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Rezumat

Introducere

Carcinomul spinocelular cutanat (CSCc) este al doilea
cel mai frecvent cancer de piele, iar incidenta sa este in
crestere la nivel mondial. Desi majoritatea cazurilor de
CSCc au un prognostic excelent, o categorie cu risc crescut
de CSCc este asociatd cu recurenfe frecvente si ratd
importantd de metastazare, avind un prognostic prost.

Obiectiv

Evaluarea caracteristicilor clinice si histopatologice si
a profilului de severitate al CSCc diagnosticate intr-un
centru de referintd tertiar pe o perioadd de 5 ani.

Materiale si metode

Pe baza foilor de observatie ale pacientilor diag-
nosticati cu CSCc in clinica noastrd in perioada lanuarie
2011 - Decembrie 2015, au fost analizate variabile ca
vdrsta, sexul, localizarea anatomicd si unele caracteristici
clinice si histopatologice.

Rezultate

Au fost identificati 108 pacienti diagnosticati cu CSC,
cu vdrsta medie de 72.28 + 9.77 ani si raportul pe sexe

(M/F) de 1.03. 62% dintre CSCc au fost localizate in
regiunea capului si gatului. Diametrul tumorii a variat

Summary

Introduction

Cutaneous squamous cell carcinoma (cSCC) is the
second most common skin cancer and its incidence is rising
worldwide. Although most ¢SCC cases have an excellent
prognosis, a subset of high risk cSCC is associated with
increased recurrence and metastasis rates and a
considerably worse outcome.

Objective
To assess the clinical and histopathologic

characteristics and the severity profile of cSCCs diagnosed
in a tertiary referral center during a 5 year period.

Materials and methods

Based on the medical records of patients diagnosed
with ¢SCC in our clinic between January 2011 and
December 2015, variables like age, sex, anatomic location,
clinical and histopathologic features were analyzed.

Results

108 patients were identified, with a mean age of 72.28
+ 9.77 years and a gender ratio (M/F) of 1.03. 62% of
cSCCs were located in the head and neck region. Tumor
diameter ranged from 0.3 to 6.5 cm, the mean diameter
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intre 0.3 si 6.5 cm, diametrul mediu fiind semnificativ mai
mare la barbati. 41.6% au fost CSC in situ. 47.6% din
CSCc invazive au fost bine diferentiate si 52.4% au fost
moderat diferentiate. 71.4% din CSCc invazive implicau
dermul profund, 11.1% hipodermul, iar 12.7%
musculatura. Invazia in hipoderm si in stratul muscular a
fost mai frecventd la barbati. 86.7% din CSCc invazive in
profunzime au fost localizate la nivelul capului si gatului.
Invazia limfaticd si perineurald au fost rare. Nu a fost
diagnosticat niciun CSCc metastatic. Toate CSCc au fost
excizate chirurgical, cu margini libere in 80.5% din cazuri.

Concluzii

Pacientii se prezintd frecvent cu CSCc de dimensiuni
mari si profund invazive, ingreundnd tratamentul si avind
un risc crescut de recurente si metastazare.

Cuvinte cheie: cancer de piele non-melanocitar,
carcinom spinocelular cutanat, histopatologie, prognostic.
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being significantly larger in men. 41.6% were in situ SCC.
47.6% of invasive c¢SCCs were well differentiated and
52.4% moderately differentiated. 71.4% of invasive cSCCs
involved the deep dermis, 11.1% the hypodermis, and
12.7% the musculature. Invasion of the hypodermis and
musculature was more frequent in men. 86.7% of deeply
invasive cSCCs were located in the head and neck region.
Perineural and lymphatic invasion were uncommon. No
metastatic cSCC was diagnosed. All cSCCs were surgically
excised, achieving clear margins in 80.5% cases.

Conclusions

Patients often present with large and deeply invasive
cSCC, posing therapeutic difficulties and carrying higher
recurrence and metastatic risks.

Key words: non-melanoma skin cancer, cutaneous
squamous cell carcinoma, histopathology, prognosis.
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Introducere

Cancerele de piele non-melanocitare (CNM),
ce includ carcinomul bazocelular (CBC) si
carcinomul spinocelular (CSC), sunt cele mai
frecvente cancere. In ciuda importantei morbi-
ditatii si mortalitdtii asociate si a costurilor
ridicate ale tratamentului, nu exista in prezent
registre nationale pentru CNM, prin urmare
incidenta lor exactd nu este cunoscuta.

CSCc este rezultatul proliferdrii maligne a
keratinocitelor epidermice suprabazale. Este al
doilea cel mai frecvent cancer de piele, depasit
doar de CBC, iar incidenta sa este in constanta
crestere la nivel mondial [1]. Are o incidenta
estimata la 0.03-3.5 cazuri/ 100,000 locuitori/ an,
ce variazd direct proportional cu media
radiatiilor ultraviolete anuale (UVR) [2]. Inci-
denta CSCc este cea mai mare in regiunile
apropiate de ecuator [3]. Spre deosebire de CBC,
care apare de novo, cele mai multe CSCc se
dezvoltd din leziuni precursoare, si anume
cheratozele actinice si boala Bowen. Desi cel mai
important factor de risc este expunerea UV
cumulativd de-a lungul vietii, anumite afectiuni
mostenite (xeroderma pigmentosa, albinismul,
epidermoliza buloasa distroficd, epidermo-
displazia veruciforma, etc.), imunosupresia
cronicd (pacienti cu transplant de organ,
administrare cronicd de glucocorticoizi sau alte

Introduction

Non-melanoma skin cancers (NMSCs),
comprising basal cell carcinomas (BCCs) and
squamous cell carcinomas (SCCs) are the most
common malignancies. Despite the substantial
associated morbidity and mortality and the
important costs of treatment, NMSCs are not
currently reported to cancer registries, and their
exact incidence is not known.

Cutaneous SCC (cSCC) is the result of the
malignant proliferation of suprabasal epidermal
keratinocytes. It is the second most common skin
cancer, only exceeded by BCC and its incidence is
steadily rising worldwide [1]. It has an estimated
incidence of 0.03-3.5 cases / 100,000 people /
year, directly related to the average annual
ultraviolet radiation (UVR) [2]. The incidence of
¢SCC is highest in regions closer to the equator
[3]. Unlike BCC, which arises de novo, most cSCC
develop from precursor lesions, namely actinic
keratoses and Bowen’s disease. Although the
most important predisposing factor is cumulative
lifetime UV exposure, certain inherited disorders
(xeroderma pigmentosa, albinism, dystrophic
epidermolysis  bullosa, epidermodysplasia
verruciformis, etc.), chronic immunosuppression
(in organ transplant recipients, long-term
glucocorticoid use, or HIV infection), exposure to
ionizing radiation, chemical carcinogens (arsenic,
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medicamente imunosupresoare sau infectie HIV),
expunere la radiatii ionizante, carcinogeni
chimici (arsenic, hidrocarburi aromatice,
insecticide sau ierbicide) si infectia cu
papilomavirusul uman (HPV) contribuie la
aparitia CSCc [4-13]. De asemenea, aproximativ
95% din cancerele de piele ce apar in zone de
inflamatie sau iritatie cronicd sunt CSC, fiind
denumite ulcere Marjolin [14].

CSCc afecteaza 1In general persoanele
varstnice si apar rar inainte de varsta de 45 ani
[15], desi studii recente aratd o crestere a
incidentei CSCc la persoanele tinere [16].
Genodermatozele mentionate mai sus si
imunosupresia cronicd predispun la aparitia
CSCc la o varsta mult mai mica.

CSCc este usor de abordat in stadii incipiente,
dar in lipsa tratamentului produce distructie
tisulard locala pana la desfigurare si are potential
de metastazare semnificativ (rata de metastazare
a fost raportatd intre 0.5 si 6%) [17,18]. Desi
reprezintd doar 20-25% din CNM, CSCc sunt
responsabile de majoritatea deceselor cauzate de
CNM [19, 20]. In timp ce 90% din decesele
cauzate de cancer de piele la indivizi cu varsta
sub 50 de ani sunt atribuite melanomului, CSCc
este principala cauzd de deces prin cancer de
piele dupa varsta de 85 de ani [21]. Mai mult
decéat atat, pacientii diagnosticati cu CSCc au un
risc de 44-50% de a dezvolta un alt CNM [22] si
sunt, de asemenea, predispusi si la aparitia
melanomului [23] sau a unui cancer cu localizare
extra-cutanata [24,25].

Desi cele mai multe cazuri de CSCc
diagnosticate si tratate prompt au un prognostic
excelent, existd o categorie cu risc crescut [26].
CSCc cu risc crescut sunt caracterizate de
prezenta urmatorilor factori: tumord recurents,
localizare la nivelul buzelor, urechii sau regiunii
anogenitale, aparitia la nivelul unui situs de
inflamatie cronicd sau cicatrice, diametrul
tumorii mai mare de 1.5 cm dacd este localizata
pe buze sau mai mare de 2 cm pentru tumorile cu
altd localizare, celule tumorale slab diferentiate,
invazia hipodermului sau musculaturii
subiacente, invazie limfaticd sau perineurala [2,
27, 28]. S-a demonstrat ca imunosupresia cronica
reprezintd un factor extrinsec pentru CSCc cu risc
crescut [29]. CSCc cu risc crescut este asociat cu o
marcata crestere a ratei de recurentd, cu
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aromatic hydrocarbons, insecticides and
herbicides), and human papillomavirus (HPV)
infection also contribute to the development of
cSCC [4-13]. In addition, approximately 95% of
skin cancers arising in sites of chronic
inflammation or irritation are SCCs, referred to as
Marjolin’s ulcer [14].

¢SCC usually affects the elderly and rarely
develops before the age of 45 [15], although
recent studies show an increase in the incidence
of ¢SCC among young individuals [16]. The
above mentioned genodermatoses and chronic
immunosuppression  predispose to the
appearance of ¢SCC at a much younger age.

cSCC is easily managed in the early stages,
but left untreated, it causes local tissue
destruction, disfigurement and carries a
significant metastatic potential (reported
metastasis rate ranges from 0.5 to 6 %) [17, 18].
Although it accounts for only 20-25% of NMSCs,
c¢SCC is responsible for the majority of deaths
caused by NMSCs [19, 20]. While 90% of skin
cancer deaths in individuals younger than 50 are
attributable to melanoma, cSCC is the leading
cause of skin cancer death after the age of 85 [21].
Moreover, patients diagnosed with cSCC not only
have a 44-50 % risk of developing additional
NMSCs [22], but are also prone to developing
melanoma [23], as well as extracutaneous cancers
[24, 25].

Despite the fact that most cases of c¢SCC
promptly diagnosed and treated have an
excellent prognosis, a subset of high risk ¢cSCCs
exists [26]. High risk cSCC is characterized by the
presence of one or more of the following factors:
recurrent tumor, location on the lips, ears, and
anogenital region, or arising at a site of chronic
inflammation or in a scar, tumor diameter larger
than 1.5cm if located on the lips or ears and larger
than 2 cm if located elsewhere on the body,
poorly differentiated tumor cells, invasion of the
hypodermis or subjacent musculature, and
perineural or lymphatic invasion [2, 27, 28].
Chronic immunosupression has been shown to
represent an extrinsic factor in high-risk ¢SCC
[29]. High risk c¢SCC is associated with a
markedly increased risk of recurrence, nodal or
distant metastasis (usually to the lungs) and a
considerably worse outcome, representing an
expensive and serious public health issue [26, 30].
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metastaze ganglionare sau la distantd (de obicei
pulmonare) si cu un prognostic mult mai prost,
reprezentdnd o problemd de sdndtate publica
importanta si costisitoare [26, 30].

Asadar, educarea cu privire la caracteristicile
clinice si epidemiologice ale CSCc este de o mare
importantd, pentru a reduce morbiditatea,
mortalitatea si costurile legate de CSCc. Avand in
vedere lipsa de date despre CSCc in Romania,
tinta acestui studiu a fost evaluarea carac-
teristicilor clinice si histopatologice, precum si a
profilului de severitate a CSCc diagnosticate
intr-un centru de referintd dermatologic tertiar
din Bucuresti In perioada lanuarie 2011 -
Decembrie 2015.

Materiale si metode

Am realizat un studiu retrospectiv in cadrul
Sectiei de Dermatovenerologie a Spitalului
Universitar de Urgentd Elias din Bucuresti. Au
fost revizuite fisele medicale ale pacientilor cu
CSCc confirmat histopatologic, care au fost
internati in clinica noastrd in perioada lanuarie
2011 — Decembrie 2015. Au fost evaluate variabile
ca varsta, sexul, localizarea anatomica, diametrul
tumorii, diferentierea celulard, adancimea
invaziei, implicarea perineurald si limfaticd,
strategia terapeuticd si prognosticul.

Au fost realizate analize statistice folosind
SPSS V17, STATA V10. Variabilele categoriale au
fost exprimate sub formad de procente, iar
variabilele cantitative au fost exprimate ca medie
+ deviatie standard. Relatia dintre prezenta CSCc
si variabilele continue a fost analizatd folosind
Student t-test. Valorile P mai mici decat 0.05 au
fost considerate semnificative statistic.

Rezultate

Un total de 108 pacienti au fost diagnosticati
cu CSCcssi tratati in perioada de timp mentionatd,
reprezentdnd 1.08% din pacientii internati si
18.94% din pacientii diagnosticati cu cancer de
piele in sectia noastrd. Dintre cei 108 pacienti, 55
(51%) au fost barbati, raportul pe sexe (M/F)
fiind 1.03.

Varsta pacientilor la momentul diag-
nosticului a variat intre 43 si 91 de ani, varsta
medie fiind 7228 + 9.77 ani. Varsta medie la
diagnostic nu a variat semnificativ in functie de
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Therefore, education on cSCC epidemiological
and clinical characteristics is of great importance
in order to reduce cSCC related morbidity,
mortality and economic costs. Given the lack of
data on c¢SCC in Romania, the aim of this study
was to assess the clinical and histopathological
characteristics, as well as the severity profile of
¢SCCs diagnosed in a tertiary referral Dermatology
center in Bucharest between January 2011 and
December 2015.

Materials and methods

We performed a retrospective study in the
Dermatology Department of Elias Emergency
University Hospital, in Bucharest. The medical
records of patients with histopathologically
confirmed cSCCs admitted to our clinic between
January 2011 and December 2015 were reviewed.
Variables like age, sex, anatomic location, tumor
diameter, cellular differentiation, depth of
invasion, perineural and lymphatic involvement,
treatment strategy and outcome were assessed.

Statistical analyses was performed using
SPSS V17, STATA V10. Categorical variables were
expressed as percentages and quantitative
variables as mean and standard deviation. The
relation between the presence of cSCC and
continuous variables was analyzed using Student
t-test. Two-sided P values less than 0.05 were
considered statistically significant.

Results

A total of 108 patients were diagnosed with
c¢SCC and treated during the mentioned time
period, representing 1.08% of all hospitalized
patients and 18.94% of patients diagnosed with
skin cancer in our department. Among the 108
patients, 55 (51%) were men, the gender ratio
(M/F) being 1.03.

The age of patients at the time of diagnosis
ranged from 43 to 91 years, the mean age being
72.28 + 9.77 years. The mean age at diagnosis did
not differ significantly between men (71.83 + 9.55
years) and women (72.75 = 10.06 years) (p=
0.6269). While no case of ¢SCC was diagnosed
under the age of 40, the highest frequency of SCC
was observed in the age group 70-79 years (39.8%
of cases). The distribution of ¢SCCs according to
age and gender is illustrated in Fig.1.
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Distributia CSCc in functie de varsta si sex
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Fig. 1. Distributia CSCc in functie de virstd si sex

sex, la barbati fiind de 71.83 + 9.55 ani, iar la
femei 72.75 + 10.06 ani (p= 0.6269). In timp ce nici
un caz de CSCc nu a fost diagnosticat sub véarsta
de 40 de ani, cea mai ridicata frecventa a CSCc a
fost observatd in grupa de varsta 70-79 ani
(39.8%). Distributia CSCc in functie de varsta si
sex este ilustratd in Fig. 1.

Majoritatea (62%) CSCc din seria noastrd de
cazuri au fost localizate in regiunea capului si
gatului. Dintre acestea, 31% au aparut in regiunea
malara si 26% la nivelul buzei inferioare. A fost
diagnosticat un singur caz de CSC la nivelul buzei
superioare. 13% din CSCc localizate la nivelul
capului si gatului au aparut in regiunea temporala
si 11% la nivelul urechii externe. Celelalte regiuni
ale fetei, scalpului si zonei cervicale au fost
implicate cu o frecventa mai mica.

A doua cea mai frecventd localizare
anatomica a CSCc a fost trunchiul (15% din
cazuri), urmat de membrele superioare (12% din
cazuri), zona genitald (7% din cazuri), si
membrele inferioare (4% din cazuri).

S-au observat o serie de diferente intre
pacientii de sex masculin si feminin In ceea ce
priveste localizarea CSCc. La femei, majoritatea
CSCc aparute in zona capului si gatului au fost
localizate in regiunea malard (46% din cazuri vs.
19% din cazuri la barbati), in timp ce la barbati cea
mai des intdlnita localizare a fost buza inferioara
(38% din cazuri vs. 14% din cazuri la femei). De
asemenea, CSCc apdrute In regiunea genitald si la
nivelul membrelor superioare au fost de 2 ori mai
frecvente la femei decét la barbati.

Regiunea capului si gatului a fost cea mai
frecventd localizare a CSCc in toate grupele de
varstd, cu exceptia a 3 cazuri diagnosticate la
pacienti cu varste mai mici de 49 ani, din care 2 au

Fig. 1. Distribution of cSCCs according to age and gender

o3

The majority (62%) of cSCCs in our case series
were located in the head and neck area. Of these,
31% occurred in the malar region and 26% on the
lower lip. Only one case of SCC on the upper lip
was diagnosed. 13% of ¢SCCs located in the head
and neck region developed in the temporal area
and 11% on the external ear. Other areas of the
face, the scalp and the cervical area were less
frequently involved.

The second most common anatomic location
of ¢SCCs was the trunk (15% of cases), followed
by the upper limbs (12% of cases), genital area
(7% of cases), and lower limbs (4% of cases).

We noted a series of significant differences
between male and female patients regarding the
topography of ¢SCCs. In women, the majority of
c¢SCCs arising in the head and neck area were
located in the malar region (46% of cases vs. 19%
of cases in men), while in men the most common
site was the lower lip (38% of cases vs 14% of
cases in women). In addition, cSCCs involving
the genital area and the upper limb were twice as
frequent in women as in men.

The head and neck area was the most
frequent location of ¢SCC in all age groups,
except for the 3 cases diagnosed in patients
younger than 49 years, 2 of which developed in
the genital region and one on the lower limb, and
the only case diagnosed in a patient older than 90,
which was located on the trunk.

The diameter of the tumors ranged from 0.3
to 6.5 cm, the mean diameter being 1.61 +1.19 cm
(Fig. 2). The mean size of ¢cSCCs was significantly
larger in male patients (1.91 = 1.44 cm) compared
to female patients (1.14 + 0.34 cm) (p = 0.0003).

In our case series, only one patient presented
with a recurrent tumor. The rest of the ¢SCCs
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Distributia CSCc in functie de diametrul tumorii
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apdrut In regiunea genitald si unul la nivelul
membrului inferior, si a unicului caz diagnosticat
la un pacient cu varsta peste 90 ani, localizat la
nivelul trunchiului.

Diametrul tumorilor a variat intre 0.3 si 6.5
cm, diametrul mediu fiind 1.61 + 1.19 cm (Fig. 2).
Dimensiunea medie a CSCc a fost semnificativ
mai mare la barbati (1.91 + 1.44 cm) in comparatie
cu dimensiunea medie a CSCc la femei (1.14 =
0.34 cm) (p = 0.0003).

In seria noastra de cazuri, un singur pacient
s-a prezentat cu tumord recurentd. Restul CSCc
diagnosticate in clinica noastrd au fost tumori
primare.

Examinarea histopatologica a aratat CSC in
situ in 45 (41.6%) din cazuri, restul pacientilor
fiind diagnosticati cu CSCc invaziv. 47.6% din
tumorile invazive contineau celule tumorale bine
diferentiate si 52.4% erau formate din celule
tumorale moderat diferentiate.

Toate CSCc diagnosticate la pacienti cu varsta
sub 50 ani si majoritatea (62.5%) CSCc
diagnosticate la pacienti cu varsta intre 50-59 ani
au fost CSC in situ. CSCc invazive si in situ au
avut frecvente asemandtoare in grupa de varsta
70-79 ani, in timp ce in grupa de varsta 60-69 ani
si la pacientii cu varsta peste 80 ani CSCc invazive
au fost mai des intalnite decat CSCc in situ (77.3%
vs. 22.7% in grupa de varsta 60-69 ani si 66.7% vs.
33.3% la pacientii cu varsta peste 80 ani).

in ceea ce priveste CSCc invaziv, In timp ce la
pacientii cu varsta sub 80 ani tumorile bine
diferentiate si cele moderat diferentiate au avut
frecvente asemdnadtoare, la pacientii cu varsta
peste 80 ani au fost mai frecvente tumorile
moderat diferentiate decat cele bine diferentiate.
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Fig. 2. Distribution of cSCCs based on tumor diameter

diagnosed in our department were primary
tumors.

The histopathologic examination revealed in
situ SCC in 45 (41.6%) patients, the rest being
diagnosed with invasive ¢SCC. 47.6% of the
invasive tumors displayed well differentiated
tumor cells and 52.4% moderately differentiated
tumor cells.

All ¢SCCs diagnosed in patients younger
than 50 and the majority (62.5%) of ¢SCCs
diagnosed in patients aged 50-59 years were in
situ SCCs. In situ and invasive ¢SCCs had similar
frequencies in the age group 70-79 years, while in
the age group 60-69 years and in patients older
than 80, invasive cSCCs were more common than
in situ SCCs (77.3% vs. 22.7% in the age group 60-
69 years and 66.7% vs. 33.3% in patients older
than 80, respectively).

In respect of invasive ¢SCCs, while in patients
younger than 80 well differentiated and
moderately differentiated tumors had similar
frequencies, in patients older than 80 moderately
differentiated tumors were more frequently
encountered than well differentiated SCCs.

50% of tumors were ulcerated. Ulceration
was present more often in the moderately
differentiated tumors compared to the well
differentiated and in situ SCCs, but did not
correlate with the depth of invasion.

We identified 2 cases of acantholytic SCC, one
of which was a recurrent tumor (the only
recurrent tumor in our case series). No other
histologic variants of cSCC were detected.

According to the histopatologic reports, 4.8%
of the invasive cSCCs only involved the
superficial dermis, 71.4% of them extended into
the deep dermis, 11.1% extended into the
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Distributia pe grupe de varsta a CSCc in functie de
caracteristicile histopatologice
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50% din tumori au fost ulcerate. Ulceratia a
fost prezentd mai frecvent la nivelul tumorilor
moderat diferentiate fata de cele bine diferentiate
si CSC in situ, dar nu s-a corelat cu adancimea
invaziei.

Am identificat 2 cazuri de CSC acantolitic,
din care unul a fost o tumora recurenta (singura
tumora recurentd din seria noastra de cazuri). Nu
au fost identificate alte variante histologice de
CSC.

Conform rezultatelor histopatologice, 4.8%
din CSCc invazive au implicat doar dermul
superficial, 71.4% s-au extins in dermul profund,
11.1% s-au extins in hipoderm si 12.7% au invadat
musculatura subiacentd. Invazia perineurald si
limfaticd au fost rare. Doar 2 cazuri (1.85%) au
prezentat atat invazie perineurald cat si limfatica.
Acestea au fost CSCc moderat diferentiate ce
invadau hipodermul. Unul era situat la nivelul
toracelui anterior, iar al doilea in regiunea
temporald. Invazia limfaticd a fost observatd la
inca un caz de CSCc moderat diferentiat invaziv
in dermul profund, localizat la nivelul
membrului superior.

Extensia in hipoderm si musculaturad a fost
observata la 15 cazuri. Aceasta a variat in functie
de grupele de varsta si sex. Cel mai tanar pacient
diagnosticat cu CSCc invaziv in musculatura
subiacentd avea 57 ani. Cum am arétat in Fig. 4,
invazia in hipoderm si musculaturd a fost
semnificativ mai frecventa la barbati decat la
femei (10 cazuri la barbati si 5 cazuri la femei).
Majoritatea acestor cazuri (86.7%) au fost CSCc
localizate in regiunea capului si gatului, cu un
singur caz cu localizare la nivelul membrului
superior si un caz cu localizare la nivelul
trunchiului.

Fig. 3. Age distribution of cSCCs according to
histopathological characteristics

hypodermis, and 12.7% invaded the subjacent
musculature. Perineural and lymphatic invasion
were uncommon. Only 2 cases (1.85%) presented
both perineural and lymphatic invasion. These
were moderately differentiated cSCCs invading
the hypodermis. One was located on the anterior
torso and the other in the temporal region.
Lymphatic invasion was noted in one additional
case of moderately differentiated cSCC extending
into the deep dermis, that was located on the
upper limb.

Invasion of the hypodermis and musculature
was noted in 15 cases. It varied between age
groups and according to gender. The youngest
patient who presented with ¢SCC invasive in the
subjacent musculature was aged 57. As
illustrated in Figure 4, invasion of the
hypodermis and musculature was significantly
more frequent in men than in women (10 cases
were male patients and 5 cases were female
patients). The vast majority of these cases (86.7%)
were ¢SCCs located in the head and neck area,
with only one case involving the upper limb and
one case involving the trunk.

The mean tumor diameter of ¢SCCs invasive
in the hypodermis or deeper structures was
larger than that of tumors limited to the dermis
(196 =+ 1.36 cm vs. 1.36 £ 1.09 cm), but the
difference did not reach statistical significance
(p=0.0988).

No metastatic ¢<SCC was diagnosed in the
mentioned time period in our department.

All ¢SCCs were surgically excised. Clear
histological margins were achieved in 87 (80.5%)
cases. Re-excision was performed in cases with
positive margins. Patients were referred to
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Diametrul mediu tumoral al CSCc invazive in
hipoderm sau structurile subiacente a fost mai
mare decat cel al tumorilor limitate la derm (1.96
+1.36 cm vs. 1.36 + 1.09 cm), dar aceasta diferenta
nu a atins un nivel de semnificatie statistica (p =
0.0988).

Nu au fost diagnosticate CSCc metastatice in
perioada de timp mentionatd in sectia noastra.

Toate CSCc au fost excizate chirurgical. Din
punct de vedere histologic, au fost obtinute
margini libere de celule tumorale in 87 (80.5%)
din cazuri. Re-excizia a fost practicatd in cazurile
cu margini pozitive. Pacientii au fost Indrumati
cdtre medici specialisti oncologi si radioterapeuti
pentru radioterapie adjuvantd postoperatorie
conform ultimelor ghiduri in domeniu.

Discutii

In concordanti cu datele de incidenti
disponibile, CSCc a fost al doilea cel mai frecvent
cancer de piele diagnosticat in sectia noastra pe o
perioada de 5 ani, nsumand 18.94% din
totalitatea cancerelor de piele.

in seria noastrd de cazuri, CSCc a afectat in
aceeasi masurd barbatii si femeile, cu un raport
pe sexe (M/F) de 1.03. Acest fapt este contrar
rezultatelor din studii anterioare, care raportau o
frecventa de 2-3 ori mai mare a CSCc la barbati
fata de femei si care explicau aceastd predilectie
pentru sexul masculin prin expunerea UV
cumulativa de-a lungul vietii mai mare la barbati
(in special expunerea ocupationald) si mai putin
prin expunerea profesionald la alti factori, ca
funingine, uleiuri sau gudroane [2, 31]. O prima
estimare a factorilor de risc la pacientii cu cancer
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Fig. 4. Invasion of the hypodermis and musculature
according to age and gender

oncologists and radiotherapy specialists for
postoperative adjuvant radiotherapy when
indicated according to current best practice
guidelines.

Discussions

Consistent with the available incidence data,
cSCC was the second most common skin cancer
diagnosed in our department during a 5 year
period, accounting for 18.94% of all cases of skin
cancer.

In our case series, cSCC equally affected men
and women, the gender ration (M/F) being 1.03.
This is in contrast with previous studies, that
reported a 2-3 times higher frequency of SCC in
men compared to women and explained SCC
predilection for the male gender by greater
cumulative lifetime UV exposure in men
(especially occupational sun exposure) and to a
lesser extent by exposure to other professional
risk factors, such as soot, oils, or tars [2, 31]. A
first estimation of risk factors and diagnostic
behaviors in NMSC patients in Romania has been
performed in our group [32].

¢SCC is a disease of the elderly, the typical
age at diagnosis being 70 years [2]. The incidence
of ¢SCC markedly increases with age. After the
age of 75, the incidence of ¢SCC is 50 - 300 times
greater than that of individuals younger than 45
[15, 33]. This is mostly due to the cumulative
effects of UV exposure. UVR is a complete
carcinogen that induces DNA damage through
pyrimidine dimers production, resulting in
mutations in the p53 tumor suppressor gene and
alterations in other apoptosis regulators (Bcl-2,
Bcl-XL, BAG 1) [2]. These genetic abnormalities,




de piele non-melanocitar din Roménia a fost
realizatd in grupul nostru [32].

CSCc este o boald a varstnicilor, varsta tipica
la diagnostic fiind de 70 ani [2]. Incidenta CSCc
creste marcat odatd cu varsta. Dupd varsta de 75
ani, incidenta CSCc este de 50-300 ori mai mare
decat cea la indivizi cu varsta mai micad de 45 ani
[15,33]. Acest fapt se datoreazd in mare parte
efectelor cumulative ale expunerii la UV. Radiatia
UV este un carcinogen complet, ce induce
modificdri la nivelul ADN-ului prin productia de
dimeri de pirimidine, rezultind In mutatii ale
genei de supresie tumorald p53 si alterari ale
unor factori ce regleaza apoptoza (Bcl-2, Bcl-XL,
BAG 1) [2]. Aceste modificdri genetice, impreuna
cu perturbarea rdspunsului imun cutanat la
prezenta celulelor tumorale produs tot de
expunerea la radiatii UV, duc la aparitia
cancerului de piele. Asemenea markeri genetici
ar putea, in viitor, sd fie folositi ca indicatori ai
evolutiei bolii si raspunsului la tratament [34].

CSCc poate apdrea la pacienti mai tineri, ce
suferd de anumite afectiuni genetice ca
xeroderma pigmentosa, albinism, epidermoliza
buloasa  distroficdi si epidermodisplazia
veruciformd [5-8]. Mai mult decat atét,
imunosupresia cronicd la pacientii cu transplant
de organ, corticoterapia pe termen lung sau
tratament indelungat cu alte medicamente
imunosupresoare si infectia cu HIV favorizeaza
aparitia CSCc la o varstd mult mai mica [9,10].

Cel mai tandr pacient diagnosticat cu CSCc in
studiul nostru a avut varsta de 43 ani. Similar
datelor din literaturd, varsta medie la diagnostic
a fost 72.28 ani, cea mai mare frecventd a CSCc
fiind observatd in grupa de varstd 70-79 ani
(39.8%). Varsta medie la diagnostic a fost usor
mai scizuta la barbati (71.83 + 9.55 ani) fatd de
femei (72.75 + 10.06 ani).

La caucazieni, CSCc apare in general in
regiunile expuse la soare [35]. Cea mai frecventd
localizare este regiunea capului si gatului (in
aproximativ 70% din cazuri), In special buza
inferioard, pavilionul auricular si regiunea
periauriculard [2]. In concordanti cu rezultatele
studiilor anterioare, regiunea capului si gatului a
fost cea mai comund localizare in randul
pacientilor nostri (62 % din cazuri). A doua cea
mai frecventd localizare anatomica a fost
trunchiul (15 % din cazuri), urmata de membrele
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along with the impaired cutaneous immune
response to the presence of tumor cells also
caused by UVR lead to the development of skin
cancer. Such genetic markers may, in the future,
serve as indicators of the evolution of the disease
and response to therapy [34].

c¢SCC may develop in younger patients
suffering from certain genetic disorders, such as
xeroderma pigmentosa, albinism, dystrophic
epidermolysis bullosa, and epidermodysplasia
verruciformis  [5-8]. Moreover, chronic
immunosuppression in organ transplant
recipients, in patients receiving long term
corticotherapy or other immunosuppressive
drugs, and HIV infected individuals promotes
cSCC development at a much younger age [9, 10].

The youngest patient diagnosed with ¢cSCC in
our study was 43 years old. Similar to the
literature data, the mean age at diagnosis was
72.28 years, the highest frequency of cSCCs being
observed among patients aged 70-79 (39.8%). The
mean age at diagnosis was very slightly lower in
men (71.83 + 9.55 years) compared to women
(72.75 + 10.06 years).

In Caucasians, cSCC generally involves sun-
exposed areas [35]. ¢SCC most commonly
involves the head and neck region (in
approximately 70% of cases), especially the lower
lip, external ear and periauricular region [2]. In
accordance with the results of previous studies,
the head and neck region was the most common
anatomic location in our patients (62% of cases).
The second most common anatomic location of
c¢SCCs was the trunk (15% of cases), followed by
the upper limbs (12% of cases), genital area (7% of
cases), and lower limbs (4% of cases). We noted
important differences between male and female
patients regarding the topography of ¢SCCs. In
women, the majority of cSCCs arising in the head
and neck area were located in the malar region,
while in men the most common site was the
lower lip. In addition, ¢SCCs involving the
genital area and the upper limb were twice as
frequent in women as in men. The retrospective
design of our study did not allow for the
evaluation of risk factors that promoted cSCC
development. We can only hypothesize that
smoking, which, apart from UVR, is an important
risk factor for lower lip SCC may explain the
frequent localization of SCC on the lower lip in
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superioare (12 % din cazuri), zona genitala (7 %
din cazuri) si membrele inferioare (4 % din
cazuri). Am observat diferente importante intre
barbati si femei cu privire la topografia CSCc. La
femei, majoritatea CSCc apdrute in regiunea
capului si gatului au fost localizate in regiunea
malard, In timp ce la barbati cel mai frecvent situs
a fost buza inferioars. In plus, CSCc care au
apdrut in zona genitald si la nivelul membrelor
superioare au fost de 2 ori mai frecvente la femei
decat la bdrbati. Tipul studiului a fost
retrospectiv, de aceea nu s-a putut efectua
evaluarea factorilor de risc care au favorizat
aparitia CSC. Putem doar sa formuldm ipoteza cd
fumatul, care, aldturi de radiatia UV, este un
important factor de risc pentru CSCc la nivelul
buzei inferioare, poate explica localizarea
frecventa la acest nivel a CSC la barbati. Pe de
altd parte, infectia genitala cu HPV si leziunile
precursoare precum lichenul scleroatrofic pot
justifica frecventa mai mare a CSC genital la
femei. Localizarea CSCc are implicatii
prognostice si terapeutice importante. CSCc
apdrut pe buze si pavilionul auricular are cel mai
prost prognostic, CSC la nivelul buzelor avand
cel mai mare potential de metastazare (13.7%), iar
cel la nivelul pavilionului auricular cea mai mare
ratd de recurentd (18.7%) si un risc metastatic
inalt (11%) [26]. Mai mult decat atat, reconstructia
dupéd excizie este mai dificild in aceste zone si
rezultatele cosmetice dupé chirurgie sunt adesea
nesatisfacdtoare.

Diametrul tumorii a variat intre 0.3 si 6.5 cm,
diametrul mediu fiind 161 =+ 1.19 cm.
Dimensiunea medie a CSCc a fost semnificativ
mai mare la barbati (1.91 + 1.44 cm) fatd de femei
(1.14 + 0.34 cm) (p = 0.0003). O posibild explicatie
pentru aceste rezultate ar fi atentia sporitd
acordatd de femei problemelor pielii, In mod
special in regiunea capului si gatului, ceea ce le
face sd se adreseze medicului mai devreme decét
barbatii [32]. Diametrul CSCc este, de asemenea,
un factor de prognostic important, fiind cunoscut
faptul ca tumorile mai mari de 1.5 cm localizate
pe buze sau cele mai mari de 2 cm localizate in
altd zond au un prognostic mai prost si o ratd mai
mare de metastazare [2]. In timp ce pentru
tumorile cu diametru mai mic de 2 c¢cm rata
metastaticd este aproximatd la 1%, aceasta creste
semnificativ cu diametrul tumorii, ajungand la
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our male patients. On the other hand, genital
HPV infection and precursory lesions such as
lichen sclerosus and atrophicus might account for
the higher frequency of genital SCC observed in
our female patients compared to our male
patients. The location of cSCC has important
prognostic and therapeutic implications. SCCs
arising on the lip and external ear portend the
poorest prognosis, SCC of the lip carrying the
highest metastatic potential (13.7%) and that of
the ear the highest recurrence rate (18.7%) and a
high metastatic risk (11%) [26]. Moreover,
reconstruction after excision is more difficult in
these areas and the cosmetic results of surgery are
often unsatisfactory.

Tumor diameter ranged from 0.3 to 6.5 cm,
the mean diameter being 1.61 + 1.19 cm. The
mean size of ¢cSCCs was significantly larger in
men (1.91 + 1.44 cm) compared to women (1.14 =
0.34 cm) (p = 0.0003). A possible explanation for
this finding resides in women’s increased
attention to skin problems, particularly in the
head and neck region, leading them seek medical
advice sooner than men [32]. The diameter of
¢SCC is also an important prognostic factor, as
tumors larger than 1.5cm if located on the lips or
ears and larger than 2 cm if located elsewhere on
the body have been shown to have a worse
outcome and a higher rate of metastatic spread
[2]. While the metastatic rate of ¢SCCs with a
diameter of less than 2 cm is estimated at
approximately 1%, it significantly increases with
tumor diameter, reaching 9.2% for tumors 2-5cm
in diameter and as much as 14.3% for tumors
larger than 5cm [26, 36].

The histologic differentiation grade is another
essential aspect for establishing prognosis and
treatment planning. Poorly differentiated ¢<SCCs
behave more aggressively, having reported
recurrence rates of 28.6-54% and a reported
metastatic rate of 32.8%, as opposed to 11.8-13.6%
and 9.2%, respectively, for well-differentiated
c¢SCCs [2, 26, 28]. In our study, 41.6% of cases
were in situ SCCs. As expected, in situ SCCs were
more frequent than invasive ¢SCCs in patients
younger than 60 and invasive ¢SCCs
predominated among older patients. 47.6% of the
invasive ¢SCCs were well differentiated and
52.4% were moderately differentiated. While in
patients younger than 80 well differentiated and




9.2% pentru tumori cu diametrul intre 2-5 cm si la
14.3% pentru tumori mai mari de 5 cm [26, 36].

Gradul de diferentiere histologica este un alt
aspect esential pentru stabilirea prognosticului si
planificarea tratamentului. CSCc slab diferentiate
au un comportament mai agresiv, fiind raportate
rate de recurentd de 28.6-54% si rate de
metastazare de 32.8%, In comparatie cu 11.8-
13.6%, respectiv. 9.2% pentru CSCc bine
diferentiat [2, 26, 28]. In studiul nostru, 41.6% din
cazuri au fost CSCc in situ. Cum era de asteptat,
CSCc in situ au fost mai frecvente decat CSCc
invazive la pacientii cu varsta sub 60 ani, si CSCc
invazive au fost predominante la pacientii
varstnici. 47.6% din CSCc invazive au fost bine
diferentiate si 52.4% au fost moderat diferentiate.
In timp ce la pacientii cu varsta sub 80 ani,
tumorile bine diferentiate si cele moderat
diferentiate au avut frecvente similare, la
pacientii cu varsta peste 80 ani, tumorile moderat
diferentiate au fost mai des intalnite decat cele
bine diferentiate.

Ulceratia a fost o caracteristicd frecventa
(50 % din tumori). A fost observatad cu precadere
in cazul tumorilor moderat diferentiate, dar nu s-
a corelat cu profunzimea invaziei.

Alte variante histologice de CSCc au fost rare.
2 cazuri de CSC acantolitic au fost singurele
identificate in grupul nostru de pacienti. Unul
din cele 2 cazuri a fost singura tumora recurenta
depistatd in acest grup. Alte forme de CSC, ca
CSC acantolitic sau CSC cu celule fusiforme au
un comportament mult mai agresiv si un
prognostic mai prost.

In ceea ce priveste profunzimea invaziei,
4.8% din CSCc invazive din seria noastrd de
cazuri au implicat doar dermul superficial, 71.4%
s-au extins in dermul profund, 11.1% au invadat
hipodermul si 12.7% musculatura subiacenta.
Invazia in hipoderm si musculatura subiacenta a
fost semnificativ mai frecventd la bdarbati.
Majoritatea acestor cazuri (86.7%) au fost CSCc
localizate in regiunea capului si gatului si au avut
diametrul mediu mai mare decat cel al tumorilor
cu invazia limitatd la nivelul dermului. Asadar,
aceste leziuni aveau mai mulfi factori de risc
intrinseci. Profunzimea invaziei influenteaza
profund riscul de recurentd locald si metastazare
[2]. La CSCc¢ cu invazie mai micd de 2 mm
metastazarea este foarte rard. La o invazie de 2-4
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moderately differentiated tumors had similar
frequencies, in patients older than 80 moderately
differentiated tumors were more frequently
encountered than well differentiated cSCCs.

Ulceration was a frequent finding (50% of
tumors). It was observed more often in
moderately differentiated tumors, but did not
correlate with the depth of invasion.

Histologic variants of cSCC were very
uncommon. 2 cases of acantholytic SCC were the
only cases of SCC variants identified among our
patients. One of the acantholytic SCCs was the
only recurrent tumor detected among our
patients. The histologic variants of SCC, such as
acantholytic SCC and spindle cell SCC have been
shown to be more aggressive and to have a worse
outcome.

Regarding the depth of invasion, 4.8% of the
invasive ¢SCCs in our case series only involved
the superficial dermis, 71.4% of them extended
into the deep dermis, 11.1% extended into the
hypodermis, and 12.7% invaded the subjacent
musculature. Invasion of the hypodermis and
musculature was significantly more frequent in
men than in women. The vast majority of these
cases (86.7%) were cSCCs located in the head and
neck area and had a mean diameter larger than
that of tumors limited to the dermis. Thus, these
lesions were characterized by several intrinsic
high risk factors. The depth of invasion greatly
influences the risk of local recurrence and
metastasis [2]. In ¢SCCs less than 2 mm deep
metastasis is very rare. With a depth of invasion
of 2-4 mm, the reported recurrence rate is 5.3%
and the metastasis rate is 6.7% [2]. Some authors
report metastatic rates of up to 50% for cSCCs
with a depth of invasion greater than 4 mm [36,
37]. Bone, nerve, or muscle involvement is
associated with greater metastatic potential.

Perineural invasion is reported to occur in 5-
10% of ¢SCCs and considerably worsens the
prognosis, being associated with a metastatic rate
of up to 47% [2, 38, 39]. Survival rates depend on
the diameter of involved nerves. In a study
conducted by Ross AS et al., no fatalities
associated with SCC occurred when nerves less
than 0.1 mm in diameter were involved, but 32%
of patients with involvement of nerves 0.1 mm in
diameter or larger died from SCC [40]. The
outcome is substantially improved with complete
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mm, rata de recurentd raportatd este de 5.3% si
rata de metastazare este de 6.7% [2]. Unii autori
raporteazd rate metastatice de pand la 50%
pentru CSCc cu o invazie mai mare de 4 mm
[36,37]. Extensia la nivel osos, muscular sau la
nivelul nervilor este asociatd cu potential
metastatic mai mare.

Invazia perineurala este raportatd la 5-10%
din CSCc si inrautiteste  considerabil
prognosticul, fiind asociatd cu o rata de
metastazare de pana la 47% [2, 38, 39]. Ratele de
supravietuire depind de diametrul nervilor
implicati. Intr-un studiu condus de Ross AS et al.,
nu au apdrut decese asociate cu CSC cand au fost
implicati nervi cu diametrul mai mic de 0.1 mm,
dar 32% din pacientii cu CSC cu invazie a unor
nervi cu diametrul de 0.1 sau mai mare au
decedat din aceastd cauzd [40]. Prognosticul este
imbunatatit substantial prin rezectia completd a
tumorii si a nervilor implicati, in special prin
chirurgie micrograficd Mohs [2]. S-a diagnosticat
atat invazie perineurald cat si limfatica la 2
pacienti (1.85%) si doar invazie limfatica la un
pacient din grupul nostru.

Nu a fost diagnosticat niciun caz de CSCc
metastatic In perioada de timp mentionatd in
clinica noastrd, confirmand faptul ca CSC cutanat
are un prognostic mult mai bun decat CSC mucos
sau al organelor interne. Se fac eforturi pentru a
imbundtati metodele de diagnostic pentru CSC
care afecteazd mucoasele sau organele interne
[41-45]. Acestea sunt asociate cu o morbiditate si
mortalitate mult mai mari, de aceea diagnosticul
precoce este foarte important.

Standardul de aur pentru tratamentul CSCc
este excizia chirurgicald completd a tumorii, fie
prin chirurgie excizionald standard, cu examen
histopatologic al marginilor de rezectie, fie prin
chirurgie micrograficd Mohs. Ghidurile actuale
recomandd o margine laterald minima de 5 mm
pentru tumorile cu risc scdzut si 10 mm pentru
CSCc cu risc Inalt si 0 margine In profunzime care
ajunge iIn hipoderm (crutand aponevroze,
pericondru si periost dacd nu sunt invadate) [46].
La pacientii care refuza interventia chirurgicala
sau prezintd contraindicatii pentru aceasta,
radioterapia este cea mai bund alternativa
terapeuticd. O serie de proceduri distructive local
(crioterapie, chiuretaj si electrodesicare, terapie
fotodinamicd) pot fi, de asemenea, incercate,
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resection of the tumor and removal of the
involved nerve, especially by Mohs micrographic
surgery [2]. We noted both perineural and
lymphatic invasion in 2 of our patients (1.85%)
and lymphatic invasion alone in only one patient.

No metastatic c<SCC was diagnosed during
the mentioned time period in our department,
confirming ¢SCC has a far better prognosis than
mucosal or internal organ SCC. Efforts are made
to enhance diagnostic methods for SCCs affecting
the mucosa or internal organs [41-45]. These are
associated with much greater morbidity and
mortality and therefore early detection is critical.

The gold standard for the treatment of c<SCC
is complete surgical removal of the tumor, either
by standard surgical excision with post-operative
histological control of excision margins or by
Mohs micrographic surgery. Current guidelines
recommend a minimal lateral surgical margin of
5 mm for low risk tumors and 10 mm for high
risk ¢cSCCs and a deep margin that involves the
hypodermis  (sparing the aponeuroses,
perichondrium and periosteum if not invaded)
[46]. In patients who refuse or have
contraindications for surgery, radiotherapy is the
best alternative. A series of locally destructive
procedures  (cryotherapy,  curettage &
electrodessication, photodynamic therapy) can
also be employed, as well as topical treatments,
such as imiquimod 5 and 3.75%, 5- fluorouracil
0.5%, 1% and 5%, diclofenac 2.75%, ingenol
mebutate 0.05% and 0.015%, and chemical peels
[46]. All these treatment modalities often fail to
remove the tumor completely and are associated
with a high rate o recurrence. All ¢SCCs
diagnosed in our clinic were surgically excised.
Clear histologic margins were achieved in 87
(80.5%) cases. Re-excision was performed in cases
with positive margins. Patients were referred to
oncologists and radiotherapy specialists for
postoperative adjuvant radiotherapy when
indicated according to current best practice
guidelines [46].

In summary, patients in our setting often
present with large and deeply invasive cSCCs
which pose therapeutic difficulties and are
associated with higher local recurrence rates and
greater metastatic potential and hence with
higher economic costs. This is especially relevant
in a low resources country like Romania. These




precum si o serie de tratamente topice, cum ar fi
imiquimod 5% si 3.75%, 5-fluorouracil 0.5%, 1%
si 5%, diclofenac 2.75%, ingenol mebutat 0.05% si
0.015%, si peelinguri chimice [46]. Toate aceste
modalitdti de tratament de obicei esueazd in a
indepdrta complet tumora si sunt asociate cu o
ratd ridicatd de recurentd. Toate CSC cutanate
diagnosticate In clinica noastra au fost excizate
chirurgical. Margini libere de celule tumorale au
fost obtinute in 87 cazuri (80.5%). In cazurile cu
margini pozitive s-a practicat reexcizia. Pacientii
au fost indrumati catre medici specialisti
oncologi si radioterapeuti pentru radioterapie
adjuvantd postoperatorie, conform ultimelor
ghiduri in domeniu [46].

Rezumand, pacientii se prezintd adesea cu
CSCc de dimensiuni mari, invazive, care ridica
probleme terapeutice si care sunt asociate cu rate
de recurentd locald mai mari si potential
metastatic mai ridicat, implicit necesitand costuri
crescute. Acest fapt este cu atdt mai important
intr-o tard cu resurse limitate ca Romania. Aceste
rezultate se coreleazd cu raportdri anterioare
asupra tumorilor de piele in stadii mai avansate
in tarile Europei de Est [47, 48]. In acelasi timp,
desi CSCc sunt mai des intalnite la varstnici, ele
devin din ce in ce mai frecvente la pacientii tineri,
in special datoritd imunosupresiei cronice.

Concluzii

Acest studiu retrospectiv a demonstrat
severitatea problemei pe care o pun cancerele de
piele non-melanocitare in populatia din
Romaénia. Avand in vedere c¢d incidenta
cancerelor non-melanocitare este de asteptat sa
creascd datoritd imbatranirii  populatiei,
persistentei factorilor de risc si imunosupresiei
iatrogene, aceastd problemd de sdndtate publicad
cel mai probabil va continua si se agraveze.

Asadar, acest studiu subliniazd necesitatea
unor programe nationale de screening pentru
cancerele de piele si a unor campanii de educare
a populatiei asupra riscului, preventiei si
detectdrii precoce a cancerelor de piele,
implementarea unor strategii eficiente pentru
diagnosticul prompt si tratamentul corect al
acestor tumori si Iimbunatatirea inregistrarii lor si
a screeningului epidemiologic cu scopul de a
scaddea povara economicd, medicald si sociald a
cancerelor cutanate iIn Romania.
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findings correlate with earlier reports of more
advanced skin tumors in Eastern European
countries [47, 48]. In the same time, although
cSCCs are more common in the elderly, they are
becoming increasingly frequent in younger
individuals, especially due to chronic
immunosupression.

Conclusions

This retrospective study highlighted the
severity of the NMSC problem in the Romanian
population. As NMSC incidence is expected to
increase continuously, fueled by population
aging, persistence of risk behaviors and
increasing iatrogenic immunosupression, this
public health problem will likely continue to
grow.

Therefore, our work emphasizes the urgent
need for national skin cancer screening programs
and educational campaigns on the risk,
prevention, and early detection of skin cancers,
the implementation of efficient strategies for the
early diagnosis and treatment of these tumors
and the improvement of their registration and
epidemiological surveillance in order to decrease
the medical, social and economic burden of
cutaneous malignancies in Romania.
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