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Summary

Chronic venous leg ulcers (CVLUs) are a common
dermatologic condition with significant morbidity,
particularly in the elderly. While malignancy arising in the
context of these ulcers is rare, the clinical and prognostic
implications are profound. The most frequently associated
skin cancer is squamous cell carcinoma (SCC), followed by
basal cell carcinoma (BCC). These malignancies may either
originate de novo or result from chronic inflammation and
tissue damage in long-standing ulcers—a transformation
classically referred to as Marjolin’s ulcer. The clinical
differentiation between a benign chronic ulcer and one
undergoing malignant transformation is often challenging
due to overlapping features. Delayed diagnosis is common,
often leading to advanced-stage presentations with poor
outcomes, including amputation or metastatic spread. This

Rezumat

Ulcerele venoase cronice ale membrelor inferioare
reprezintã o patologie dermatologicã frecventã, asociatã cu
o morbiditate crescutã, în special la pacienþii vârstnici. Deºi
transformarea malignã a acestor leziuni este rarã,
implicaþiile clinice ºi prognostice sunt semnificative. Cel
mai frecvent neoplasm cutanat asociat este carcinomul
scuamocelular (CSC), urmat de carcinomul bazocelular
(CBC). Aceste neoplazii pot apãrea fie de novo, fie prin
transformarea malignã a unei leziuni cronice — fenomen
cunoscut clasic sub denumirea de ulcer Marjolin.

Diferenþierea clinicã între un ulcer benign ºi unul aflat
în proces de transformare malignã este adesea dificilã, din
cauza aspectului clinic similar. Diagnosticul întârziat este
frecvent, ceea ce determinã prezentãri în stadii avansate, cu
risc crescut de complicaþii severe, inclusiv amputaþia
membrului afectat sau diseminarea sistemicã.
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Introducere

Cancerele cutanate asociate ulcerelor cronice
ale membrelor inferioare sunt adesea sub-
diagnosticate. Acestea pot apãrea fie prin trans-
formarea malignã a unei ulceraþii cronice – cel
mai frecvent în carcinom scuamos (CSC) – fie pot
apãrea independent, mimând clinic un ulcer
venos. Prezentarea lor variazã considerabil: de la
leziuni aparent benigne, la formaþiuni exofitice
evidente. De regulã, aceste neoplasme se dez-
voltã dupã o perioadã îndelungatã de evoluþie a
unui ulcer cronic [1,2].

Tocmai de aceea, ghidurile actuale ºi experþii
din domeniu recomandã biopsierea ulcerelor
cronice atipice, pentru un diagnostic corect ºi
identificarea precoce a eventualelor modificãri
clinice suspecte [5].

Aceastã lucrare urmãreºte sã sintetizeze
datele existente privind riscul de degenerare
malignã a ulcerelor venoase cronice, în contextul
prevalenþei ridicate a acestora [3]. Deºi aceastã
complicaþie este consideratã rarã, studiile o
documenteazã. Spre exemplu, în cercetarea
condusã de Fischerman ºi colaboratorii sãi, dintr-
un lot de 6500 de pacienþi cu ulcere venoase
cronice, doar un singur caz a prezentat

Introduction

Skin cancers associated with chronic leg
ulcers (CLUs) are often underrecognized and
may either result from the malignant trans-
formation of CLUs, typically evolving into
squamous cell carcinoma (SCC), or develop
independently and resemble CLUs. The clinical
presentation of skin cancers related to CLUs can
vary widely, from seemingly benign lesions to
clearly exophytic growths. Marjolin’s ulcer
generally arises after an extended period of
having a chronic leg ulcer. Consequently,
guidelines and experts advocate for the biopsy of
atypical CLUs to ensure proper diagnosis and to
assess for any inappropriate clinical changes.

In this review we aimed to bring to light
information regarding the possibility of malig-
nant degeneration in chronic venous ulcers,
given the widespread occurrence of this con-
dition.

Malignant degeneration of chronic venous
ulcers is infrequent. Some examples from the
literature reflect the rarity of this complication, in
the study conducted by Fischerman et al [3], on
6500 patients with chronic venous ulcers, only
one case with malignant degeneration was
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review provides a comprehensive overview of the
pathophysiologic mechanisms involved in malignant
degeneration, including the role of chronic inflammation,
impaired wound healing, local immunosuppression, and
molecular changes such as overexpression of matrix
metalloproteinases and proto-oncogenes. It also explores
diagnostic strategies, with emphasis on the role of
histopathological examination and clinical red flags, as well
as current therapeutic options – ranging from surgical
excision to adjuvant therapies in inoperable cases. Given
the potentially aggressive nature of SCC arising from
CVLUs, early suspicion and timely biopsy of atypical
ulcers are crucial for improving patient prognosis and
quality of life.

Keywords: chronic venous leg ulcer; squamous cell
carcinoma; basal cell carcinoma; Marjolin’s ulcer; malig-
nant transformation; chronic inflammation; histopathology;
wound healing; skin cancer.

Aceastã lucrare oferã o analizã detaliatã a meca-
nismelor fiziopatologice implicate în transformarea ma-
lignã, punând accent pe rolul inflamaþiei cronice, tulbu-
rãrilor de epitelizare, imunosupresiei locale ºi modificãrilor
moleculare, precum supraexpresia metaloproteinazelor ºi a
proto-oncogenelor. Sunt abordate strategiile de diagnostic,
în special importanþa examinãrii histopatologice ºi
identificarea semnelor clinice de alarmã, precum ºi
opþiunile terapeutice actuale – de la excizia chirurgicalã
pânã la tratamentele adjuvante în cazurile inoperabile.

Având în vedere comportamentul agresiv al CSC
apãrut pe ulcere venoase cronice, suspiciunea clinicã
precoce ºi biopsierea leziunilor atipice reprezintã paºi
esenþiali în îmbunãtãþirea prognosticului ºi a calitãþii vieþii
pacientului.

Cuvinte-cheie: ulcer cronic venos al membrelor
inferioare; carcinom scuamocelular; carcinom bazocelular;
ulcer Marjolin; transformare malignã; inflamaþie cronicã.
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transformare malignã [3]. Un alt exemplu, studiul
realizat de Nobl, a identificat 1 caz de carcinom
cutanat la 200 de pacienþi evaluaþi [4].

Este important de subliniat cã numeroase
tumori cutanate ulcerate pot imita un ulcer venos
— ºi invers. În faþa unui pacient cu insuficienþã
venoasã cronicã (IVC), stadiul C6 CEAP, care pre-
zintã leziuni refractare la tratamentele conven-
þionale, trebuie luatã în considerare ºi posi-
bilitatea unei transformãri maligne. Aceste
tumori sunt frecvent diagnosticate tardiv, iar
evoluþia lor este adesea agresivã, cu risc de
amputaþie sau chiar diseminare sistemicã, ceea ce
le conferã un prognostic rezervat [5].

Epidemiologie

Prevalenþa exactã a cancerelor cutanate
apãrute pe fondul ulcerelor venoase cronice nu
este cunoscutã cu precizie. Din punct de vedere
histologic, cel mai frecvent tip identificat este
carcinomul scuamocelular, urmat de carcinomul
bazocelular. În studiul realizat de Combemale ºi
colaboratorii sãi — cel mai extins studiu pe
aceastã temã — dintre cele 85 de cazuri analizate,
97,6% (83 de cazuri) au fost carcinoame
scuamoase, iar 2,4% carcinoame bazocelulare [5].
Au fost raportate ºi cazuri rare de melanom
malign, limfom sau sarcom dezvoltate pe fondul
unor ulcere venoase cronice [5,6].

Fiziopatologia ulcerelor cronice

Potenþialul malign ºi mecanismele
patogenetice în ulcerele cronice

Au fost propuse mai multe ipoteze privind
mecanismele prin care ulcerele cronice ale
membrelor inferioare pot suferi o transformare
malignã. Cu toate acestea, etiologia exactã
rãmâne controversatã ºi incomplet înþeleasã [7,8].

Arons ºi colaboratorii au descris o progresie
histologicã ce porneºte de la acantozã (îngroºarea
stratului spinos epidermic), continuând cu hiper-
plazie bazalã ºi atipie celularã, apoi cu hiper-
plazie pseudoepiteliomatoasã, ajungând în cele
din urmã la carcinom epidermoid [9]. Pe de altã
parte, Gan ºi colegii sãi au emis ipoteza cã
infecþiile cronice ar putea activa celule neoplazice
latente, favorizând transformarea malignã [8].
Într-o altã teorie, Fleming ºi colaboratorii

detected. Also, in the study conducted by Nobl,
one patient out of 200 was diagnosed with skin
carcinoma [4].

It is very important to state that many
ulcerated skin tumors can mimic a venous ulcer
and vice versa. A rigorous clinical evaluation is
necessary and when we are in front of a patient
with chronic venous insufficiency (CVI) C6 CEAP
stage with ulcers that do not respond to
conventional therapies, we must consider the
possibility of malignant degeneration, consi-
dering the aggressive evolution of these types of
tumors, the vast majority being diagnosed late,
leading to an unfavorable prognosis, with the
risk of amputation of the affected limb or the risk
of systemic dissemination [5].

Epidemiology

The prevalence of skin tumors arising on
chronic venous ulcers is unknown. In terms of
histological subtype, the most common is
squamous cell carcinoma, in second place being
basal cell carcinoma. In the study conducted by
Combemae et al, which included the largest
series of skin carcinomas arising on chronic
venous ulcer, 97,6 % (83 out of 85) were SCC and
2,4% were BCC. Cases of malignant melanoma,
lymphoma or sarcoma developed on chronic
venous ulcers have also been reported [5,6].

Pathophysiology of Chronic Ulcers

The Malignant Potential and Pathogenetic
Mechanisms in Chronic Ulcers

There are several hypotheses regarding the
mechanism of malignant transformation in
chronic leg ulcers, but the exact aetiology remains
controversial and poorly understood [7,8].

Arons et al proposed a progression from
acanthosis, an increased thickness of the prickle
cell layer of skin, to basal cell hyperplasia and
atypia, then pseudoepitheliomatous hyperplasia,
and eventually epidermoid carcinoma [9].

Gan et al proposed that infection stimulated
dormant neoplastic cells to develop into cuta-
neous malignancy [8].

Fleming et al surmised that local deposition
of toxins released from chronically inflamed
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sugereazã cã depozitele locale de toxine eliberate
de þesuturile inflamate cronic pot induce mutaþii
maligne [10].

Atât Arons, cât ºi Fleming, au subliniat cã
traumatismele repetate, prin implantarea meca-
nicã a celulelor epidermice în derm, pot declanºa
un rãspuns inflamator de tip corp strãin,
favorizând modificãri celulare asemãnãtoare cu
cele observate în degenerarea granulomatoasã
sau în formarea chisturilor de incluziune [9,10].

Comparativ cu pielea sãnãtoasã sau cu rãnile
acute, Ouahes ºi colaboratorii au evidenþiat o
expresie crescutã a proto-oncogenelor în rãnile
cronice – gene cu rol esenþial în proliferarea celu-
larã [11].

Principalii factori de risc suspectaþi cã favo-
rizeazã transformarea malignã sunt: expunerea
prelungitã la produºi citotoxici ai inflamaþiei
cronice, tulburãrile ciclului mitotic ºi implantarea
celulelor epidermice care induc un rãspuns
inflamator de tip corp strãin la nivelul dermului
[8].

În ceea ce priveºte ciclul celular, Ch’ng ºi
colaboratorii au evidenþiat implicarea masto-
citelor periulcerative, care pot acþiona ca factori
declanºatori ai transformãrii maligne. Acestea
perturbã ciclul mitotic normal prin eliberarea de
proteaze ce distrug stroma, facilitând migrarea
endotelialã a celulelor tumorale. În plus, masto-
citele secretã factori de creºtere precum FGF-2 ºi
IL-8, care stimuleazã proliferarea celulelor
maligne. Tot ele favorizeazã angiogeneza,
esenþialã în dezvoltarea tumoralã [12].

Microambientul ulcerului cronic este caracte-
rizat de o degradare accentuatã a matricei
extracelulare. Citokinele proinflamatorii, precum
TNF-α, TNF-β ºi PDGF, cresc rata mitozei ºi
stimuleazã sinteza de matrice nouã. Pentru ca
procesul de regenerare sã se desfãºoare eficient,
este necesarã activarea inhibitorilor metalo-
proteinazelor (TIMP-1 ºi TIMP-2) [13–15].

Se ºtie cã, în ulcerele venoase cronice, vinde-
carea este întârziatã din cauza dezechilibrului
între sinteza ºi degradarea matricei extracelulare.
Acest cerc vicios este întreþinut de disfuncþia
granulocitelor, care elibereazã inadecvat factori
de creºtere. Drept urmare, nivelurile de PDGF
sunt reduse, iar concentraþia de metaloproteinaze
(MMP) creºte, menþinând rana într-un stadiu
cronic [16].

tissue would induce malignant mutation
of cells [10].

Both Arons et al and Fleming et al proposed
that repetitive mechanical deposition of epi-
dermal cells into the dermal layer would cause a
foreign body reaction and cellular alteration
resulting in a granulomatous degeneration
similar to the development of an inclusion cyst
literature [9,10].

In comparison to healthy skin or acute
wounds, Ouahes et al. found that chronic
wounds had enhanced expression levels of proto-
oncogenes, which are known to be responsible
for cellular proliferation [11].

Giving all the above, the most important risk
factors presumed to be responsible of this process
include: exposure to cytotoxic byproducts of
chronic inflammation, an impaired mitotic cycle
and epidermal implantation resulting in a dermal
foreign body reaction [8].

In regard to the mitotic cycle, Ch’ng et al
delineated the role of peri-wound mast cells as
catalysts for malignant development. These
agents interrupt the normal cutaneous cell cycle,
and protease release can also cause stromal
disruption that allows endothelial migration of
cancerous cells. Mast cell mediators (fibroblast
growth factor-2 and interleukin-8) stimulate
mitosis of dormant malignant cells. Mast cells
stimulate the necessary angiogenesis for tumor
cells to rise in healthy tissues [12].

This microenvironment perpetuates a
persistent degradation of extracellular matrix
proteins. (TNF) α and β, in addition to PDGF,
raise mitosis rate and stimulate extracellular
matrix production. To acquire complete wound
healing, is necessary an increase of inhibitors of
MMP (TIMP1, TIMP-2) [13,14,15].

It is well known that in chronic leg ulcers,
wound healing is affected because of an
imbalance of regeneration and degeneration of
the extracellular matrix. This vicious circle is
maintained by an intrinsic dysfunction of the
granulocytes with the disturbed release of
growth factors. This phenomenon induces the
decrease of platelet derived growth factor
(PDGF) levels and an increase of matrix-
metalloproteinases (MMP) level. Persistently
high levels of MMP lead to the chronicity of a
wound [16].



181

DermatoVenerol. (Buc.), 70(3): 177-195

Inflamaþia persistentã este accentuatã de
contaminarea bacterianã ºi de microtraumatisme
repetate, adesea nedureroase. Granulocitele
activate de endotoxine bacteriene, fragmente de
matrice ºi detritus celular elibereazã un amestec
complex de citokine, în special TNF-α ºi IL-1β,
care menþin inflamaþia. În acest mediu inflamator
cronic, în care coexistã mitoze accelerate ºi
degradare stromalã, pot apãrea condiþii favo-
rabile proliferãrii celulare anormale. Acest meca-
nism susþine rolul central al inflamaþiei în
dezvoltarea cancerului pe fondul ulcerelor cro-
nice. De altfel, unele studii au arãtat cã pacienþii
trataþi cu antiinflamatoare nesteroidiene, precum
aspirina sau ibuprofenul, prezintã un risc uºor, dar
semnificativ redus de dezvoltare a CSC [17,18].

Cea mai delicatã etapã a vindecãrii este
reepitelizarea. În acest moment, keratinocitele
intrã într-o fazã de hiperproliferare ºi migrare în
patul plãgii. Modificãrile celulare care apar în
aceastã etapã seamãnã cu cele implicate în
iniþierea ºi metastazarea cancerului — cu men-
þiunea cã, în procesul normal de vindecare, aceste
mecanisme sunt autolimitative [19].

Efecte carcinogene directe au fost observate ºi
în urma acumulãrii de toxine provenite din
þesutul necrotic, dar ºi din dezechilibrele cito-
kinice caracteristice microambientului rãnilor
cronice. Se considerã cã þesutul cicatricial vechi îºi
pierde capacitatea imunologicã, inclusiv prin
reducerea celulelor dendritice, ceea ce permite
celulelor tumorale sã scape de controlul imun ºi
sã devinã mai agresive [20].

Ulcerele venoase cronice ºi pielea aparent
sãnãtoasã pot împãrtãºi anumiþi factori de risc,
precum expunerea la radiaþiile UV — mai ales la
femei. Radiaþiile UV-B determinã degranularea
mastocitelor, cu eliberarea de neuropeptide ºi
proteaze în þesuturile adiacente, ca mecanism de
apãrare [21]. Excesul acestor proteaze, în lipsa
inhibitorilor specifici, deregleazã echilibrul local,
afectând procese esenþiale precum controlul
inflamaþiei, rãspunsul imun, chemotaxia, rege-
nerarea tisularã ºi apoptoza [22].

Imunodepresia, frecvent întâlnitã la pacienþii
cu diabet zaharat, poate fi un factor favorizant
important în procesul de transformare malignã
[23].

Un alt factor de risc major este staza venoasã.
În cazul ulcerelor venoase cronice de lungã

This prolonged inflammatory reaction, is
further caused by bacterial contamination and
repetitive painless tissue damaging. Immigrated
granulocytes stimulated by bacterial endotoxins,
fragments of extracellular matrix and cellular
detritus secrete a mixture of cytokines and
growth factors. In particular, TNFα and inter-
leukin 1β (IL 1β) lead to sustained chronic
inflammation. In this (micro)environment of
chronic inflammation, stimulated mitosis, degra-
dation and regeneration of extracellular matrix
lies the cornerstone of abnormal cell pro-
liferation. Therefore, inflammation is a key driver
in development of cancer in chronic wounds. This
is emphasized by several studies reporting small
but significant lower risk of SCC in people taking
nonsteroidal anti-inflammatory drugs, e.g., aspirin
or ibuprofen [17,18].

The most critical phase in wound healing
is the reepithelialisation, when keratinocytes
initiate hyperproliferation and migration on the
wound bed. Alterations in keratinocytes during
re-epithelialization are rather similar to those that
occur during cancer initiation and metastasis,
with the crucial difference being that the
hyperproliferative behaviour is (normally) self-
limiting in case of wound repair [19].

Potentially direct carcinogenic effects of
toxins generated by necrotic tissue are high-
lighted, along with the imbalance of cytokines in
the microenvironment of chronic wounds. Ad-
ditionally, it is believed that areas of chronic scar
tissue lose immunologically active cells, such as
dendritic cells. Malignant cells escape immune
detection and become more aggressive and prone
to metastasis [20].

Chronic leg ulcers as well as non-ulcerated
skin may present similar risk factors, for
example, the influence of sunlight, found espe-
cially in women. In response to UV-B radiation
exposure, mast cells degranulate, resulting in
neuropeptide and protease release into the
surrounding tissues, as a defence mechanism
[21]; the excess of proteases, if they cannot be
controlled by specific inhibitors, affects the
homeostasis of the skin, therefore the ability
to regulate inflammation, immune response,
chemotaxis, cytokine expression, vascular func-
tion, tissue repair and apoptosis will be com-
pletely altered [22].
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duratã, staza favorizeazã inflamaþia cronicã per-
sistentã ºi proliferarea celularã anormalã. Astfel,
riscul de malignizare creºte proporþional cu
durata de evoluþie a leziunii [24].

Multiplele feþe ale ulcerelor venoase
malignizate

Ulcer malign primar sau malignitate
secundarã?

Delimitarea clarã între tumorile cutanate
primare ºi cele secundare dezvoltate pe fondul
ulcerelor cronice rãmâne o provocare, deoarece
nu existã criterii universal acceptate. Majoritatea
studiilor se bazeazã pe prezenþa insuficienþei
venoase cronice (IVC) avansate ºi pe antecedente
de ulceraþii persistente, de lungã duratã [25,26].

În studiul realizat de Silverman ºi colab.,
tumorile au fost considerate primare dacã
debutul lor a fost înregistrat cu mai puþin de 3 ani
înaintea efectuãrii biopsiei [25].

Pe de altã parte, Lidell K. a sugerat cã, pentru
a permite o posibilã transformare malignã,
modificãrile cutanate induse de staza venoasã ar
trebui sã fie prezente timp de cel puþin 2–3 ani
[26].

Conform cercetãrii conduse de Yang ºi
colaboratorii sãi, 75% dintre pacienþii cu ulcere
venoase au rãspuns la tratamentele conven-
þionale în decurs de 3–6 luni. Prin urmare, biopsia
a fost rezervatã cazurilor de ulcere cronice
recurente, care fie nu au rãspuns la tratamente
dupã aceastã perioadã, fie prezentau semne
clinice sugestive pentru malignitate (suprafaþã
nodularã neregulatã, margini ridicate sau ever-
sate, tegument ferm înconjurãtor cu lipodermato-
sclerozã sau þesut de granulaþie proeminent la
baza leziunii) [27].

În ceea ce priveºte perioada de latenþã pânã la
apariþia transformãrii maligne, aceasta a fost
extrem de variabilã: între 20 de sãptãmâni ºi 7,2
ani în studiul lui Yang, iar în alte lucrãri — între
11 ºi 75 de ani, cu o medie de 30–35 de ani [28–30].
Totuºi, în literaturã existã ºi cazuri rare de
malignizare rapidã, apãrutã în doar 6 sãptãmâni
dupã un traumatism local [31]. Se pare cã, la
pacienþii mai tineri, perioada de latenþã pânã la
degenerarea malignã este, în general, mai lungã
[32].

Reduction of immune defence, as often
observed in diabetic patients, can also favour
malignant transformation [23].

Another important risk factor is venous stasis
also considered an inducer of malignant trans-
formation, especially for the long-lasting non-
healing leg ulcers. In these cases, the malignant
change in VLU is directly related with the
duration of the ulcer [24].

The multiple faces of the Malignant
Venous Ulcers

Primary malignant ulcer or secondary
malignancy?

The criteria for differentiating primary
tumors from secondary ones are not clear, most
studies are based on the history of patients with
advanced CVI with long-term ulcerations [25,26].

In the study conducted by Silverman et al, the
primary malignancies were the lesions that
debuted less than 3 years prior to the biopsy [25].

Lidell K suggested that skin changes caused
by venous stasis should be present for at least 2-3
years to determine malignant degeneration [26].

In the study led by Yang et al, 75% of the
patients with venous ulcers responded to
conventional therapy in a time interval between
3-6 months, which is why the biopsies were
limited only to cases of recurrent chronic ulcers
that did not respond to conventional therapies
after that time interval and in those that
presented characteristics that might suggest
malignancy (irregular nodular appearance of the
ulcer surface, raised or rolled edge, firm
surrounding skin with lipodermatosclerosis or
raised granulation tissue in an area of the ulcer
base). Malignant ulcerations had a latency period
for development between 20 weeks and 7.2 years
[27]. In other studies, the latency period was
between 11 and 75 years, with an average of 30 to
35 years [28-30]. Cases of acute Marjolin ulcer
have also been reported in the literature, 6 weeks
after injury [31]. The younger the patient, the
longer the latency period for malignant degene-
ration [32].
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Carcinomul scuamos în contextul ulcerelor
cronice

Carcinomul scuamocelular este forma histo-
logicã de malignitate cutanatã cel mai frecvent
asociatã cu ulcerele venoase cronice [25,33]. Într-
un studiu amplu realizat de Baldursson ºi colab.,
dintr-un total de 10.913 pacienþi diagnosticaþi cu
insuficienþã venoasã cronicã (IVC), au fost iden-
tificate 23 de cazuri de carcinom scuamos, dintre
care 17 au fost considerate malignitãþi secun-
dare. Pe baza acestor date, autorii au conclu-
zionat cã riscul de transformare malignã la
pacienþii cu IVC este de aproximativ cinci ori mai
mare decât în populaþia generalã [33].

Rezultate similare au fost raportate ºi de
Silverman ºi colab., care, dintr-un total de 14
cazuri de carcinom scuamos localizat la nivelul
membrelor inferioare, au identificat 4 pacienþi cu
antecedente de IVC avansatã [25].

Carcinomul bazocelular ºi ulcerele cronice

Deºi carcinomul bazocelular (CBC) repre-
zintã cea mai frecventã formã de tumorã cutanatã
non-melanom, asocierea acestuia cu ulcerele
venoase cronice este rar întâlnitã [34].

Majoritatea cazurilor raportate în literaturã
implicã pacienþi cu ulceraþii cronice care nu au
rãspuns la tratamentele topice convenþionale ºi
care, ulterior, au prezentat semne clinice
sugestive pentru transformare malignã: creºterea
progresivã a leziunii, margini neregulate ºi
reliefate, prezenþa unui þesut de granulaþie
hiperkeratotic anormal, sângerare ºi durere
[24,34,35].

Alte tipuri de tumori în ulcerele cronice

Angiosarcomul reprezintã o formã extrem de
agresivã de cancer, care poate fi asociatã ºi cu
ulcerele venoase cronice [36]. Majoritatea cazu-
rilor de melanom malign ulcerat la nivelul
gambei raportate în literaturã implicã melanomul
acrolentiginos, adesea diagnosticat greºit iniþial
ca ulcer diabetic. De asemenea, melanomul
malign a fost frecvent observat pe cicatrici
cronice, susþinând ipoteza cã acesta poate apãrea
în timp pe leziuni cutanate persistente [37].
Un studiu de caz realizat de Gan ºi colab. descrie
degenerarea unui ulcer cronic calcanean de

Scuamocellular Carcinoma in Chronic
Ulcers

Squamous cell carcinoma is the most com-
mon histopathological form of skin malig-nancy
that can occur in the context of venous ulcers
[25,33]

In the study led by Baldursson et al: from a
total of 10,913 patients with CVI, 23 cases of sSCC
were diagnosed, of which 17 were categorized as
secondary malignancies. On this basis, it was
concluded that the risk of malignant degener-
ation in this category of patients is 5 times higher
than in the general population [33].

In the study led by Silverman et al in 14 cases
of SCC located in the lower limbs, 4 patients had
a history of advanced CVI [25].

Basocellular Carcinoma in Chronic Ulcers

Although basal cell carcinoma is the most
common nonmelanoma skin tumor, its asso-
ciation with chronic venous ulcer is rare [34].

Most of the BCC cases reported in the
literature are based on patients with a medical
history of chronic venous ulcers that do not
respond properly to topical treatments, sub-
sequently presenting clinical characteristics sug-
gestive of malignancy (increase in size, elevated
anfractuous margins, the presence of an abnor-
mal hyperkeratotic granulation tissue, bleeding,
pain) [24,34,35].

Other Types of Tumours in Chronic Ulcers

Angiosarcoma is a very aggressive form of
cancer which likewise can be associated with
chronic venous ulcers [36].

The majority of cases of lower leg ulcerating
malignant melanoma reported in the literature
involve acrolentiginous melanoma that was
incorrectly diagnosed as diabetic foot ulcers. On
the other hand, malignant melanoma has
frequently been reported to occur on chronic
scars, supporting the theory that it can develop in
open wounds over time [37].

In a case study, Gan et al. describe how a
chronic heel pressure ulcer gave rise to a
malignant melanoma. Since the ulcer had been
present for 18 years prior to the tumor’s
discovery, a malignant transformation into
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presiune, prezent de 18 ani, într-un melanom
malign. Deºi nu existau examene histologice
anterioare ale ulceraþiei, lentoarea creºterii tu-
morii susþine ipoteza unei transformãri maligne
treptate [38].

În literatura de specialitate existã un singur
caz raportat de melanom malign pigmentat
dezvoltat pe un ulcer venos cronic. Totuºi, datã
fiind raritatea acestei asocieri, este posibil ca
aceasta sã fi fost o coincidenþã [39].

În cazul suspiciunii de apariþie a tumorilor
maligne pe ulcere cronice, trebuie luate în consi-
derare ºi entitãþi tumorale rare, precum carci-
nomul cu celule Merkel, limfomul, sarcomul
Kaposi, leiomiosarcomul sau histiocitomul fibros
malign [40–43].

Metode de diagnostic

Criterii Anamnestice

În prezent, nu existã un standard unanim
acceptat sau ghiduri clinice pentru diagnosti-
carea ulcerelor maligne, însã în ultimul deceniu
au fost depuse eforturi semnificative pentru a
adresa aceastã problemã [44,45].

În acest context, Ju Tian ºi colab. au propus
recent un algoritm concis pentru a accelera
procesul diagnostic ºi a reduce erorile. Diagrama
evidenþiazã importanþa identificãrii factorilor de
risc, a caracteristicilor atipice ºi stabilirea
necesitãþii unei biopsii sau a adoptãrii unei
strategii „watch-and-wait” [46].

În mod similar, Catherine N. Tchanque-
Fossuo ºi colab. au sugerat un algoritm similar
pentru managementul ulcerelor venoase maligni-
zate, subliniind necesitatea unui ghid de dia-
gnostic ºi tratament disponibil, detaliat pas cu
pas [47].

Existã un consens în literatura de specialitate
cã biopsia reprezintã standardul de aur pentru
confirmarea diagnosticã a ulcerelor maligne [48].

Totuºi, cel mai important aspect al investi-
gaþiei unui ulcer este realizarea unei anamneze
detaliate, urmatã de un examen clinic sistematic.
Scopul este obþinerea unui diagnostic corect ºi
precoce, pentru a evita investigaþiile sau trata-
mentele inutile, care pot duce, în majoritatea
cazurilor, la subdiagnosticare [49,50].

Ca regulã generalã, anamneza corect realizatã
poate aduce la suprafaþã detalii esenþiale care

melanoma might be assumed even if no prior
histological examinations of the ulcer have been
disclosed. Such modest growth would be highly
unusual for a malignant melanoma [38].

There has been reported in literature only one
case of pigmented malignant melanoma devel-
oped on a chronic venous ulcer, but given the
rarity of this association it was probably a chance
occurance [39].

When suspicion of a malignant tumor in a
chronic scar arises, additional rare tumour
entities must be taken into account for diagnostic
purposes, including Merkel cell carcinoma,
lymphoma, Kaposi’s sarcoma, leiomyosarcoma,
or malignant fibrous histiocytoma [40-43].

Diagnosis in Malignant Ulcers

Anamnestic Diagnosis Criteria

For the moment, there is currently no agreed
standard or clinical guidelines for the identifi-
cation of MU, but in the past decade, consi-
derable efforts have been made on overcoming
this problem [44,45].

In this purpose, Ju Tian et al, has proposed in
a recent study a concise algorithm, meant to
speed up the diagnostic process and reduce errors.
The diagram indicates the importance of recog-
nizing the risk factors, the atypical features and
establish whether is mandatory to perform a
biopsy or adopt a watch-and-wait approach [46].

In a similar way, Catherine N Tchanque-
Fossuo et al, suggested a flowchart for the
management of venous leg ulcers, pointing out
the importance of an available step-by step
diagnostic and treatment guide [47].

There is consensus in the literature that tissue
biopsy is the gold standard in order to obtain
diagnostic certainty of MU [48].

However, as clinicians, the most important
aspect when starting to investigate an ulcer, is an
inquiry into the patient’s detailed general history,
followed by a thorough and systematic clinical
examination. The aim is to achieve a complete,
correct and early diagnosis, in order to avoid
unnecessary investigations or treatments, that in
most of the cases leads to underdiagnosis [49,50].

As a general rule, it is most useful to outlook
for a back-to-basics concept. Patient anamnesis,
when performed correctly, can bring to the surface
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altfel ar putea fi omise [51]. De exemplu, aceasta
poate identifica factori de risc relevanþi, precum
istoricul de arsuri, boala venoasã, diabetul,
tromboza venoasã profundã, traumele sau
intervenþiile chirurgicale, obezitatea, sarcinile
multiple, claudicaþia intermitentã, osteomielita
cronicã, leziunile induse de radiaþii ºi ulcerele de
presiune [5,52,53].

Criterii Clinice pentru Diagnosticul
Ulcerelor Maligne

Un examen clinic bine realizat al unui ulcer
trebuie sã înceapã prin descrierea locaþiei,
dimensiunii, formei leziunii, culorii bazei, formei
marginii, adâncimii ulcerului ºi structurii
secreþiei [54].

Mnemotehnica „BBEDDS” este o metodã
utilã ºi concisã pentru inspectarea, caracterizarea
ºi diferenþierea unui ulcer [55]:

 B - Basics (Baze) – locaþie, dimensiune,
formã;

 B - Base (Bazã) – culoare (roºu, roz, alb,
negru);

 E - Edge (Margine) – (Plat, înclinat pentru
ulcere venoase; Margine adâncã pentru
ulcere arteriale/neuropatice; arterialã =
dureroasã, neuropaticã = nedureroasã;
margine subminatã pentru ulcere de
presiune);

 D - Depth (Adâncime) – mãsurarea
înãlþimii (mm);

 D - Discharge (Secreþie) – seroasã (clarã),
sanguinolentã, purulentã;

 S - Surroundings (Împrejurimi) –
modificãri ale pielii, culoare, cicatrici.

Prezenþa urmãtoarelor caracteristici ar trebui
sã trezeascã suspiciuni de malignizare:

Localizare atipicã

Ulcerele non-maligne, precum cele de etio-
logie venoasã, arterialã sau neuropaticã, au de
obicei margini bine delimitate, iar recunoaºterea
zonelor anatomice tipice în care apar este
esenþialã pentru identificarea leziunilor cu aspect
neobiºnuit. De exemplu, ulcerele venoase apar
frecvent în regiunea “gaiter” a membrelor infe-
rioare (între maleole ºi jumãtatea gambei). Ulce-
rele ischemice sau neuropatice sunt localizate, în

important details that otherwise might be
overlooked [51]. For example, it can identify
important risk factors such as history of burns,
venous disease, diabetes, deep vein thrombosis,
trauma/surgical procedures, obesity, multiple
pregnancies, intermittent claudication, chronic
osteomyelitis, radiation induced wounds,
pressure ulcers [5,52,53].

Clinical Diagnosis Criteria

A well conducted clinical examination of an
ulcer has to start by describing the site, size and
shape of the wound, colour of the base, shape of
the border, depth of the ulcer and structure of the
discharge [54].

When the ulcer takes a long time to heal and
the patient relapses, it should be assumed that
the ulcer is malignant, especially if the secretions
increase, smell bad, or are likely to contain blood
[54].

The “BBEDDS” mnemonic is a very helpful
and succinct method for inspecting, characte-
rizing, and differentiating an ulcer [55]:

 B - Basics – site, size, shape;
 B - Base – colour (red, pink, white, black);
 E - Edge: (Flat, sloping (venous); Punched-

out (arterial/neuropathic); arterial = pain,
neuropathic = no pain; Under-mined
(pressure sores); Rolled edge (basal cell
carcinoma); Everted edge (squamous cell
carcinoma);

 D - Depth – measure height (mm);
 D - Discharge – serous (clear), blood,

purulent;
 S - Surroundings – skin changes, colour,

scars;
The presence of the following characteristics

should prompt a suspicion of cancerous ulcers:

Atypical location

Non-malignant ulcers, such as venous stasis,
arterial, or neuropathic ulcers, are well-
described, and it’s important to be aware with the
typical anatomical places where these wounds
usually originate in order to spot anomalies. In
the gaiter region of the lower leg (from the mal-
leoli to the mid-calf), venous ulcers are frequently
encountered; Typically, bony prominences are
where the ischemic or neuropathic ulcers
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mod caracteristic, la nivelul proeminenþelor
osoase. În schimb, ulcerele situate pe gambã sunt
mai puþin asociate cu patologie vascularã ºi ar
trebui sã ridice suspiciuni privind o posibilã
cauzã vasculiticã, infecþioasã sau malignã [56,57].
Totodatã, ulcerele cronice venoase din regiunea
gaiter, care nu rãspund la tratamentul conven-
þional, trebuie investigate suplimentar din
perspectiva unei transformãri maligne, având în
vedere acest potenþial [58].

Aspect atipic

Pe lângã localizare, aspectul unui ulcer poate
oferi indicii clinice valoroase despre etiologia
acestuia. Semne sugestive pentru o posibilã
malignitate includ: persistenþa îndelungatã a
leziunii, marginile ridicate sau rãsucite anormal,
modificãri ale formei sau dimensiunii, precum ºi

develop, while calf ulcers are not frequently
associated with vascular pathology and should
raise suspicion for vasculitic, infectious, or
malignant aetiologies [56,57].

However, because of their potential to
develop into malignancy, chronic venous stasis
ulcers in the gaiter region that are resistant to
routine therapies should be further examined for
malignancy [58].

Atypical appearance

In addition to its location, an ulcer’s ap-
pearance offers crucial clinical hints about its
genesis. Long-standing ulcers with abnormally
elevated or rolled wound edges, changes in shape
or size, and abundant granulation tissue in the
ulcer base with or without expansion beyond the

Figura 1. Carcinom scuamocelular bine diferenþiat dezvoltat pe un ulcer venos cronic situat pe faþa anteromedialã a gambei
stângi, la un pacient cu ulcer venos recurent, refractar la terapiile convenþionale, prezentând mai multe semne de alarmã:
formaþiune proeminentã, neregulatã, localizatã la marginea inferioarã, aspect nodular neregulat al suprafeþei ulcerului,

tegument inconjurator ferm, cu lipodermatosclerozã (caz din Clinica Dermatologie a Spitalului Clinic C.F. Iaºi,
cu consideraþii ale D.E. Brãniºteanu).

Figure 1. Well-differentiated squamous cell carcinoma arising in a chronic venous ulcer on the anteromedial aspect of the left
lower limb in a patient with recurrent venous ulcer, unresponsive to conventional therapies with several red flag signs:

irregular raised growth located on the lower edge, irregular nodular appearance of the ulcer surface, firm surrounding skin with
lipodermatosclerosis (case report of the C.F Iaºi Clinical Hospital’s Dermatology Clinic, with considerations D.E. Brãniºteanu).
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prezenþa unui þesut de granulaþie abundent în
baza ulcerului, uneori cu extindere dincolo de
limitele sale [56,59].

Alþi indicatori, deºi mai puþin specifici, includ
mirosul neplãcut, marginile neregulate ºi
intensificarea durerii [60].

Diagnosticul histopatologic
Majoritatea autorilor recomandã recoltarea

de biopsii multiple din zone diferite ale ulcerului
pentru a reduce riscul de rezultate fals-negative,
care pot apãrea atunci când se efectueazã o
singurã biopsie. În unele cazuri, modificãrile
displazice pot fi prezente doar într-o anumitã
zonã a marginii ulcerului ºi pot fi astfel omise
dacã nu este investigatã corespunzãtor. Se
recomandã recoltarea a cel puþin douã biopsii,
preferabil din zone distincte ale leziunii – ideal,
una de la marginea ulcerului ºi una din patul
acestuia [49,61,62].

Tehnica de biopsie poate varia: biopsia
„punch” (3–4 mm), biopsia superficialã („shave”)
sau biopsia incizionalã profundã, în formã de
panã. Totuºi, unii autori încã considerã aceastã
procedurã riscantã în cazul pacienþilor cu ulcere
cronice ale membrelor inferioare ºi o rezervã
cazurilor selecþionate [63].

Dupã confirmarea histologicã a malignitãþii,
urmãtorul pas este stadializarea tumoralã.
Investigaþiile imagistice precum CT sau IRM pot
evidenþia invazia þesuturilor moi, deºi nu sunt
esenþiale pentru stabilirea diagnosticului [29].
Este importantã ºi examinarea clinicã a bazinelor
ganglionare regionale, care poate fi completatã cu
investigaþii imagistice. În absenþa adenopatiilor
clinice, biopsia ganglionului santinelã este o
opþiune rezonabilã. Având în vedere rata ridicatã
de metastazare a ulcerelor maligne, se recomandã
evaluarea metastazelor la distanþã prin PET-CT,
CT toracic, CT cerebral sau ecografie abdominalã
[64,65].

Imunohistochimie
Imunohistochimia îndreptatã cãtre detectarea

expresiei anumitor metaloproteinaze pare sã
ajute în diferenþierea leziunilor maligne de cele
benigne. Un studiu restrâns pe 9 pacienþi cu
carcinom scuamos (SCC) a sugerat cã expresia
epitelialã a MMP-7, MMP-12 ºi MMP-13 poate
reprezenta un indiciu util în distingerea SCC de
alte leziuni non-maligne [66].

ulcer margins are suggestive of malignancy
[56,59].

Malodor, uneven wound boundaries, and
escalating pain intensity are additional, less
specific indicators of malignant ulcers [60].

Histopathological Diagnostic

Most authors recommend performing mul-
tiple biopsies on different areas of the ulcer to
escape the risk of false-negative single biopsies.
Sometimes, dysplastic changes occur only in one
edge of the ulcer, which should not be missed by
biopsy. A minimum of two biopsies, taken from
different areas of the wound, ideally the wound
edge and wound bed, should be performed
[49,61,62].

Biopsies can either be in the form of a punch
biopsy (3-4 mm), shave biopsy or deep wedge-
shaped incisional biopsy. Nevertheless, some
authors still consider this procedure a high risk in
patients affected by leg ulcers (LUs) and prefer
reserving it for selected cases [63].

The subsequent steps after histologic
confirmation of malignancy include tumor
staging. Computed tomography (CT) scan and
MRI may provide the degree of soft tissue
involvement; however, these are not required for
diagnosis [29].

Clinical examination of regional lymph node
basins is necessary. The regional lymph nodes
can be staged clinically or radiologically. Further,
if a diagnosis of MU is made and the patient is
clinically node-negative, a sentinel lymph node
biopsy is a reasonable consideration. Because of
the high rate of MU metastasis, a distant meta-
static workup with a positron emission tomo-
graphy scan, chest CT scan, abdominal ultra-
sound, and brain CT scan should be obtained
[64,65].

Immunohistochemistry

Immunohistochemistry aimed at detecting
metalloproteinase expression seems to be able to
facilitate the differentiation of malignant and
non-malignant wounds. In a small study with
9 SCC patients, the authors suggested that
epithelial expression of MMP-7, MMP-12, and
MMP-13 provided a diagnostic clue for distin-
guishing SCCs from non-malignant wounds [66].
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Diagnosticul diferenþial (DDx)

Având în vedere aspectul clinic ºi posibili-
tatea de degenerare malignã a unui ulcer venos,
diagnosticele care trebuie luate în considerare
includ: ulcer venos, arterial sau mixt, carcinom
scuamos, bazocelular, angiosarcom, carcinom cu
celule Merkel, limfom, sarcom Kaposi, leiomio-
sarcom, histiocitom fibros malign ºi piodermie
gangrenosã [67].

Opþiuni terapeutice în ulcerele maligne

Tratamentul chirurgical

Chirurgia este consideratã tratamentul de
primã intenþie pentru ulcerele maligne. Deºi în
ultimii ani au fost introduse numeroase opþiuni
non-chirurgicale, excizia chirurgicalã rãmâne
standardul terapeutic pentru leziunile cu risc
crescut. Opþiunile includ: excizia clasicã, chi-
rurgia micrograficã Mohs (MMS), chiuretajul ºi
electrodistrucþia (C&E) [68].

Pentru carcinomul bazocelular (BCC), tera-
piile non-chirurgicale posibile includ crioterapia,
terapiile topice (ex. Imiquimod), terapia foto-
dinamicã (PDT) sau radioterapia [69].

În cazul carcinomului scuamos cutanat
(cSCC), terapiile topice ºi PDT nu sunt reco-
mandate, din lipsã de dovezi solide. În general,
majoritatea cazurilor de cSCC rãspund bine la
excizia chirurgicalã [70].

Totuºi, existã un subset de tumori cu risc
crescut de recidivã localã, diseminare perineuralã
sau metastazare (în special la pacienþii imuno-
compromiºi) [71].

La alegerea strategiei terapeutice trebuie
evaluate: rata de recurenþã, conservarea funcþiei,
preferinþele pacientului ºi posibilele efecte
adverse [72].

Pentru leziunile cu risc crescut, cu diametru
>2 cm sau grad histologic înalt, se recomandã
margini chirurgicale de minimum 6 mm pentru a
obþine o excizie completã în 95% din cazuri [73].
Ghidurile NCCN recomandã margini de 4–6 mm
pentru excizia cSCC cu risc scãzut [74].

Differential Diagnosis (DDx)

Considering the clinical aspect and the
possibility of malignant degeneration of the
venous ulcer, the diagnoses that we must
consider are: venous, arterial or mixed ulcer,
squamous cell carcinoma, basal cell carcinoma,
angiosarcoma, Merkel cell carcinoma, lym-
phoma, Kaposi’s sarcoma, leiomyosarcoma,
malignant fibrous histiocytoma and pyoderma
gangrenosum [67].

Treatment Options in Malignant Ulcers

Surgical Treatment

Surgery is the primary modality of therapy
for malignant ulcers. A wide array of non-
surgical treatment modalities has entered in
clinical practice over the years, but surgical
excision remains the first line of therapy for high-
risk lesions. Surgical treatment includes standard
excision, histologically controlled excision,
known as Mohs micrographic surgery (MMS),
curettage and electrodessication (C&E) [68].

For BCCs, non-surgical treatment methods
include cryotherapy, topical therapy(eg Imi-
quimod), photodynamic therapy or radiation
therapy [69].

For CSCs, topical and photodynamic thera-
pies are not recommended, mostly due to lack of
available data. It is generally accepted that the
majority of cSCCs are successfully treated with
standard treatment modalities, such as surgical
excision [70].

On the other hand, there is a subset of tumors
that have a higher risk of local recurrence, peri-
neural dissemination, and even nodal or distant
metastasis, especially in immunocompromised
people [71].

Recurrence rate, function preservation,
patient expectations, and potential side effects
must all be taken into account while deciding on
the best treatment strategy [72].

For high-risk lesions larger than 2 cm in
clinical diameter or with higher histologic grade,
at least 6-mm margins were required to achieve
95% clearance rates [73].

The NCCN guidelines recommend 4- to 6-
mm clinical margins for routine excision of low-
risk cSCC [74].
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Tratamentul non-chirurgical

Pentru tumori cu risc scãzut, terapiile non-
chirurgicale pot fi luate în considerare atunci
când intervenþia chirurgicalã nu este posibilã sau
nu este doritã – cu precauþia cã rata de vindecare
poate fi mai micã [75].

Terapia fotodinamicã (PDT) constã în apli-
carea unui fotosensibilizator (acid 5-amino-
levulinic sau metilaminolevulinat), urmatã de o
perioadã de incubare ºi expunere la luminã
albastrã, roºie sau cu spectru larg [76].

Deºi PDT ºi terapia laser nu sunt susþinute de
dovezi solide pentru tratamentul cSCC, acestea
pot fi folosite adjuvant (ex. post-chiuretaj) la
pacienþi cu risc înalt, precum cei cu transplant de
organ solid (SOTRs) [77–79].

Pânã în prezent, nu existã suficiente date care
sã susþinã utilizarea terapiilor topice în trata-
mentul cSCC. Câteva rapoarte de caz ºi douã serii
mici menþioneazã utilizarea Imiquimodului sau a
5-fluorouracilului (5-FU) în cazurile de SCC in
situ [75].

Radioterapia este o opþiune valoroasã în
cazurile în care chirurgia nu este fezabilã sau nu
este doritã, având rezultate bune atât funcþional,
cât ºi estetic, mai ales pentru leziuni mici ºi
superficiale [80–82].

Crioterapia este rezervatã leziunilor cu risc
scãzut ºi se recomandã doar când alte opþiuni mai
eficiente sunt contraindicate, din cauza lipsei
controlului histologic al marginilor ºi riscului de
extindere subclinicã [75].

Factori de prognostic ºi urmãrire

Ca în toate tumorile maligne, prognosticul
este influenþat de: tipul histologic, gradul de
diferenþiere, stadiul bolii, afectarea ganglionilor
limfatici regionali ºi prezenþa metastazelor la
distanþã [25].

Conform lui Baldurson [83], gradul de dife-
renþiere histologicã este cel mai important factor
prognostic:

 Tumorile GIII – mortalitate 100%
 GII – mortalitate 60%
 GI – mortalitate 0%

Non Surgical Treatment

In the case of low risk tumors, nonsurgical
therapies may be considered when surgical
therapy is not feasible or desired with the under-
standing that the cure rate may be inferior [75].

Photodynamic therapy (PDT) is a two-part
procedure that involves applying a photo-
sensitizer topically, usually 5-aminolevulinic acid
or methylaminolevulinate, and then incubating
for one to several hours under light irradiation,
usually with a blue, red, or broadband light
source [76].

The effectiveness of PDT or laser therapy in
the treatment of cSCC is not currently supported
by the data that are now available. PDT may be
used as an adjuvant modality in combination
with curettage and surgery for invasive cSCC in
high-risk patients like solid organ transplant
recipients (SOTRs), and it may be used to spare
tissue, according to limited case report and case
series data. However, the precise contribution of
PDT to observed outcomes in such combination
approaches is unknown. PDT can be utilized in
numerous sessions when combined with surgery
[77-79].

At this time, the data provided do not
support the use of topical treatments in the
treatment of cSCC. Few case reports and two
short case series have been published, examining
the use of topical imiquimod or 5-fluorouracil
(5-FU) for cSCC (excluding SCC in situ) [75].

Primary radiation therapy can be used in
specific circumstances where surgery is not
feasible, is not advised, or is not desired by the
patient even though surgery is still the first-line
and most effective treatment for cSCC. With the
understanding that the cure rates may be
reduced, primary or adjuvant radiation therapy
is a useful treatment choice for some patients
with cSCC, resulting in good tumor control and
cosmesis. Radiation therapy may be more
effective on cancers that are thinner and smaller
[80-82].

Cryosurgery should only be considered for
low-risk lesions when more effective therapies
are contraindicated or unfeasible due to the
absence of histologic margin control with this
procedure and the known potential for
subclinical expansion of cSCC [75].
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Carcinomul scuamocelular apãrut pe un
ulcer venos cronic este considerat mult mai
agresiv, cu tendinþã de metastazare precoce,
comparativ cu SCC primar [84]. În schimb, BCC
dezvoltat pe un ulcer cronic are un prognostic
favorabil [25].

Concluzii ºi discuþii

Degenerarea malignã a ulcerelor venoase
cronice este un fenomen rar. Cea mai frecventã
tumorã malignã dezvoltatã pe un astfel de ulcer
este carcinomul scuamocelular, urmat de
carcinomul bazocelular [3–5].

Deºi au fost propuse mai multe mecanisme
pentru transformarea malignã în ulcerele cronice,
etiologia exactã rãmâne incertã [7,8].

Este esenþial de subliniat cã multe tumori
cutanate ulcerate pot mima un ulcer venos ºi
invers. Aºadar, în faþa unui ulcer cronic care nu
rãspunde la tratamentele convenþionale, este
esenþialã o anamnezã riguroasã urmatã de
examinare clinicã detaliatã, pentru un diagnostic
complet, corect ºi precoce.

Tumorile maligne sunt deseori diagnosticate
tardiv, ceea ce agraveazã prognosticul ºi poate
duce la amputaþie sau diseminare sistemicã
[5,49,50].

Diferenþierea între tumori primare ºi secun-
dare rãmâne neclarã, iar majoritatea studiilor se
bazeazã pe istoricul pacienþilor cu insuficienþã
venoasã cronicã ºi ulcere vechi, refractare la
tratamente [25,26].

Carcinomul scuamos ºi bazocelular trebuie
incluse în diagnosticul diferenþial atunci când
existã suspiciune de malignitate într-un ulcer
venos. Tumori rare precum angiosarcomul sau
melanomul pot fi de asemenea luate în calcul
[5,6,36,39].

Evaluarea clinicã a ulcerului trebuie sã
includã localizarea, dimensiunea, forma, culoarea
bazei, marginea, adâncimea ºi tipul de secreþie
[54].

Biopsia tisularã este consideratã standardul
de aur pentru diagnostic. Majoritatea autorilor
recomandã biopsii multiple pentru a evita un
diagnostic fals negativ. Totuºi, în unele cazuri,

Prognostic factors and follow-up

As in all malignant pathologies, the
prognosis depends on the histological type,
histological differentiation grade, the stage of the
disease, the involvement of regional lymph nodes
and the presence of distant metastases. [25]

According to Baldurson [83] the most
important prognostic factor in the case of these
malignancies would be the degree of histological
differentiation, in his study and that of other
authors [25] the mortality in the case of GIII
tumors was 100%, GII 60% and GI 0%.

It is important to state that SCC developed on
chronic venous ulcers is much more aggressive
and metastasizes much earlier than primary SCC
[84]. Contrary to SCC, the prognosis of BCC
arising on chronic venous ulcer is favourable [25].

Conclusions and discussions

Malignant degeneration of chronic venous
ulcers is infrequent. The most common skin
tumor that can develop on a chronic venous ulcer
is squamous cell carcinoma, in second place
being basal cell carcinoma [3-5].

There are several hypotheses regarding the
mechanism of malignant transformation in
chronic ulcers, but the exact aetiology remains
controversial and poorly understood [7,8].

It is very important to state that many
ulcerated skin tumors can mimic a venous ulcer
and vice versa. Therefore, the most important
aspect when starting to investigate a venous ulcer
that do not respond to conventional therapies, is
an inquiry into the patient’s detailed general
history, followed by a thorough and systematic
clinical examination. The aim is to achieve a
complete, correct and early diagnosis, con-
sidering the aggressive evolution of these types
of tumors, the vast majority being diagnosed late,
leading to an unfavorable prognosis, with the
risk of amputation of the affected limb or the risk
of systemic dissemination [5,49,50].

The criteria for differentiating primary
tumors from secondary ones are not clear, most
studies are based on the history of patients with
advanced CVI with long-term ulcerations that do
not respond to conventional therapies [25,26].

According to the literature, squamous cell
carcinoma and basal cell carcinoma have to be
included in diagnostic considerations when
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procedura este rezervatã ulcerelor recurente, re-
fractare sau care prezintã semne clinice sugestive
pentru malignitate (ex. margini eversate, nodu-
laritate, tegument ferm sau þesut de granulaþie
abundent) [49,62].

Stadializarea tumoralã se face clinic ºi
imagistic, prin investigaþii precum PET-CT, CT
toracic, cerebral ºi abdominal [64,65].

Chirurgia este principala modalitate de
terapie pentru ulcerele maligne. O gamã largã de
modalitãþi de tratament nechirurgical au intrat în
practica clinicã de-a lungul anilor (PDT - în cSCC,
terapii topice - în BCC, radioterapie - utilizatã în
situaþii speciale în care chirurgia nu este fezabilã,
contraindicatã sau nu este preferatã de pacient,
sau crioterapie - numai pentru leziuni cu risc
scãzut, când terapiile mai eficiente sunt contra-
indicate sau impracticabile), dar excizia chirur-
gicalã rãmâne prima linie de terapie pentru
leziunile cu risc ridicat [71].

Ca în toate patologiile maligne, prognosticul
depinde de tipul histologic, gradul de dife-
renþiere histologicã, stadiul bolii, afectarea
ganglionilor limfatici regionali și prezenþa
metastazelor la distanþã. [25]

suspicion of a malignant tumour in a chronic
venous ulcer arouses. Other rare tumour entities,
such as angiosarcoma or malignant melanoma
could be considered [5,6,36,39].

A well conducted clinical examination of an
ulcer has to start by describing the site, size and
shape of the wound, colour of the base, shape of
the border, depth of the ulcer and structure of the
discharge [54].

There is consensus in the literature that tissue
biopsy is the gold standard in order to obtain
diagnostic certainty of MU. Most authors
recommend performing multiple biopsies on
different areas of the ulcer to escape the risk of
false-negative single biopsies. Nevertheless,
some authors still consider this procedure a high
risk in patients affected by leg ulcers (LUs) and
prefer reserving it for selected cases (recurrent
chronic ulcers that did not respond to conven-
tional therapies or the presence of characteristics
that might suggest malignancy (irregular nodular
appearance of the ulcer surface, raised or rolled
edge, firm surrounding skin with lipodermato-
sclerosis or raised granulation tissue in an area of
the ulcer base) [49,62].

The subsequent steps after histologic
confirmation of malignancy include tumor
staging, which can be made clinically or radio-
logically for the lymph node invasion and for the
distant metastases, PET scan and CT should be
considered [64,65].

Surgery is the primary modality of therapy
for malignant ulcers. A wide array of non-
surgical treatment modalities have entered in
clinical practice over the years (PDT-in cSCC,
topical therapies-in BCC, radiation therapy- used
in special situations in which surgery is not
feasible, contraindicated, or not preferred by the
patient, or cryotherapy- only for low-risk lesions,
when more effective therapies are contra-
indicated or impractical), but surgical excision
remains the first line of therapy for high-risk
lesions [71].

As in all malignant pathologies, the
prognosis depends on the histological type,
histological differentiation grade, the stage of the
disease, the involvement of regional lymph nodes
and the presence of distant metastases. [25]
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