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Rezumat

Carcinomul scuamos (CS) de buzd este o tumord
malignd de origine epiteliald, infiltrantd si distructivd, cu
potential de metastazare pe cale limfaticd si/sau sanguind.
El reprezintid 15-30% din CS ale extremitdtii cefalice si 1/5
din cancerele tractului aerodigestiv superior.

Noi am efectuat un studiu clinic, histopatologic si
imunohistochimic pe un lot format din 43 bolnavi
spitalizati si tratati in Clinica Dermatologie Craiova in
anii 2013-2014.

Bolnavi si metodd. Fiecirui bolnav i s-a intocmit o
fisd, cuprinzand date de identificare, mediul de provenientd,
profesia, factorii de risc, istoricul bolii, localizarea si
diametrul tumorii, forma clinicd, rezultatul examenului
histopatologic si al investigatiilor imunohistochimice.
Pentru studiul histopatologic piesele au fost prelucrate prin
tehnica clasicd de includere la parafind si colorate cu
hematoxilind-eozind. Evaluarea histopatologicd a vizat:
varietatea carcinomului scuamos; gradul de diferentiere;
prezenta invaziei perineurale si perivasculare; asocierea cu
leziuni displazice la periferia tumorii; prezenta celulelor
maligne reziduale la nivelul marginilor de sigurantd
chirurgicald.

Summary

Lip Squamous cell carcinoma (SCC) is an infiltrating
and destructive malignant epithelial tumor, with potential
for lymphatic and/or blood metastasizes, which represents
15-30% of all SCC of the cephalic extremity and 1/5 of the
upper aerodigestive tract cancers.

We have performed a clinical, histopathological and
immunohistochemical study, on a group of 43 patients
hospitalized and treated in Craiova Dermatology Clinic in
2013-2014.

Patients and Methods. For each patient was
elaborated an observation sheet including identification
data, origin environment, profession, risk factors, medical
history, location and tumor diameter, clinical form,
histopathological examination and immunohistochemical
investigations.

For the histopathological study the pieces were
processed by the classical technique with paraffin
embedding and  sections  were  stained  with
Hematoxylin—Eosin. The histopathological evaluation
focused on: the variety of squamous cell carcinoma; the
degree of differentiation; the presence of perivascular and
perineural invasion; the association with dysplastic lesions
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Am efectuat investigatii imunohistochimice la zece
cazuri, utilizand ca anticorpi p53, VEGF si Ki67. Am
folosit sistemul de vizualizare LSAB2 (Dako, cod K0675).
Developarea s-a realizat cu ajutorul cromogenului 3,3'-
diaminobenzidina tetrahidroclorid (Dako, cod K3468).
Controlul negativ s-a realizat prin omiterea anticorpului
primar.

Rezultate

In toate cele 43 de cazuri, tumora a fost localizatd Ia
nivelul buzei inferioare. Dintre acestea, 31 de cazuri le-am
intdlnit la barbati, restul celor 12 cazuri au fost prezente la
femei. Din rural proveneau 37 de cazuri. Virsta bolnavilor
a fost cuprinsd intre 40 si 87 ani (vdrsta medie 70,86 ani).
Forme clinice: CS vegetant ulcerat (13 cazuri), ulcero-
infiltrativ (10 cazuri), nodular (9 cazuri), keratozic (5
cazuri), ulcerat (4 cazuri), carcinom in situ (2 cazuri).

Sub aspect histopatologic a predominat CS moderat
diferentiat (23 cazuri), urmat de varianta bine diferentiatd
(13 cazuri) si slab diferentiati (2 cazuri). La 3 bolnavi am
intdlnit carcinom verucos si ceilalti doi bolnavi prezentau
carcinom in situ. Invazia perineurald si perivasculard a fost
prezentd la 4 bolnavi, iar la 26 de cazuri au fost prezente
modificdri de tip displazic la periferia tumorii. Am intdlnit
la 5 bolnavi celulele maligne reziduale la nivelul marginilor
de sigurantd chirurgicald.

Investigatiile imuno-histochimice au relevat cd marcajul
pozitiv VEGF a fost prezent in toate cazurile studiate,
expresia fiind intens pozitivd la 8 cazuri (80%), moderat
pozitivd la 2 cazuri (20%). Marcajul p53 este nuclear si a
fost observat in toate cazurile, intens pozitiv difuz in 6 cazuri
(60%) si pozitiv focal in 4 cazuri (40%). Marcajul Ki-67 este
nuclear si 9 cazuri au prezentat pozitivitate in >50% din
celule (90%), doar intr-un caz pozitivitatea fiind prezentd in
10-50% dintre celulele tumorale.

Concluzii

- CS de buzi afecteazi cu predilectie buza inferioard la
barbatii trecuti de 60 de ani, cu expunere prelungitd la
soare si care fumeaza;

- Debutul CS de buzi are loc frecvent pe leziuni cu
potential de malignizare, indeosebi pe cheilite cronice
keratozice, relevind importanta diagnosticului precoce si a
tratamentului adecvat pentru cheilitele preblastomatoase;

- Examenul histopatologic evalueazd gradul de
diferentiere, invazia tumorald perineurald si perivasculard,
profunzimen invaziei si prezenta celulelor maligne reziduale
la nivelul marginii de siqurantd, apreciindu-se astfel stadiul
progresiei tumorale si prognosticul CS de buz;

- Investigatiile imunohistochimice privind expresia
VEGF, pb3 si Ki67 in celulele tumorale, au ardtat
pozitivitate in toate cele 10 cazuri studiate, ceea ce
sugereazid prognosticul si capacitatea de progresie ale
acestora, contdnd pentru a evalua evolutia tumorald.

Cuvinte cheie: carcinom scuamos de buzd, factori de
prognostic, p53, VEGE, Ki67.
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in the periphery of the tumor; the presence of residual
malignant cells around the edges of surgical safety.

Ten cases have been processed immunohistochemical
using the following antibodies p53, VEGF and Ki67. As
visualization system it was used LSAB2 (Dako, code
K0675) and as chromogen 3, 3’- diaminobenzidine
tetrahydrochloride (Dako, code K3468). Negative controls
were obtained by omitting the primary antibodies.

Results

In all 43 cases, the tumor was located at the lower lip
level. Of these, 31 cases were at men and the rest of the 12
cases were present in women. From rural area were 37
cases. The age of the patients ranged between 40 and 87
years (mean age 70.86 years). Clinical forms: ulcero-
vegetant type of SCC (13 cases), ulcerative infiltrative type
(10 cases), nodular type (9 cases), keratosic type (5 cases),
ulcerate SCC (4 cases) and 2 cases were found to be
carcinoma in situ.

In terms of histopathological examination moderately
differentiated SCC was predominant (23 cases), followed by
well differentiated type (13 cases) and poorly differentiated
(2 cases).

In 3 patients we found verrucous carcinoma and the
other two patients presented carcinoma in situ. Perineural
and perivascular invasion was present in four patients, and
in 26 cases were dysplastic changes at tumor periphery. At
five patients we found residual malignant cells around the
edges of surgical safety.

Immunohistochemical investigations have revealed that
positive expression for VEGF was present in all the studied
cases, being intensely positive in 8 cases (80%) and
moderately positive in 2 cases (20%). The expressions of p53
is nuclear and was present in all the studied cases, was
diffuse positive in 6 cases (60%) and focal positive in 4 cases
(40%). The expressions of Ki-67 is nuclear, in 9 cases showed
positivity in over 50% of the tumor cells (90%), in one case,
the positivity being present in 10-50% of the tumor cells.

Conclusions

- SCC of the lip affects with predilection men past 60
years with long-standing exposure to the sun and who
smoke;

- SCC of the lip onset occurs frequently on lesions with
a malignant potential, especially in chronic keratosic
cheilitis, highlighting the importance of early diagnosis and
adequate treatment for preblastomatous cheilitis;

- The histopathological exam assesses the degree of
differentiation, perineural and perivascular tumor
invasion, the depth of invasion and the presence of residual
malignant cells around the edges of surgical safety, thus
appreciating the stage of tumor progression and the
prognosis of SCC of the lip;

- Immunohistochemical investigations on the
expression of VEGEF, p53 and Ki67 in tumor cells showed
positivity in all the 10 studied cases, suggesting their
outcome and their progression capacity, counting to assess
tumor development.

Keywords: Lip Squamous cell carcinoma, prognostic
factors, p53, VEGF, Ki67.
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Introducere

Carcinomul scuamos (CS) de buzid este o
tumord malignad de origine epiteliald, infiltranta
si distructivd, cu potential de metastazare pe cale
limfatica si/sau sanguina. El reprezinta 15-30%
din CS ale extremitdtii cefalice si 1/5 din
cancerele tractului aerodigestiv superior.? Se
estimeazd cd anual apar In SUA aproximativ
40000 de cazuri noi de carcinoame scuamoase
orale si circa 500000 de cazuri noi in intreaga
lume. In SUA sunt diagnosticate in fiecare an
3500-4000 de noi cazuri de cancer de buzd, iar
incidenta este de 2 %000.3

Cancerul de buza reprezintd o localizare cu
risc mult mai crescut de metastazare decat
cancerul scuamos cutanat, pentru care s-au
conturat mai multi factori de prognostic (clinici si
histopatologici).*

P53 este o proteind implicatd in controlul
ciclului celular ce determind apoptoza celulelor
tumorale si opreste proliferarea lor, prin
mentinerea unui status hipofosforilat al proteinei
retinoblastomului, in timp ce Ki67 este prezent in
nucleul aflat in diviziune.

VEGF este o moleculd proangiogenica
importantd in cresterea permeabilitatii vaselor de
sange, cresterii, proliferarii, migrarii si
diferentierii celulelor endoteliale, fiind capabil sa
faciliteze extravazarea celulelor tumorale prin
degradarea enzimaticd a matricei extracelulare in
zona marginald a tumorilor si, prin urmare,
dezvoltarea metastazelor.®”

Noi am efectuat un studiu clinic,
histopatologic si imunohistochimic pe un lot
format din 43 bolnavi spitalizati si tratati in
Clinica Dermatologie Craiova in anii 2013-2014.

Bolnavi si metoda

Fiecdrui bolnav i s-a intocmit o fisd, cuprinzand
date de identificare, mediul de provenients,
profesia, factorii de risc, istoricul bolii, localizarea
si diametrul tumorii, forma clinicd, rezultatul
examenului histopatologic si al investigatiilor
imunohistochimice.

Pentru studiul histopatologic piesele au fost
prelucrate prin tehnica clasicd de includere la
parafind si colorate cu hematoxilind-eozina.
Evaluarea histopatologica a vizat: varietatea
carcinomului scuamos; gradul de diferentiere;
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Introduction

Lip Squamous cell carcinoma (SCC) is an
infiltrating and destructive malignant epithelial
tumor, with potential for lymphatic and/or blood
metastasizes, which represents 15-30% of all SCC
of the cephalic extremity and 1/5 of the upper
aerodigestive tract cancers.!? It is estimated that
in the U.S. annually occur approximately 40,000
new cases of oral squamous cell carcinomas and
about 500,000 new cases worldwide. In the US are
diagnosed each year 3500-4000 new cases of lip
cancer, and the incidence is 2% 000.3

Lip SCC represents a location with a higher
risk to metastasize than cutaneous SCC for which
were outlined more prognostic factors (clinical
and histopathological).

P53 is a protein involved in cell cycle control
which causes apoptosis of tumor cells and stops
their  proliferation; by  maintain the
retinoblastoma  protein in  its  active
hypophosphorylated state, while Ki67 is present
in the nucleus located in the division.®

VEGF is considered the most important
proangiogenic molecule. It increase blood vessels
permeability, the growth, proliferation, migration
and differentiation of endothelial cells, being
capable to facilitate the extravasation of tumor
cells by enzymatic degradation of the
extracellular matrix in the marginal area of the
tumor, and therefore, leads to the development of
metastases.®”

We have performed a clinical, histopatho-
logical and immunohistochemical study, on a
group of 43 patients hospitalized and treated in
Craiova Dermatology Clinic in 2013-2014.

Patients and Methods

For each patient was elaborated an
observation sheet including identification data,
origin environment, profession, risk factors,
medical history, location and tumor diameter,
clinical form, histopathological examination and
immunohistochemical investigations.

For the histopathological study the pieces
were processed by the classical technique with
paraffin embedding and sections were stained
with Hematoxylin-Eosin. The histopathological
evaluation focused on: the variety of squamous
cell carcinoma; the degree of differentiation; the

149




DermatoVenerol. (Buc.), 59: 147-155

Fig. 1. Forma vegetantd ulceratd
Fig. 1. Ulcero-vegetant form

prezenta invaziei perineurale si perivasculare;
asocierea cu leziuni displazice la periferia
tumorii; prezenta celulelor maligne reziduale la
nivelul marginilor de sigurantd chirurgicala.

Am efectuat investigatii imuno-histochimice
pentru 10 cazuri utilizand ca anticorpi:

- p53 (DO-7) cu dilutie 1:50 si demascare in
Tris-EDTA, la un pH 9;

- VEGF (policlonal) in dilutie 1:200 si
demascare Citrate buffer, la un pH 6;

- Ki67 (MIB1) in dilutie 1:100 si demascare
Tris-EDTA, la un pH 9.

Am folosit sistemul de vizualizare LSAB2
(Dako, Redox, Romania, cod KO0675) iar
developarea s-a realizat cu ajutorul cromogenului
3,3’-diaminobenzidina tetrahidroclorid (Dako,
Redox, Romania, cod K3468). Controlul negativ
s-a realizat prin omiterea anticorpului primar.

Rezultate

in toate cele 43 de cazuri, tumora a fost
localizata la nivelul buzei inferioare. Dintre
acestea, 31 de cazuri le-am intalnit la barbati,
restul celor 12 cazuri au fost prezente la femei.
Din rural proveneau 37 de cazuri. Varsta
bolnavilor a fost cuprinsa intre 40 si 87 ani (varsta
medie 70,86 ani).

Leziunile s-au incadrat in categoriile T, — 38
cazuri si T, — 5 cazuri.

Formele clinice intdlnite au fost: 13 cazuri
forma vegetantd ulcerata (Fig.1), 10 cazuri forma
ulcero-infiltrativda (Fig.2), 9 cazuri forma
nodulard (Fig.3), 5 cazuri forma keratozica
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Fig. 2. Carcinom scuamos buzd forma ulceroinfiltrativd
Fig. 2. Squamous cell carcinoma ulcero infiltrative form

presence of perivascular and perineural invasion;
the association with dysplastic lesions in the
periphery of the tumor; the presence of residual
malignant cells around the edges of surgical
safety.

Ten cases have been processed immuno-
histochemical using the following antibodies:

- p53 (DO-7), dilution 1:50; antigen retrieval
in Tris-EDTA, pH 9;

- VEGF (policlonal) dilution 1:200; microwave
antigen retrieval in citrate buffer, pH 6;

- Ki67 (MIB1) dilution 1:100; antigen retrieval
in Tris-EDTA, pH 9.

As visualization system it was used LSAB2
(Dako, Redox, Romania, code K0675) and as
chromogen 3,3’-diaminobenzidine tetrahy-
drochloride (Dako, Redox, Romania, code
K3468). Negative controls were obtained by
omitting the primary antibodies.

Results

In all 43 cases, the tumor was located at the
lower lip level. Of these, 31 cases were at men and
the rest of the 12 cases were present in women.
From rural area were 37 cases. The age of the
patients ranged between 40 and 87 years (mean
age 70.86 years).

In the category T1 were included 38 cases and
5 cases in T2 category.

Concerning the clinical forms: 13 patients had
ulcero-vegetant form of SCC (Fig.1), 10 cases —
ulcerative infiltrative form (Fig.2), 9 cases -
nodular form (Figure 3), 5 cases- keratosic form
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Fig. 3. Forma nodulard
Fig. 3. Nodular form

Fig. 4. Forma keratozicd
Fig. 4 Keratosic form

Fig. 5. Forma ulceratd
Fig. 5. Ulcerated form

(Fig.4), 4 cazuri forma ulceratd (Fig.5) si doua
cazuri s-au dovedit a fi carcinom in situ.

In urma examenului histopatologic,
diagnosticul a fost de carcinom scuamos moderat
diferentiat pentru 23 cazuri, urmat de varianta
bine diferentiata (13 cazuri) si slab diferentiata (2
cazuri) (Fig 6, 7, 8). La 3 bolnavi am intalnit
carcinom verucos si ceilalti doi bolnavi prezentau
carcinom in situ. Invazia perineurald si peri-
vasculard a fost prezentd la 4 bolnavi, iar la 26 de
cazuri au fost prezente modificari de tip displazic
la periferia tumorii. Am intalnit la 5 bolnavi
celulele maligne reziduale la nivelul marginilor
de siguranta chirurgicala.

Investigatiile imuno-histochimice au relevat
cd marcajul pozitiv VEGF a fost prezent in toate
cazurile studiate, expresia fiind intens pozitiva la
8 cazuri (80%), moderat pozitiva la 2 cazuri (20%)
(Fig.9, 10). Marcajul p53 este nuclear si a fost

Fig. 6. CS bine diferentiat, perle de cheratind,
col. HE, 0b.X40
Fig. 6. Well differentiated SCC, keratosic pearls, HE, X40

(Fig. 4), 4 cases- ulcerate SCC (Figure 5) and 2
cases were found to be carcinoma in situ.

Following histopathological exam the
diagnosis was: moderately differentiated
squamous cell carcinoma in 23 cases, followed by
well-differentiated form (13 cases) and poorly
differentiated form (2 cases) (Fig 6, 7, 8).

In 3 patients we found verrucous carcinoma
and the other two patients presented carcinoma
in situ. Perineural and perivascular invasion was
present in four patients, and in 26 cases were
dysplastic changes at tumor periphery. At five
patients we found residual malignant cells
around the edges of surgical safety.

Immunohistochemical investigations have
revealed that positive expression for VEGF was
present in all the studied cases, being intensely
positive in 8 cases ( 80%) and moderately positive
in 2 cases (20%) (Fig. 9,10).
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Fig. 7. CS moderat diferentiat, cheratinizdri unicelulare,
col. HE, 0b.X100
Fig. 7. Moderately differentiated SCC, unicellular
keratinization, HE, X100

Fig. 8. CS slab diferentiat, monstruozitdti nucleare, col.
HE, 0b.X200
Fig. 8. Poorly differentiated SCC, nuclear monstrosities,
HE, X200

Fig. 9

Fig. 10

Fig. 9, 10. VEGF moderat pozitiv in celulele tumorale
Fig. 9, 10. VEGF moderately positive in tumor cells

observat in toate cazurile, intens pozitiv difuz in
6 cazuri (60%) si pozitiv focal in 4 cazuri (40%)
(Fig. 11). Marcajul Ki-67 este nuclear si 9 cazuri au
prezentat pozitivitate in >50% din celule (90%)
(Fig. 12), doar intr-un caz pozitivitatea fiind
prezentd in 10-50% dintre celulele tumorale
(Fig. 13).

Discutii

Tendinta de extensie caracterizeaza CS de
buzd si se manifestd fie in suprafatd, fie in
profunzime, fie in ambele dimensiuni. Acest
proces este In raport cu mai multi factori, unii tin
de tumorg, altii de terenul bolnavului. in prima
faza este vorba de evolutia strict localizatd a CS
de buzd, dupd care putem intdlni metastaze in
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The expressions of p53 was present in all the
studied cases, was diffuse positive in 6 cases
(60%) and focal positive in 4 cases (40%) (Fig.11).
The expressions of Ki-67 is nuclear, in 9 cases
showed positivity in over 50% of the tumor cells
(90%) (Fig 12), in one case, the positivity being
present in 10-50% of the tumor cells (Fig 13).

Discussions

Lip SCC is characterized by the tendency of
extension, either in the surface or in the depth, or
in both dimensions. This process is related to
several factors, some related to the tumor and
others related to the patient. In the first phase it’s
shown a strictly localized evolution of lip SCC,
after which we can found metastases in regional
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Fig. 11. p53 intens pozitiv difuz (marcaj nuclear)
Fig. 11. Intense positive and diffuse nuclear staining for p53

ganglionii limfatici regionali, afectarea oaselor de
vecindtate si mai rar metastaze la distanta.

Cancerul de buza prezintd un risc mult mai
crescut de metastazare decat cancerul scuamos
cutanat, pentru care s-au conturat mai multi
factori de prognostic (clinici si histopatologici).
Factori de histoprognostic constau in: forma
histopatologicd, gradul de diferentiere, dimen-
siunea, profunzimea invaziei, prezenta invaziei
perineurale si perivasculare. Factorii de
prognostic clinici sunt: localizarea, talia tumorii,
infiltrarea in profunzime, aparitia semnelor
neurologice de invazie perineurald si imuno-
depresia.®

Un alt factor care poate influenta
agresivitatea tumorald este factorul de crestere al
endoteliului vascular (VEGEF), proteina a carei
productie este stimulatd in conditii de hipoxie si
care promoveazd indeosebi cresterea permea-
bilitdtii vasculare si proliferarea celulelor
endoteliale. In carcinoamele scuamoase de la
nivelul capului si gatului, nivelul crescut al VEGF

Fig. 12. ki67 pozitiv in >90% din celulele tumorale
Fig. 12. ki67 positive in >90% of tumor cells

Fig. 13. ki67 pozitiv in >50% din celulele tumorale
Fig. 13. ki67 positive in >50% of tumor cells

lymph nodes, the affecting of adjacent bones and
more rarely distant metastases.

Lip SCC has a higher risk to metastasis than
cutaneous squamous cell carcinoma, for which
there are studies that outlined several prognostic
factors  (clinical and histopathological).
Histoprognostic factors are: histopathological
type, degree of differentiation, size, depth of
invasion, presence of perivascular and perineural
invasion.

Clinical prognostic factors are: location, size
of tumor, infiltration depth, neurological signs of
perineural invasion and immunosuppression.?

Another factor that can influence the
aggressiveness of the tumor is Vascular
Endothelial Growth Factor (VEGF), a protein
whose production is stimulated under conditions
of hypoxia, and who especially promote the raise
of vascular permeability and the proliferation of
endothelial cells. In squamous cell carcinoma of
the head and neck, increased levels of VEGF are
associated with an increased rate of local
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se asociazd cu o ratd crescutd de recidive locale,
metastazare la distantd si o duratd redusa de
supravietuire. Aceste cercetdri deschid noi
perspective terapeutice, alaturi de cele clasice, in
incercarea de a imbunététi rata de supravietuire a
pacientilor cu cancere orale, inclusiv cele de buzi.?

Forma sélbaticd a proteinei p53 joacd un rol
important In ,arestarea” celulelor cu ADN-ul
deteriorat care trec de la faza G1 la faza S a
ciclului celular si inducerea apoptozei lor,
modificarea expresiei fiind demonstratd in
diferite localizari ale celulelor maligne. Se
cunoaste cd inactivarea genelor supresoare
tumorale precum p53 si activarea proto-
oncogenelor, asa cum sunt ciclina D1 si EGFR,
duc la deregldri ale ciclului celular si la
promovarea neoplaziei. Procentul de pozitivitate
pentru p53 in carcinoamele scuamoase orale
variazd in diferite studii de la 0-100%, fiind
raportate corelatii intre expresia sa si severitatea
leziunii.!-13

In studiul nostru, expresia Ki67 a fost
identificatd in toate cazurile si a fost corelatd cu
gradul de displazie si gradul de diferentiere a
carcinoamelor scuamoase de buzad. A prezentat
valori ridicate si intensitate mai mare la partea de
invazie tumorald. Rezultatele sunt 1in
concordanta cu datele din literatura de
specialitate, Ki67 dovedindu-se util in evaluarea
agresivitatii tumorale.!*1>

Studiile din literatura de specialitate au
analizat expresia p53 si Ki67 pe grupuri diferite
de pacienti ca numar si semne clinice si histo-
moleculare. Rezultatele obtinute in carcinoamele
cavitatii orale, ale buzei in mod special, sunt mai
omogene comparativ cu cele obtinute pentru
tumori cu alte locatii, lucru care poate argumenta
utilitatea practicd a acestui panel de anticorpi.'®

Concluzii

- CS de buzad afecteaza cu predilectie buza
inferioard la barbatii trecuti de 60 de ani, cu
expunere prelungitd la soare si care fumeaza;

- debutul CS de buza are loc frecvent pe leziuni
cu potential de malignizare, indeosebi pe
cheilite cronice keratozice, relevand impor-
tanta diagnosticului precoce si a tratamentului
adecvat pentru cheilitele preblastomatoase;

- examenul histopatologic evalueaza gradul de
diferentiere, invazia tumorald perineuralad si
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recurrence, distance metastasis and a low rate of
survival. These researches provide for new
therapeutic perspectives, alongside the classics
ones, in an attempt to improve the survival of
patients with oral cancers, including lip cancer.’”

The wild-type p53 protein plays an
important role in the arrest of cells with damaged
DNA which pass from the G1 phase to the S
phase of the cell cycle and inducing their
apoptosis, the modification of the expression
being demonstrated in various sites of malignant
cells. It is known that inactivation of the tumor
suppressor genes such as p53 and the activation
of proto-oncogenes such as the cyclin D1 and
EGEFR, leading to disorders of the cell cycle and
promotes neoplasia. The percentage of positivity
for p53 in oral SCC vary in different studies from
0 to 100%, being reported correlations between
p53 expression and the severity of the lesion.!%13

In our study, the Ki67 expression was
identified in all cases and was correlated with the
degree of dysplasia and differentiation of oral
SCC. Ki 67 had high values and a higher intensity
in the part of tumoral invasion. The results are in
accordance to the literature data, Ki-67 proved to
be wuseful in the assessment of tumor
aggressiveness.!415

In some studies were analyzed the expression
of p53, and Ki67 in different groups of patients as
number and histomolecular and clinical signs.
The results obtained in carcinomas of the oral
cavity, especially lip, are more homogeneous than
those obtained for tumors with other locations,
thing which can argue the practical utility of this
panel of antibodies.

Conclusions

- SCC of the lip affects with predilection men
past 60 years with long-standing exposure to
the sun and who smoke;

- SCC of the lip onset occurs frequently on
lesions with a malignant potential, especially
in chronic keratosic cheilitis, highlighting the
importance of early diagnosis and adequate
treatment for preblastomatous cheilitis;

- The histopathological exam assesses the
degree of differentiation, perineural and
perivascular tumor invasion, the depth of
invasion and the presence of residual
malignant cells around the edges of surgical




perivasculard, profunzimea invaziei si
prezenta celulelor maligne reziduale la nivelul
marginii de sigurantd, apreciindu-se astfel
stadiul progresiei tumorale si prognosticul CS
de buza;

Investigatiile imunohistochimice privind
expresia VEGE, p53 si Ki67 in celulele
tumorale, au ardtat pozitivitate In toate cele 10
cazuri studiate, ceea ce sugereaza prognosticul

DermatoVenerol. (Buc.), 59: 147-155

safety, thus appreciating the stage of tumor
progression and the prognosis of SCC of the
lip;

Immunohistochemical investigations on the
expression of VEGF, p53 and Ki67 in tumor
cells showed positivity in all the 10 studied
cases, suggesting their outcome and their
progression capacity, counting to assess tumor
development.

si capacitatea de progresie ale acestora,
contand pentru a evalua evolutia tumorala.
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