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RESUMO

Os adenomas pleomorficos (AP) sdo tumores benignos das glandulas salivares caracterizados
por citomorfologia e arquitetura varidveis, representando a neoplasia mais comum das
glandulas salivares menores intraorais. Clinicamente, apresentam-se como nodulos firmes,
assintomaticos e de crescimento lento, sendo o tratamento baseado na excisdao cirtrgica
completa, com excelente progndstico quando adequadamente realizado. O objetivo deste estudo
foi descrever e analisar os aspectos demograficos, clinico-patologicos, terapéuticos e
prognosticos de uma série de casos de AP intraoral diagnosticados retrospectivamente em dois
Servigos de Estomatologia/Patologia Oral localizados em Minas Gerais, Brasil, no periodo de
1978 a 2024, bem como comparar esses achados com dados previamente publicados na
literatura brasileira. Foram revisados 25.168 laudos anatomopatologicos, identificando-se 344
casos validos de neoplasias salivares, das quais 229 envolveram glandulas salivares menores.
Entre estas, 92 casos foram diagnosticados como AP intraoral, correspondendo a 40,17% dessas
neoplasias. Observou-se predilecdo pelo sexo feminino, com média de idade de 43,1 anos,
maior frequéncia em pacientes leucodermas e acometimento predominante do palato. As lesdes
apresentaram-se como nddulos bem delimitados, sésseis, firmes, indolores e ndo ulcerados, com
tamanho médio de 2,4 cm e tempo médio de evolucao de 42,6 meses. O tratamento consistiu
em excisdo cirurgica conservadora em todos os casos com informacgdes disponiveis, sendo que
margens cirargicas livres foram observadas em 58,4% dos pacientes. O acompanhamento
clinico, disponivel para 11 casos, demonstrou baixo indice de complica¢des pos-operatdrias e
tempo médio de acompanhamento de 44,7 + 49,4 meses. A analise estatistica, realizada por
meio do Teste Exato de Fisher, revelou baixa taxa de recidiva ¢ auséncia de associagdo
significativa entre recorréncia e variaveis como sexo, idade, cor da pele, tamanho da lesdo,
duragdo e caracteristicas clinicas (Teste Exato de Fisher: p > 0,05). No entanto, a localizacao
no palato (Teste Exato de Fisher: p = 0,0469) e a presenca de sintomas (Teste Exato de Fisher:
p = 0,0215) apresentaram associagdo significativa com a recorréncia tumoral. A comparagao
com dados de 23 publicagdes previamente reportadas na literatura brasileira demonstrou que os
achados deste estudo sdo consistentes com o perfil clinico-epidemiologico descrito para o AP
intraoral, caracterizado por predilecdo pelo sexo feminino, localizacdo preferencial no palato,
comportamento clinico benigno e excelente prognostico apos tratamento cirtirgico adequado.
Conclui-se que o AP intraoral apresenta elevada frequéncia entre as neoplasias de glandulas
salivares menores, com caracteristicas clinicas e progndstico favoravel, reforcando a
importancia do diagnodstico precoce, da excisdo cirurgica adequada e do acompanhamento
clinico a longo prazo. Além disso, este estudo contribui para o melhor entendimento do perfil
clinico-patologico dessa neoplasia na populacdo brasileira, fornecendo dados relevantes
provenientes de uma extensa série retrospectiva e de sua comparagdo com a literatura nacional.

Palavras-chave: Neoplasias de glandulas salivares; Neoplasias Benignas; Adenoma
pleomorfico; Terapia.






ABSTRACT

Pleomorphic adenomas (PA) are benign salivary gland tumors characterized by variable
cytomorphology and architectural features, representing the most common neoplasm of the
intraoral minor salivary glands. Clinically, they present as firm, asymptomatic, slow-growing
nodules, and treatment is based on complete surgical excision, with an excellent prognosis when
adequately performed. The aim of this study was to describe and analyze the demographic,
clinicopathological, therapeutic, and prognostic aspects of a series of intraoral PA cases
retrospectively diagnosed in two Oral Stomatology/Pathology Services located in Minas Gerais,
Brazil, between 1978 and 2024, as well as to compare these findings with data previously
published in the Brazilian literature. A total of 25,168 anatomopathological reports were
reviewed, identifying 344 valid cases of salivary gland neoplasms, of which 229 involved minor
salivary glands. Among these, 92 cases were diagnosed as intraoral PA, corresponding to
40.17% of these neoplasms. A predilection for female patients was observed, with a mean age
of 43.1 years, higher frequency in white patients, and predominant involvement of the palate.
The lesions presented as well-defined, sessile, firm, painless, and non-ulcerated nodules, with
amean size of 2.4 cm and a mean duration of 42.6 months. Treatment consisted of conservative
surgical excision in all cases with available information, and histologically clear surgical
margins were observed in 58.4% of patients. Clinical follow-up, available for 11 cases,
demonstrated a low rate of postoperative complications and a mean follow-up time of 44.7 +
49.4 months. Statistical analysis performed using Fisher’s exact test revealed a low recurrence
rate and no significant association between recurrence and variables such as sex, age, skin color,
lesion size, duration, and clinical characteristics (Fisher’s exact test: p > 0.05). However, lesion
location in the palate (Fisher’s exact test: p = 0.0469) and the presence of symptoms (Fisher’s
exact test: p = 0.0215) showed a significant association with tumor recurrence. Comparison
with data from 23 publications previously reported in the Brazilian literature demonstrated that
the findings of this study are consistent with the clinicopathological profile described for
intraoral PA, characterized by female predilection, preferential palatal location, benign clinical
behavior, and excellent prognosis after appropriate surgical treatment. In conclusion, intraoral
PA presents a high frequency among minor salivary gland neoplasms, with favorable clinical
characteristics and prognosis, reinforcing the importance of early diagnosis, adequate surgical
excision, and long-term clinical follow-up. Furthermore, this study contributes to a better
understanding of the clinicopathological profile of this neoplasm in the Brazilian population,
providing relevant data from an extensive retrospective series and its comparison with the
national literature.

Keywords: Salivary gland neoplasms; Benign neoplasms; Pleomorphic adenoma; Therapy.
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1.INTRODUCAO

Os adenomas pleomorficos (APs) sdao definidos pela Organizagao Mundial da Saude
(OMS) como tumores benignos das glandulas salivares com citomorfologia e caracteristicas
arquitetonicas variaveis. A identificagdo dos componentes epiteliais € mioepiteliais/estromais
¢ essencial para o diagndstico de AP. Os tumores das glandulas salivares representam 3% de
todas as neoplasias em humanos, sendo que o AP representa 50-70% de todas as neoplasias das
glandulas salivares. Embora sejam mais frequentemente encontrados nas glandulas salivares
maiores (aproximadamente 60%) em comparacdo as glandulas salivares menores (cerca de
40%), o AP ainda representa a neoplasia intraoral mais comum de origem nas glandulas
salivares menores. Este tumor se desenvolve mais comumente em pacientes do sexo feminino
e pode ocorrer em qualquer idade, com preferéncia por adultos jovens entre a quarta e sexta
décadas de vida. A idade média ao diagndstico ¢ de aproximadamente 45 anos (ROCHA et al.,
2015; OLIVEIRA et al.,2016; SANTOS et al., 2016; CAMACHO et al.,2021; HERNANDEZ-
PRERA et al., 2024).

No contexto das glandulas salivares menores intraorais, clinicamente o AP se apresenta
como um nédulo firme, indolor e de crescimento lento. Geralmente, a lesdo tem um diametro
médio de 3 cm no momento de diagnostico, mas se ndo for tratada, pode crescer até atingir
dimensdes maiores que 10 cm, levando a graves deformidades faciais. O sitio intraoral mais
frequentemente acometido por essa neoplasia benigna ¢ o palato, correspondendo a cerca de
54% dos casos. Nessa localizagdo, o AP geralmente se situa na regido posterolateral,
manifestando-se como uma massa arredondada, de superficie lisa e consisténcia firme. A
mucosa do palato duro costuma estar firmemente aderida a capsula tumoral, conferindo aspecto
de lesdo imoével, o que auxilia na diferenciacdo em relagcdo as neoplasias do labio e da mucosa
jugal, que tendem a apresentar maior mobilidade. Outros sitios intraorais comumente
acometidos incluem o labio (aproximadamente 10%), a mucosa jugal (cerca de 5%) e a regiao
retromolar (menos de 1%). Mais raramente, essa neoplasia pode ocorrer em locais como
cavidade nasal, seios paranasais, base do cranio, canal auditivo externo e laringe (UTUMI et
al., 2009; OLIVEIRA et al., 2016; CARDOSO et al., 2018; PEREZ-DE-OLIVEIRA et al.,
2019).

A etiologia precisa do AP permanece desconhecida, porém tem sido associada a
exposicao a radiacdo e a possivel influéncia hormonal. Essa hipotese € sustentada pela maior
prevaléncia do tumor no sexo feminino e pela semelhanca estrutural, funcional e embrioldgica
entre as glandulas salivares e as glandulas mamarias, que sdo reconhecidamente hormodnio-
dependentes. Estudos epidemioldgicos também demonstraram frequéncia superior a esperada
de ocorréncia concomitante entre neoplasias mamarias e de glandulas salivares, sugerindo a
participagcdo de hormdnios reprodutivos, como o estrégeno e a progesterona, na tumorigénese
dessas estruturas. Além disso, estudos imunohistoquimicos evidenciaram a expressdao de
receptores de estrégeno, progesterona e do receptor do fator de crescimento semelhante a
insulina tipo 1 (IGF-1R) nas células tumorais, indicando que a proliferacao, diferenciagdo e
manutencdo desse neoplasma podem ser moduladas por estimulos hormonais e fatores de
crescimento. O IGF-1, em particular, desempenha papel fundamental na proliferacao celular,
diferenciacdo e inibicdo da apoptose, sendo considerado um importante mediador da
tumorigénese em diferentes tecidos. A presenca desses receptores, aliada a evidéncia
experimental de que hormonios podem modular o indice proliferativo de células tumorais,
reforca a hipotese de que vias de sinalizagdo hormonal estejam envolvidas no desenvolvimento
e na progressdao do AP, influenciando seu comportamento bioldgico. Entretanto, apesar dessas
evidéncias, os mecanismos exatos pelos quais os hormonios participam da patogénese desse
tumor ainda ndo estdo completamente esclarecidos, ressaltando a necessidade de investigacdes
adicionais para melhor compreensdo de sua etiologia (GLAS et al., 2002; CARVALHOSA,



2004).

Além dos fatores hormonais possivelmente envolvidos, o AP apresenta caracteristicas
histogenéticas e moleculares especificas relacionadas a sua origem e desenvolvimento.
Acredita-se que o AP se origine da proliferagao combinada de células ductais e mioepiteliais,
associada a produgdo de um estroma varidvel, o que explica sua diversidade morfoldgica. Nao
¢ um verdadeiro tumor misto, embora se apresente semelhante ao mesénquima com um
proeminente componente estromal. Aproximadamente 70% dos AP apresentam translocacdes
ou rearranjos intracromossdémicos com alteragdes nao clonais esporadicas. As translocagoes e
rearranjos resultam em fusdes gé€nicas envolvendo os genes do fator de transcricdo PLAGI no
braco curto do cromossomo 8 e em HMGA-2 localizado em 12q14-15. O PLAGI codifica uma
proteina relacionada a progressao do ciclo celular que ¢ ativada devido a troca do promotor com
o de varios outros genes. A superexpressdo leva a desregulagdo dos genes-alvo PLAGI,
principalmente IGF2. J& o HMGA-2 codifica uma proteina de grupo de alta mobilidade que
funciona como um fator de transcri¢ao arquitetural, levando a ativacdo da expressdao dos
reguladores do ciclo celular (ciclina A e ciclina B2). A regulacdo negativa do fator inibitorio
de WNT-1, foi recentemente descrita em um subconjunto de APs, associada a um risco
aumentado de transformacdo maligna. A mutagdo e a superexpressdo de um HRAS também
foram encontradas em um outro subconjunto de AP. Um estudo recente demonstrou que as
c¢lulas mioepiteliais do AP expressam o marcador de células-tronco CD44 (HERNANDEZ-
PRERA et al., 2024).

Para o diagnostico do AP, os exames de imagem e os métodos de obtencao tecidual
desempenham papel fundamental na avaliagdo inicial e no planejamento terapéutico. Na
ultrassonografia, o AP geralmente se apresenta como uma lesdo hipoecoica, bem delimitada,
frequentemente com contornos lobulados e podendo apresentar refor¢o acustico posterior. Na
tomografia computadorizada (TC), caracteriza-se tipicamente como uma massa globular de
densidade homogénea de tecido mole, com margens regulares ou lobuladas; lesdes maiores
podem apresentar areas de necrose, enquanto calcificagdes sdo incomuns. Entre os exames
complementares, a puncao aspirativa com agulha fina destaca-se como método minimamente
invasivo, realizado em ambiente ambulatorial, com sensibilidade aproximada de 90% na
diferenciagdo entre lesdes benignas e malignas, contribuindo de forma significativa para o
planejamento terapéutico e para a redu¢do de procedimentos cirurgicos desnecessarios. A
biopsia também pode ser empregada para obtencdo de amostras histologicas mais
representativas, permitindo maior precisdo na determinagdo do subtipo tumoral e de seu
potencial de agressividade, embora seja um método mais invasivo. Ambos os procedimentos
apresentam baixas taxas de disseminagdo tumoral, sendo considerados seguros e eficazes no
diagnostico dessas neoplasias (PRADO ef al., 2006; MORAES et al., 2018; KALWANIYA et
al., 2023).

O diagndstico diferencial do AP inclui diversas lesdes benignas e malignas das
glandulas salivares e dos tecidos moles adjacentes. Entre as lesdes benignas, destacam-se o
adenoma monomorfico, o adenoma oxifilico, o cistadenoma linfomatoso papilar (tumor de
Warthin), a mucocele, o fibroma e o lipoma. Entretanto, ¢ fundamental considerar também
neoplasias malignas com caracteristicas clinicas semelhantes, como o carcinoma
mucoepidermoide, o adenocarcinoma, o carcinoma adenoide cistico e o carcinoma de células
acinares. Esses diagnosticos diferenciais s6 podem ser excluidos apos cuidadosa analise
histopatologica (PRADO et al., 2006; MORAES et al., 2018).

Histologicamente, o AP apresenta uma combinacdo varidvel de componentes epiteliais,
mioepiteliais e estromais. Geralmente, apresenta-se como um tumor bem delimitado e
encapsulado, embora a capsula possa estar ausente em tumores de glandulas salivares menores
e em lesdes com predominio de estroma condromixoide. E composto por uma mistura de
epitélio glandular e células mioepiteliais que contribuem para a producao da matriz. O
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componente epitelial organiza-se em diferentes padrdes morfoldgicos, incluindo ductos,
tabulos, corddes e ninhos solidos, frequentemente dispostos em estruturas tubulares
bilamelares, nas quais as células mioepiteliais se integram ao estroma adjacente. As células
mioepiteliais podem assumir morfologias epitelioide, basaloide, estrelada, fusiforme, de células
claras, oncocitica ou plasmocitoide. O estroma pode apresentar caracteristicas variadas,
incluindo aspectos mixoide, mucoide, hialinizado, condroide, 6sseo ou lipomatoso, podendo
predominar em determinadas lesdes. Em alguns casos, tumores com estroma condromixoide
abundante e com escassez de componentes celulares podem mimetizar neoplasias cartilaginosas
verdadeiras, enquanto nos APs celulares observa-se predominancia dos componentes epiteliais
e mioepiteliais sobre o estroma, sem evidéncia de invasdao. Além disso, caracteristicas como
bosselamento capsular, presenca de pseudopodes, nodulos satélites, crescimento multinodular
e acinos ndo neoplasicos na periferia podem ser observadas e nao constituem critérios de
malignidade (SILVA et al., 2007; PEREZ-DE-OLIVEIRA et al., 2009; OLIVEIRA et al.,
2016; CARDOSO et al., 2018; HERNANDEZ-PRERA et al., 2024).

O tratamento para o AP ¢ cirurgico. A excisdo completa da lesdo € essencial para evitar
uma possivel recorréncia. No palato, recomenda-se a excisdo cirurgica local ampla, incluindo
a mucosa de revestimento ¢ uma margem de tecido normal, devido a possibilidade de extensao
microscopica tumoral e a auséncia ou incompletude da capsula nessa regido. Em outros locais
da cavidade oral, a lesdo geralmente ¢ facilmente enucleada por meio de uma incisdo local
conservadora, gracas a sua maior encapsulacao/delimitacdo (MORAES ef al., 2018).

Se ndo for completamente removido, o AP apresenta maior taxa de recorréncia,
resultando em um risco mais elevado da transformacdo maligna do tumor (OLIVEIRA et al.,
2016). A recorréncia do AP ¢ atribuida a ruptura da capsula, deixando ilhas de tecido tumoral
durante a cirurgia. As recidivas podem ocorrer esporadicamente, sendo apropriado um periodo
de acompanhamento de 10 a 20 anos. Por outro lado, quando a remocao cirrgica ¢ realizada
adequadamente, o prognostico € excelente, com uma taxa de cura superior a 95%. Nos casos
de maligniza¢do, o AP pode evoluir para carcinoma ex AP, uma neoplasia maligna que
representa sua complicagdo tardia mais grave. Essa transformagdo estd associada a alteragdes
moleculares envolvendo genes supressores tumorais € oncogenes, que contribuem para a
progressao neoplasica. A taxa de malignizacdo € estimada em aproximadamente 1,5% dos casos
apos 5 anos de evolucdo, podendo aumentar para até 25% apds 20 anos, especialmente em
tumores nao tratados ou de longa duracdo (MORAES et al., 2018; COELHO et al., 2024).

Apesar de apresentar um prognéstico favoravel, ha evidéncias de que, em raras

circunstancias, o AP pode originar metastases mesmo na auséncia de transformac¢do maligna,
condicdo denominada adenoma pleomorfico metastatico. Esta neoplasia representa um
paradoxo clinicopatologico, pois mantém caracteristicas histologicas benignas, mas apresenta
comportamento bioldgico maligno, com disseminacdo para sitios distantes, como 0ssos,
pulmdes e linfonodos cervicais, frequentemente ap6s um longo periodo de laténcia que pode
ultrapassar uma década. A ocorréncia de metéstases estd frequentemente associada a historia
prévia de recorréncias locais e, possivelmente, a resseccao cirurgica incompleta. Embora raro,
o AP metastitico ¢ atualmente considerado uma neoplasia de baixo grau com potencial de
morbidade significativa, refor¢ando a importancia do diagndstico precoce, da excisdo cirurgica
adequada e da vigilancia a longo prazo (KNIGHT et al., 2015).
O objetivo deste estudo foi descrever e analisar os dados demograficos, clinico-patologicos,
terapéuticos e prognosticos de uma série de casos diagnosticados retrospectivamente como AP
intraoral, originarios dos Servigos de Estomatologia/Patologia Oral da Universidade de
Uberaba — UNIUBE e do Laboratorio de Patologia Bucal - FOUFU, no periodo de 1978 a 2024.
Este estudo também buscou comparar esses achados com uma revisao da literatura de casos e
séries brasileiras previamente publicadas.
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2. HIPOTESE / JUSTIFICATIVAS

HIPOTESE: Segundo APPOLINARIO, F. em 2012, pesquisas descritivas de
levantamento, ndo necessitam apresentar hipoteses.

JUSTIFICATIVA: O presente trabalho apresentard as caracteristicas clinicas,
histopatologicas de tratamento e prognostico do AP, descrevendo assim as melhores opgdes
terapéuticas para esta lesdo. O diagnostico prematuro dessa neoplasia benigna resulta, na
maioria dos casos, em tratamentos mais conservadores ¢ em melhores prognosticos para o
paciente. Portanto, este projeto tem por objetivo orientar o cirurgido dentista sobre o tratamento
e progndstico de pacientes portadores desta lesdo. Como todo estudo descritivo observacional
de dados clinicos e patoldgicos, os dados aqui apresentados contribuirdo para o entendimento
do comportamento biologico dos AP intraorais, servindo assim como pardmetro para o
planejamento de medidas especificas de tratamentos dessas lesoes.
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3. OBJETIVOS:

Objetivos Gerais:

Descrever e analisar as caracteristicas, tratamentos e prognosticos de uma série de casos
retrospectivamente  diagnosticados como AP, procedentes dos  Servico de
Estomatologia/Patologia Oral da Universidade de Uberaba - UNIUBE e do Laboratério de
Patologia Bucal — FOUFU.

Objetivos Especificos:
Obter dos prontuarios informagdes clinicas e patologicas relevantes, a fim de caracterizar os
presentes casos clinicos e comparar os dados levantados anteriormente com uma revisao da
literatura internacional.
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4. MATERIAIS E METODOS:

Populacao a ser estudada/ Local de realizacdo da pesquisa: Os dados foram coletados dos
exames anatomopatoldgicos de todos os pacientes com Neoplasia de Glandula Salivar Menor,
diagnosticados e tratados, pelos servigos: 1- Laboratorio de Patologia Oral da Universidade
Federal de Uberlandia — UFU (1978-2024) e 2- Laboratério de Patologia Oral da Universidade
— UNIUBE (1999-2024) (CID10: C00.9; C02; C03; C04; C05; C06; C06.0; C06.1; C06.2;
C06.9; C14). O critério para diagnostico das lesdes citadas acima, seguiu o proposto pela
Organizag¢ao Mundial da Saude em 2024. (HERNANDEZ-PRERA et al., 2024)

Garantias éticas aos participantes da pesquisa: Antes do inicio desse trabalho, este protocolo
de pesquisa foi submetido para apreciacio ética pelo Comité de Etica em Pesquisa da
Universidade de Uberaba — UNIUBE (83277824.2.0000.5145). Todos os pesquisadores
envolvidos tomaram medidas que garantam a liberdade de participacdo, a integridade do
participante da pesquisa e a preservacdo dos dados que possam identificd-lo, garantindo,
especialmente, a privacidade, sigilo e confidencialidade.

Método a ser utilizado: Os dados foram coletados por dois pesquisadores cegamente, sendo
posteriormente confirmados por um supervisor. Informagdes sociodemograficas e
clinicopatoldgicas dos pacientes participantes foram obtidas a partir de consulta aos prontuarios
odontologicos e exames anatomopatoldgicos. Todos os dados foram coletados por meio de um
instrumento de coleta qualificado (questionario semiestruturado). Os dados coletados incluiram
idade (em anos), sexo genético (masculino ou feminino), cor/etnia (branco, pardo, negro e
amarelo), sintomatologia (presenca de tumoracao e/ou dor), tipo histolégico da lesao, tempo de
evolucdo (em meses), natureza (primaria ou recidiva/persisténcia), tratamento empregado
(resseccdo conservadora e/ou agressiva), acompanhamento (em meses) € prognostico
(favoravel, reservado e/ou desvaforavel).

Os dados experimentais foram descritos utilizando, quando pertinente, média + desvio padrao,
mediana e percentual. A andlise estatistica foi realizada utilizando-se o software GraphPad
Prism 6.0 (GraphPad Software, San Diego, CA, USA). Para avaliar a associacdo entre os fatores
clinicopatoldgicos e a ocorréncia de recidivas, foram aplicados o teste do qui-quadrado ou o
teste exato de Fisher. Adotou-se nivel de significincia de 0,5%, sendo considerados
estatisticamente significativos os valores de p <0,05.

Critérios de inclusio e exclusio dos participantes da pesquisa:

(A)  Critérios Inclusdo: (a) Todos os pacientes diagnosticados retrospectivamente com
Neoplasias de Glandulas Salivares Menores. (CID10: C00.9; C02; C03; C04; C05; C06; C06.0;
C06.1; C06.2; C06.9; C14). (B) Critérios Exclusdo: (a) Casos demostrando achados clinicos e
histopatologicos inconsistentes, ausentes ou com prontuarios mal preenchidos; (b) casos
duplicados; (c) casos de se configuram Neoplasias de Glandulas Salivares Maiores.

Riscos e beneficios envolvidos na execucio da pesquisa:

(A) RISCOS: Toda coleta de dados envolvendo seres humanos acarreta algum tipo de risco,
seja ele fisico, psiquico, moral, intelectual, social, cultural ou espiritual. Contudo, devido ao
seu delineamento retrospectivo, o Unico possivel risco deste projeto seria perda da
confidencialidade dos dados, dessa forma, conforme descrito no TERMO DE
COMPROMISSO PARA UTILIZACAO DE DADOS DE ARQUIVO (PRONTUARIOS), os
autores se comprometeram a seguir regras explicitas a fim de preservar a privacidade dos dados
coletados, de assegurar que as informagdes foram utilizadas tnica e exclusivamente para a
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execucdo do projeto e de garantir que as informagdes somente serdo divulgadas de forma
andnima, nao sendo usadas iniciais ou quaisquer outras indicagdes que possam identificar o
sujeito da pesquisa.

(B) BENEFICIOS: Nio existem beneficios diretos para a populagio estudada, contudo os
dados aqui levantados serdo importantes para a Sociedade e para a Literatura, pois estes
delimitaram quais sujeitos tem maiores risco de desenvolver lesdes fibro-0sseas benignas, bem
como conhecer quais os tratamentos e prognosticos mais comumente utilizados/encontrados
neste tipo de paciente. Ademais, ao se conhecer os tratamentos utilizados poderemos evidenciar
quais destes sdao mais efetivos, possibilitando ensaios clinicos efetivos subsequentes
(Beneficios indiretos). Critérios de encerramento ou suspensao de pesquisa: ndo se aplica.

Revisio da literatura:

Trata-se de uma revisao de literatura de carater abrangente, cujo objetivo foi descrever as
principais caracteristicas clinicas e histopatologicas do adenoma pleomorfico (AP) nas
diferentes regides do Brasil, sob uma perspectiva tedrica e contextual, a partir da analise
critica da produgao cientifica disponivel.

A sistematizagdo dessas informacdes permitiu uma compreensao clara e objetiva dos aspectos
clinicos mais relevantes, incluindo a distribui¢do proporcional dos casos entre as regioes
brasileiras, bem como varidveis como género, faixa etaria, raca, sintomatologia, achados
histopatologicos e conduta terapéutica. A coleta de dados possibilitou a analise comparativa
entre diferentes localidades do pais. Para isso, foram realizadas buscas em bases de dados
eletronicas e bibliotecas virtuais, incluindo PUBMED, SCIELO e GOOGLE ACADEMICO,
abrangendo o periodo de 1999 a 2024. Ao final, foram selecionados 23 artigos publicados nos
idiomas portugués e inglé€s. Os dados obtidos foram organizados por meio de estatistica
descritiva, utilizando média + desvio padrao, mediana e frequéncias percentuais.

A selecdo dos estudos seguiu critérios previamente estabelecidos de inclusdo e exclusdo.
Como critérios de inclusdo, consideraram-se: (a) artigos originais; (b) publicagdes dentro do
periodo e idiomas definidos; e (c) estudos que abordassem de forma objetiva as variaveis de
interesse desta revisdo. Foram extraidas informacdes referentes a propor¢cao de AP em relagao
as demais neoplasias de glandulas salivares menores, distribui¢do por género, década de vida
mais acometida, manifestacdes clinicas, localizagao da lesdao, padrdes histopatoldgicos,
tratamento instituido e ocorréncia de recidivas.

Como critérios de exclusao, foram desconsiderados estudos que ndo apresentavam relevancia
para os objetivos propostos, bem como aqueles que abordavam casos de AP fora do territorio
brasileiro. Posteriormente, os dados coletados foram organizados segundo as regides
geograficas do pais (Sul, Sudeste, Centro-Oeste, Nordeste e Norte), permitindo a identificacao
de semelhangas e diferencgas entre os distintos centros de atendimento analisados.
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5.2 ABSTRACT

Background: This study aimed to characterize and evaluate the demographic,
clinicopathological, therapeutic, and prognostic features of pleomorphic adenomas (PA)
diagnosed retrospectively between 1978 and 2024 at two Oral Stomatology/Pathology Services
in Minas Gerais, Brazil.

Material and Methods: Sociodemographic and clinicopathological data were extracted from
medical and dental records. All variables were summarized using descriptive statistical
methods.

Results: Ninety-two cases met the inclusion criteria. Most lesions occurred in women during
the fourth and fifth decades of life and were predominantly located on the palate, without
a defined racial predominance. Clinically, PA typically presented as asymptomatic, well
circumscribed, sessile, firm, painless, non-ulcerated lesions of long-standing evolution.
Surgical excision without safety margins was performed in 70.6% of the cases, and
postoperative complications were documented in only one patient. Tumor recurrence was
identified in two individuals, with one presenting a second relapse.

Conclusions: The findings of this series align closely with those reported in previous
studies, reinforcing the clinical and demographic patterns commonly associated with PA in
this population.

Keywords: Salivary gland neoplasms; Benign neoplasms; Pleomorphic adenoma; Therapy.
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5.3 INTRODUCTION

Salivary gland tumors account for approximately 3% of all human neoplasms, with
pleomorphic adenoma (PA) representing 50-70% of all salivary gland neoplasms [1].
According to the World Health Organization (WHO), pleomorphic adenoma is defined as a
benign salivary gland tumor characterized by variable cytomorphology and architectural
features, in which the identification of epithelial and myoepithelial/stromal components is
essential for diagnosis [2]. PAs are more frequently found in major salivary glands
(approximately 60%) than in minor salivary glands (around 40%) [1]. This tumor occurs more
commonly in female patients and may arise at any age, with a higher prevalence among young
adults between the fourth and sixth decades of life [2,3]. The mean age at diagnosis is
approximately 45 years [2].

Regardless of the site of origin, PA presents as a firm, painless, and slow-growing mass
[2]. Generally, the lesion has an average diameter of 3 cm at the time of diagnosis, but if left
untreated, it can grow to dimensions larger than 10 cm, leading to facial deformity. The most
common intraoral site of this benign neoplastic lesion is the palate, representing approximately
40% of cases, followed by the lip (about 10%), the buccal mucosa (around 5%), the retromolar
area (less than 1%), and the floor of the mouth [3]. When this lesion affects the palate, it is
almost always found in the posterior lateral region, appearing as a rounded and smooth-surfaced
mass. Normally, the mucosa of the hard palate is strongly adhered to the lesion's capsule,
making it non-mobile, distinguishing it from neoplasms of the lip and buccal mucosa [3].

The etiology of PA is uncertain. It is believed to arise from a mixture of ductal elements,
myoepithelial cells, and stromal tissue. Although it presents similarities to mesenchyme with a
prominent stromal component, it is not a true mixed tumor. Approximately 70% of PA cases
exhibit translocations or intrachromosomal rearrangements with non-clonal sporadic
alterations. These translocations and rearrangements result in gene fusions involving the
transcription factor PLAG1 on the short arm of chromosome 8 and HMGA-2 located on 12q14-
15. PLAGI1 encodes a cell cycle-related protein that becomes activated due to the exchange of
the promoter with several other genes. Its overexpression leads to the dysregulation of target
genes, primarily IGF2. On the other hand, HMGA-2 encodes a high mobility group protein that
functions as an architectural transcription factor, leading to the activation of cell cycle
regulators (cyclin A and cyclin B2). Recent studies have described negative regulation of the
WNT-1 inhibitory factor in a subset of PAs, associated with an increased risk of malignant
transformation. Mutation and overexpression of HRAS have also been found in another subset
of PAs. A recent study demonstrated that the myoepithelial cells of PA express the stem cell
marker CD44 [1,2,4].

The differential diagnosis of PA includes monomorphic adenoma, oxyphilic adenoma,
papillary lymphomatous cystadenoma, mucocele, fibroma, and lipoma. However, other
malignant neoplasms should also be considered, such as mucoepidermoid carcinoma,
adenocarcinoma, adenoid cystic carcinoma, and acinic cell carcinoma. These differential
diagnoses can only be excluded after careful histopathological examination. As for
complementary exams, fine-needle aspiration or incisional biopsy can be performed to establish
the diagnosis before definitive treatment is carried out [1,4].

Histologically, PA presents as an encapsulated and well-circumscribed tumor,
composed of a mixture of glandular epithelium and myoepithelial cells, responsible for
producing the extracellular matrix [1,4]. The epithelial component can be distributed in various
morphological patterns, appearing as ducts, tubules, cords, and solid nests, while the
mesenchymal component appears as myxoid and/or hyalinized connective tissue. The
myoepithelial cells can be found in a plasmacytoid or fusiform cell features [3].

The literature consistently indicates that surgical management is the standard treatment
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for PA, and complete excision of the lesion is critical to minimize the risk of recurrence. The
treatment of palatal PA involves local surgical excision, encompassing its covering mucosa and
including normal tissue, with the aim of preventing recurrences. In other oral sites, the lesion is
generally easily enucleated through a conservative local incision, thanks to its greater
encapsulation/delineation [1,3].

If not completely excised, the recurrence rate of PA increases, leading to a higher risk
of'its malignant transformation. PA recurrence is attributed to the rupture of the capsule, leaving
tumoral islands behind during surgery. As recurrences can occur sporadically, a follow-up
period of 10 to 20 years is appropriate. Although PAs are benign, they have the potential to
metastasize to cervical lymph nodes and other sites in the head and neck. With adequate surgical
removal, the prognosis is excellent, with a cure rate of over 95% [1,3]. Based on the
aforementioned, the aim of this study was to describe and analyze the demographic, clinical-
pathological, treatment, and prognostic data from a series of cases retrospectively diagnosed as
PA, originating from two Oral Stomatology/Pathology Service located in Minas Gerais,
between 1978-2024.
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5.4 MATERIALS AND METHODS

The current research project was approved by the Research Ethics Committee of
UNIUBE, with registration number CAAE: 64022522.9.0000.5145. This paper follows strictly
the “strengthening the reporting of observational studies in Epidemiology” (STROBE)
checklist and statement.

Data were collected from the clinical records of all patients diagnosed and treated in
two Oral Stomatology/Pathology Service located in Minas Gerais, between 1978-2024. The
diagnostic criteria followed the criteria defined by the WHO in 2024 [1]. The following
inclusion and exclusion criteria were used for participants in the research: (A) Inclusion
Criteria: (a) All patients retrospectively diagnosed with AP (CID10: C00.9; C02; C03; C04;
C05; C06; C06.0; C06.1; C06.2; C06.9; C14). (B) Exclusion Criteria: (a) Cases showing
inconsistent or absent clinical and histopathological findings or with poorly filled medical
records; (b) Duplicate cases. Data were collected by two blind researchers and subsequently
confirmed by a supervisor. Sociodemographic and clinical-pathological information of the
participants was obtained from medical and dental records. The collected data included age,
gender, race/ethnicity, symptomatology, histological type of the lesion, duration of the
condition, treatment employed, post-operative complications, follow-up time, history of
recurrences/persistences, and prognosis. Experimental data were described using descriptive
statistics (mean + standard deviation, median, absolute numbers, and percentages). Statistical
analysis was performed using GraphPad Prism 6.0 software (GraphPad Software, San Diego,
CA, USA). Associations between clinicopathological factors and recurrence were assessed
using the chi-square test or Fisher’s exact test. A significance level of 0.5% was adopted,
and p values < 0,05 were considered statistically significant.
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5.5 RESULTS

A total of 25,168 anatomopathological reports from two Oral Stomatology/Pathology
services were reviewed for the period between 1978 and 2024. Among these, 383 corresponded
to salivary gland neoplasms. After excluding duplicate (n = 22) and incomplete cases (n = 17),
344 cases remained eligible for analysis. Of these, 115 cases involving major salivary glands
were excluded, resulting in a final sample of 229 minor salivary gland neoplasms, which
comprised the study population (N). Overall, minor salivary gland neoplasms represented 0.9%
of all reports (229/25.168) and 66.6% of all salivary gland neoplasms included in the analysis
(229/344). Within this group, 92 cases were diagnosed as pleomorphic adenoma (PA),
corresponding to 0.36% of all reports (92/25.168) and 40.17% of minor salivary gland
neoplasms (92/229). The sociodemographic, clinicopathological, and treatment-related
characteristics of these cases are presented in Table 1.

Figures 01, 02, and 03 depict the clinical aspects and surgical treatments of four
different cases, involving lesions in the palate and upper lip, respectively. Figure 04 depicts the
main histological features of PA. It can be observed that the lesions mainly affected female
patients (73.9%) with a mean age of 43.1 £18.2 years. The present data indicated that white
patients were more affected (47.8%) compared to non-white patients (43.4%). This disease
primarily affected the region of the palate (52 out of 92 diagnosed cases) and was described as
well-delimited, sessile, painless, firm, and non-ulcerated tumors, with an average duration of
42.6 £+ 54.4 months and approximate sizes of 2.4 + 1.8 cm.

Detailed treatment information was available for 65 patients, and conservative surgical
excision was the treatment of choice in all cases. Histologically confirmed clear margins were
achieved in 38 out of 65 patients (58.4%), while positive margins were found in 15 out of 65
patients (23%).

Table 02 describes the follow-up data, which were obtained from 11. From these, only
one patient experienced post-operative complications, presenting areas of tissue necrosis at the
site of the procedure, which healed by secondary intention within 21 days. The necrotic area
was managed through curettage and cleaning with 0.12% Chlorhexidine three times a day for
15 days. The follow-up time ranged from 03 to 129 months, with an average of 44.7 + 49.4
months.

Table 03 describes the association between clinical characteristics and tumor recurrence
utilizing Fisher’s exact test. This statistical test indicated that most evaluated variables —
including sex, age, skin color, lesion size and duration, surgical margins, fundamental lesion
type, lesion base, surface integrity, and coloration — showed no significant association with
tumor recurrence (Fisher’s exact test: p > 0.05). In contrast, lesion location and presence of
symptoms demonstrated significant correlations. Lesions arising on the palate exhibited a
higher recurrence rate (Fisher’s exact test: p = 0.0469), and symptomatic lesions were more
likely to recur than asymptomatic ones (Fisher’s exact test: p = 0.0215). However, the low
overall number of recurrent cases and the limited sample size within certain subgroups may
have reduced the statistical power of these analyses. Therefore, although these findings suggest
that anatomical site and symptomatology may influence recurrence, they should be interpreted
with caution. Table 04 described the main data retrieved from literature regarding PA in
Brazilian patients.
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5.6 DISCUSSION

PA is a benign neoplasm, accounting for 50-70% of all tumors affecting salivary glands.
The exact etiology of PA remains uncertain; however, research suggests that it may arise from
ductal elements and myoepithelial cells [4]. After analyzing the 92 clinical cases diagnosed by
UNIUBE and UFU, it was possible to present a comparison between our results and those
described in the references listed below. A review of the literature focusing on studies
conducted in Brazil identified 23 investigations addressing the clinical and pathological
characteristics of pleomorphic adenoma (PA). Among these, 07 were based on samples from
Sao Paulo [4,5,6,7,8,9,10], 05 from Rio Grande do Norte [8,11,12,13,15], 03 from Rio Grande
do Sul [14,15,16], 02 from Parana [5,17], 02 from Pernambuco [3,8], and 02 from Sergipe
[18,19]. Additional studies were reported from other Brazilian states, including Rio de Janeiro
[20], Bahia [15], Santa Catarina [21], Maranhdo [22], Goids [25], Paraiba [23], and Minas
Gerais [24], each represented by a single study. Notably, the 23 selected studies were conducted
across a total of 28 referral centers, as three investigations were multicentric and involved more
than one center [5,8,15]. Most of the available data originated from populations in the Northeast
region of Brazil, which accounted for 11 of the 28 research centers listed in Table 4.

These studies cover casuistry of varying sizes, with the largest one comprising 396 cases
[8] and the smallest one only consisting of 02 cases [9]. In total, 1.720 patients were analyzed
across all these studies. According to the articles found, it is evident that PA is a common tumor
in the age group ranging from the 3rd to the 5th decade of life [3,4,6,7,10,12,13,14,20,24], with
a higher prevalence in patients with a mean age of around 40 years. Similarly, as described in
our casuistic, the mean age was also in the fifth decade of life, close to 40 years. Therefore, the
predilection of this disease in terms of age is evident.

Indeed, the PA lesion is more frequently observed in the female population. It is
important to highlight that in 13 studies, it was not possible to obtain data on sex distribution
[5,8,9,10,11,12,15,16,17,19,22,23,25]. There was information about sex for 891 cases, from
these 535 were female (57.32%), and 356 were male (42.6%) [4,6,7,9,10,12,13,14,20,24]. This
coincides with your results, where female patients accounted for 73.9% (68/92) of the total
cases. These data support the widely accepted fact that AP lesions are more frequently
diagnosed in females.

It is essential to recognize the limitations of the available literature regarding the
relationship between race and/or skin color in patients diagnosed with PA. Notably, only two
studies [7,13] have provided data on this aspect. In the study by Loyola et al. [7], which
analyzed 87 cases, 61 patients self-identified as white, while 17 identified as black, suggesting
a predominance of white individuals. Conversely, Rodrigues [13] reported that, in their sample,
15 patients self-identified as white and 23 as non-white, indicating a more balanced distribution.
In the present study, the racial composition was similarly balanced, with 47.8% identifying as
white and 43.4% as non-white. Despite comparable results, additional studies are needed to
better understand the potential impact of racial factors on tumor occurrence.

Indeed, based on the data obtained from the literature and our study, it is evident that
PA  primarily affects the palatal region. The findings from 10 studies
[3,4,6,7,10,12,13,14,20,24] consistently demonstrate a predilection for the palatal area in PA
cases. This is also reflected in your results, in which approximately 64.1% of the cases occurred
in the palate, 13% in the upper lip, and 10.8% in the buccal mucosa. The remaining 11.9%
corresponded to lesions located in the retromandibular region, vestibular fold, alveolar mucosa,
and the base of the nose. This consistent observation further emphasizes the preference of PA
to manifest in the palatal region anatomically.

The symptoms reported for this benign neoplasm are quite similar in most of the
published studies. According to the references found, these lesions are generally described as
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painless, slow-growing, and long-lasting, and their clinical characteristics also coincide, such
as nodular, sessile, and non-ulcerated lesions [3,4,6,7,10,12,13,14,20,24]. This data was further
reinforced by the information described in our case study.

The most recommended treatment for PA is surgical excision. This approach shows an
excellent prognosis when adequately removed, with a cure rate of over 95%. For PAs of minor
salivary glands, the risk of recurrence appears to be even lower. Despite the low recurrence
rate, it is necessary to evaluate this neoplasm with caution, as approximately 3% to 4% of all
cases carry the risk of malignant transformation, which may increase with the duration of the
neoplasm's evolution [2,3].

In the study Akpeh et al. (2022) [28], 29 cases of AP were observed, and in the report
by Chau et al. (1989) [27], 53 cases of AP were analyzed. In both studies, the most affected site
was the hard palate, and the treatment employed was wide local excision. In the present case
report, thirty- eight cases were treated with surgical excision with free margins, while in
fifteen cases surgical excision did not achieve free margins.

According to Hernandez-prera et al. (2024) [1], the recurrence of PA is attributed to the
rupture of the tumor capsule and islands of tumor tissue left behind during surgery, with
recurrence rates of 26.9% for perforated tumors and 80% in cases of spillage. In the article by
Beckhardt et al. (1995) [26], 30 cases of AP were studied, all treated with surgical excision,
and none of the patients with benign disease experienced tumor recurrence. The same was
observed in the studies by Chau et al. (1989) [27]. However, Akpeh et al. (2022) [28] observed
a recurrence rate of 3.5% in the cases studied. Although the recurrence rate is generally low,
Vicente et al. (2008) [29] analyzed 10 cases of AP and found that recurrences can occur in up
to 30% of cases where surgical removal was not complete. In the present study, a recurrence
rate of approximately 22.2% was observed in the cases that were followed up, and this could
be partially explained by the conservative approach used in these patients, which possibly led
to capsule rupture and consequently increased recurrence rates. According to the current
literature, PA has an excellent prognosis as long as the tumor is completely removed [2,3].

Regarding postoperative complications, Santos et al. (2016) [2] presented 2 cases of PA
in the palate. Both neoplasms were removed through surgical excision, and only one patient
reported the presence of bone fragments and pain due to bone and connective tissue exposure,
leading to healing by secondary intention. In the present study, among the patients who were
followed up, tissue necrosis occurred in only one case (11.1%). The necrosis healed by
secondary intention in 15 days and was managed through curettage of the necrotic tissue,
cleaning, and the use of 0.12% Chlorhexidine.

The follow-up period varied among the different studies. In the research by Chau et al.
(1989) [27], the follow-up duration ranged from 0.6 to 12.6 years (with a mean of 5.3 years),
while Akpeh et al. (2022) [28] observed cases for 1 month to 18 months, with an average
duration of 3 months. It is widely accepted in the literature that a follow-up period of 10 to 20
years is necessary, as recurrent PAs may progress to carcinoma ex-PA. The possibility of
malignancy also increases if the area has been previously treated by surgery or radiotherapy
[14,17].

In the mentioned study, of the 92 patients identified with the intraoral lesion, 65 (70.7%)
underwent surgical treatment. Clinical follow-up was achieved for only 8 of these individuals,
all of whom showed favorable outcomes with no evidence of recurrence. In addition to these 8
patients with documented follow-up, information was obtained regarding three other
individuals who were known to have active disease at their last appointment. In one of these
cases, recurrence occurred after the initial intervention, and the patient declined to undergo
the recommended complementary surgery. The other two patients remained untreated, as they
did not consent to undergoing even the primary surgical procedure. For the remaining 57
patients, it was not possible to establish or maintain contact after treatment, which prevented



23

the collection of information regarding the status of the disease in this group. The follow-up
period ranged from 3 to 129 months, with a mean of 44.7 + 49.4 months. As the main limitation
of this study, it can be highlighted the difficulty in maintaining the follow-up of these patients,
despite numerous attempts to contact and encourage their return. Several factors might
contribute to their non-return, such as slow, indolent, and painless progression of the neoplasm,
distant residence, low income, lack of financial assistance, among others.

The analysis of clinical characteristics in relation to tumor recurrence revealed that most
variables, including sex, age, skin color, lesion size, duration, surgical margin, fundamental
lesion type, lesion base, surface integrity, and coloration, were not significantly associated with
recurrence (Fisher’s exact test: p > 0.05 for all comparisons). Notably, lesion location and the
presence of symptoms were the only variables significantly correlated with recurrence.
Specifically, tumors located in the palate showed a higher recurrence rate compared to lesions
in other intraoral sites (Fisher’s exact test: p = 0.0469), and symptomatic lesions were more
likely to recur than asymptomatic ones (Fisher’s exact test: p =0.0215). These findings suggest
that both anatomical site and symptomatology may play a role in the biological behavior of
these lesions and could be considered when planning surgical management and follow-up
strategies. Nevertheless, the overall low number of recurrences and the limited sample size for
certain subgroups may restrict the statistical power of these analyses, highlighting the need for
cautious interpretation and further studies to validate these associations.



24

5.7. CONCLUSION

Based on the analysis of data found in the literature and comparison with the treatment of a
series of cases from our services, it can be concluded that the information presented here is like
that found in other scientific studies. PA is a benign tumor, clinically presenting as a solitary
firm nodule most located in the palate, with a predilection for females in the third and fourth
decades of life. Surgical excision of the lesion is the treatment of choice for a favorable
prognosis. This study contributes to the advancement of knowledge about the demographic,
clinical, radiographic, and histological characteristics of PA in the Brazilian population.
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5.8 FIGURES

Figure 01:

Figure 01: Clinical aspects and surgical management of PA in the hard palate. (A) Intraoral
image showing the volume in the hard palate region; (B) Intraoral image of the intraoperative
procedure; (C) Excisional biopsy fragment; (D) Immediate postoperative period.
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Figure 02:
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Figure 02: Clinical aspects and surgical management of PA in the hard palate. (A) Intraoral
image showing the volume in the hard palate region; (B) Computed tomography scan of the
maxillofacial region showing increased volume in the hard palate, indicated by the arrow; (C)
Excisional biopsy fragment; (D) Immediate postoperative period; (E) Recurrent lesion after 6
years
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Figure 03:

Figure 03: Clinical aspects and surgical management of PA in in the upper lip. (A) Intraoral
image showing the volume in the upper lip region; (B) Intraoral image of the intraoperative
period; (C) Excisional biopsy fragment; (D) Immediate postoperative procedure.
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Figure 04:

LRSI PR A7 e .
Figure 04: Microscopic examination of hematoxylin and eosin-sta
magnification view showing a well-circumscribed and partially encapsulated PA; (B) The
tumor is composed of a mixture of glandular epithelium and myoepithelial cells limited by a
well-defined fibrous capsule (indicated by the black, blue, and green arrows, respectively).
Note the mixture of ductal and squamous histological patterns; (C) Ductal structures admixed
in a myxomatous stroma (indicated by the black and green arrows, respectively); (D) Nests
and sheets of myoepithelial plasmocytoid cells in a dense fibrous stroma (indicated by the
black and green arrows, respectively); (E) Squamous and myoepithelial cells surrounded by
an altered eosinophilic background with hyalinization (indicated by the black and green
arrows, respectively); (F) Squamous metaplasia and keratin pearl in a tumoral nest.
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5.9 TABLES

Table 01: Clinical, demographic and treatment aspects of pleomorphic
adenoma included in this case series

N 92
% of all cases 0.36%
Age 43.1 + 18.2 years

Male: 24/92 (26%)
Sex
Female: 68/92 (73.9%)

White: 44/92 (47.8%)
Skin color
Non-White: 40/92 (43.4%)
Palate: 59/92 (64.1%)

Lips: 12/92 (13%)

Site
Buccal mucosa: 10/92 (10.8%)
Other sites: 11/92 (11.9%)
Size 24+ 1.8cm
Yes (Pain and ulcer): 9/92 (9.7%)
Symptoms
No (Asymptomatic): 79/92 (85.8%)
Evolution time 42.6 = 54.4 months
Conservative surgical excision: 65/92 (70.6%)
Treatment
Not informed: 27/92 (29.4%)
Free: 38/65 (58.4%)
Margins*

Committed: 15/65 (23%)

Source: research data;



Table 02: Data on the follow-up of 11 cases out of the 65 treated.

Conservative surgical excision: 09/11 (81.8%)
Treatment
No (Refusal of medical aid): 02/11 (18.1%)

Post-operative Yes (Necrosis): 01/09 (11.1%)

complications* No: 08/09 (88.9%)
Relapses/ Yes: 02/09 (22.2%)
Persistence® No: 07/09 (77.7%)
No evidence of disease: 08/11 (72.7%)
Status
Alive with disease: 03/11 (27.3%)*
Follow up 44.7 £ 49.4 months

Source: research data; Three patients refused further medical
examination and treatment (one after a relapse and two after the
incisional biopsy).
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Table 03: Association between clinical characteristics and tumor recurrence

according to Fisher’s exact test.

Variable

Sex

Skin color

Lesion size

Location

Duration

Surgical
margin

Symptoms

Category

Male
Female
Not reported
<60 years
> 60 years
Not reported
White
Non-white
Not reported
<2cm
>2cm
Not reported
Palate
Other sites
Not reported
<1 year
> 1 year
Not reported

Clear

Compromised

Not reported

Asymptomatic

Symptomatic

Not reported

Recurrence (n,
%)

1 (1%)
6 (6.5%)
0
5 (5.4%)
2 (2.1%)
0
4 (4.3%)
3 (3.2%)
0
3 (3.2%)
4 (4.3%)
0
7 (7.6%)
0
0
2 (2.1%)
4 (4.3%)
1 (1%)
4 (4.3%)
1 (1%)
0
4 (4.3%)
3 (3.2%)

0

No recurrence

(n, %)
23 (25%)
62 (67.3%)
0
66 (71.1%)
16 (17.3%)
3 (3.2%)
40 (43.4%)
37 (40.2%)
8 (8.7%)
31 (33.7%)
53 (57.6%)
1 (1%)
52 (56.5%)
33 (35.8%)
0
23 (25%)
37 (40.2%)
25 (27.1%)
34 (36.9%)
14 (15.2%)
12 (13%)
75 (81.5%)
6 (6.5%)

4 (4.3%)

p-value
(Fisher)

0.6716

0.6259

0.0469




Fundamental
lesion

Base

Surface

Coloration

Nodule
Ulcer
Not reported
Sessile
Pedunculated
Not reported
Intact
Ulcerated
Not reported

Similar to
mucosa

Other

Not reported

5 (5.4%)
1 (1%)
1 (1%)

3 (3.2%)

0

4 (4.3%)

2 (2.1%)

2 (2.1%)

3 (3.2%)

4 (4.3%)

3 (3.2%)

0

60 (65.2%)
0

25 (27.1%)

22 (23.9%)
5 (5.4%)
58 (63%)
5 (5.4%)
1 (1%)

79 (85.8%)

46 (50%)

27 (29.3%)

12 (13%)

33

0.0909

0.5

Source: research data;



Table 04: Summary of major case series of pleomorphic adenoma published in Brazilian populations (part 01 of 04).

34

) Author, Gity! State :/c‘;t:fl Pleomorphic Adenoma
year cases N Age Male Female Skin color Site Symptoms
Loyola et Benign o ) Benign tumors: .
1 al (1995) SdoPaulo, SP  53%** 87  tumors:399 4320/) (55420/) Wh'tvfﬁif;_ /1';'0” Hard Palate: 66 Afg’vr\r/‘tf]tc(’gﬂ/“)c
8] +18.7 years e o7 ' (77%) 9 °
Lopes et 0.2%%/ Benign ti?nncly?g ti?nncly?g Benign tumors: Asymptomatic
2 al., (1999) Sao Paulo, SP 33' 20;0** 65 tumors: 43.5 29 ’ 39 ’ - Hard Palate: 39 growth
. o oy
[7] years (42.6%)  (57.4%) (57.5%) (Majority)
Vargas et
3 al.,, (2002) Piracicaba, SP  1.6%*** 2 - - - - - -
(10]
Lima et al., . 0 *kk
4 (2005) [20] Aracaju, SE 9.3% 23 - - - - - -
Ito et al., . 0 *kk
5 (2005) [18] Londrina, PR 7.66% 38 - - - - - -
Prado & Asymptomatic
6  Taveira Bauru, SP - 58 A% (3113/ ) (6‘;9/ ) ; Palate: 30 (51.8%) growth
(2006) [5] ° ° (51.72%)

* percentage of all cases; ** percentage of all minor salivary gland neoplasm;

submandibular gland.

*k*k

percentage of all salivary glands neoplasms; **** included one case of



Table 04: Summary of major case series of pleomorphic adenoma published in Brazilian populations (part 02 of 04).

35

% of Pleomorphic Adenoma
# AUNOL T Gity) state total _ _
yea cases N Age Male Female Skin color Site Symptoms
Loiola et
7 al., (2009)  Sao Luis, MA  5.60%*** 13 - - - - - -
[23]
Oliveira et o
8 al,(2009) Goiania, GO  234% 32 ; i i i i i
[26]
Nobrega et 0.9%/ Benign 11 21 .
9 al. (2010 Natal — RN 38.6%** 32 tumors: 44.0 (34.4%)  (65.6%) - Palate: 18 (56.3%) -
[13]) years
Morais et
10 al., (2011) Natal — RN 2.97%*** 9 - - - - - -
[12]
Fonsecaet Cascavel, PR
11 al; (2012) and 16.4%*** 81 - - - - - -
[6] Piracicaba, SP
Melo et al., Jo&o Pessoa, o) wx%
12 (2012) [24] PB 11.9% 16 - - - - - -

* percentage of all cases; ** percentage of all minor salivary gland neoplasm;

submandibular gland.

*k*k

percentage of all salivary glands neoplasms;

*kkk

included one case of



Table 04: Summary of major case series of pleomorphic adenoma published in Brazilian populations (part 03 of 04).

36

Author % of Pleomorphic Adenoma
# ’ City/ State total ) )
year cases N Age Male Female Skin color Site Symptoms
Abrahao et .
Rio de 1.05%*/ 31 44 . o
13 al. [(22?]16) Janeiro, RJ 449 75 45 120 years (41%) (59%) - Palate: 48 (64%) -
Sarmento et Asymptomatic
Porto Alegre, o) %% 3ae 8a 5 4 ) . o
14 al. [(122116) RS 24.4% 9 decade of life  (55.6%)  (44.4%) Palate: 9 (100.0%) (%réogvg/t\)
Vasconcelos Porto Aleare 0.8%*
15 etal, (2016) RS gre, /16.5% 18 - - - - - -
[1 7] *k%k
Porto Alegre,
16 Lopes et al., RS/Natal, 60.7% of 79 _ ) ) ) ) )
(2016) [16] RN/Salvador, all P.A.
BA
Pernambuco,
Silvaetal.,, Rio Grande do o %
7 2018)[9]  Norte, Sao /2% 396 - - - - - -
Paulo
Pérez-de- 9 11 Asymptomatic
18 Oliveira et Recife, PE 0.6%* 21 36.7 years o o - Palate: 9 (45.0%) growth
al. (2019) [4] (45.0%)  (55.0%) (95.2%)

* percentage of all cases; ** percentage of all minor salivary gland neoplasm;
submandibular gland.

*k*k

percentage of all salivary glands neoplasms;

*kkk

included one case of



Table 04: Summary of major case series of pleomorphic adenoma published in Brazilian populations (part 04 of 04).

37

4 Author, City/ State % of total Pleomorphic Adenoma
year cases N Age Male Female Skin color Site Symptoms
Reinheimer Florianépolis
19 etal., So T 16.9% 21 - - - - - -
(2019) [22]
Viveiros. o) Benign Benign Benign Benign tumors: .
20 S.K.;2020 Sao Paulo, SP gégif)*,/‘ 250 tumors: 46.2  tumors: tumors: - Hard Palate: A?glvr\r/]tpr)]tc()%%/tu):
[11] s years 43.0%  57.0% 64% 9 °
Cunha et
21 al.; (2020) Aracaju, SE 17.1%*** 101 -
(19]
Bruzinga et . Asymptomatic
Belo 91 154 Palate: 184
22  al., (2021) . 51.1%** 245 44.60 £17.80 o o o growth
[25] Horizonte, MG (19,0%)  (32,1%) (38.4%) (32.7%)
RoFdEgSues, 17 32 White: 15 Palate: 27 Asymptomatic
23 Anon Natal — RN 0.5%*/57%** 49 30 - 59 years o o (30,6%)/ Non- o growth
[(12;)]33)* (34.69%) (65.30%) white: 23 (47%) (55.10%) (63.26%)
White: 44/92 .
Uberaba e 43.1 o . Asymptomatic
24 TSN Uperiandia 39.8%* 92 £182 24 (26%) (73680/) sk P(ae'jti;/‘r’)g growth 79
y IMG years e ' 7 (85.8%)

40/92 (43.4%)

* percentage of all cases; ** percentage of all minor salivary gland neoplasm; *** percentage of all salivary glands neoplasms; **** included one case of
submandibular gland.
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6. CONCLUSAO

Apos analisar dados encontrados na literatura € comparar com os tratamentos de uma
série de casos dos Servigcos de Estomatologia/Patologia Oral da Universidade de Uberaba —
UNIUBE e da Universidade Federal de Uberlandia- UFU, ¢ possivel concluir que as
informagdes aqui apresentadas sdo similares aos expostos em outros trabalhos cientificos. O
AP trata-se de um tumor benigno, apresentando-se clinicamente como um nddulo solitario de
consisténcia firme localizado com maior frequéncia no palato, com predilegdo pelo sexo
feminino entre a terceira e quarta décadas de vida. Para um progndstico favoravel o tratamento
deve ser a excisao cirurgica da lesdo. Esse trabalho contribui para o avango dos conhecimentos
sobre as caracteristicas demograficas, clinicas, radiograficas e histologicas dos AP.
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Projeto de pesquisa coordenado por Jodo Faule Silva Servato, com colaboragio de Marcelo Sivieri de
Araljo e Pedro Henrigue Silva de Gracia.

"& regido maxilo facial & crganizada em estruturas anatdmicas, formando um sistema. Dentre as estruturas,
tem-se as Glandulas Salivares, as quais desempenham fungies importantes, e sio divididas em Glandulas
Salivares Maiores e Menores. Elas estio susceptiveis ao desenvolvimento de doengas, inclusive as
neoplasicas, podendo ser de carater benigne ou maligne. Atingem em sua maioria a Glindula Pardtida, mas
também s3o observados casos nas Glandulas Submandibulares, Sublinguais e nas Glindulas Salivares
Mencres, as quais serdo cbjeto de estudo desta pesquisa. As lesfes sio de carater heterogéneo, com
histologia & morfologia complexas, o que dificulta a categorizagio dessas lesdes, uma vez que

no inicio do desenvolvimento da doenga, elas s8o0 muito parecidas umas com as outras.”

"Diante do exposto, o cbjetive desta pesquisa se da em descrever & analisar os casos diagnosticados
retrospectivamente come Meoplasias intraorais de Glandula Salivar Menor, procedentes do Servigo de
Estomatologia/Patologia Oral da Universidade Federal de

Uberlandia/UFL (1878-2024) e da Universidade de Uberaba/UMIUBE (1998-2024). Além do objetive
antericr, este trabalho busca também avaliar a imunoexpressdo de marcadores de proliferagio e de
apoptoses em amastras de lesdes benignas e malignas. A técnica a ser utilizada para identificagio da

expressdo das proteinas ligados a proliferagdo (Ki-G7) e
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apoptose (caspase-3 ativa) sera a da estreptavidina-biotina-peroxidase. Aspectos relatives as diluigdes
consideradas para cada anticorpo, os controles positivos empregados levaram em consideragio as
indicagies do fabricante.”

"Os dados serdo coletados por dois pesguisadores cegamente, sendo posteriormente confirmados por um
SUpENisor. Infurrnag:EEE sociodemograficas e clinicopatologicas dos pacientes participantes serdo obtidas a
partir de consulta aos prontuarios médicos e odeontolégicos. Todos os dados serdo coletados por meio de
um instrumento de coleta qualificado (questionario semiestruturado). Os dados coletados incluirio idade (em
anos), sexo genstico (masculing ou femining}, corfetnia (branco, pardo, negro & amarela), sintomatologia
(presenga de tumoragic e/ou dor), tipo histoldgico da lesdo, tempo de evolugdo (em meses), natureza
(primaria ou recidiva/persisténcia), tratamente empregado (ressecgdo conservadora e/ou agressival,
acompanhamento (em meses} e prognostico (favoravel, reservado efou desvaforavel).Os dados

experimentais serdo descritos utilizando, quando pertinente, madia + desvio padrio, mediana e percentual.”

Objetive da Pesquisa:

Objetivo Primario:

Descrever e analisar os casos diagnosticado retrospectivamente como neoplasias intraorais de glandula
salivar menor, procedentes do Servigo de Estomatologia/Patologia Oral da Universidade Federal de
Uberlandia ; UFU (1878- 2024) e da Universidade de Uberaba ; UNMIUBE (18808-2024).

Além de avaliar a imunoexpressdo de marcadores de proliferagdo e de apoptoses em amostras de lesdes
benignas e malignas.

Objetive Secundaria:

Objetivos Especificos:

Obter dos prentudrios informagdes clinicas e patologicas relevantes, a fim de caracterizar o presente case
clinico;

Comparar os dados levantados anteriormente com uma revisao da literatura intemacicnal.

Avaliar 3 imunoexpress3o de marcadores de proliferagde & de apoptose (Ki-87 e Caspase-3 ativa) em
amostras de tumores de glandula salivar menor benignos & malignos.

Analisar as imuno-marcagdes a fim de identificar possivel correlagdo entre a imuno- marcagdo obtida = os
subtipos histalégicos malignos e benignos;

Investigar a existéncia de relagdo entre a imunomarcagdo desses marcadores e os fatores clinico

patolagicos coletados
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Avaliagio dos Riscos e Beneficios:

Rliscos:

(&) RISCOS: Toda coleta de dados envolvende seres humanos acarreta algum tipo de risco, seja ele fisico,
psiquico, moral, intelectual, social, cultural ou espintual. Contudo, devido ao seu delineamento retrospectivo,
o Unico possivel risco deste projeto seria perda da confidencialidade dos dados, dessa forma, conforme
descrito no TERMO DE COMPROMISSO PARA UTILIZAQE«D DE DADOS DE ARQUIVD {FRDNTU.&RIDBJ.
o5 autores se comprometeram a seguir regras explicitas a fim de preservar a privacidade dos dados
coletados, de assegurar que as informagdes foram utilizadas Onica e exclusivamente para a execugio do
projeto & de garantir que as informagdes somente serdo divulgadas de forma andnima, nc sendo usadas

iniciais ou quaisquer outras indicagdes que possam identificar o sujeito da pesquisa

(B} BEMEFICIOS: N3o existem beneficios diretos para a populagio estudada, contude os dados agui
levantados serdo importantes para a Sociedade e para a Literatura, pois estes delimitaram quais sujeitos
tem maicres risco de desenvolver neoplasias de glandula salivar menor, bem como conhecer quais os
tratamentos e progndsticos mais comumente utilizados/encontrados neste tipo de paciente. Ademais, ao se
conhecer os tratamentos utilizados poderemos evidenciar quais destes sdo mais efetivos, possibilitando

ensaios clinicos efetivos subsequentes (Beneficios indiretos).

Comentarios e Consideragdes sobre a Pesquisa:

Pesquisa relevante, pertinente e de acordo com a Resolugio 466/2012.

Solicita dispensa do Termo de Consentimento com a seguinte justificativa: "Por este termo, solicito ao
Comité de Etica em Pesquisa em Seres Humanos da Universidade de Uberaba - UMIUBE, a dispensa do
Termno de

Consentimento Livre & Esclarecido, pelo(s) seguinte(s) motive(s): a pesquisa apresentada tem carater
unicamente retrospectivo, por se tratar de levantamento de dados obtides em prontudricsflaudos/exames ou
similares. Os autores atestam novamente que manterdo sigile sobre as todas as informagdes coletadas, em
conformidade com o que prevé os termos da Resolugio 486/12 do Conselho Macional de Sadde. Os nomes
e documentos pessoais dos pacientes envelvidos serdo substituidos por letras e nimeros, dificultando ainda
mais sua identificagdo; Considera-se também o fato que: a) sera dificil localizagic de pacientes/ familiares,
pois os mesmos ndo frequentam regularmente o hospital & os consultdrios.b) os pacientes foram atendidos

ha muito tempe e o enderego e telefone podem ja ndo serem os
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mesmos."

Serdo avaliados 500 prontuarios

Consideragdes sobre os Termos de apresentagio obrigatdria:

- PB Informagdes Basicas do Projeto

- Folha de rosto assinada pelo pesguisador e Pro-Reitor

- Termao de Compromisso de utiizagio de dados de prontudrios (assinados pelos 3 pesquisadores)
- Carta de Encaminhamento ac CEP

- Projeto Completo

- Justificativa de dispensa do TCLE

- Autorizagio da UMIUBE assinada pelo diretor do curso de Odontologia

- Aull::rizag:ﬁn da UFW assinada pelo Responsavel pelo laboratorio e Diretor de Curso de Odoniologia

- Declaragdo do Pesquisador

Recomendagdes:
Mio ha
Conclustes ou Pendéncias e Lista de Inadequagdes:

Projeto aprovado salvo melhor juizo do Comité

Consideragbes Finais a critério do CEP:

Em 25/08/2024 a plenaria votou de acordo com o relator, pela aprovagdo da proposta. Ressalte-se, em
tempo, que o pesquisador € o direto responsavel pela pesquisa, devendo apresentar dados solicitades pelo
CEP, ou pela COMEP, a qualguer momento; manter os dados da pesquisa em arquivo, fisico ou digital, sob
guarda e responsabilidade, por 5 (cinco) anos apds a pesquisa; informar e justificar qualguer alteragio na
pesquisa, e apresentar o relatério final do projeto desenvolvide ac CEP, conforme Res. 4868/2012, Capitule

X1, Artigo XX1.2 alineas D e F (na pagina do CEP-UNIUBE encontra-se um maodelo de relatdrio final'parcial).

Este parecer foi elaborado baseado nos documentos abainoe relacionados:

Tipo Documento Arguivo Postagem Autor Situagio
Informagdes Basicas| PB_INFORMACOES_BASICAS_DO_P 11/08/2024 Aceito
do Projeto ROJETO 2418026.pdf 08:12:17
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Pesqguisadores e dados arguivo.pdf 11:31:12 | Servato

Declaracio de 3_Outros_Termo_de Responsabilidade.| 10/02/2024 |Jodo Paulo Silva Aceitn

Pesguisadores pdf 11:31:04  [Servato

Declaragao de 2_Declaracao_pesquisador. pdf 10/00/2024 |Jodo Paulo Silva Aceito

Pesguisadores 11:30:48  [Servato

Declaracdo de 1_Awtorizacao_UMNIUBE. pdf 10082024 |Jodo Paulo Silva Aceito

Instituicdo e 11:30:38 | Servato

Infraestrutura

Declaracio de 1_Awtorizacao_UFU. pdf 10/00/2024 |Jodo Paulo Silva Aceito

Instituicio e 11:30:28 | Servato

Infraestrutura

Declaracdo de 1_Awtorizacao_PGV.pdf 10082024 |Jodo Paulo Silva Aceito

Instituicdo e 11:30:23 | Servato

Infraestrutura

Situagio do Parecer:

Aprovado

Mecessita Apreciagac da CONEP:

Mio

Enderago:
Balme: Universitano
UF: MG

UBERABA, 25 de Setembro de 2024

Assinado por:

HELSON RANNIERI TIRONE

[Coordenadoria))

AN, Nene Sabing, i 1801 - Bloco C, sala 2009 - Campus Asroporto

CEP:  38.055-500

Municiplo: UBERABA
Talefona: |[34)3319-6645

Fax: [34)3314-8910

E-mall: cep@uniuts.br
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