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Abstract

Oral potentially malignant disorders (OPMDs) are associated with an increased risk
of occurrence of cancers of the lip or oral cavity. This paper presents an updated
report on the nomenclature and the classification of OPMDs, based predominantly
on their clinical features, following discussions by an expert group at a workshop held
by the World Health Organization (WHO) Collaborating Centre for Oral Cancer in
the UK. The first workshop held in London in 2005 considered a wide spectrum of
disorders under the term “potentially malignant disorders of the oral mucosa” (PMD)
(now referred to as oral potentially malignant disorders: OPMD) including leukopla-
kia, erythroplakia, proliferative verrucous leukoplakia, oral lichen planus, oral submu-
cous fibrosis, palatal lesions in reverse smokers, lupus erythematosus, epidermolysis
bullosa, and dyskeratosis congenita. Any new evidence published in the intervening
period was considered to make essential changes to the 2007 classification. In the
current update, most entities were retained with minor changes to their definition.
There is sufficient evidence for an increased risk of oral cancer among patients diag-
nosed with “oral lichenoid lesions” and among those diagnosed with oral manifesta-
tions of ‘chronic graft-versus-host disease’. These have now been added to the list of
OPMDs. There is, to date, insufficient evidence concerning the malignant potential
of chronic hyperplastic candidosis and of oral exophytic verrucous hyperplasia to
consider these conditions as OPMDs. Furthermore, due to lack of clear evidence of
an OPMD in epidermolysis bullosa this was moved to the category with limited evi-
dence. We recommend the establishment of a global research consortium to further
study the natural history of OPMDs based on the classification and nomenclature
proposed here. This will require multi-center longitudinal studies with uniform diag-
nostic criteria to improve the identification and cancer risk stratification of patients
with OPMDs, link them to evidence-based interventions, with a goal to facilitate the

prevention and management of lip and oral cavity cancer.

1862 © 2020 Wiley Periodicals LLC

wileyonlinelibrary.com/journal/odi Oral Diseases. 2021;27:1862-1880.
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Desordens orais potencialmente malignas sao um
grupo heterogéneo de condicoes clinicamente
definidas e associadas com um risco variavel de

progressao para carcinoma escamocelular oral. A

maioria produz lesdes clinicamente visiveis

OMS, 2022




Desordens orais potencialmente malignas sao
gualguer anormalidade da mucosa oral que e
associada com um risco estatisticamente aumentado
de desenvolver um cancer oral

Warnakulasuriya et al, 2022
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TABLE 1 Recommended definitions for OPMDs

Disorder

Leukoplakia

Proliferative Verrucous Leukoplakia

(PVL)

Erythroplakia

Oral Submucous Fibrosis (OSF)

Oral Lichen Planus (OLP)

Actinic Keratosis (Actinic Cheilitis)
(AK/AC)

Palatal Lesions in Reverse Smokers

Oral Lupus Erythematosus (OLE)

Dyskeratosis Congenita (DC)

Newly included in 2020 classification
Oral Lichenoid Lesion (OLL)

Oral Graft versus Host Disease
(OGVHD)

Definition

A predominantly white plaque of questionable risk having
excluded (other) known diseases or disorders that carry no
increased risk for cancer

Progressive, persistent, and irreversible disorder characterized

by the presence of multiple Leukoplakia that frequently become

warty

A predominantly fiery red patch that cannot be characterized
clinically or pathologically as any other definable disease

A chronic, insidious disease that affects the oral mucosa, initially
resulting in loss of fibroelasticity of the lamina propria and as
the disease advances, results in fibrosis of the lamina propria
and the submucosa of the oral cavity along with epithelial
atrophy

A chronic inflammatory disorder of unknown etiology with

characteristic relapses and remissions, displaying white reticular

lesions, accompanied or not by atrophic, erosive and ulcerative
and/or plaque type areas. Lesions are frequently bilaterally
symmetrical. Desquamative gingivitis may be a feature

A disorder that results from sun damage and affects exposed
areas of the lips, most commonly the vermilion border of the
lower lip with a variable presentation of atrophic and erosive
areas and white plaques

White and/or red patches affecting the hard palate in reverse
smokers, frequently stained with nicotine

An autoimmune connective tissue disease which may affect
the lip and oral cavity, where it presents as an erythematous
area surrounded by whitish striae, frequently with a target
configuration

A rare cancer-prone inherited bone marrow failure syndrome
caused by aberrant telomere biology. It is characterized
clinically by the presence of the diagnostic triad of dysplastic
nails, lacy reticular skin pigmentation and oral leukoplakia

Oral lesions with lichenoid features but lacking the typical
clinical or histopathological appearances of OLP, that is, may
show asymmetry or are reactions to dental restorations or are
drug-induced

Clinical and histopathological presentations similar to oral lichen
planus in a patient developing an autoimmune, multi-organ
complication after allogeneic hematopoietic cell transplantation

Removed from the 2020 classification due to limited evidence

Oral Epidermolysis Bullosa (OEB)

A severe epidermal fragility disorder associated with trauma-
induced blistering, progressive soft tissue scarring, and
increased risk of epidermal cancer

Source

Warnakulasuriya et al, 2007

WHO Collaborating Centre 2020

WHO Collaborating Centre, 2007

Modified from: World Workshop on
Oral Medicine V, Kerr et al. (2011)

WHO Collaborating Centre 2020

WHO Collaborating Centre 2020

WHO Collaborating Centre 2020

WHO Collaborating Centre 2020

Ballew and Savage (2013)

WHO Collaborating Centre 2020

WHO Collaborating Centre 2020

Fritsch et al. (2008)

Warnakulasuriya, et al, 2021



Etiologia das DOPMs

o Tabaco (com e sem fumaca)
o Alcool

o Noz de areca (com ou sem
tabaco)

o HPV de alto risco

o Radiacao solar

o Susceptibilidade genética
o Microbioma oral

o Imunidade

o Etiologia nao identificada

OMS, 2022
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Leucoplasia

Leucoplasia €& um termo
clinico usado para descrever
placa  predominantemente
branca de risco questionavel
apos exclusao de outras
doencas conhecidas

Warnakulasuriya et al, 2007; OMS, 2022




Leucoplasia

Homens

Acima de 40 anos

Fumantes

1 a 4% nos paises ocidentais

Neville et al, 2016; Ganesh et al, 2018; OMS, 2022




Leucoplasia

* Homogénea
* Nao-homogénea

° LVP




Leucoplasia
homogénea

Lesao branca, de superficie plana,
aparéncia delgada, que pode
exibir fendas nao profundas e
possui superficie lisa, enrugada ou
corrugada com textura consistente
em toda a area

Axéll et al, 1996; OMS, 2017; Ganesh et al, 2018
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_eucoplasia nao-
NOMOogenea

Lesao branca e vermelha de
superficie irregular, nodular
ou exofitica

OMS, 2017; Ganesh et al, 2018













Leucoplasia verrucosa
proliferativa

A leucoplasia verrucosa proliferativa
(LVP) €é wuma variante clinico-
patologica da leucoplasia oral
multifocal, persistente e progressiva,
com alta taxa de recorréncia e alto
risco de progressao para carcinoma
espinocelular

OMS, 2017
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Fatores preditivos

Presenca de displasia epitelial

Leucoplasia nao-homogénea e LVP

Tamanho (>200mm)

Localizacao (assoalho de boca e
bordo lateral de lingua)

OMS, 2017




Table 7
Management of leukoplakia

LEUKOPLAKIA
(Provisional clinical diagnosis C1¥%)

Biopsia
Tratamento cirurgico
v
ACO m pa n h ame ntO Elimination of possible cause(s). including tobacco habits No possible cause(s)
(2-4 weeks 1o observe the result) (Definitive clinical diagnosis: C2)

Ablacao a laser

v v

Good response No response $ Biopsy
(Definitive clinical diagnosis C2)

l

Histopathologically proven diagnosis
(By exclusion of "other known lesions™: C3 or C4)

Transformagdo: 1a 2% 1 l
v
Com d iSplaSia : 12% Known lesion Non-dysplastic leukoplakia Dysplastic leukoplakia Known lesion
* Management accordingly l l e Management accordingly
Treatment (if feasible, ¢.g. <2-3¢cm) Treatment (if feasible, e.g. < 2-3 cm)
* Follow-up in both treated * Follow-up in both treated
and untreated patients and untreated patients
at intervals of 6 months: lifelong (7) at intervals of 3 months: lifelong (7)

* C = cenainty factor

van der Waal, 2009




ERITROPLASIA Aspectos clinicos e

conduta clinica




Eritroplasia

Manchas vermelhas que nao
podem ser definidas clinica
ou patologicamente como
qualquer outra lesao
definivel

Warnakulasuriya, et al, 2021; OMS, 2022




Eritroplasia

o Sem predilecao por sexo
o Entre 60 e 75 anos

o Assoalho de boca, mucosa jugal
e palato mole

o Prevalancia de 0,02% a 0,83%
nos paises ocidentais

OMS, 2017; Ganesh et al, 2018













C O n d u ta Remover possiveis fatores irritativos

Realizacao de biopsia

Remocao cirurgica total, caso possivel

Ablacao a laser
Acompanhamento por longos periodos

Recidiva e envolvimento multifocal
comuns

Transformacao maligna em 14% a 50%
dos casos

Neville et al, 2016; Ganesh et al, 2018




QUEILITE
ACTINICA




Queilite actinica

Condicao potencialmente
maligna comum do
vermelhao do labio inferior
que resulta de uma
exposicao progressiva
excessiva ao espectro
ultravioleta da luz solar

Neville et al, 2016




Queilite actinica

e Género masculino (10:1)

* Acima dos 45 anos

* Atrofia do vermelhao do
labio

* Apagamento da margem

* Ulceracao focal cronica






















C d * Orientacao
O n u ta * Barreiras fisicas e quimicas

* Bidpsia (endurecimento,
espessamento, areas
leucoplasicas e ulceradas)

* Ablacao a laser

 Aplicacao topica de 5-
fluorouracil, imiguimod

* Terapia fotodinamica e
guimioexfoliacao

* Acompanhamento de longa
duracao







Carcinoma epidermoide

O carcinoma epidermoide
oral € uma neoplasia maligna
que surge do epitélio da
mucosa oral e apresenta
diferenciacao escamosa
variavel

OMS, 2022




Fumo

Alcool

Radiacao solar ETIOLOGIA
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Assoclated factors with oral cancer:
a study of case control in a population
of the Brazil's Northeast

Jarielle Oliveira Mascarenhas Andrade', Carlos Antonio de Souza Teles Santos',
Marcio Campos Oliveira

REV BRAS EPIDEMIOL OCT-DEC 2015; 18(4): 894-905

ABSTRACT: Objective: This study aimed at assessing the association between factors such as age, sex, skin
color, occupation, educational level, marital status, place of residence, and tobacco and alcohol consumptions
and oral cancer in individuals in a city in the northeast of Brazil between 2002 and 2012. Methods: This is a
case—control study. The case group consisted of 127 people attended at the Oral Injury Reference Center with
histopathological diagnosis of oral squamous cell carcinoma. The control group consisted of 254 individuals
treated at the same center. The study considered two controls for each case. The cases and controls were adjusted
according to sex and age. Univariate and bivariate analyses were performed (Pearson )*test) to verify the
correlation between the dependent variable (oral cancer) and the independent variables; odds ratio (OR) and
the confidence interval of 95% (95%CI) were calculated. Finally, in the multivariate analysis, it was used as the
hierarchical model with logistic regression to explain the interrelationships between the independent variables
and oral cancer. Results: Consumption of more than 20 cigarettes per day [OR = 6.64; 95%CI 2.07 — 21.32;
p <0.001], an excessive alcohol consumption [OR = 3.25; 95%CI 1.03 — 10.22; p < 0.044], and the synergistic
consumption of tobacco and alcohol [OR = 9.65; 95%CI 1.57 — 59.08; p < 0.014] are the most important risk
factors for oral cancer. Conclusion: It was concluded that tobacco and alcohol consumptions are the most
important factors for the development of oral cancer. Sociodemographic factors were not associated with

this neoplasm after adjusting for smoking and drinking.

Keywords: Mouth neoplasms. Squamous cell carcinoma. Epidemiology. Risk factors. Case—controls studies.
Odds ratio.
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Relevancia clinica:

1. Pacientes com esta doencga geralmente sao
homens jovens (40-50 anos ao diagndstico)
nao tabagistas que apresentam tumores
primarios peguenos e pouco sintomaticos em
tonsila palatina ou base de lingua, com
metastases cervicais de aparéncia cistica

2. A quantidade de parceiros de sexo oral, a
frequéncia da realizacao de sexo oral e 0
tempo de inicio da pratica do sexo oral
parecem impactar o risco do desenvolvimento
do cancer de orofaringe

3. ASCO/CAP recomendam a investigagao do
status tumoral por meio da combinag¢ao da
imunoexpressao de p16 seguida de estudos
especificos (PCR ou ISH) para todos os
carcinomas de orofaringe

4. O status tumoral positivo para HPV tem
potencial para modificar o tratamento
oncoldgico com tendéncia a melhor resposta
para quimiorradioterapia concomitante (nao
cirurgicos)

5. A vacinagao de criangas/adolescentes
masculinos e femininos contra o HPV é uma
estratégia de prevencgao primaria
universalmente disponivel no Brasil via SUS



Populacio

Distribuicao espacial das taxas ajustadas
de incidéncia por 100 mil habitantes,
estimadas para o ano de 2023

Cancer de cavidade oral

Total

Ws25-879

B 503-624
W 377-502
I 254-376

“Populacio padrdo mundial (1960)

padrac mundial (1980

Total

M 307-391
i 268-306
B 213-267
W 154-212

*Populacdo padrio mundial (1960)

Estimativa INCA 2023:
incidéncia de cancer no Brasil
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*NUmeros arredendados para multiplos de 10

Os canceres de cavidade oral e de laringe,
respectivamente, sdo o quinto e oitavo tipos mais
comuns de cancer entre os homens.
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CARACTERISTICAS
CLINICAS

= 4omens mais velhos

= Cumantes e etilistas cronicos

o  Radiacio solar

= ./ Accintomaticos no inicio

= .Aumento da incidéncia em mulheres



































































CO n d uta  Encaminhamento ao cirurgido de
cabeca e pescoco apos diagnodstico
* Tratamento cirurgico exclusivo ou

em combinacao

* Tratamento radioterapico exclusivo
ou em combinacao

* Novas modalidades terapéuticas

* Prognostico dependente do
estadiamento do tumor

* Sobrevida de 5 anos em até 50%
dos casos

* Labio com melhor prognostico e
lingua com pior
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