuri In care este descrisd prezenta
mialgiilor, artralgiilor si a afectdrii neurologice,
cel mai frecvent fiind intdlnitd mononevrita
multiplex. Astfel, in cazul pacientilor cu
poliarterita benigna cutanatd este necesara
efectuarea studiilor de conducere nervoasad (1).

In 1994 o mutatie a factorului V al coagularii
a fost descrisa de un grup de cercetatori din
Leiden, Olanda, concluzionidndu-se ci aceastd
mutatie, denumita factorul V Leiden reprezinta
un factor de risc pentru coagulopatii ce conduc la
tromboza. Prevalenta acestei mutatii in populatia
europeand si americand este de 5-6%. Riscul de
tromboza e crescut de 7-8 ori la heterozigoti si de
80 de ori la homozigoti. Mutatia acestui factor
poate duce la aparitia rezistentei la proteina C
activata (5, 6). La persoanele normale factorul V
actioneazd ca un cofactor pentru factorul X al
coagularii care activeazd trombina si transforma
fibrinogenul in fibrind, ducand la aparitia
cheagului de fibrind. Proteina C activatad este un
anticoagulant natural care impiedicd extinderea
cheagului de fibrind prin degradarea factorului V.
Un factor V mutant nu mai poate fi usor
degradat, proces care duce la un exces de fibrina
si trombozd. Principalul proces implicat in
patogenia vasculopatiilor livedoide a fost mult
timp considerat unul vasculitic. Studii recente au
demonstrat insd ca anomaliile de coagulare joaca
un rol major. S-a observat imbunatétirea evolutiei
pacientilor cu terapie fibrinoliticd, anticoagulanta
si antitromboticd, ceea ce sugereaza ca anomaliile
de coagulare au rol important in patogenia
acestor vasculopatii ocluzive (7).

A fost descrisd o legdtura etiopatogenica intre
existenta unei stari de hipercoagulabilitate si
aparitia ulcerelor vasculitice. Un studiu recent
publicat precizeaza existenta anomaliilor de
coagulare la 53% din pacientii care s-au prezentat
cu ulcere vasculitice la nivelul membrelor
inferioare (8).

Evolutia PANC céatre PAN a fost descrisd in
cateva cazuri, de obicei dupda o perioada
indelungata de timp (9). Aceastd probabilitate
este mai mare la pacientii care prezinta
neuropatie periferica (10).
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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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In ceea ce priveste tratamentul PANC au fost
descrise diverse terapii: corticoizi sistemici
necesari in cazul existentei leziunilor inflamatorii
active, terapie anticoagulanta, antiagregante
plachetare, vasodilatatoare, imunosupresoare
(Azatioprina, Ciclofosfamida). Au fost citate
cazuri refractare care au raspuns favorabil la
utilizarea puls terapiei cu imunoglobuline I.V.
(11).

In cazul pacientului nostru evolutia a fost
favorabild sub asocierea terapiei cu antibiotice,
corticoizi, antiagregante plachetare si substante
ce sporesc plasticitatea hematiilor.

Concluzie

Poliarterita nodoasa benignd cutanata
reprezintd o afectiune strict localizata la
tegument fdrd prezenta altor manifestdri
viscerale, cu evolutie cronicd, benigna. Prezenta
ei este sugeratd de manifestari cutanate precum:
ulceratii, noduli, livedo si purpura. in cazul
pacientului nostru detectarea factorului V Leiden
si a proteinei C a reprezentat Incd un mecanism,
asociat celui de vasculitd, in aparitia leziunilor
cutanate. Prezenta afectarii neurologice
reprezintd un factor de risc pentru tranzitia
PANC in PAN, motiv pentru care pacientul este
reevaluat periodic.
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