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RESUMO

As desordens potencialmente malignas orais séo lesdes com maior possibilidade de progressao
para carcinoma espinocelular. Este processo € influenciado por diversos fatores clinicos e
histolégicos das lesdes. Embora a presenca e a gravidade da displasia epitelial nessas les6es
sejam consideradas os fatores progndsticos mais importantes, os critérios para classificacdo
histologica destas lesdes ainda ndo séo totalmente aceitos. Dessa forma, o objetivo desse estudo
foi descrever e analisar os aspectos clinicos, epidemioldgicos e histoldgicos das desordens
potencialmente malignas orais diagnosticadas em um laboratério de Patologia Bucal. Foram
selecionados todos 0s casos com diagnostico de Leucoplasia, Leucoeritroplasia, Eritroplasia e
Queilite Actinica, entre os anos de 2005 e 2018, do laboratério de Patologia Bucal da
Universidade do Estado do Rio de Janeiro. As informacdes clinicas foram obtidas a partir das
requisicdes laboratoriais e foi realizada revisdo histologica das Iaminas de todos os casos,
seguindo os critérios recomendados pela Organizacdo Mundial da Sadde. A amostra final foi
constituida por 953 lesdes diagnosticadas em 534 mulheres (56%) e 419 homens (44%). A idade
média dos pacientes foi de 59,7 anos e 87,5% dos pacientes encontravam-se entre 0s 41 e 0s 80
anos. As regides mais acometidas foram o labio inferior (20,1%), a lingua (18,1%) e a mucosa
jugal (16,9%). Leucoplasias, queilites actinicas, leucoeritroplasias e eritroplasias
representaram, respectivamente, 74,6%, 15,2%, 9,3% e 0,8% dos casos. A histologia revelou
que 42,1% dos casos ndo apresentavam displasia, 33,5% displasia leve, 14,6% displasia
moderada e 9,9% displasia intensa. Lesdes localizadas na lingua, no assoalho de boca e no labio
inferior tiveram maior incidéncia de displasia moderada ou intensa. A hiperparaqueratose foi
mais frequente nas displasias moderadas e intensas. Os critérios histoldgicos mais prevalentes
foram o0 aumento do numero e tamanho dos nucléolos, a perda de polaridade das células basais
e a variacdo no tamanho e forma celular. Pelo sistema binario, 7% das les6es eram de alto risco.
A presenca de figuras mitdticas normais ou anormais superficiais pareceu demonstrar
importancia no diagndéstico das displasias. Como conclusdo, todos os critérios histoldgicos
usados para diagnostico e classificacdo das displasias apresentaram aumento da frequéncia com
0 avanco da displasia. Critérios adicionais, como a presenca de figuras mitéticas normais ou
anormais superficiais e proliferacdo epitelial endofitica, parecem mostrar utilidade adicional na
classificacdo das displasias.

Palavras-chave: Leucoplasia bucal; Eritroplasia; Queilite.



ABSTRACT

Oral potentially malignant disorders are a group of entities that carry a higher risk to
progress do oral squamous cell carcinoma. This process is influenced by numerous clinical,
histological and molecular features associated with the lesions. The grade of dysplasia is one
of the most important risk factors for malignant transformation, but the criteria used for grading
are still a matter of debate. Therefore, the aim of the present study was to describe and analyze
the clinical and histological characteristics from a series of oral potentially malignant disorders
diagnosed in a single Center in a 14-year period. The files of the Oral Pathology Laboratory,
Dental School, Rio de Janeiro State University, were reviewed from 2005 to 2018 and all cases
diagnosed as leukoplakia, leukoerythroplakia, erythroplakia and actinic cheilitis were selected.
Clinical information was obtained from the laboratory forms provided with the specimens and
5um HE-stained histological sections from all cases were reviewed for microscopical analysis,
according with the criteria recommended by the World Health Organization. The final sample
was composed by 953 lesions, affecting 534 females (56%) and 419 males (44%). Mean age
was 59.7 years and 87.5% of the patients were 41 to 80 years-old. The most affected regions
were the lower lip (20.1%), tongue (18.1%) and buccal mucosa (16.9%). Leukoplakias, actinic
cheilitis, leukoerythroplakias and erythroplakias represented, respectively, 74.6%, 15.2%, 9.3%
and 0.8% of the sample. Most cases presented no dysplasia (42.1%), and mild, moderate and
severe dysplasia were found in, respectively, 33.5%, 14.6% and 9.9% of the cases. Lesions
located in the tongue, floor of mouth and lower lip showed higher frequencies of
moderate/intense epithelial dysplasias. Hyperparakeratosis was also more frequent in
moderate/intense epithelial dysplasias. The most common histological criteria were the increase
in number and size of nucleoli, loss of polarity of the basal cells, and variations in cellular size
and shape. Classification by the binary system showed that 7% were high-risk lesions. The
presence of superficial normal and abnormal mitotic figures seems to be an important additional
criteria for diagnosis of epithelial dysplasia. In conclusion, all histological criteria used for
diagnosis and grading of oral epithelial dysplasia showed increased frequency as grading
increases. Some additional criteria, such as the presence of superficial normal and abnormal
mitotic figures and endophytic epithelial proliferation, seem to be useful in grading oral
epithelial dysplasias.

Key words: Oral Leukoplakia; Erythroplakia; Cheilitis.
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1 INTRODUCAO

O céancer da cavidade oral e dos labios apresentou uma incidéncia mundial acima
de 350 mil novos casos em 2018, causando cerca de 177 mil mortes (Globocan, 2018). O
carcinoma espinocelular ou carcinoma de células escamosas representa entre 80 a 95% das
neoplasias nesta localizagdo anatémica (Villaetal., 2011; Dost et al., 2013; Ferreira et al., 2016;
Ganesh et al., 2018; Mello et al., 2018) e ainda registra baixas taxas de sobrevida média em 5
anos, ao redor de 50%, principalmente devido ao diagndstico em estagios avangados (Ho et al.,
2009; Liu et al., 2011; Villaetal., 2011; Dost et al., 2013; Ferreira et al., 2016; Nikitakis et al.,
2018; Yang et al., 2018). Em estégios iniciais 0 CEC € assintomatico ou 0s poucos sintomas
presentes sdo inespecificos, e as alteragdes clinicas produzidas podem ser sutis (Villa et al.,
2011).

Contudo, esta bem estabelecido que uma parcela importante dos canceres de boca
pode ser precedida por alteragdes teciduais observadas durante o exame clinico oral de rotina e
que podem ser diagnosticadas por meio do exame histopatoldgico (Brothwell et al., 2003; Hsue
et al., 2007; Warnakulasuriya et al., 2007; Ho et al., 2009; Alvarado et al., 2011; Liu et al.,
2011; Villaet al., 2011; Villa e Gohel, 2014; Woo et al., 2014; VVan der Waal, 2015; Ferreira et
al., 2016; Ganesh et al., 2018; Nikitakis, 2018; Nikitakis et al., 2018; Soares et al., 2018; Yang
et al., 2018; Ranganathan e Kavitha, 2019; Ikeda et al., 2020; Pinto et al., 2020; Pires et al.,
2020). Essas alteragdes sdo descritas como desordens potencialmente malignas orais e
apresentam potenciais variados de progressdo para malignidade, sendo dificil prever o curso
evolutivo preciso para cada paciente (Warnakulasuriya et al., 2007; Villa et al., 2011;
Warnakulasuriya et al., 2011; Villa e Gohel, 2014; Van der Waal, 2015; Mello et al., 2018;
Nikitakis, 2018; Speight et al., 2018).

A deteccdo precoce e 0 manejo adequado dessas desordens proporcionam uma
oportunidade para prevencdo do desenvolvimento do cancer de boca, em especial quando
associados a interrupcéo da exposicao dos pacientes aos seus fatores de risco (Brothwell et al.,
2003; Villa et al., 2011; Mello et al., 2018; Nikitakis et al., 2018; Ikeda et al., 2020). Essas
desordens incluem um extenso grupo de entidades, dentre as quais a leucoplasia oral, a
eritroplasia oral, a leucoeritroplasia oral, a queilite actinica, o liquen plano oral, a fibrose
submucosa oral, o lupus eritematoso discoide, a queratose do tabaco sem fumaca, as lesbes
palatinas associadas ao fumo invertido, a candidiase cronica, a glossite sifilitica, a doenca do
enxerto versus hospedeiro e alguns distarbios hereditarios, como a disqueratose congénita e a

anemia de Fanconi (Villa et al., 2011; Ferreira et al., 2016; EI-Naggar et al., 2017; Ganesh et
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al., 2018; Muller, 2018; Ranganathan e Kavitha, 2019; Soares et al., 2018; Speight et al., 2018;
Warnakulasuriya, 2018). Entretanto, varios aspectos clinico-patoldgicos das desordens
potencialmente malignas orais ainda ndo sdo totalmente compreendidos, comprometendo a
capacidade de prevenir, diagnosticar e tratar com sucesso 0s estagios que precedem o
desenvolvimento do cancer de boca (Nikitakis, 2018). Estudos de grandes séries de casos que
incluam os aspectos clinicos e histopatologicos das desordens podem desempenhar um papel
importante para elucidar o perfil clinicopatoldgico dessas condigfes em uma determinada
populacdo. Dessa forma, o objetivo deste estudo foi descrever e analisar os aspectos clinicos,
epidemioldgicos e realizar a analise histopatologica detalhada das leucoplasias orais,
leucoeritroplasias orais, eritroplasias orais e queilites actinicas diagnosticadas entre 0s anos de
2005 e 2018, no Laboratorio de Patologia Bucal da Faculdade de Odontologia da Universidade
do Estado do Rio de Janeiro.
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Abstract

Background: to analyze the clinical and histological characteristics from a series of
oral potentially malignant disorders diagnosed in a 14-year period. Methods: the files were
reviewed and all cases diagnosed as leukoplakia, leukoerythroplakia, erythroplakia and actinic
cheilitis were selected. Clinical information was obtained from the laboratory forms and
histological review was performed in all cases. Results: final sample included 953 lesions,
mostly affecting females (534, 56%) and 87.5% of the patients were 41 to 80 years-old. The
most affected regions were the lower lip (20.1%), tongue (18.1%) and buccal mucosa (16.9%).
Leukoplakias, actinic cheilitis, leukoerythroplakias and erythroplakias represented,
respectively, 74.6%, 15.2%, 9.3% and 0.8% of the sample. Most cases presented no dysplasia
(42.1%) or mild dysplasia (33.5%). Lesions in the tongue, floor of mouth and lower lip, as well
as lesions that presented hyperparakeratosis, showed higher frequencies of moderate/intense
epithelial dysplasias. The most common histological criteria were the increase in number and
size of nucleoli, loss of polarity of the basal cells, and variations in cellular size and shape.
Classification by the binary system showed that 7% were high-risk lesions. Conclusion: all
histological criteria showed increased frequency as grading increased. Additional criteria seem
to be useful in grading oral epithelial dysplasias, such as the presence of normal and abnormal
superficial mitotic figures and endophytic epithelial proliferation.
Key-words: Leukoplakia; Erythroplakia; Leukoerythroplakia; Actinic cheilitis; Oral;
Potentially malignant disorders; Oral dysplasia.
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Introduction

Oral potentially malignant disorders (OPMD) are a group of entities that carry a higher
risk of development of squamous cell carcinoma (SCC) when compared with normal oral
mucosa. ! Several aspects from these entities are still not completely understood, compromising
the effectiveness of prevention, prompt diagnosis and management of the stages that precede
the development of oral SCC. 2 Since the first attempts to establish the diagnostic criteria of
OPMD 3, some classification systems have been suggested to standardize the diagnostic criteria
and, consequently, to evaluate the prognostic significance of clinical and histological
parameters for this group of entities. The last World Health Organization (WHO) classification
of OPMD ! has included several entities in this group, but it is accepted that, at least in most
Western populations, oral leukoplakias (OL), oral leukoerythroplakias (OLE), oral
erythroplakias (OE) and actinic keratosis (or actinic cheilitis - AC) are the most common. 14

Due to the absence of reproductible biomarkers, the gold standard for diagnosis and
establishment of prognosis and the malignant transformation rate in these conditions includes
the histological analysis and grading of dysplasia in surgical specimens. 3822 The risk of these
lesions progress to SCC is directly related to the presence and grading of epithelial dysplasia.
810.14,19,202224.25 This pattern is characterized by a “spectrum of architectural and cytological
alterations caused by cumulative genetic alterations, and associated to an increased risk of
progression to SCC”. ! Nevertheless, several histological criteria have been suggested for
grading of epithelial dysplasia, but none is universally accepted as definitive, as all of them
carry at least some subjectivity in its analysis. 22628

The malignant transformation rates of oral epithelial dysplasia ranges from 1% to 39%,
and it is believed that the ranges are 1% to 6% for mild dysplasia, 15% to 18% for moderate
dysplasias and 26 to 39% for severe dysplasias. 1>192%-32 The |arge ranges can be attributable
to the diferences in follow-up interval, selection biases in the study groups and individual
characteristics of each individual population. 8* Apart from that, the presence of oral epithelial
dysplasia indicates that a lesion can show an increased risk of malignant transformation, but it
is not an unequivocal predictive condition for the transformation, as some OPMD progress to

7,8,10,19,21,22,27,34,35 Some

SCC even after showing no epithelial dysplasia on histological analysis.
studies have shown that OPMD showing only acanthosis and hyperkeratosis, without epithelial
dysplasia, presented malignant transformation rates ranging from 3% to 30%. 143637

The study of large series including both clinical and histological features from OPMD
can be important to elucidate the profile of these conditions in a specific population. Therefore,

the aim of the present study was to determine the clinical and pathological profile of a series of
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OPMD diagnosed in a Brazilian southeastern population with focus on the histological criteria

used for grading of epithelial dysplasia.

Material and Methods

All cases diagnosed as OL, OLE, OE and AC diagnosed in the Oral Pathology
laboratory, Dental School, Rio de Janeiro State University, from 2005 to 2018 were selected.
The clinical features from part of the present sample were previously published 3. Clinical
information were retrieved from the laboratory forms and included: gender, age (in years),
tobacco use, alcohol consumption, anatomical location of the lesions (lesions extending from
more than one anatomical location were classified according with the central portion of the
lesion), clinical aspect (white, red or white/red), size (greatest diameter of the lesion in
milimeters), clinical diagnosis, and final diagnosis (OL, OLE, OE and AC). Cases presenting
no sufficient clinical information, no representative specimens for histological analysis, and no
HE-stained histological slides and/or paraffin blocks for additional sections (if necessary), were
excluded from the final sample.

Five um hematoxylin and eosin stained histological sections from all cases were
reviewed under optical microscopy by two of the authors (ABA and FRP). When necessary
additional sections were obtained from the respective paraffin blocks. Histological analysis
included all microscopic criteria described in the oral epithelial dysplasia grading systems
suggested by the World Health Organization (WHO) 1*° Kujan et al. 13, and Woo 6. After
analysis of each individual criteria in all cases, oral epithelial dysplasia grading was classified
according with the WHO classification (no dysplasia, mild dysplasia, moderate dysplasia and
severe dysplasia) and according with the binary risk classification suggested by Kujan et al. **
(low- and high-risk lesions). Cases histologically diagnosed as SCC were excluded from the
final sample.

All clinical and histological information were tabulated in a data bank, and
descriptively and comparatively analyzed through the use of the Statistical Program for Social
Sciences (SPSS, version 2.0). Qualitative variables were compared by chi-square test and
quantitative variables were compared by the T test, both considering the level of significance
as 5% (p <0.05). The study protocol was approved by the Ethics in Research Committee,
Piracicaba Dental School, University of Campinas, under the protocol number
03591018.2.0000.5418.
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Results

In the study period (2005 to 2018), 11.833 specimens were submitted to histological
analysis in the Oral Pathology laboratory, Dental School, Rio de Janeiro State University. From
these, 953 cases (8%) attended the inclusion criteria and composed the final sample. Females
and males represented, respectively, 534 (56%) and 419 (44%) cases. Mean age was 59.7 years
(n=930) (ranging from 11 to 100 years, + 13.583) and 87.5% of the patients were 41 to 80 years-
old. Mean age of males (56.8 years, ranging from 11 to 91 years) was lower than mean age of
females (62 years, ranging from 11 to 100 years) (p<0.0001).

The most frequent anatomical location was the lower lip (185 cases, 20.1%), followed
by the lateral border of the tongue (167 cases, 18.1%) and the buccal mucosa (156 cases, 16.9%)
(n=922). Clinical diagnosis included mostly OL, OLE and OE (496 cases, 52.5%), followed by
SCC and verrucous carcinoma (125 cases, 13.2%) and AC (109 cases, 11.5%) (n=945). Past or
present tobacco use was reported by 277 patients (57.2%; n=484) and 136 patients reported past
or present alcohol consumption (39.1%; n=348).

Mean size of the lesions (n=510) was 14.5 mm (ranging from 1 to 100 mm, £ 13.299)
and showed no difference when comparing males (14.3 mm) and females (14.7 mm) (p=0.735).
Statistical significant differences were observed when comparing mean size of the lesions
affecting patients aged 41 to 60 years (12.7 mm), 61 to 80 years (14.5 mm) and over 80 years
(32.7. mm) (n=499) (p<0.0001). In addition, lesions in the ventral tongue (19.1 mm) and buccal
mucosa (19 mm) presented with a higher mean size in comparison with lesions in the lateral
border of the tongue (15.3 mm) and lower lip (10.4 mm) (n=498) (p=0.022).

Final diagnosis was OL in 711 cases (74.6%), AC in 145 (15.2%), OLE in 89 (9.3%)
and OE in 8 (0.8%). Females were more affected by OL (61.3%), OLE (56.2%) and OE
(62.5%), while males were more affected by AC (70.3%) (p=0.0001). Most OL (43.4%) and
OLE (43.7%), and all OE were diagnosed in patients with aging 61 to 80 years, while 52.4% of
the AC were diagnosed in patients aging 41 to 60 years (p=0.025). Ulceration was overall
uncommon (88 cases, 9.2%), but it was more frequent in AC (14.5%) (p=0.05). Patients
reporting present or past tobacco use were more common in OL (61.8%) and less frequent in
AC (35.1%) (p=0.001). Patients reporting present or past alcohol consumption were equally
found in all groups (p=0.839). OL were more common in the lateral border of the tongue
(20.6%), buccal mucosa (19.9%), upper gingiva/alveolar mucosa (13.4%) and lower
gingiva/alveolar mucosa (12.4%). OLE were more common in the lateral border of the tongue

(29.1%) and buccal mucosa (19.8%), while OE were more common in the buccal mucosa
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(25%), and hard palate (25%). Distribution of the anatomical location by final diagnosis showed
a statistically significant difference (p<0.00001) (Table 1).

Histological analysis revealed that 401 cases (42.1%) showed no dysplasia, and 319
(33.5%), 139 (14.6%), and 94 (9.9%) showed, respectively, mild, moderate and severe
dysplasia. There was no statistically significant difference when comparing grade of dysplasia
by gender (p=0.609). Lesions without dysplasia were predominantly white (78.3%), while
red/white and exclusively red lesions were more frequent with an increase in the degree of
dysplasia. Similarly, the presence of ulceration was more frequent with increasing on the grade
of dysplasia (p<0.0001). There was no statistically significant difference on the frequency of
tobacco users by grade of dysplasia (p=0.438), but the frequency of alcohol users was higher in
patients with lesions presenting moderate/severe dysplasia compared to patients with lesions
presenting no/mild dysplasia (p=0.032) (Table 2).

Patients younger than 40 years were predominantly affected by lesions presenting
no/mild dysplasia; in contrast, patients older than 61 years showed a higher frequency of
moderate/intense dysplasia. In general, there was an increase in the grade of dysplasia with
increasing age of the affected patients (p=0.048). Lesions located in the dorsum of tongue and
upper gingiva/alveolar mucosa showed the lower frequencies of moderate/severe dysplasia. On
the other hand, lesions located in the ventral tongue, upper mucobuccal fold, floor of mouth,
lateral border of the tongue, lower lip, hard palate and soft palate showed moderate/severe
dysplasia in, respectively, 33.4%, 33.4%, 33.3%, 29.4%, 28.1%, 27.6% e 25% of the cases
(p<0.0001) (Table 3).

Acanthosis was less evident in AC (p=0.000), hyperparakeratosis was more common
in OLE, and hyperorthokeratosis was more common in AC (p=0.000). Architectural parameters
showed that loss of polarity of basal cells, irregular epithelial stratification, and loss of cellular
cohesion, were the most common parameters observed in all groups. These 3 parameters were
more frequently found in OLE and OE and, together with the presence of Kkeratin
pearls/dyskeratosis, were the 4 parameters showing statistically significant differences when
comparing all groups (Table 4). With respect to cytological parameters, variation in cellular
size, variation in cellular shape, variation in nuclear shape, increased nuclear-cytoplasm ratio
and hyperchromatism were more frequent in OE; variation in nuclear size, variation in cellular
shape, increased nuclear-cytoplasm ratio and variation in nuclear size were more frequent in
AC; variation in cellular size, variation in cellular shape and increased nuclear-cytoplasm ratio
were more common in OLE and OL. Distribution of all cytological parameters, except for the

presence of atypical mitotic figures and increased number and size of nucleoli, showed
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statistically significant differences when comparing the 4 groups (Table 4). With respect to
other histological criteria, including the ones suggested by Woo 2, distribution of the presence
of hyperkeratosis associated with epithelial atrophy, endophytic epithelial proliferation,
irregular superficial keratinization, coarse chromatin and increased cellular size, showed
statistically significant differences when comparing the 4 groups (Table 4).

All cytological and histological criteria included in the WHO 2017 classification,
except for abnormal superficial mitotic figures, showed statistically significant differences in
distribution according with the grade of dysplasia (Table 5). In all, except for the presence of
acanthosis and hyperorthokeratosis, the frequencies were higher in cases with moderate/severe
dysplasia. Distribution of the additional suggested criteria showed that there were statistically
significant differences in the presence of superficial normal/abnormal mitotic figures,
hyperkeratosis with epithelial atrophy, basal cell hyperplasia, endophytic epithelial
proliferation and increased nuclear size according with the grade of dysplasia (Table 5).

Classification according with the binary system (Kujan et al., 2006) showed that 886
cases (93%) and 67 cases (7%) were, respectively, low-risk and high-risk lesions. Low- and
high-risk lesions showed statistically significant differences in the distribution of all
histological parameters from the WHO 2017 classification, except for the presence of
acanthosis, hyperparakeratosis and hyperorthokeratosis (Table 6). There was also stastistically
significant differences in the frequency of two additional criteria (presence of superficial
normal/abnormal mitotic figures and hyperkeratosis with epithelial atrophy), when comparing
low- and high-risk lesions (Table 6). Almost all all lesions presenting no dysplasia were
classified as low-risk lesions, and that 8.2%, 12.2%, and 20.2% of the lesions presenting,
respectively, mild, moderate and severe dysplasia were classified as high-risk lesions
(p<0.0001) (Table 7).

Discussion

OPMD are relativelly common conditions with a worldwide prevalence of 0.9 to 5%
according with different regions, countries and populations. >#1820 Most present as white, red
or white/red patches or plaques and are classified in the four entities included in the present
study. 2192 Final diagnosis revealed that OL (74.6%) were the most common entities in the
present sample, followed by AC (15.2%), OLE (9.3%) and OE (0.8%), and these entities
represented 8% of all lesions diagnosed in the laboratory in the study period.

Although the precise risk of malignant transformation from each individual lesion is

not known, some clinical and histological parameters have been associated with a higher risk
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of transformation. 2101820314041 Gender (females), lesions present for longer periods, non
tobacco users, advanced age, size of the lesion (over 200 mm?), presence of the erythematous
component, anatomical location (tongue and floor of mouth), presence of severe epithelial
dysplasia, presence of human papillomavirus (HPV) subtype 16, DNA aneuploidy, and loss of
tissue heterozigosity have been all suggested as important risk factors for malignant
transformation in OPMD, 810253142

OL are the most common OPMD in Western populations, with a prevalence of 1% to
6.2%, affecting preferentially the buccal mucosa, tongue, floor of mouth, gingiva and palate,
and showing malignant transformation rates ranging from 0.13% to 36.4%. *
9.11,12,16,17,1920.25.29.42-49 OE gre much less common than OL, with prevalences ranging from
0.01% e 0.83%, but present a much higher rate of malignant transformation, showing a
predilection for the buccal mucosa, floor of mouth and soft palate. 13->911.2035424748 | E
present a higher risk of malignant transformation, ranging from 13% to 25%, when compared
to OL. 891011194247.4850 ) OLE and OE affect preferentially males over 50 years of age.
6.10.11,14,18,2022,29,32.43.44 The present sample showed that mean age of the patients was 59.7 years,
which is in accordance with most studies including Western populations. 2234344 |t has been
previously demonstrated that the risk of developing an OPMD increases with age. %8 The
present results showed an increase in the grade of dysplasia with increasing age of the patients,
as also previously demonstrated by Lumerman et al. 2° and reinforcing the possible evolutive
pattern of some lesions, as older patients show higher malignant transformation rates in OPMD.
253151 The anatomical distribution of the OPMD in the present study was in accordance with
the literature. OPMD present in some specific anatomical locations, such as the lateral border
of the tongue, floor of mouth and palate, are more prone to show epithelial dysplasia and,
consequently, are associated with a higher risk of malignant transformation, 10:12.17:19:31,32,38,49

Females outnumbered males in our study probably due to the increasing number of
females exposed to tobacco use and alcohol consumption and to the greater awareness of health
care in females. % This female predominance has been shown by other studies. 24314 |t is
important to call attention, however, that AC are still more common in males, as shown by the
present results, probably due to the higher association of males to the conditions associated with
its development, such as sun-exposed job activities. >2° AC show a variable prevalence (ranging
from 2% to 20%), mostly affects the lower lip, and are associated with malignant transformation
rates that range from 6 to 10%. 51120

Clinical diagnosis submitted with the specimens to the laboratory help in establishing

final diagnosis in this specific group of diseases, as they can resemble several other oral reactive
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and inflammatory conditions. "** OL, OLE and OE represented 52.5% of the clinical diagnosis
in this sample, followed by SCC/verrucous carcinoma (13.2%) and actinic cheilitis (11.5%),
showing a satisfactory relationship with final diagnosis.

Mean size of the lesions in the present sample was 14.5 mm and females presented
slightly larger lesions. Our results also revelaed that increased mean size of the lesions was
directly associated with advancing age, and that lesions in ventral tongue and buccal mucosa
were larger in comparison to lesions in the lateral border of the tongue and lower lip. Holmstrup
et al. >2 showed that lesions larger than 200 mm? were associated with a 5.4x higher rate of
malignant transformation and Brouns et al. *° showed that a diameter greater than 40 mm was
a significant predictive risk factor for malignant transformation. *>°? Size of the lesions has
been considered an important risk factor for malignant transformation in OL, OLE and EO. 102°

Although it is widely accepted that tobacco use and alcohol consumption are the main
risk factors for OL, OLE and EQ 4©9-11.202528354253 'thjg relationship is still not completely
established. %6 The present results support the evidences that OL is more frequent in tobacco
users and that alcohol consumption seems to be an independent risk factor. 117 Villa & Gohel
18 observed that tobacco users had a 2-fold risk of developing an OPMD, but alcohol
consumption was not associated with an increased risk. The present results did not show a
relationship of tobacco use and grade of dysplasia, but patients reporting alcohol consumption
were more frequently found in the group of moderate/severe dysplasia.

The present results showed that most cases presented no dysplasia (42.1%), while
33.5%, 14.6% and 9.9% showed, respectively, mild, moderate and severe dysplasia, values
close to the results reported by Woo et al. 2. Most lesions presenting no dysplasia were OL,
while with increasing grade of dysplasia the frequency of OLE and OE also increased. This is
in accordance with other studies that have shown that the grade of dysplasia increases with the
presence of the red component in OPMD. 202%44 The presence of ulceration was uncommon in
the present sample and was more frequently found in AC. However, ulceration was associated
with increasing in the grade of dysplasia, in accordance with the results of Lumerman et al. %°.
In contrast, Jaber et al. * showed that ulcerated cases showed mild (77.8%) or moderate
(22.2%) dysplasia.

OPMD can show variable degrees of acanthosis, hyperorthokeratosis and
hyperparakeratosis. >%%* The present results showed that the keratin layer type can represent
an important diagnostic aspect, as hyperparakeratosis was more commonly associated with
moderate and severe dysplasias. Epithelial thickness can be also associated with anatomical

location of the lesions and verrucous lesions seem to present a higher risk of malignant
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transformation. >° Therefore, verrucous hyperplasia, a growth pattern that shows exophytic
projections of the parakeratinized stratified squamous epithelium, with or without dysplasia,
seems to deserve special attention. 2’ Up to now, there are no well-established histological
criteria to define verrucous hyperplasia or keratosis, particularly when being part of the
proliferative verrucous leukoplakia (PVL) spectrum. This is an important point as early lesions
in PVL can be indistinguishable of benign keratosis and OL presenting no dysplasia, but their
progression shows an irregular and verrucous pattern associated with keratosis. ’

In the attempt to standardize a worldwide accepted classification for oral epithelial
dysplasia that could be reproducible and could have the ability of predicting malignant
transformation, the WHO have recommended a three-graded classification system based on
architectural and cytological parameters. % In this system, mild dysplasias exhibit alterations
confined to the lower third of the surface epithelium (basal and parabasal layers), moderate
dysplasia up to the middle third, and severe dysplasia when extending up to the superficial
epithelial layers (synonym of carcinoma in situ). % These systems have, however, some
limitations such as: requesting some degree of experience from the oral pathologist; carrying
some subjectivity in evaluating all criteria (decreasing the intra- and inter-observer agreement);
and dividing the epithelium in thirds or layers to classify a progressive and continuous process
with no defined biological limit. 7-10:13:22:34:48,55,56

The most common histological criteria for grading epithelial dysplasia observed in the
present sample were increased number and size of nucleoli, loss of polarity of the basal cells,
variations in nuclear and cellular size and shape, increased nuclear/cytoplasm ratio, and
irregular epithelial stratification. All studied WHO histological parameters were more common
as grades of dysplasia increased. Woo 2 suggested that other histological criteria could be
relevant for diagnosis and classification of dysplasias, especially those with minimal evidence
of dysplasia, such as verrucous and papillary lesions, some of them associated with early PVL.
Another interesting pattern is the presence of intercalated areas of acanthosis and epithelial
atrophy associated with irregular areas of hyperparakeratosis in some OPMD, which can be an
important aid in differentiang them from reactive hyperkeratosis, as the latter usually show
regular acanthosis. “ The present results showed that some criteria suggested by Woo 2648, such
as the presence of normal and abnormal superficial mitotic figures, endophytic epithelial
proliferation, and increased nuclear size (the latter excluded from the WHO 2017 classification)
increased with the grade of dysplasia. This would suggest that these criteria can be important
histological parameters that can be also used as auxiliary tools in diagnosing oral epithelial

dysplasia. On the other hand, hyperkeratosis with epithelial atrophy and basal cell hyperplasia
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did not show an increase in frequency as the grades of dysplasia increased. Loss of polarity of
the basal cells can be also an useful histological parameter in signalling evolution of oral
epithelial dysplasia to SCC. °"8 There are, however, some histological criteria used for grading
of oral epithelial dysplasia that are very difficult to interpret and classify (e.g., increased
nuclear/cytoplasm ratio) and, for this reason, subjected to higher inter-observer variability,
limiting, at least partially, their use. °’

Kujan et al. ** using the same morphological criteria of the WHO 2005 classification
suggested a binary system for oral epithelial dysplasias. This system divides the lesions in high-
risk and low-risk, based on the presence of at least 4 architectural and 5 cytological alterations
in high-risk lesions, and fewer than that in low-risk lesions. This system showed 85% of
sensitivity and 80% of specificity in predicting malignant transformation, and higher intra- and
inter-observer agreement, suggesting its adjunctive role to the WHO classification. 10132559
However, it seems that in this system most moderate dysplasias are classified as low-risk
lesions, similarly to the results from the present study, what can result in underscoring in some
cases. ! Classification of the present sample by the binary system showed that only 7% of all
lesions were classified as high-risk, in contrast to the original paper (51.5% as high-risk
lesions). 1* This number of high-risk lesions is close to the number of lesions presenting severe
dysplasia (9.9%), however, it should be considered that there were some changes in the criteria
from the WHO 2005 and 2017 classifications of oral epithelial dysplasia. We also observed an
increased frequency of all histological criteria in high-risk lesions in comparison to low-risk
lesions. Loss of polarity of basal cells, drop-shaped epithelial projections, presence of atypical
mitosis, abnormal variation in nuclear shape, abnormal variation in cellular size and shape, and
increased nucleoli number and size also showed a predictive value. > In the present results, the
number of high-risk lesions increased with the increasing in grades of dysplasia. However, the
results showed that there were lesions presenting moderate (most of them) and severe dysplasia
classified as low-risk lesions, reinforcing that there is a group of OPMD that should be possibly
influenced by other clinical, histological and molecular features, apart from the grade of
dysplasia. Recently, a modified version of the WHO 2017 classification criteria was suggested,
including some additional criteria, such as verrucous/papillary architecture, and epithelial
atrophy and hyperkeratosis intercalated by zones of normal epithelium, but they need further
attention in future studies. *® The term “keratosis of uncertain significance” has been suggested
to name OL with acanthosis or epithelial atrophy, parakeratosis, minimal cytologia atypia,

discrete papillomatosis, and alternating segments or normal and keratinized epithelium, with
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no evidences of epithelial dysplasia and no evidences of traumatic irritative origin, as these can
possibly represent very early dysplastic lesions. 4

The present study has some methodological limitations, due to its retrospective design,
but it allows the inclusion of a significant number of cases for analysis. All cases were derived
from the same Oral Pathology laboratory and were reviewed by the same pathologists, reducing
the risk of inter-observer subjective differences. Another limitation is that, as a retrospective
sample derived from laboratory records, it is not possible to obtain detailed follow-up
information from most patients. Apart from these general limitations, the analysis of the
histological parameters per se is a challenging issue, as they all are classified as absent or
present, and defining the classification when the features are discrete and/or focal is a hard task.
Most studies on OPMD focus on the risk factors that can predict the malignant transformation
of the lesions and most have shown that the grade of dysplasia is an important predictive factor.
Few studies have, however, evaluated the importance of the diagnostic parameters from the oral
epithelial dysplasias and their relationship to the classifications and the clinical parameters. We
believe that the results of the present study could contribute to understand the relevance and the
difficulties involved in the analysis of the histological features and, consequently establishing
the grade of dysplasia in OPMD. Further prospective studies are encouraged to use the present
information to improve the classification of oral epithelial dysplasia and to define predictive

histological risk factors for malignant transformation in OPMD.
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Final diagnosis

Parameter p
Leukoplakia Leukoerythroplakia ~ Erythroplakia  Actinic cheilitis Total
Gender (n=953)
Males 275 (38.7%) 39 (43.8%) 3 (37.5%) 102 (70.3%) 419 (44.0%) .0001
Females 436 (61.3%) 50 (56.2%) 5 (62.5%) 43 (29.7%) 534 (56.0%)
Age at diagnosis (n=930)
0 - 20 years 6 (0.9%) 0 (0%) 0 (0%) 0 (0%) 6 (0.6%) .025
21— 40 years 47 (6.8%) 8 (9.2%) 0 (0%) 6 (4.2%) 61 (6.6%)
41 - 60 years 298 (43.1%) 34 (39.1%) 0 (0%) 75 (52.4%) 407 (43.8%)
61 — 80 years 300 (43.4%) 38 (43.7%) 8 (100%) 60 (42.0%) 406 (43.7%)
> 80 years 41 (5.9%) 7 (8.0%) 0 (0%) 2 (1.4%) 50 (5.4%)
Ulceration (n=953)
No 656 (92.3%) 78 (87.6%) 7 (87.5%) 124 (85.5%) 865 (90.8%) .05
Yes 55 (7.7%) 11 (12.4%) 1 (12.5%) 21 (14.5%) 88 (9.2%)
Tobacco use (n=484)
Yes (present or past) 235 (61.8%) 21 (46.7%) 1 (50%) 20 (35.1%) 277 (57.2%) .001
No 145 (38.2%) 24 (53.3%) 1 (50%) 37 (64.9%) 207 (42.8%)
Alcohol consumption (n=348)
Yes (present or past) 103 (39.3%) 10 (32.3%) 1 (50%) 22 (41.5%) 136 (39.1%) .839
No 159 (60.7% 21 (67.7%) 1 (50%) 31 (58.5%) 212 (60.9%)
Anatomical location (n=922)
Lateral border of the tongue 142 (20.6%) 25 (29.1%) 0 (0%) 0 (0%) 167 (18.1%) < 0.00001
Ventral tongue 27 (3.9%) 3(3.5%) 0 (0%) 0 (0%) 30 (3.3%)
Dorsum of tongue 40 (5.8%) 1(1.2%) 1 (12.5%) 0 (0%) 42 (4.6%)
Floor of mouth 32 (4.7%) 6 (7.0%) 1 (12.5%) 0 (0%) 39 (4.2%)
Lower gingiva/alveolar /mucosa 85 (12.4%) 3 (3.5%) 1 (12.5%) 0 (0%) 89 (9.7%)
Upper gingiva/alveolar /mucosa 92 (13.4%) 5 (5.8%) 0 (0%) 0 (0%) 97 (10.5%)
Buccal mucosa 137 (19.9%) 17 (19.8%) 2 (25.0%) 0 (0%) 156 (16.9%)
Lower lip 43 (6.2%) 2 (2.3%) 0 (0%) 140 (100%) 185 (20.1%)
Upper lip 5 (0.7%) 1 (1.2%) 0 (0%) 0 (0%) 6 (0.7%)
Lower mucobuccal fold 2 (0.3%) 0 (0%) 0 (0%) 0 (0%) 2 (0.2%)
Upper mucobuccal fold 5 (0.7%) 1(1.2%) 0 (0%) 0 (0%) 6 (0.7%)
Soft palate 44 (6.4%) 11 (12.8%) 1 (12.5%) 0 (0%) 56 (6.1%)
Hard palate 34 (4.9%) 11 (12.8%) 2 (25.0%) 0 (0%) 47 (5.1%)
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Table 2. Distribution of the clinical parameters by grade of dysplasia according with the World

Health Organization. *

Grade of dysplasia

Parameter p
No dysplasia Mild dysplasia ~ Moderate dysplasia Severe dysplasia Total

Gender (n=953)
Males 170 (42.4%) 139 (43.6%) 68 (48.9%) 42 (44.7%) 419 (44.0%) .609
Females 231 (57.6%) 180 (56.4%) 71 (51.1%) 52 (55.3%) 534 (56.0%)

Clinical aspect (n=930)
Red/White 64 (16.2%) 67 (21.7%) 56 (41.2%) 44 (49.4%) 231(24.8%)  <0.0001
White 310 (78.3%) 222 (71.8%) 63 (46.3%) 32 (36.0%) 627 (67.4%)
Red 6 (1.5%) 7 (2.3%) 8 (5.9%) 7 (7.9%) 28 (3.0%)
Ulcerated 5 (1.3%) 4 (1.3%) 1(0.7%) 3 (3.4%) 13 (1.4%)
Others 11 (2.8%) 9 (2.9%) 8 (5.9%) 3(3.4%) 31 (3.3%)

Ulceration
No 380 (94.8%) 295 (92.5%) 122 (87.8%) 68 (72.3%) 865 (90.8%)  <0.0001
Yes 21 (5.2%) 24 (7.5%) 17 (12.2%) 26 (27.7%) 88 (9.29%)

Tobacco use (n=484)
Yes (present or past) 118 (58.4%) 95 (60.5%) 38 (52.1%) 26 (50%) 277 (57.2%) 438
No 84 (41.6%) 62 (39.5%) 35 (47.9%) 26 (50%) 207 (42.8%)

Alcohol consumption (n=348)
Yes (present or past) 56 (39.7%) 29 (28.7%) 25 (44.6%) 26 (52%) 136 (39.1%) 032
No 85 (60.3%) 72 (71.3%) 31 (55.4%) 24 (48%) 212 (60.9%)
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Table 3. Distribution of the age of the affected patients and anatomical location of the lesions

by grade of dysplasia according with the World Health Organization. *

Grade of dysplasia

Parameter p
No dysplasia Mild dysplasia ~ Moderate dysplasia ~ Severe dysplasia Total
Age at diagnosis (n=930)
0-—20 anos 5 (83.3%) 1 (16.7%) 0 (0%) 0 (0%) 6 (0.6%) .048
21 — 40 anos 28 (45.9%) 25 (41%) 5 (8.2%) 3 (4.9%) 61 (6.6%)
41— 60 anos 176 (43.2%) 143 (35.1%) 58 (14.3%) 30 (7.4%) 407 (43.8%)
61 — 80 anos 162 (39.9%) 127 (31.3%) 63 (15.5%) 54 (13.3%) 406 (43.7%)
> 80 anos 16 (32%) 17 (34%) 11 (22%) 6 (12%) 50 (5.4%)
Anatomical location (n=922)
Lateral border of the tongue 53 (31.7%) 65 (38.9%) 29 (17.4%) 20 (12%) 167 (18.1%) < 0.00001
Ventral tongue 9 (30%) 11 (36.7%) 5 (16.7%) 5 (16.7%) 30 (3.3%)
Dorsum of tongue 29 (69%) 10 (23.8%) 3(7.1%) 0 (0%) 42 (4.6%)
Floor of mouth 14 (35.9%) 12 (30.8%) 8 (20.5%) 5 (12.8%) 39 (4.2%)
Lower gingiva/alveolar /mucosa 51 (57.3%) 18 (20.2%) 12 (13.5%) 8 (9%) 89 (9.7%)
Upper gingiva/alveolar /mucosa 59 (60.8%) 30 (30.9%) 5 (5.2%) 3 (3.1%) 97 (10.5%)
Buccal mucosa 79 (50.6%) 43 (27.6%) 19 (12.2%) 15 (9.6%) 156 (16.9%)
Lower lip 50 (27%) 83 (44.9%) 33 (17.8%) 19 (10.3%) 185 (20.1%)
Upper lip 2 (33.3%) 3 (50%) 0 (0%) 1 (16.7%) 6 (0.7%)
Lower mucobuccal fold 1 (50%) 1 (50%) 0 (0%) 0 (0%) 2 (0.2%)
Upper mucobuccal fold 1(16.7%) 3 (50%) 1(16.7%) 1 (16.7%) 6 (0.7%)
Soft palate 19 (33.9%) 23 (41.1%) 5 (8.9%) 9 (16.1%) 56 (6.1%)
Hard palate 22 (46.8%) 12 (25.5%) 9 (19.1%) 4 (8.5%) 47 (5.1%)
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Final diagnosis

Histological criteria p
Leukoplakia ~ Leukoerythroplakia — Erythroplakia  Actinic cheilitis Total

Acanthosis 609 (85.7%) 77 (86.5%) 8 (100%) 82 (56.6%) 776 (81.4%)  .000

Hyperparakeratosis 337 (47.4%) 55 (61.8%) 3(37.5%) 31 (21.4%) 426 (44.7%)  .000

Hyperorthokeratosis 340 (47.8%) 19 (21.3%) 0 (0%) 107 (73.8%) 466 (48.9%)  .000

WHO criteria (2017)

Architectural criteria
Irregular epithelial stratification 380 (53.4%) 68 (76.4%) 7 (87.5%) 103 (71%) 558 (58.6%)  .000
Loss of polarity of basal cells 410 (57.7%) 72 (80.9%) 7 (87.5%) 112 (77.2%) 601 (63.1%)  .000
Drop-shaped epithelial projections 34 (4.8%) 5 (5.6%) 1 (12.5%) 13 (9%) 53 (5.6%) 191
Increased number of mitotic fuigures 46 (6.5%) 8 (9%) 1 (12.5%) 5 (3.4%) 60 (6.3%) .302
Abnormal superficial mitotic figures 7 (1%) 0 (0%) 0 (0%) 1 (0.7%) 8 (0.8%) 192
Early cellular keratinization 65 (9.1%) 9 (10.1%) 2 (25%) 10 (6.9%) 86 (9%) .330
Keratin pearls/dyskeratosis 148 (20.8%) 32 (36%) 2 (25%) 36 (24.8%) 218 (22.9%) .014
Loss of cellular cohesion 255 (35.9%) 50 (56.2%) 5 (62.5%) 56 (38.6%) 366 (38.4%)  .001

Cytological criteria
Variation in nuclear size 355 (49.9%) 62 (69.7%) 5 (62.5%) 103 (71%) 525 (55.1%)  .000
Variation in nuclear shape 368 (51.8%) 62 (69.7%) 6 (75%) 98 (67.6%) 534 (56%) .000
Variation in cellular size 390 (54.9%) 63 (70.8%) 7 (87.5%) 110 (75.9%) 570 (59.8%)  .000
Variation in cellular shape 382 (53.7%) 63 (70.8%) 6 (75%) 109 (75.2%) 560 (58.8%)  .000
Increased nuclear-cytoplasm ratio 378 (53.2%) 65 (73%) 6 (75%) 106 (73.1%) 555 (58.2%)  .000
Atypical mitotic figures 58 (8.2%) 6 (6.7%) 0 (0%) 10 (6.9%) 74 (7.8%) 775
Increased nucleoli number and size 532 (74.8%) 74 (83.1%) 5 (62.5%) 112 (77.2%) 723 (75.9%)  .269
Hyperchromatism 136 (19.1%) 28 (31.5%) 6 (75%) 28 (19.3%) 198 (20.8%)  .000

Other criteria (including Woo, 2012)

Superficial norma/abnormal mitotic figures 117 (16.5%) 18 (20.2%) 3 (37.5%) 16 (11%) 154 (16.2%)  .085
Hyperkeratosis with epthelial atrophy 63 (8.9%) 7 (7.9%) 0 (0%) 31 (21.4%) 101 (10.6%)  .000
Basal cell hyperplasia 259 (36.4%) 28 (31.5%) 3 (37.5%) 37 (25.5%) 327 (34.3%)  .080
Endophytic epithelial proliferation 32 (4.5%) 5 (5.6%) 2 (25%) 0 (0%) 39 (4.1%) .001
Irregular superficial keratinization 22 (3.1%) 7 (7.9%) 0 (0%) 1 (0.7%) 30 (3.1%) .022
Verrucous/papillary superficial proliferation 134 (18.8%) 14 (15.7%) 2 (25%) 3(2.1%) 153 (16.1%)  .000
Coarse chromatin 1(0.1%) 2 (2.2%) 0 (0%) 0 (0%) 3(0.3%) .008

* Increased nuclear size 17 (2.4%) 5 (5.6%) 0 (0%) 11 (7.6%) 33 (3.5%) .010

* Included in the WHO classification 2005, but removed form the 2017 classification.



36

Table 5. Distribution of the histological parameters by the grade of dysplasia according with

the World Health Organization 2017 classification. *

Grade of dysplasia

Histological criteria No Mild Moderate Severe
dysplasia dysplasia dysplasia dysplasia Total
Acanthosis 343 (85.5%) 243 (76.2%) 114 (82%) 76 (80.9%) 776 (81.4%)  .016
Hyperparakeratosis 172 (42.9%) 128 (40.1%) 74 (53.2%) 52 (55.3%) 426 (44.7%)  .009
Hyperorthokeratosis 207 (51.6%) 177 (55.5%) 47 (33.8%) 35 (37.2%) 466 (48.9%)  .000
WHO criteria (2017)
Architectural criteria
Irregular epithelial stratification 94 (23.4%) 247 (77.4%) 130 (93.5%) 87 (92.6%) 558 (58.6%)  .000
Loss of polarity of basal cells 116 (28.9%) 266 (83.4%) 130 (93.5%) 89 (94.7%) 601 (63.1%) .000
Drop-shaped epithelial projections 3 (0.7%) 25 (7.8%) 16 (11.5%) 9 (9.6%) 53 (5.6%) .000
Increased number of mitotic fuigures 11 (2.7%) 25 (7.8%) 13 (9.4%) 11 (11.7%) 60 (6.3%) .001
Abnormal superficial mitotic figures 1 (0.2%) 3 (0.9%) 2 (1.4%) 2 (2.1%) 8 (0.8%) .242
Early cellular keratinization 15 (3.7%) 33 (10.3%) 21 (15.1%) 17 (18.1%) 86 (9%) .000
Keratin pearls/dyskeratosis 51 (12.7%) 82 (25.7%) 46 (33.1%) 39 (41.5%) 218 (22.9%)  .000
Loss of cellular cohesion 76 (19%) 151 (47.3%) 79 (56.8%) 60 (63.8%) 366 (38.4%) .000
Cytological criteria
Variation in nuclear size 83 (20.7%) 239 (74.9%) 118 (84.9%) 85 (90.4%) 525 (55.1%)  .000
Variation in nuclear shape 88 (21.9%) 242 (75.9%) 121 (87.1%) 83 (88.3%) 534 (56%) .000
Variation in cellular size 100 (24.9%) 255 (79.9%) 127 (91.4%) 88 (93.6%) 570 (59.8%)  .000
Variation in cellular shape 89 (22.2%) 257 (80.6%) 129 (92.8%) 85 (90.4%) 560 (58.8%) .000
Increased nuclear-cytoplasm ratio 87 (21.7%) 254 (79.6%) 126 (90.6%) 88 (93.6%) 555 (58.2%)  .000
Atypical mitotic figures 10 (2.5%) 33(10.3%) 19 (13.7%) 12 (12.8%) 74 (7.8%) .000
Increased nucleoli number and size 266 (66.3%) 255 (79.9%) 121 (87.1%) 81 (86.2%) 723 (75.9%)  .000
Hyperchromatism 30 (7.5%) 88 (27.6%) 48 (34.5%) 32 (34%) 198 (20.8%)  .000
Other criteria (including Woo, 2012)
Superficial norma/abnormal mitotic figures 23 (5.7%) 62 (19.4%) 34 (24.5%) 35 (37.2%) 154 (16.2%)  .000
Hyperkeratosis with epthelial atrophy 27 (6.7%) 43 (13.5%) 19 (13.7%) 12 (12.8%) 101 (10.6%)  .012
Basal cell hyperplasia 122 (30.4%) 132 (41.4%) 43 (30.9%) 30 (31.9%) 327 (34.3%)  .013
Endophytic epithelial proliferation 8 (2%) 10 (3.1%) 9 (6.5%) 12 (12.8%) 39 (4.1%) .000
Irregular superficial keratinization 10 (2.5%) 9 (2.8%) 7 (5%) 4 (4.3%) 30 (3.1%) 444
Verrucous/papillary superficial proliferation 65 (16.2%) 45 (14.1%) 21 (15.1%) 22 (23.4%) 153 (16.1%)  .190
Coarse chromatin 0 (0%) 2 (0.6%) 0 (0%) 1(1.1%) 3(0.3%) 224
* Increased nuclear size 5 (1.2%) 14 (4.4%) 6 (4.3%) 8 (8.5%) 33(3.5%) .003

* Included in the WHO 2005 classification, but removed form the 2017 classification.



Table 6. Distribution of the histological parameters binary system classification. **

Risk
Histological criteria
Low High Total
Acanthosis 719 (81.2%) 57 (85.1%) 776 (81.4%)  .426
Hyperparakeratosis 393 (44.4%)  33(49.3%) 426 (44.7%) 437
Hyperorthokeratosis 440 (49.7%)  26(38.8%) 466 (48.9%)  .087
WHO criteria (2005 and 2017)
Architectural criteria
Irregular epithelial stratification 491 (55.4%) 67 (100%) 558 (58.6%) .000
Loss of polarity of basal cells 534 (60.3%) 67 (100%) 601 (63.1%) .000
Drop-shaped epithelial projections 37 (4.2%) 16 (23.9%) 53 (5.6%) .000
Increased number of mitotic fuigures 37 (4.2%) 23 (34.3%) 60 (6.3%) .000
Abnormal superficial mitotic figures 2 (0.2%) 6 (9%) 8 (0.8%) .000
Early cellular keratinization 43 (4.9%) 43 (64.2%) 86 (9%) .000
Keratin pearls/dyskeratosis 163 (18.4%) 55(82.1%) 218 (22.9%) .000
Cytological criteria
Variation in nuclear size 461 (52%) 64 (95.5%) 525 (55.1%) .000
Variation in nuclear shape 468 (52.8%) 66 (98.5%) 534 (56%) .000
Variation in cellular size 506 (57.1%) 64 (95.5%) 570 (59.8%)  .000
Variation in cellular shape 494 (55.8%) 66 (98.5%) 560 (58.8%) .000
Increased nuclear-cytoplasm ratio 488 (55.1%) 67 (100%) 555 (58.2%) .000
Increased nuclear size 25 (2.8%) 8 (11.9%) 33 (3.5%) .000
Atypical mitotic figures 53 (6%) 21 (31.3%) 74 (7.8%) .000
Increased nucleoli number and size 662 (74.7%) 61 (91%) 723 (75.9%) .003
Hyperchromatism 172 (19.4%) 26 (38.8%) 198 (20.8%)  .000
Other criteria (including Woo, 2012)
Superficial norma/abnormal mitotic figures 124 (14%) 30 (44.8%) 154 (16.2%) .000
Hyperkeratosis with epthelial atrophy 99 (11.2%) 2 (3%) 102 (10.6%) .036
Basal cell hyperplasia 302 (34.1%)  25(37.3%) 327 (34.3%) .592
Endophytic epithelial proliferation 35 (4%) 4 (6%) 39 (4.1%) 421
Irregular superficial keratinization 28 (3.2%) 2 (3%) 30 (3.1%) 937
Verrucous/papillary superficial proliferation 138 (15.6%)  15(22.4%) 153 (16.1%) 143
Coarse chromatin 2 (0.2%) 1(1.5%) 3(0.3%) .074
* Loss of epithelial cell cohesion 326 (36.8%)  40(59.7%) 366 (38.4%) .000

* Included in the WHO 2017 classification.
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Table 7. Distribution of histological grade of dysplasia (World Health Organization 2017

classification) according with the binary system classification. **

Binary system classification

Grade of dysplasia
Low-risk High-risk Total
No dysplasia 396 (98.8%) 5 (1.2%) 401
Mild dysplasia 293 (91.8%) 26 (8.2%) 319
Moderate dysplasia 122 (87.8%) 17 (12.2%) 139
Severe dysplasia 75 (79.8%) 19 (20.2%) 94
Total 886 67 953

Pearson Chi-Square — p < 0.0001
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3 CONCLUSAO

As mulheres foram mais acometidas e apresentaram idade média ao diagndstico superior

a dos homens.

Lesdes localizadas em ventre de lingua e mucosa jugal foram, em média, mais extensas

que lesBes localizadas em outros locais.

As lesdes localizadas no ventre da lingua, fundo de vestibulo superior, assoalho da boca
e borda lateral de lingua apresentaram frequéncia mais elevada de displasia epitelial moderada

ou intensa.

A hiperparaqueratose foi encontrada com maior frequéncia nas lesdes com displasia

epitelial moderada ou intensa.

Todos os critérios histoldgicos utilizados para diagnostico e classificacdo da displasia
epitelial oral apresentaram maior frequéncia a medida que o grau de displasia aumentou,
demonstrando o padrdo evolutivo dessas alteracdes em conjunto com o desenvolvimento da

doenca.

A presenca de figuras mitoticas normais e anormais superficiais e a proliferacdo epitelial

endofitica parecem ser importantes critérios adicionais para o diagnostico da displasia epitelial.
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Apresentagéo do Projeto:
Transcricdo editada do conteudo do registro do protocolo e dos arquivos anexados & Plataforma Brasil

Delineamento da pesquisa: Trata-se de estudo clinico observacional, transversal, com base em arquivo de
laminas da FO-UERJ, que envolvera 900 individuos. O presente estudo consistira da revisao das
informacdes clinicas, epidemioldgicas e histologicas dos casos de leucoplasias, eritroplasias e
leucoeritroplasias diagnosticados no Laboratorio de Patologia Bucal da Faculdade de Odontologia da
Universidade do Estado do Rio de Janeiro (UERJ) entre janeiro de 2005 e dezembro de 2018. Os dados
clinicos e epidemiologicos serédo obtidos a partir das informacdes contidas nos formularios de solicitacéo
laboratorial de cada caso e incluirdo sexo, idade e ocupacédo dos pacientes; localizacdo anatdémica, aspecto
clinico e hipoteses diagnosticas clinicas para cada caso; tipo de biopsia realizada e dados do exame
macroscopico. Os dados histologicos serdo coletados através da reviséo das laminas histolégicas coradas
em hematoxilina e eosina arquivadas no arquivo do laboratério, por meio de microscopia otica. Nao havera
formacéo de BIORREPOSITORIO para a analise histolagica, pois a revis@o das laminas de cada caso se
dara de maneira individual, sem a constituicdo de qualguer tipo de arquivo especifico para a elaboracéo da
pesquisa, e, apos a analise, a lamina do caso retornara ao seu local no arguivo de origem. Os critérios
histologicos a serem avaliados incluirdo: Caracteristicas arquiteturais e Caracteristicas citoldgicas. Os
critérios
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para excluséo dos casos incluirdo: pacientes menores de idade e casos com auséncia de informacdes
clinicas nos formularios de submisséao ou espécimes laboratoriais insuficientes para analise histologica. Os
dados clinicos, epidemiologicos e histologicos coletados seréo utilizados para a construcéo de um banco de
dados em uma planilha Excel, os quais serao posteriormente transferidos e analisados descritivamente e

comparativamente utilizando o software SPSS (IBM, verséao 2.0).

Critérios de inclus&o: O critério para inclusdo dos casos na pesquisa: todos o0s casos de leucoplasias,

eritroplasias e leucoeritroplasias diagnosticados no Laboratorio de Patologia Bucal da Faculdade de
Odontologia da Universidade do Estado do Rio de Janeiro (UERJ) entre janeiro de 2005 e dezembro de
2018.

Critéerios de exclusao: Os critérios para excluséo dos casos incluirdo: pacientes menores de idade e casos
com auséncia de informacdes clinicas nos formularios de submisséo ou espécimes laboratoriais
insuficientes para analise histologica.

MATERIAL E METODOS: O presente estudo consistira da revisdo das informagées clinicas,
epidemiologicas e histologicas dos casos de leucoplasias, eritroplasias e leucoeritroplasias diagnosticados
no Laboratorio de Patologia Bucal da Faculdade de Odontologia da Universidade do Estado do Rio de
Janeiro (UERJ) entre janeiro de 2005 e dezembro de 2018. Os dados clinicos e epidemioldgicos serao
obtidos a partir das informacdes contidas nos formularios de solicitagéo laboratorial de cada caso e incluiréao
sexo, idade e ocupacéo dos pacientes; localizagéo anatémica, aspecto clinico e hipoteses diagnosticas
clinicas para cada caso; tipo de biopsia realizada e dados do exame macroscopico. Os dados histologicos
serdo coletados atraves da revisao das laminas histologicas coradas em hematoxilina e eosina arquivadas
no arquivo do laboratério, por meio de microscopia dtica. N&o havera formacéo de BIORREPOSITORIO
para a analise histolégica, pois a revisdo das ld&minas de cada caso se dara de maneira individual, sem a
constituicdo de qualquer tipo de arquivo especifico para a elabora¢&o da pesquisa, e, apos a analise, a
lamina do caso retornara ao seu local no arquivo de origem. Os critérios histologicos a serem avaliados
incluirdo: Caracteristicas arquiteturais (estratificacéo epitelial irregular; perda de polaridade das células
basais; projecdes epiteliais em forma de gota; aumento do numero de figuras mitdticas; pérolas de queratina
dentro das proje¢des epiteliais; queratinizac&o prematura em células individuais; figuras mitoticas anormais
superficiais; perda de coeséo celular do epitélio; hiperqueratose com atrofia sem inflamacgéo; hiperplasia das
células basais; proliferacéo epitelial volumosa e/ou endofitica; proliferacéo epitelial verrucosa ou papilar) e
Caracteristicas citolégicas (variacdo anormal do tamanho nuclear; variacdo anormal na forma nuclear;
variacéo anormal do tamanho das células;
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variacao anormal na forma das celulas; relacéo nucleo/citoplasma alterada; figuras mitoticas atipicas;

aumento do numero e tamanho dos nucléolos; hipercromatismo; tamanho nuclear aumentado; disqueratose
ou formac¢éo de pérola de queratina; células com aparéncia vitrea do citoplasma). Os critérios para excluséo
dos casos incluirdo: pacientes menores de idade e casos com auséncia de informac¢des clinicas nos
formularios de submisséo ou espécimes laboratoriais insuficientes para analise histoldgica.

Os dados clinicos, epidemioldgicos e histolégicos coletados serdo utilizados para a construgéo de um banco
de dados em uma planilha Excel, os quais serdo posteriormente transferidos e analisados descritivamente e
comparativamente utilizando o software SPSS (IBM, verséo 2.0).

O presente estudo sera submetido a analise pelo Comité de Etica em Pesquisa da Faculdade de

Odontologia da Universidade Estadual de Campinas e s0 sera iniciado apos a respectiva aprovacao.

RESULTADOS ESPERADOS: Essa pesquisa devera fornecer nao somente um perfil epidemiolégico dos
pacientes acometidos pelas DPMO na populagéo brasileira, mas tambeém possibilitara a evidenciagéo dos
parametros histologicos dessas lesGes. Além disso, devera produzir informacgdes que possam ajudar a
adequar, de maneira mais objetiva, as caracteristicas usadas para a classificacdo das displasias,
corroborando para a elaborac&o de um sistema de classificacdo unificado e universalmente aceito. Tais
informacdes poderdo auxiliar no diagnostico, tratamento e prognostico das DPMO no futuro.

Analise estatistica dos dados: Os dados clinicos, epidemiologicos e histologicos coletados serdao utilizados
para a constru¢do de um banco de dados em uma planilha Excel, os quais serdo posteriormente transferidos
e analisados descritivamente e comparativamente utilizando o software SPSS (IBM, versé&o 2.0).

A pesquisa sera realizada na area de Patologia Bucal da FO-UERJ.

O cronograma proposto para a pesquisa no projeto informa o inicio em outubro de 2018 (etapas
preliminares), em janeiro de 2019 (coleta de dados), término em junho de 2020 e prevé cerca de 21 meses
para concluséao do estudo. O cronograma descrito na PB indica que a pesquisa sera iniciada em 24/11/2018
(etapas preliminares), em 01/01/2019 (coleta de dados) e sera concluida em 30/06/2020, em cerca de 20
meses.

A lista de pesquisadores citada na capa do projeto de pesquisa inclui Alexandro Barbosa de Azevedo
(Cirurgidao Dentista, Mestrando no PPG em Estomatopatologia da FOP-UNICAMP, Pesquisador
Responsavel, orientando) e Fabio Ramoa Pires (Cirurgido Dentista, Docente do PPG em Estomatopatologia
da FOP-UNICAMP, Docente da area de Patologia Bucal da FO da UERJ, Pesquisador Participante,

orientador), o que & confirmado na declaracdo dos pesquisadores e na
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PB.

Pendéncia 1 (atendida em 12/12/18)- Quanto a faixa etaria esperada e a distribuicéo por sexo estimada para
os participantes, os pesquisadores informaram que “Conforme descrito na literatura, esperamos obter nessa
pesquisa uma propor¢éao mais elevada de pacientes com idade superior a 50 anos e estimamos que cerca
de 60% dos casos sejam de pacientes do sexo masculino”.

Pendéncia 2 (atendida em 12/12/18)- Quanto aos critérios de inclusédo de amostras no estudo os
pesquisadores confirmaram que “O critério para inclusdo dos casos na pesquisa: todos 0s casos de
leucoplasias, eritroplasias e leucoeritroplasias diagnosticados no Laboratorio de Patologia Bucal da
Faculdade de Odontologia da Universidade do Estado do Rio de Janeiro (UERJ) entre janeiro de 2005 e
dezembro de 2018".

O arquivo ajustado do projeto de pesquisa, com as areas modificadas marcadas em amarelo foi
apresentado.

Comentario: Os pesquisadores apresentaram arquivo com a capa (apenas a capa) do protocolo,
denominado “1Brochura pdf’, o que é desnecessario, pois o projeto de pesquisa ja tem capa com os
mesmos dados.

Comentario: Na resposta ao parecer os pesquisadores reapresentaram a FR, aparentemente sem qualquer
alteracdo em relacéo a FR apresentada originalmente. Nenhuma das pendéncias apontadas para o
protocolo solicitava a reapresentacéo da FR, o que em principio para ser desnecessario e nao contribui para

a resolucéo das pendéncias apontadas.

Objetivo da Pesquisa:

JUSTIFICATIVA: A associacao entre o grau de displasia epitelial e o risco de transformagé&o maligna das
DPMO representa um assunto polémico; entretanto, ainda & considerado o fator prognostico mais
importante para o tratamento dessas desordens. A classificac&o histopatologica da displasia epitelial oral
recomendada pela Organizacéao Mundial da Saude tem sido questionada constantemente e outros sistemas
de classificacdo tém sido desenvolvidos por outros pesquisadores, gerando uma falta de consenso entre os
patologistas sobre qual deva ser utilizada. De fato, o diagnostico preciso da displasia epitelial oral & de
extrema importancia para o estabelecimento do prognostico e do tratamento mais adequado para o
paciente; esse tema tem sido amplamente discutido nos ultimos anos, em virtude da divulgacéo de trabalhos
demonstrando aspectos clinicos e histopatologicos associados a prognosticos variaveis em diferentes
grupos populacionais.

HIPOTESE: A associacao entre o grau de displasia epitelial e o risco de transformac&o maligna das
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DPMO representa um assunto polémico; entretanto, ainda é considerado o fator prognostico mais
importante para o tratamento dessas desordens. A classificac&o histopatologica da displasia epitelial oral
recomendada pela Organizagéo Mundial da Saude tem sido questionada constantemente e outros sistemas
de classificacéo tém sido desenvolvidos por outros pesquisadores, gerando uma falta de consenso entre os
patologistas sobre qual deva ser utilizada. De fato, o diagnodstico preciso da displasia epitelial oral & de
extrema importancia para o estabelecimento do progndstico e do tratamento mais adequado para o
paciente; esse tema tem sido amplamente discutido nos ultimos anos, em virtude da divulgac&o de trabalhos
demonstrando aspectos clinicos e histopatologicos associados a prognosticos variaveis em diferentes
grupos populacionals.

OBJETIVO PRIMARIO: O objetivo priméario deste estudo & descrever e analisar os aspectos
epidemiologicos, clinicos e histopatologicos das DPMO diagnosticadas em um laboratorio de patologia bucal
por um periodo de 13 anos.

OBJETIVOS SECUNDARIOS: Descrever os aspectos histopatolégicos encontrados e as possiveis
variagdes que néo se encontram elencadas nos critérios de diagnostico dessas desordens; Correlacionar os
achados histopatologicos encontrados com as classificacdes recomendadas na literatura para o diagnostico
das displasias epiteliais orais; Determinar se existem variantes clinico patologicas das leucoplasias,

leucoeritroplasias e eritroplasias e, em caso afirmativo, propor novos critérios diagnosticos.

Avaliagao dos Riscos e Beneficios:

Quanto aos riscos e desconfortos previstos para os participantes, os pesquisadores informaram que “N&o ha
riscos ou desconfortos aos participantes desta pesquisa, visto que o material utilizado sera oriundo de
informac¢des e laminas histologicas arquivadas no Laboratorio de Patologia Bucal da Faculdade de
Odontologia da Universidade do Estado do Rio de Janeiro™.

Quanto aos beneficios diretos previstos para os participantes, os pesquisadores informaram que “Os dados
obtidos no estudo serdo importantes para melhorar o grau de conhecimento do perfil das desordens
potencialmente cancerizaveis diagnosticadas na populacéo brasileira assim como para compreender a
correlagéo dos achados clinicos e histologicos nestas lesdes. N&o ha previséo de beneficios diretos aos
participantes da pesquisa’.

Comentarios e Consideracdes sobre a Pesquisa:

Quanto ao modo de abordagem dos participantes da pesquisa para a obtencéo do TCLE os pesquisadores
informaram que “N&o é possivel aplicagéo do TCLE, visto que o estudo tem carater retrospectivo e a analise

utilizara as informacdes contidas nos formularios de requisigéo
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laboratorial, que néo possuem contato telefénico dos pacientes, e as laminas histologicas arquivadas no
laboratério, ndo sendo possivel realizar entrevista ou avaliagio clinica dos pacientes”. Os pesquisadores
também argumentam que “Eu, Alexandro Barbosa de Azevedo, pesquisador responsavel pelo projeto
“DESORDENS POTENCIALMENTE MALIGNAS ORAIS: ANALISE CLINICOPATOLOGICA”, solicito diante
deste Comité de Etica em Pesquisa, a dispensa da utilizacao do Termo de Consentimento Livre e
Esclarecido (TCLE) para a realizacao deste projeto, tendo em vista que, como critério de incluséo, sera
utilizado apenas o material (ldminas histologicas) arquivadas no Laboratorio de Patologia Bucal da
Faculdade de Odontologia da Universidade do Estado do Rio de Janeiro. Compreendo que, embora esse
estudo n&o tenha participacéo direta dos pacientes, ao trabalhar com material proveniente deles, como
laminas histolégicas, & necessaria a autorizagédo dos mesmos para o uso deste material na pesquisa.
Entretanto, néo & possivel aplicacédo do TCLE, visto que o estudo tem carater retrospectivo baseado nas
informacdes contidas nos formularios de requisicdo arquivados no laboratorio, que nao possuem contato
telefdnico dos pacientes, e nas laminas histologicas arquivadas no laboratorio, ndo sendo possivel realizar
entrevista ou avaliacéo clinica dos mesmos. Acrescento ainda, que o estudo colhera somente as
informacdes referentes a analise desse material e ndo produzira qualguer alteracdo nos espécimes
pertencentes ao arquivo do referido laboratorio. Por esta razéo, solicitamos ao Comité de Etica em
Pesquisa, a dispensa da aplicac&o do TCLE e considerando também que o presente estudo néo interfere,
altera ou sequer apresenta riscos aos pacientes. Pelo contrario, o objetivo principal deste trabalho € melhor
compreender e reconhecer estas doengas para que, no futuro, os pacientes que as apresentem tenham um
diagnodstico oportuno e, por conseguinte, um tratamento adequado e melhor planejamento prognoéstico.
Nestes termos, me comprometo a cumprir todas as diretrizes e normas reguladoras descritas na Resolucéo
466/2012 do Conselho Nacional de Saude (CNS), que regulamenta pesquisas envolvendo seres humanos”.
Quanto & justificativa para participacéo de grupos vulneraveis os pesquisadores informaram que “N&o
havera participacédo de pacientes vulneraveis, menores de idade ou incapazes nesse estudo’.

Quanto as medidas para prote¢&o ou minimizag&o dos desconfortos e riscos previsiveis os pesquisadores
informaram que “Né&o ha previséo de medidas de protecéo, pois ndo hé risco ou desconforto previsivel”.
Quanto as medidas de protecdo a confidencialidade os pesquisadores informaram que “A confidencialidade
dos dados esta garantida. Ndo sera divulgada a identificac&o dos participantes da pesquisa dos quais
utilizaremos apenas as laminas histologicas. Alem disso, néo sera feito contato com os pacientes envolvidos
no estudo e todas as informacdes seréo obtidas junto aos
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registros laboratoriais”™.

Quanto a previsdo de ressarcimento de gastos os pesquisadores informaram que “Né&o existe previsdo de
gastos por parte dos participantes da pesquisa, logo, ndo ha previséo de ressarcimento de gastos”
Quanto a previsdo de indenizacéo e/ou reparacédo de danos os pesquisadores informaram que “N&o ha
previséo de danos aos participantes da pesquisa, logo, n&o ha previséo de indenizagdes e/ou reparacéo de
danos”.

Quanto aos critérios para suspender ou encerrar a pesquisa os pesquisadores informaram que “N&o ha
previséo de suspensé&o da pesquisa, portanto a mesma s0 sera encerrada quando houver a obtencéo das
informac&es desejadas”.

Consideragdes sobre os Termos de apresentagdo obrigatoria:

A FR foi apresentada preenchida (900 participantes, sem patrocinador principal) e assinada pelo
pesquisador responsavel (Dr Alexandro Barbosa de Azevedo) e pelo Diretor da FOP-UNICAMP (Dr.
Francisco Haiter Neto).

A capa do projeto cita os dados solicitados pelo CEP-FOP.

A declaracéo dos pesquisadores foi apresentada adequadamente preenchida e assinada.

A declaracéo da instituic&o foi apresentada adequadamente preenchida e assinada.

Foi apresentada a autorizag&o de acesso e uso dos arquivos de laminas da area de Patologia Bucal da FO-
UERJ assinada pelo Prof. Fabio Ramoa Pires.

A nao aplicacéo do TCLE fol justificada como descrito acima.

Comentario. Foi apresentada copia do cronograma ja apresentado no projeto de pesquisa, o que &
desnecessario.

Necessidade de registro de Biorrepositorio: A descricao da metodologia indica que serdo coletadas
amostras bioldgicas para a realizacdo da pesquisa, mas 0s pesquisadores explicam que o uso sera imediato
e que as amostras serdo imediatamente retornadas ao arquivo e nédo havera estocagem das mesmas,
caracterizando o uso imediato e definindo a ndo necessidade de registro de biorrepositorio.

O orcamento descrito na PB informa que a pesquisa n&o tera custo.

A pesquisa foi classificada na Grande Area 4 (Ciéncias da Saude) e tem como titulo publico “DESORDENS
POTENCIALMENTE MALIGNAS ORAIS: ANALISE CLINICO-PATOLOGICA®. A pesquisa néao foi
classificada nas areas tematicas especiais.

A Instituicéo proponente da pesquisa € a Faculdade de Odontologia de Piracicaba — Unicamp e o Hospital
Universitario Pedro Ernesto/UERJ foi listado como Instituicdo Coparticipante.
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Recomendacgdes:

As recomendacdes a seguir ndo séo pendéncias e podem ou ndo ser aplicaveis ao protocolo em tela. Nao
ha necessidade de resposta as mesmas. RECOMENDA(;)&O 1-E obrigac&o do pesquisador desenvolver o
projeto de pesquisa em completa conformidade com a proposta apresentada ao CEP. Mudancas que
venham a ser necessarias apos a aprovacéo pelo CEP devem ser comunicadas na forma de emendas ao
protocolo por meio da PB. RECOMENDA(;,E\O 2- Apos a aprovacdo do protocolo de pesquisa o0s
pesquisadores devem atentar para a necessidade de envio de relatorios parciais de atividade (no minimo
um a cada 12 meses) e do relatério final de atividade (ao término da pesquisa). Os pesquisadores devem
informar e justificar ao CEP a eventual necessidade de interrupcéo ou interrupcéo total ou parcial da
pesquisa. RECOMENDA(;)B.O 3- Reforca-se a necessidade do registro de Biorrepositorios para as amostras
biologicas coletadas e que néo sejam de uso imediato. A intenc&o deve ser registrada no projeto, no
Regulamento do Biorrepositdrio e no TCLE que sera assinado pelo participante. RECOMENDA(;/E\O 4- Os
pesquisadores devem atentar para a necessidade de aplicacéo de TCLE para coleta de amostras a serem
estocadas em Biobancos e Biorrepositorios e para a necessidade de aplicacdo de novo TCLE quando da
realizacéo de novas pesquisas com o material estocado. RECOMENDAQﬁD 5- Pesquisas com dentes
doados por profissionais de saude ainda séo toleradas em hipotese pelo CEP-FOP, mas os pesquisadores
devem estar cientes de que esta solugéo dista do ideal ético de consulta direta ao participante por meio de
TCLE especifico da pesquisa ou da obtencéo dos dentes a partir de um Biobanco de dentes e que estas
dltimas situagdes deveriam ser escolhidas em substituicdo & primeira. RECOMENDACAO 6- Os
pesquisadores devem manter os arquivos de fichas, termos, dados e amostras sob sua guarda por pelo
menos 5 anos ap6s o término da pesquisa. RECOI\;‘IENDAQI\O 7- Destaca-se que o parecer
consubstanciado & o documento oficial de aprovacéo do sistema CEP/CONEP e os certificados emitidos
pela secretaria do CEP-FOP, a pedido, apos a aprovacéo final do protocolo, s6 tém valor simbolico e devem
ser evitados. RECOMENDAGCAOQ 8- Intercorréncias e eventos adversos devem ser relatados ac CEP-FOP
por meio da PB. RECOMENDACAO 9- Os pesquisadores devem encaminhar os resultados da pesquisa
para publicacéo e divulgacéo, com devido crédito a todos que tenham colaborado com a realizacédo da
pesquisa. RECOI\-‘IENDA(;,E\O 10- O parecer do CEP-FOP & fortemente baseado nos textos do protocolo
encaminhado pelos pesquisadores e pode conter inclusive trechos transcritos literalmente do projeto ou de
outras partes do protocolo. Trata-se, ainda assim, de uma interpretacdo do protocolo. Caso algum trecho do
parecer ndao corresponda ao que efetivamente foi proposto no protocolo, os pesquisadores devem se

manifestar sobre esta discrepancia. A ndo manifestacéo dos pesquisadores sera
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Brod ™

interpretada como concordancia com a fidedignidade do texto do parecer no tocante a proposta do
protocolo.

Conclusées ou Pendéncias e Lista de Inadequagoes:

N&o ha mais pendéncias por resolver (vide texto acima).

Consideragdes Finais a critério do CEP:

Parecer de aprovacédo de Protocolo emitido "ad referendum” conforme autorizacéio do Colegiado na reuniéio
de 21/02/2018. Sera submetido para homologac&o na reunido de 13/02/2019.

Este parecer foi elaborado baseado nos documentos abaixo relacionados:

Tipo Documento Arquivo Postagem Autor Situacéo
Informacdes Basicas|PB_INFORMACOES_BASICAS DO P 12/12/2018 Aceito
do Projeto ROJETO 1263791 pdf 20:46:11
Projeto Detalhado / | 2Projeto pdf 12/12/2018 |Alexandro Barbosa Aceito
Brochura 20:44:37 |de Azevedo
Investigador
Outros Respostaparecer pdf 12/12/2018 [Alexandro Barbosa Aceito
20:40:07 _|de Azevedo

Folha de Rosto 1Folhaderosto_pdf 12/12/2018 [Alexandro Barbosa Aceito
20:36:33 | de Azevedo

Outros CEPcompleto.pdf 28/11/2018 |Leny Cecilia Faro Aceito
11:58:03 | Pereira

Outros S55Autarg.pdf 27/11/2018 |Alexandro Barbosa Aceito
17:57:03 _|de Azevedo

Declaracao de 52Declaralnstituicao_pdf 27/11/2018 |Alexandro Barbosa Aceito

Instituicédo e 17:48:53 |de Azevedo

Infraestrutura

Declaracao de 51DeclaraPesquisadores pdf 27/11/2018 |Alexandro Barbosa Aceito

Pesquisadores 17:47:32 |de Azevedo

TCLE/ Termos de  |[4TCLE pdf 27/11/2018 |Alexandro Barbosa Aceito

Assentimento / 17:46:07 |de Azevedo

Justificativa de

Auséncia

Outros Jcomentarios pdf 27/11/2018 |Alexandro Barbosa Aceito
174514 | de Azevedo

Situagao do Parecer:

Aprovado

Necessita Apreciagdo da CONEP:

Néo
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PIRACICABA, 14 de Dezembro de 2018

Assinado por:
jacks jorge junior

(Coordenador(a))
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ANEXO 2 — Comprovante de submisséo do artigo

20/06/2020 Yahoo Mail - Submission Confirmation

Submission Confirmation

De: OOOQ (Triple O) journal (em@editorialmanager.com)
Para: ramoafop@yahoo.com

Data: sabado, 20 de junho de 2020 06:24 BRT

Dear Dr. Pires,

Your submission entitied "Oral potentially malignant disorders: a retrospective clinical and pathological analysis of
953 cases with emphasis on oral epithelial dysplasia™ has been received by Oral Surgery, Oral Medicine, Oral
Pathology and Oral Radiclogy.

You may check on the progress of your paper by logging on to the Editorial Manager as an author. The URL is

https:/iwww editorialmanager. comitripieo/
Your userame is: ramoafop@yahoo.com

If you need to retrieve password details, please go to: Ditpl/iees glsevier comtnpleo/automail guery.asp
Your manuscript will be given a reference number when an Editor has been assigned.

Thank you for submitting your work to this journal.

Sincerely,

Editorial Manager

Oral Surgery, Oral Medicine, Oral Pathology and Oral Radiology

htipu/fwww oooojournal.net/

E-mail: {opleQjoumal@aomail.com

In compliance with data protection regulations, you may request that we remove your personal registration details at
any time. (Use the following URL: https://iwww.editorialmanager.com/tripleo/login.asp?a=r). Please contact the
publication office if you have any questions.
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