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Rezumat

Leucoplazia reprezinta una dintre cele mai
frecvente afectiuni precanceroase ale cavitatii
orale, cu o prevalentd de 2.6 % in intreaga lume
si cu o ratd de malignizare de 0.1% la 17.5 %.
Este diagnosticatd mai mult dupd varsta de 40
de ani, barbatii fiind afecta{i mai frecvent de-
cat femeile, iar fumatorii intr-o proportie mai
mare decat nefumatorii. Examinarea clinicd
a conturat prezenta formei platd ca leziune
omogena si formelor erozivd si verucoasd ca
leziuni neomogene. Obiectivizarea manifesta-
rilor clinice a fost realizata prin studiul histo-
patologic, care a reliefat prezenta fenomene-
lor de hiperkeratoza, parakeratoza si acantoza
glicogenica ca modificiri non- displazice, cu
un potential scazut de transformare maligna,
in conditiile excluderii factorilor cauzali.

Cuvinte cheie: leucoplazie, manifestari
clinice, modificari histoptologice.

Introducere

O problemd strigentd pe arena sdnatatii mon-
diale o constituie cresterea prevalentei afectiunilor
canceroase, dintre care o pozitie inaltd in clasamen-
tul general o ocupd cancerul oral. Conform datelor
colectate de American Cancer Society, National Can-
cer Institute’s (NCIs) Surveillance, Epidemiology and
End Results, National Program of Cancer Registries si
North American Association of Central Cancer Regis-
tries, in 2019 se identifica 53.000 de cazuri de cancer
oral, cu o incidenta de 3 %, dintre care 17.060 cu lo-
calizare la nivelul limbii, 14.310 - mucoasa cavitaii
bucale, 17.870 - faringele si 3.760 - altd localizare in
cavitatea orald. Rata de supraviefuire pe parcursul a 5
ani constituie 65.3 % [1].

Aceste date ghideazd spre directia necesitatii im-
bunatétirii sistemului de preventie, cu detectarea pre-
coce a afectiunilor potential maligne sau a afectiuni-
lor canceroase intr-un stadiu incipient de dezvoltare.
Una dintre cele mai frecvente afectiuni precanceroa-
se ale cavitatii orale este leucoplazia. Aceasta este de-
tinitd de Organizatia Mondiald a Sandtdtii (OMS) ca
"0 leziune predominant de culoare albd a mucoasei
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Summary

Leukoplakia is one of the most common
precancerous diseases of the oral cavity, with
a prevalence of 2.6% worldwide and a malig-
nancy rate of 0.1% to 17.5%. It is diagnosed af-
ter the fourth decade of life, men being affected
more frequently than women, and smokers in a
greater proportion than non-smokers. Clinical
examination outlined the presence of the flat
form as a homogeneous lesion and the erosive
and verrucous forms as non-homogeneous le-
sions. The reasoning of clinical manifestations
was achieved by the histopathological study,
which highlighted the presence of hyperkera-
tosis, parakeratosis and glycogenic acanthosis
as non-dysplastic changes, with a low potential
for malignant transformation, in the condition
of the elimination of causal factors.

Key words: leukoplakia, clinical manifes-
tations, histopathological changes

Introduction

A major problem on the world health arena is
the increase of prevalence of cancerous diseases and
among them , oral cancer occupies a high position
in the general ranking. According to collected data
by the American Cancer Society, the National Cancer
Institute’s (NCIs) Surveillance, Epidemiology and End
Results, National Program of Cancer Registries and
North American Association of Central Cancer Reg-
istries, in 2019, 53.000 cases of oral cancer are iden-
tified, with an incidence of 3%, of which 17,060 are
localized at the tongue level, 14,310 - mucosa of the
oral cavity, 17,870 - pharynx and 3,760 - another lo-
calization in the oral cavity. The survival rate over 5
years constitutes 65.3% [1].

These data guide towards the direction of the
necessity of prevention system improvement, with
early detection of potentially malignant diseases or
cancerous conditions in an initial stage of develop-
ment. One of the most common precancerous dis-
eases of the oral cavity is leukoplakia. This is defined
by the World Health Organization (WHO) as ” a pre-
dominantly white lesion of the oral mucosa having



cavitatii orale care exclude altd leziune bine definita
clinic, histopatologic sau cu ajutorul altor metode de
diagnostic” [2,3].

Réspandirea leucoplaziei variaza in diverse studii
stiintifice, fapt datorat diferentelor de culturd, etnie,
conditii geografice, demografice si economice. Da-
tele epidemiologice recente contureaza o prevalenta
de 2.6 % la nivel global, cu o rata de malignizare de
0.1% la 17.5% [1]. Cresterea prevalentei se realizeaza
o datd cu varsta, astfel leucoplazia fiind diagnosticata
mai mult dupa varsta de 40 de ani. Barbatii sunt afec-
tati mai frecvent decit femeile, in proportie de 3.2:1
[4,6,7]. La fumdtori se intilneste de 6 ori frecvent
decat la nefumatori, iar procesul de malignizare la
persoanele fumatoare este de 20 de ori mai mare. Stu-
diile europene atestd o raspandire a tabagismului de
56-97% la pacientii cu leucoplazia mucoasei cavitatii
bucale. La fel s-a dovedit cd majoritatea fumétorilor
cu manifestari leucoplazice intrebuinteaza mai mult
de 20 de tigéri pe zi in comparatie cu fumatorii fara
manifestari leucoplazice [4,5]. De aici se contureaza
raportul dintre leucoplazie si tabagism, care raméne
a fi principala cauza a afectiunii.

Datele histopatologice relateaza ca in 90% de ca-
zuri leucoplazia mucoasei cavitatii orale se manifesta
prin hiperkeratoza si hiperplazie epiteliald, cu o ten-
dintd de malignizare de 9.5 %, iar celelalte 10 % sunt
reprezentate de displazia epiteliald, cu rata transfor-
marii maligne de 41% [4,8,9].

Scopul.

Argumentarea histopatologici a manifestarilor
clinice in leucoplazia mucoasei cavitatii orale.

Material si metode.

Pacientii cu leucoplazia mucoasei cavitatii orale
au fost supusi chestiondrii in ceea ce priveste origi-
nea multifactoriala a afectiunii: tabagismul, alcoolul,
trauma locald cronici sau iritatiile mecanice croni-
ce, candidoza mucoasei cavititii bucale, carennta de
vitamina A, B ,, C, beta caroten, acidul folic, tulbu-
rarile hormonale, refluxul gastroesofagian, anemia,
matozei umane. La examinarea endobucala, realizatd
prin inspectia si palparea mucoasei cavitatii orale,
s-a conturat prezenta leziunilor leucoplazice plate,
verucoase si erozive, cu stabilirea localizarii, dimen-
siunii, culorii, texturii. Aprecierea dimensiunii a avut
la baza clasificarea propusa de OMS:

L, - dimensiunea leziunii < 2 cm;

L, - dimensiunea leziunii 2-4 cm;

L, - dimensiunea leziunii > 4 cm;

L_- dimensiunea leziunii nu este specificata.

Confirmarea histopatologica a diagnosticului a
fost realizata prin examinarea microscopicé a tesu-
turilor bioptate, cu stabilirea modificérilor epiteliale.
Aprecierea caracteristicilor histopatologice s-a reali-
zat conform altei clasificdri datd de OMS:

P_- Displazia nu este specificatd;

P, - lipsa displaziei epiteliale;

P, - displazie epiteliald usoara spre moderata;

P, - displazie epiteliald severa.

excluded clinically, histopathologically or by the use
of diagnostic aids other, well-defined predominantly
white lesions” [2,3].

The spreading of oral leukoplakia varies in differ-
ent scientific studies due to the differences of culture,
ethnicity, geographical, demographic and economic
conditions. Recent epidemiological data outline a
prevalence of 2.6 % worldwide, with a malignancy
rate of 0.1% to 17.5% [1]. The prevalence increases
by the age, so leukoplakia is usually diagnosed after
the fourth decade of life. Men are more frequently
affected than women with a ratio of 3.2: 1 [4,6,7].
Among smokers leukoplakia is 6 times more com-
mon than among non-smokers, and the malignant
process is 20 times greater. European studies show
a tabacco spreading of 56-97% among patients with
oral cavity leukoplakia. Also the majority of smokers
with leukoplakia use more than 20 cigarettes per day
than the smokers without leukoplakia [4,5]. This re-
ality undelines the connection between leukoplakia
and smoking, which remains the main cause of the
disease.

Histopathological data indicate that in 90% of
cases, oral mucosa leukoplakia is represented by hy-
perkeratosis and epithelial hyperplasia, with a malig-
nancy tendency of 9.5%, and the other 10% is epithe-
lial dysplasia, with a malignant transformation rate
of 41% [4,8,9].

Purpose.

Histopathological reasoning of clinical manifes-
tations in oral cavity leukoplakia.

Material and methods.

Patients with oral cavity leukoplakia were ques-
tioned regarding the multifactorial origin of the
disease: smoking, alcohol, chronic local trauma or
chronic mechanical irritation, oral cavity mucosal
candidiasis; vitamin A, B , C, beta carotene, folic
acid deficiency; hormonal disorders, gastroesopha-
geal reflux, anemia, tertiary syphilis infection and in-
fection with human papilloma virus. During the en-
dobuccal examination, performed by the inspection
and palpation of the oral cavity mucosa, the presence
of flat, verrucous and erosive leukoplakia was estab-
lished, with the specification of the location, size,
color, texture. The size assessment was based on the
classification proposed by WHO:

L, - size of the lesion <2 cm;

L, - size of the lesion 2-4 cm;

L, - lesion size > 4 cm;

L_- size of the lesion is not specified.

The histopathological confirmation of the diag-
nosis was made by microscopic examination of the
tissue collected by biopsy, with the establishment of
epithelial changes. The assessment of histopathologi-
cal features was made according to another classifica-
tion given by WHO:

P_- Dysplasia is not specified;

P, - no epithelial dysplasia;

P, - mild to moderate epithelial dysplasia;

P, - severe epithelial dysplasia.
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Aceste date au permis stabilirea stadiului de evo-
lutie a leucoplaziei mucoasei cavitatii orale, conform
OLEP Staging System:

Stadiul I - L, P,

Stadiul IT - L, P,

Stadiul IIT - L, P,/ L, P,

Stadiul IV - L, P, sau LP,

Rezultate si discutii.

In urma studiului clinic, s-a constatat ci aspectul
macroscopic al leucoplaziei este determinat de pre-
zenta leziunilor unice sau multiple, cu o localizare di-
versa la nivelul cavitatii orale si cu prezenta celor trei
forme clinice: plata, eroziva si verucoasa. Forma plata
se caracterizeaza printr-o leziune omogend, asimpto-
maticd. Forma eroziva si verucoasd - leziuni neomo-
gene, avand ca acuze disconfortul, o usoara durere si
sangerare la atingere pentru forma eroziva.

Forma platd (figura 1) s-a conturat ca o leziune
unicd, localizatd la nivelul buzei inferioare, cu dimen-
siunea de 1.4 cm (L), de culoare alba, suprafati platd,
formd nedeterminata cu marginile bine conturate si
delimitate de tesuturile inconjuratoare nemodificate.

Forma eroziva (figura 2) s-a manifestat ca o leziu-
ne unica la nivelul suprafetei laterale a limbii, partea
dreaptd, cu dimensiunea de 2.3 cm (L,). S-a conturat
o eroziune de 0,3 cm, de culoare rosietica, inconju-
ratd de fundalul leucoplazic, reprezentat de suprafata
albicioasa, fisuratd a unei leziuni slab delimitate de
tesuturile adiacente.

Forma verucoasé (figura 3) s-a evidentiat ca lezi-
une unicd la nivelul gingiei vestibulare la maxilarul
superior pe dreapta, cu dimensiunea de 3 cm (L) ,
ca leziune unica la nivelul
mucoasei jugale pe dreap-
ta, cu dimensiunea de 2,6
cm (L)) si ca leziuni multi-
ple la nivelul mucoasei ju-
gale pe dreapta si stanga, cu
dimensiuni mai mari de 4
cm (L,). Examenul obiectiv
a conturat zone albicioase,
cheratinizate, sub forma
unor veruci care proliferea-
za deasupra mucoasei orale
adiacente. In figura 3C, ex-
crescentele corespund zo-
nei de angrenaj al dintilor,
astfel evidentiindu-se trau-
ma locald continua.

Manifestérile clinice au
fost obiectivizate prin exa-
menul modificérilor histo-
patologice.

Se contureazd o ingro-
sare a epiteliului mucoasei
jugale, marcata de cres-
terea grosimii stratului
cheratinizat, fapt caracte-
rizat prin fenomenul de

Fig.1 Leucoplazie, forma plata, la nivelul buzei inferioare
Fig.1 Leukoplakia, flat form,at the level of lower lip

Fig.2 Leucoplazie, forma erozivd, pe partea laterala a limbii
Fig.2 Leukoplakia, erosive form on the lateral surface of the tongue

These data allowed to establish the stage of evo-
lution of the oral cavity leukoplakia, according to
OLEP Staging System:

Stage-L P,

Stage 1 -L, P,

Stage Il - L, P /L, P,

Stage IV - L, P orLP,

Results and discussions.

Following the clinical study, it was found that
the macroscopic aspect of leukoplakia is determined
by the presence of single or multiple lesions, with a
different localization in the oral cavity and with the
presence of three clinical forms: flat, erosive and ver-
ucous. The flat form is characterized by a homoge-
neous, asymptomatic lesion. Erosive and verrucous
form - non-homogeneous lesions, having as com-
plains the discomfort, a slight pain and bleeding on
palpation for the erosive form.

The flat form (fig. 1) was highlighted as a single
lesion, located at the level of the lower lip, with a
size of 1.4 cm (L,), white color, flat surface, irregular
shape with well outlined edges and delimited by the
unchanged surrounding tissues.

The erosive form (fig. 2) was identified as a
unique lesion on the lateral surface of the tongue, the
right side, with a size of 2.3 cm (L)). It is outlined
an erosion of 0.3 cm, red color, which is surrounded
by the leukoplakia’s background, represented by the
white, fissured surface, not well delimited by the ad-
jacent tissues.

The verrucous form (fig. 3) was identified as a
single lesion localized on the vestibular, upper, right
gum , with a size of 3 cm
(L,), as a single lesion on
the right buccal mucosa,
with a size of 2.6 cm (L))
and as multiple lesions
on the buccal right and
left mucosa, with the size
more than 4 cm (L,). Ob-
jective examination out-
lined white, proliferative,
keratinized areas. In figure
3C, the verrucous prolif-
erations are at the level of
tooth gear, as a continuous
local trauma.

Clinical ~ manifesta-
tions were objectified by
the examination of histo-
pathological changes.

It is outlined the
thickening of the buc-
cal mucosa epithelium,
marked by the increase
of the keratinized layer
thickness, process called
hyperkeratosis  (fig. 4).
The lack of cellular atyp-
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Fig. 3 Leucoplazie, forma verucoasd. A. Leziune unicd la nivelul gingiei vestibulare superioare dreapta. B. Leziune unicd la nivelul mucoasei
jugale dreapta. C,D. Leziuni multiple la nivelul mucoasei jugale dreapta si stanga
Fig. 3 Leukoplakia, verrucous form. A. Single lesion localized on the vestibular, upper, right gum. B. Single lesion on the right buccal mucosa.
C,D. Multiple lesions on the buccal right and left mucosa
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Fig. 4 Aspectul histopatologic cu elemente de hiperkeratoza
Fig. 4 Histopathological changes with hyperkeratosis

hiperkeratozi (figura 4). Lipsa atipismului celular,
stratificdrii neregulate a epiteliului, cresterii acti-
vitatii mitotice determind hiperkeratoza ca fiind o
modificare non-displazica. Conform OLEP Staging
System avem stadiul II L, P, de evolutie a afectiunii
leucoplazice (dimensiunea 2.6 cm cu lipsa displaziei
epiteliale).

O altd manifestare histopatologica a leucoplaziei
mucosei cavitétii orale este fenomenul de parakera-
tozd (figura 5), marcat de cheratinizarea incompletd
a celulelor epiteliale, cu disparitia stratului granular
si persistenta celulelor cu nucleu picnoctic in stratul
cornos. Se evidentiaz si cresterea numarului de celu-
le epiteliale care contin glicogen, cu lipsa inflamatiei

Fig.5 Aspectul histopatologic cu elemente de parakeratoza si
acantoza glicogenica
Fig.5 Histopathological changes with parakeratosis and glycogenic
acanthosis

ism, the irregular stratification of the epithelium,
the lack of the increase of mitotic activity presents
hyperkeratosis as a non-dysplastic modification.
According to OLEP Staging System we have stage II
L,P, of leukoplakia evolution (size 2.6 cm with no
epithelial dysplasia).

Another histopathological change of leukoplakia
is the phenomenon of parakeratosis (fig. 5), marked
by the incomplete keratinization of the epithelial
cells, with the disappearance of the granular layer
and the persistence of the cells with picnoctic nucleus
in the corneous layer. There is also the increase of
epithelial cells number which contain glycogen, with
the lack of inflammation or cellular atypism, which

a
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sau atipismului celular, fapt care releva prezenta unei
modificdri non-displazice. Conform OLEP Staging
System avem stadiul III L, P, de evolutie a afectiunii
leucoplazice (dimensiunea > 4 cm cu lipsa displaziei
epiteliale.

Concluzii:

1. Realizarea schematizarii propuse pentru dia-
gnosticul leucoplaziei mucoasei cavitatii orale
are menirea prevenirii unei clasificari eronate
a altor afectiuni albe, cu stabilirea clara a defi-
nitiei leucoplaziei.

2. Aspectul macroscopic este determinat de pre-
zenta formelor omogene (platd) si neomoge-
ne (verucoasa si erozivd), cu o localizare di-
versa la nivelul cavitatii orale, cu predilectie
tiind mucoasa jugala.

3. Obiectivizarea manifestarilor clinice este re-
alizata de examinarea histopatologicd, care
evidentiazd prezenta fenomenelor de hiperke-
ratoza, parakeratozd si acantoza glicogenica,
caracterizate ca modificari non- displazice, cu
un potential scdzut de transformare maligna,
in conditiile excluderii factorilor cauzali.

highlights the presence of a non-dysplastic modifi-
cation. According to OLEP Staging System we have
stage III L P, of leukoplakia evolution (size> 4 cm
with lack of epithelial dysplasia).

Conclusions:

1. The achievement of schematic guidelines for
the diagnosis of oral leukoplakia has the pur-
pose to prevent a wrong classification of other
white diseases, with the clear establishment of
leukoplakia’s definition.

2. The macroscopic appearance is determined
by the presence of homogeneous (flat) and
non-homogeneous (verrucous and erosive)
forms, with a different localization in the oral
cavity, but more on the buccal mucosa.

3. The reasoning of clinical changes is achieved
by the histopathological examination, which
highlights the presence of hyperkeratosis, pa-
rakeratosis and glycogenic acanthosis, charac-
terized as non-dysplastic modifications, with
a low potential for malignant transformation,
under the condition of the elimination of cau-
sal factors.
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