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RESUMO
O lupus eritematoso (LE) é uma doenca autoimune que pode se manifestar de forma
sistémica e/ou cutdnea, com varias apresentacdes clinicas, sendo algumas delas:
lGpus eritematoso sistémico (LES) e ltpus eritematoso discoide (LED). As formas LES
e LED sdo as que apresentam, comumente, maiores riscos de malignizacéao,
incluindo céancer oral, justificando assim a revisdo desta entidade na ultima
atualizacdo do grupo de desordens orais potencialmente malignas (DOPMs). Mais
de 40% dos pacientes com LES apresentam manifestacées orais, sendo elas:
Ulceras orais, lesbes liquenoides, lesbes leucoplasicas, placas, petéquias, placas
ceratGticas elevadas, purpura e areas eritematosas. A literatura apresenta diversas
controvérsias quanto a relacdo entre LE e céancer oral, por isso varios estudos
epidemiologicos tém sido realizados. Com o objetivo de avaliar o risco e a
prevaléncia de cancer oral em pacientes com LES ou LED foi feita uma revisao
sistematica da literatura com metanalise. Esta revisdo seguiu as recomendacdes do
PRISMA (Preferred Reporting ltems for Stystematic Review and Meta-analyses),
inicialmente, foram feitas pesquisas nas bases de dados: PubMed, Scopus,
EMBASE, LILACS, Web of Science, Scopus e Livivo e, Google Scholar e ProQuest,
sem restricbes de linguagem ou data da publicacdo. A leitura dos estudos foi
conduzida em duas fases, de forma independente, em que trés revisores,
primeiramente, avaliaram os titulos e resumos de 3580 estudos, e, posteriormente,
realizaram a leitura completa de 28 trabalhos para a realizacdo da inclusdo dos
estudos conforme os critérios de elegibilidade. Ao final das fases um e dois, oito
estudos foram incliidos para extracdo dos dados e analise qualitativa, sendo dois
estudos transversais e seis coortes. O risco de viés foi realizado com auxilio da
ferramenta de avaliagdo critica JBI (Joanna Briggs Institute) para estudos
transversais analiticos e estudos de coorte. Os estudos transversais analiticos foram
analisados separadamente dos coortes, e ,coincidentemente, os participantes dos
estudos tranversais tinham LED, e os dos coortes LES. Por meio da analise
guantitativa dos dados, a prevaléncia agrupada de cancer oral em pacientes com
LED foi de 10% (IC 95%; 0,03-0,13; | 2=59%; p = 0,12). O risco combinado indicou
um risco significativamente aumentado de cancer oral em pacientes com LES (RR =
2,69; 95% CI, 1,75-4,16; | 2= 0%; P = 0,78) em comparacdo com a populacdo em
geral. A presente revisdo evidencia que pacientes com LES/LED tém risco

aumentado de desenvolvimento cancer oral, e que as manifestacdes orais destas



entidades sao multiformes. Individuos com LES/LED devem ser acompanhados de
perto para monitoramento das manifestacdes orais do LES/LED, e para deteccéo e

tratamento precoce do cancer oral quando oportuno.

Palavras-chave: Lupus Eritematoso Cutaneo; Lupus Eritematoso Discoide; Lapus

Eritematoso Sistémico; Manifestacdes Bucais; Carcinoma de Células Escamosas



ABSTRACT
Lupus erythematosus (LE) is an autoimmune disease that can manifest itself
systemically and/or cutaneous, with several clinical presentations, some of which are:
systemic lupus erythematosus (SLE) and discoid lupus erythematosus (DLE). The
SLE and DLE forms are those that commonly present the highest risk of malignancy,
including oral cancer, thus justifying the review of this entity in the latest update of the
group potentially malignant oral disorders (DOPMs). More than 40% of patients with
SLE present oral manifestations, including: oral ulcers, lichenoid lesions, leukoplasia
lesions, plagues, petechiae, elevated keratotic plagues, purpura and erythematous
areas. The literature presents several controversies regarding the relationship
between LE and oral cancer, which is why several epidemiological studies have been
carried out. With the aim of evaluating the risk and prevalence of oral cancer in
patients with SLE or DLE, a systematic review of the literature with meta-analysis
was carried out. This review followed the recommendations of PRISMA (Preferred
Reporting Items for Systematic Review and Meta-analyses), initially, searches were
carried out in the following databases: PubMed, Scopus, EMBASE, LILACS, Web of
Science, Scopus and Livivo and, Google Scholar and ProQuest, without restrictions
on language or publication date. The reading of the studies was conducted in two
phases, independently, in which three reviewers, first, evaluated the titles and
abstracts of 3580 studies and, subsequently, carried out the complete reading of 28
works to include the studies according to the criteria pre-defined eligibility criteria. At
the end of phases one and two, eight studies were included for data extraction and
qualitative analysis, two of which were cross-sectional studies and six were cohorts.
The risk of bias was carried out using the JBI critical assessment tool (Joanna Briggs
Institute) for analytical cross-sectional studies and cohort studies. The analytical
cross-sectional studies were analyzed separately from the cohorts, and,
coincidentally, participants in the cross-sectional studies had DLE, and those in the
SLE cohorts. Through quantitative data analysis, the pooled prevalence of oral
cancer in patients with DLE was 10% (95% CI; 0.03-0.13; |1 2 = 59%; p = 0.12). The
pooled risk indicated a significantly increased risk of oral cancer in patients with SLE
(RR = 2.69; 95% CI, 1.75-4.16; | 2 = 0%; P = 0.78) compared to general population.
The present review shows that patients with SLE/DLE have an increased risk of
developing oral cancer, and that the oral manifestations of these entities are

multiform. Individuals with SLE/DLE should be closely monitored to monitor the oral



manifestations of SLE/DLE, and for early detection and treatment of oral cancer

when appropriate.

Keywords: Lupus Erythematosus, Cutaneous; Lupus Erythematosus, Discoid; Lupus

Erythematosus, Systemic; Oral Manifestations; Carcinoma, Squamous Cell.
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1 INTRODUCAO

O ldpus eritematoso (LE) é uma doenca autoimune, que pode se
manifestar de forma sistémica e/ou cutanea. A etiologia € uma complexa
interacdo entre fatores genéticos, ambientais, hormonais e etnia. (BLAKE;
DANIEL, 2019). O lupus eritematoso tem algumas variantes clinicas, sendo elas:
lUpus eritematoso sistémico (LES), lupus eritematoso cutaneo (LEC) (incluindo
lUpus eritematoso cutaneo subagudo (LECS), lUpus eritematoso discoide (LED),
lpus eritematoso de inicio infantil, IUpus eritematoso neonatal, IUpus
eritematoso induzido por drogas (LEID) (HANNON et al.,, 2021). O LES é
caracterizado por crises intermitentes, imprevisiveis e estd associado a danos
irreversiveis aos 0rgaos, resultando em uma alta taxa de incapacidade funcional
e organica (MERRILL et al., 2018; TIAN et al., 2022).

O LED é uma doenca autoimune, crbnica, de etiologiadesconhecida, que
€ considerada uma variacdo clinica do lUpus eritematoso, caracterizada por
manifestacbes em pele, com ou sem envolvimento sistémico (HANNON et al.,
2021). As manifestacBes clinicas tipicas sdo atrofia central, pequenas placas
brancas queratinizadas com bordas elevadas, estrias brancas radiais e
telangiectasias (MERRILL et al., 2018). A cavidade oral é acometida em 20%
dos casos dos pacientes com LED (SERPICO et al., 2007), o que pode
representar um risco adicional ao paciente, por ser tratar de uma leséo,
aparentemente, relacionada ao desenvolvimento do carcinoma de células
escamosas (CEC) (FERNANDES et al., 2015).

Em sua Ultima classificacdo das DOPMs, a Organizacdo Mundial de
Saude (OMS) atualizou a entidade LEO quanto ao risco de desenvolvimento de
CEC (ARVANITIDOU et al.,, 2018; WARNAKULASURIYA et al., 2021). Na
classificagdo de 2007 (WARNAKULASURIYA et al., 2007), apenas o LED era
considerado uma DOPM, especificadamente, com risco de transformacao
maligna nos casos no labio, na nova atualizagdo (WARNAKULASURIYA et al.,
2021), tanto o LES quanto o LED sao mencionados, independentemente da
localizagéo intraoral. As DOPMs sdo um grupo de lesbes ou desordens do
epitélio com risco aumentado de transformacdo maligna, apresentando, em

conjunto, uma prevaléncia mundial de cerca de 4,5% (IOCCA et al., 2020).
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A prevaléncia das manifestacdes orais varia de acordo com o tratamento
e 0 estagio da doenca (ALIKO et al., 2010). As manifestacdes orais ocorrem em
mais de 40% dos pacientes com LES, e podem impactar fortemente na saude
bucal e na qualidade de vida dos pacientes (BENLI et al., 2021). Anormalidades
no exame oral sdo comumente observadas em pacientes com lapus, no entanto,
o exame oral € muitas vezes negligenciado. Existem relatos de casos na
literatura de CEC relacionados as manifestagdes orais do LE (ARVANITIDOU,
2018; FERNANDES et al.,, 2015; HARPER et al., 2010), enfatizando a
importancia da identificacdo e o monitoramento do ldpus oral. Por isso, 0s
pacientes devem ser encorajados a consultar seu clinico geral regularmente
para exame da mucosa oral, e assim, potencializar a deteccdo dessas e de
outras lesdes orais (MENZIES et al, 2017).

s

O ltpus oral é relatado como assintomatico em 25% dos casos
(SCHIODT et al.,, 1978). As manifestacbes orofaciais sédo frequentemente
subdiagnosticadas, e 0s seus sintomas sdo muitas vezes mascarados por outros
sintomas sistémicos (ABRAO et al., 2016; CORREA et al., 2018). As lesdes
podem ocorrer em diferentes sitios da cavidade oral, variando em tamanho e
forma, como placas e manchas na regido de palato, lingua, labios e mucosa
(ABRAO et al. 2016). De maneira geral as manifesta¢des incluem Ulceras orais,
lesbes liquenoides, lesbes leucoplasicas, placas, petéquias, placas ceratéticas
elevadas, purpuras e areas eritematosas (PETRI et al., 2012; GRIMALDO-
CARJEVSCHI et al., 2011).

A abordagem terapéutica para o LES varia desde a administracdo de
antimaléricos, anti-inflamatérios esteroides e glicocorticoides, além da
combinacdo de agentes imunossupressores convencionais, até terapias
direcionadas como o anticorpo monoclonal recombinado IgG1A humanizado
(Belimumab) (HANNON et al., 2021). As estratégias terapéuticas existentes para
o LES visam controlar as manifestacbes da doenca, minimizando os danos
relacionados tanto pela atividade da doenca, quanto pelos efeitos adversos dos

préprios medicamentos (BENLI et al., 2021).

O LES apresenta risco aumentado de 18% para neoplasias malignas em
diversos 6rgdos e tecidos, podendo também estar relacionado ao CEC oral
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(CLARKE et al., 2021). O risco de transformacéao maligna pode ser impulsionado
por varios mecanismos, incluindo a atividade da doenca do LES; terapia
imunomoduladora e imunossupressora; perfis de autoanticorpos; fatores
ambientais, genéticos ou virais, entretanto, as evidéncias sobre essas bases
etiologicasainda estdo em evolucdo (CLARKE et al., 2021). Nas ultimas décadas
varios estudostém investigado a relacdo entre LE e cancer (CAO et al., 2015),

na tentativa de estabelecer uma relagéo clara e direta entre eles.

Zhang e cols. em uma revisdo sistematica com metanalise de 48 estudos
de coorte, com aproximadamente 247,575 participantes (2022), sugeriram um
aumento no risco de cancer em pacientes com LES (RR=1,62), entretanto
nenhuma associacdo significativa foi observada entre LES e canceres de
estbmago, colorretal, retal, labio, cavidade oral e faringe, mama, ovario, Utero,
préstata, melanoma e cérebro. Todavia, Bae e cols., gue acompanharam 21.016
pacientes com LES e 105.080 controles pareados por idade e sexo sem LES por
7 anos (2019), identificaram um risco significativamente maior em pacientes com
LES de desenvolverem cancer oral (OR=2,501), ndo havendo diferenca de risco
entre homens e mulheres, mas com maior risco de transformacdo maligna em

pacientes mais jovens (<40anos) (OR=1,606).

Como mencionado, a relacdo entre LE e céncer € muito complexa,
existem diversas controvérsias na literatura em relacdo a este tema, muitos
estudos observacionais realizados apresentam vieses de diagnostico do préprio
lipus e das manifestacdes orais. Revisfes sistematicas sobre lUpus e cancer ja
foram conduzidas, contudo, nenhuma delas avaliou diretamente a
incidéncia/prevaléncia de céncer oral em pacientes com LES e LED. Portanto, o
presente trabalho tem como objetivo responder a seguinte pergunta focada de
pesquisa “Qual é o risco e a prevaléncia de pacientes com LED ou LES

desenvolverem cancer oral?”.
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2 REVISAO DE LITERATURA

2.1 Lapus eritematoso sistémico

O ldpus eritematoso sistémico € definido como uma doenca autoimune
inflamatoria cronica e complexa, caracterizada por crises intermitentes e
imprevisiveis, com periodos de exacerbacéo e remissédo dos sintomas (MERRILL et
al.,, 2018; FORTUNA et al., 2013). A prevaléncia global do LES é estimada em 43,7
casos por 100.000 pessoas, e, curiosamente, em alguns paises esta doenca é mais
prevalente ainda: Emirados Arabes (166,95 por 100.000 pessoas), Barbados (163,31
por 100.000 pessoas), Cuba (149,9 por 100. 000 pessoas) e Brasil (147,37 por
100.000 pessoas) (TIAN et al., 2022). Frequentemente, o LES est4 associado a
danos irreversiveis aos 6rgaos, resultando em alta taxa de incapacidade (MERRILL
et al., 2018). Antigenos nucleares e citoplasmaticos sdo atacados pelos
autoanticorpos produzidos, causando assim danos sistémicos (NARVAEZ ,2020;
KIRIAAKIDOU et al., 2020). Qualquer 6rgdo pode ser afetado, contudo, os mais
atingidos sdo as articulacbes, pele, pulmdes, coracdo, sistema nervoso, vasos
sanguineos e figado (FORTUNA et al., 2013; ISLAM et al., 2020).

A etiologia do LES é desconhecida, contudo, alguns mecanismos
fisiopatologicos que podem estar envolvidos no desencadeamento da doenga sédo
evidentes, como fatores genéticos, epigenéticos e ambientais (FORTUNA et al.,
2013; WEINSTEIN et al., 2021). Muitos estudos afirmam que a etnia pode influenciar
no curso da doencga, assim individuos afro-americanos e hispanicos sao mais
suscetiveis ao LES (FORTUNA et al.,, 2013; MAIDHOF et al., 2012). A doenca
autoimune em questao manifesta-se com maior frequéncia no final da segunda para
o inicio da terceira década de vida (MAIDHOF et al 2012), sendo cerca de 90% da
populacdo mulheres em periodo fértii (DORNER et al.,, 2019), com prevaléncia
global estimada em 78,73 casos por 100.000 mulheres (TIAN et al., 2022). O
mecanismo genético parece influenciar muitas vezes na suscetibilidade ao LES, pois
muitas mulheres com parentes com LES apresentam risco ligeiramente maior de
desenvolver a doenga (FORTUNA et al., 2013).

A sintomatologia da doenca envolve alguns sinais e sintomas constitucionais,
como fadiga, febre e perda de peso antes do diagnostico (MAIDHOF et al 2012). As

manifestacbes orais podem ser uma das primeiras a aparecer, por isso devem ser
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conhecidas pelos cirurgides-dentistas (GARCIAS-RIOS et al., 2022). O LES esta
associado a varias comorbidades, dentre elas alguns tipos especificos de canceres,

0 que torna o manejo do LES um desafio ainda maior (KAUL et al., 2016).

2.2 Lupus eritematoso discoide

Quanto as variantes clinicas do LE existem aquelas predominantemente
cutaneas, dentre elas o LED caracterizado pelo carater crbénico, e o LEC e o LECS
caracterizados pelo aspecto agudo da doenca (HANNON et al., 2021). O LED é uma
doenca autoimune crbnica, que afeta principalmente a pele da regido maxilofacial e
o labio, e mesmo apoOs Vvarios tratamentos apresenta um longo curso clinico
(RANGINWALA et al., 2012; JESSOP et al., 2009). Cerca de 10-15% dos pacientes
com diagnastico inicial de LED podem evoluir para o LES (PETERSEN et al., 2017).

O grande desafio desta variante clinica do LE é o seu potencial de evoluir
para CEC (HARPER et al., 2010; KIM et al., 2013; FERNANDES et al., 2015; LIU et
al., 2011), por isso da inclusdo desta entidade no grupo das DOPMs pela OMS
(KRAMER et al., 1978; WARNAKULASURIYA et al., 2021). A prevaléncia de LED foi
relatada como inferior a 5 a cada 10.000 individuos (JEMEC et al., 2009), e cerca de

20% dos casos de LED apresentam envolvimento oral (SERPICO et al., 2007).

2.3 Diagnostico do lupus eritematoso

A histéria da evolucdo no método de diagnéstico do LES é marcada por falta
de consenso e aceitacdo universal (VALE, GARCIA, 2023). Os primeiros critérios de
diagnostico foram propostos em 1971 pela American College of Rheumatology
(ACR), depois revisados em 1997 (TAN et al., 1982; PETTY, FLOYD, HENDERSON,
2020). Em 2012 a Systemic Lupus International Collaborating Clinics (SLICC) criou
outro sistema de classificacdo dos critérios de diagnaostico para o LES (PETRI et
al, 2012). Recentemente, em 2019, a ACR em conjunto com a European League
Against Rheumatism (EULAR) propds um novo sistema de classificagdo dos critérios
de diagnéstico para o LES (ARINGER et al.,, 2020). O diagndstico é baseado na
avaliacdo clinica especializada das manifestacbes da doenca e na presenca dos
critérios de classificacdo (GARCIAS-RIOS et al., 2022). A nova classificagdo conta

com 11 critérios de diagnéstico, sendo de maneira geral avaliado: presenca de
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Ulceras orais, erupcdes cutaneas discoides e na regido malar, fotossensibilidade,
artrite ndo erosiva, alteracbes hematologicas, imunoldgicas, renais e disturbios
neurolégicos, pleurite ou pericardite e anticorpo antinuclear positivo (ANEXO A)
(BENLI et al., 2021; GARBETT et al.,, 2017). O diagnostico é feito com o
preenchimento de pelo menos 4 desses 11 critérios, o que reforca a importancia do
exame oral para deteccdo precoce das manifestacbes orais (GARBETT et al.,
2017).

O diagndstico do LEC teve como pioneiro o0 modelo proposto por Gilliam e
Sontheimer, em 1981, que diferenciava as lesGes cutaneas do LE em especificas e
inespecificas (VALE, GARCIA, 2023). Em 2013, utilizando o método Delphi foi
proposto para o LED critérios de diagnostico exclusivamente clinicos, levando em
consideracdo paramétros com diferentes scores para as lesbes cutaneas, como:
cicatriz atrofica, localizacdo no pavilhdo auricular, preferéncia pela regido de cabeca
e pescoco, discromia, ceratose folicular e tampdes corneanos, coloracao
eritematosa e violacea (ELMAN et al, 2020). Nesse modelo de diagnéstico, uma
pontuacdo > 5 garante 84.1% de sensibilidade, e 75.9% de especificidade, e a
pontuacdo > 7 garante 73.9% de sensibilidade, e 92.9% de especificidade (ELMAN
et al, 2020). Em 1984, Schiodt (SCHIODT et al., 1984) prop0s alguns critérios (cinco)
para o diagnostico histopatolégico do LED oral, dentre eles a presenca de
hiperqueratose com tampdes queratéticos, atrofia, edema na lamina propria,
infiltrado inflamatério profundo e depdésitos justaepiteliais espessos, irregulares, ou
continuos positivos para PAS (Acido Periodico de Schiff). Este modelo diagnéstico
para o LED oral apresenta 92% de sensibilidade e 96% de especificidade contra o
liquen plano oral e a leucoplasia para a presenca de dois ou mais dos cinco critérios

presentes.

2.4 Tratamento do lUpus eritmatoso

O tratamento tem como objetivo prevenir a morbidade e mortalidade dos
pacientes, uma vez que eles morrem principalmente de complicagdes a longo prazo
(BENLI et al., 2021). A terapia medicamentosa para o LE varia varia muito, podem
ser usados imunossupressores convencionais (ciclofosfamida, metotrexato,

azatioprina) com evidéncia para 0 metotrexato com resposta clinica completa nos
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casos de erupcdes discoides e malares (HANNON et al., 2021). A administracdo de
antimalaricos (hidroxicloroquina, cloroquina) é recomendada em quase todos o0s
casos, pois leva a uma reducdo dos quadros de exacerbacgdo clinica dos sinais e
sintomas (HANNON et al., 2021). Ocorre ainda o0 uso de corticosteroides topicos e
sistémicos, antibidticos, bloqueadores de canais de calcio, luz ultravioleta (UV),
glicocorticoides, inibidores de calcineurina, horménios, agentes imunomoduladores,
e até terapias direcionadas como o anticorpo monoclonal recombinado IgG1A
humanizado (Belimumab) (HANNON et al., 2021; BENLI et al., 2021).

2.5 Manifestac@es orais do lUpus eritematoso

As manifestacdes orais do LE podem ser os primeiros sinais e sintomas da
doenca a aparecer, no geral, elas sdo mais frequentes nos subtipos cutaneo/dicoide,
mas podem ocorrer em qualquer variante da doenca (GARCIAS-RIOS et al., 2022).
Cerca de 42,8% dos pacientes com LES podem apresentar manifestacbes orais
(DHABHAI et al., 2005). As alteracGes tém uma distribuicdo assimétrica, podem ser
lesbes bem demarcadas eritematosas, redondas ou irregulares, atréficas ou
ulceradas (RODSAWARD et al, 2017; CRINCOLI et al., 2020), ou ainda
vesicobolhosas (GARCIAS-RIOS et al., 2022). Algumas outras manifestacdes
orofaciais como xerostomia, disfagia e hipossalivagio podem ocorrer (GARCIAS-
RIOS et al., 2022).

As manifestacbes classicas sdo as placas brancas com zona central de
eritema, tangenciadas por estrias ceratéticas na periferia (LOURENCO et al., 2007).
O diagnéstico diferencial inclui entidades orais como liquen plano, pénfigo e sifilis,
uma vez que clinicamente estas lesdos se assemelham (GARCIAS-RIOS et al.,
2022). A localizacdo mais frequente é a regido do palato duro, seguido do palato
mole e vermelh&o do labio inferior (ZAKERI et al., 2012; NOVAK et al., 2018), . Um
grupo de pesquisadores (GARCIAS-RIOS et al., 2022) sintetizaram as
manifestacbes orais mais prevalentes do LES em uma figura, como segue abaixo
(Figura 1) .
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Figura 1. Resumo das manifestacdes orais do LES.
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Fonte: Garcias-Rios et al., 2022.

2.6 Tranformacédo maligna das manifestacdes orais do lUpus eritematoso

Para o LED a transformacdo maligna parece ocorrer com maior frequéncia
em pacientes idosos (> 60 anos) do sexo feminino, na regido de labio inferior,
entretanto, isso pode estar relacionado a exposicdo ao sol (LIU et al, 2011). O risco
estimado para todas as malignidades é de 1,18, porém, para algumas doencas
malignas em locais especificos, como na mucosa oral, este risco ndo é claro
(CLARKE et al., 2021). Véarios fatores sdo levados em considera¢do quando se diz
respeito a transformacao maligna de manifesta¢cdes orais do LE, como o tabagismo
gue pode ser considerado um fator etiol6gico significativo para o desenvolvimento de
cancer, idade, gatilhos ambientais e fatores genéticos subjacentes (SONG et al.,
2018). Um estudo de caso-controle realizado com 14842 pacientes em Taiwan
analisou o risco de desenvolvimento de malignidade, e no total 330 pacientes
tiveram cancer (HSU et al., 2017).

Véarios mecanismos podem explicar o desenvolvimento de cancer em
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pacientes com LES. Individuos com LES apresentam defeitos basicos funcionais nas
células imunoldgicas, impedindo a remocdo de células aberrantes, o que
eventualmente pode contribuir para o aumento do risco de cancer (HEMMINKI et al.,
2012a). Por outro lado, drogas imunossupressoras podem potencializar a
desregulacédo imunoldgica e aumentar ainda mais o risco de desenvolvimento de
cancer oral (HEMMINKI et al., 2012b). Alguns estudos relataram a existéncia de
véarias moléculas coestimuladoras, como OX40L e CTLA4, que podem desempenhar
papeis cruciais tanto na patogénese da doenca quanto na carcinogénese
(HEMMINKI et al., 2012c) (HEMMINKI et al., 2012d). Além disso, como elemento
linfo regulador fundamental de maginutde da reposta imune, o CTLA4 predispde os
individuos a disturbios de crescimento e/ou progressdo tumoral sob expressao
extraordindria, e acelera a formacdo e/ou manifestacao de distarbios autoimunes

inflamatorios sob expressdo comprometida (SONG et al., 2018).

3 OBJETIVOS
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3.1 Objetivo geral

Avaliar o risco e a prevaléncia de cancer oral em pacientes com lapus

eritematoso sistémico e/ou discoide.

3.2 Objetivos especificos

e Determinar o0 risco/prevaléncia de transformacdo maligna das
manifestacdes orais do lUpus eritematoso sistémico/discoide.

e Discutir o potencial de transformacdo maligna das manifestacdes oraisdo
lUpus eritematoso.

e Verificar quais sdo as fontes de viés mais significativas nos estudos
incluidos.

¢ Analisar a qualidade da evidéncia cientifica disponivel sobre o assunto.



4 METODOLOGIA

A presente revisdo sistematica seguiu as recomendacdes do PRISMA
Statement (Preferred Reporting Items for Stystematic Review and Meta-analyses)
(PAGE et al., 2020) (ANEXO B), e para realizacdo da mesma foi obtido o registro
na plataforma International Prospective Register of Systematic Reviews
(PROSPERO 2023 CRD42023396241) (ANEXO C).

4.1 Pergunta de pesquisa

A presente revisdo sistematica foi conduzida para responder a pergunta
focada de pesquisa: “Qual € o risco e a prevaléncia de pacientes com LED ou LES
desenvolverem cancer oral?”.Com base nisso, tratando-se de uma reviséo de

incidéncia/prevaléncia foi estabelecido o acronimo PECOS, como descrito abaixo:

Tabela 1 — Descricdo do acrénimo PECOS para a revisao sistematica.

P (Participantes) Adultos (> 18 anos)

E (Exposicéo) Diagnéstico confirmado de ldpus eritematoso sistémico
ou discoide
C (Comparador) Populacdo geral ou pacientes com lUpus eritematoso

sisttmico ou discoide sem manifestacbes orais da

doenca ou sem grupo comparador

O (Desfecho) Cancer oral
S (Tipos de Observacionais coortes e transversais
estudos)

4.2 Critérios de elegibilidade

Os critérios de elegibilidade foram estruturados de acordo com o

acronimo PECOS, como segue abaixo:

- Critérios de inclusao:
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* P (Populagéo): estudos em adultos (>18 anos);

* E (Exposicdo): diagnostico confirmado de lUpus eritematoso sistémico ou
discoide, preenchendo pelo menos quatro dos onze critérios diagnosticos do
American College of Rheumatology;

* C (Comparador): estudos em que a incidéncia/prevaléncia do cancer oral foi
comparada com a populacdo geral; ou pacientes com lUdpus eritematoso
sistémico/discoide sem manifestacdo oral da doenca; ou sem grupo

comparador.

* O (Outcome - Desfecho): estudos com a confirmacédo do diagndstico de cancer

oral por meio da analise histopatologica;

*S (Study design — Tipo de estudo): estudos observacionais coortes

transversais.

- Critérios de exclusao:

* P (Populagdo): estudos em pacientes pediatricos; estudos em animais;

estudos in vitro; estudo ex-vivo;

* E (Exposicao): estudos em pacientes sem o lUpus eritematoso;

* C (Comparador): N/A

* O (Outcome - Desfecho): estudos que ndo reportaram o acompanhamento do
paciente; ou em que os dados apresentados nédo puderam ser utilizados para
analisar a associacao entre o LE e o cancer oral; ou em pacientes portadores de
outras doengas ou condigdes com risco inerente de desenvolvimento de um
cancer, por exemplo, imunodeficiéncia congénita e sindrome da imunodeficiéncia
adquirida (SIDA—- AIDS);

S (Study design — Tipo de estudo): RevisOes, cartas, opinides pessoais,

resumos de conferéncias, relato de caso ou série de casos.

4.3 Informacgdes de busca

Foram realizadas buscas detalhadas nas seguintes bases bibliograficas

22



eletrénicas: PubMed, EMBASE, LILACS, Web of Science, Scopus e Livivo. A
pesquisa adicional da literatura cinzenta foi realizada usando o Google Scholar e
ProQuest Dissertations and Theses Global. A estratégia de busca foi
individualizada para cadabase de dados utilizada na pesquisa, sendo composta
por combinacfes especificas de palavras e truncamentos e, realizada com o
apoio de uma bibliotecaria da area dasaude. Nenhuma restricdo de idioma ou
tempo foi aplicada nesta revisdo. Uma busca adicional foi feita por meio de
consulta com experts, e através das listas de referéncias dos artigos incluidos

na resvisao.

4.4 Estratégia de busca

Palavras-chave especificas sobre cada um dos itens do acrénimo PECOS
apresentados anteriormente foram combinadas utilizando os operadores
booleanos (AND, OR). Para cada base de dados a estratégia de busca foi
adaptada com o suporte de uma bibliotecaria. Foram utilizados termos
controlados especificos de cadauma das bases, quando necessario, e termos

livres obtidos na literatura sentinela utilizada para elaboracéo do protocolo.

Inicialmente, foi realizada a combinacdo de descritores pertinentes na
base de dados do PubMed: ("Mouth Neoplasms"[MeSH Terms] OR "Mouth
Neoplasms"[AllFields] OR "Mouth Neoplasm"[All Fields] OR "Oral Neoplasm"[All
Fields] OR "Oral Neoplasms"[All Fields] OR "Cancer of the Mouth"[All Fields] OR
"Mouth Cancer"[All Fields] OR "Mouth Cancers"[All Fields] OR "Oral Cancers"[All
Fields] OR "Oral Cancer"[All Fields] OR "neoplasm mouth"[All Fields] OR
"neoplasms oral"[All Fields] OR "neoplasm oral"[All Fields] OR "neoplasms
mouth"[All Fields] OR "Cancer of Mouth"[All Fields] OR "cancer oral"[All Fields]
OR "cancers oral'[All Fields] OR "cancer mouth"[All Fields] OR "cancers
mouth"[All Fields] OR (("malignant"[All Fields] OR "malignants"[All Fields] OR
"neoplasms"[MeSH Terms] OR "neoplasms"[All Fields] OR
"neoplasm”[Title/Abstract] OR "malignancies"[All Fields] OR "malignancy"[All
Fields] OR  "Tumor"[Title/Abstractf OR  "Tumors"[Title/Abstract] OR
"cancer"[Title/Abstract] OR "cancers"[Title/Abstract] OR "Leukoplakia"[All Fields]
OR "Leukoplakias"[All Fields]) AND ("transformation”[All Fields] OR
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“transformations”[All Fields] OR "disorders"[Title/Abstract] OR
"disorder"[Title/Abstract] OR "disease"[Title/Abstract] OR
"diseases"[Title/Abstract] OR "lesion"[Title/Abstract] OR "lesions"[All Fields])
AND ("oral"[Title/Abstract] OR "mouth"[Title/Abstract] OR "buccal"[All Fields]))
OR"carcinoma, squamous cell'[MeSH Terms] OR "squamous cell carcinoma"[All
Fields] OR "Squamous Cell Carcinomas"[All Fields] OR "Squamous
Carcinoma"[All Fields] OR "Squamous Carcinomas"[All Fields] OR "Epidermoid
Carcinoma"[All  Fields] OR "Epidermoid Carcinomas"[All Fields] OR
"Planocellular Carcinoma"[All Fields] OR "Planocellular Carcinomas"[All Fields])
AND ("lupus erythematosus, systemic'[MeSH Terms] OR "Systemic Lupus
Erythematosus"[All Fields] OR "Lupus Erythematosus Disseminatus"[All Fields]
OR "libman sacks disease"[All Fields] OR "libman sacks disease"[All Fields] OR
"lupus erythematosus systemic"[All Fields] OR "lupus erythematosus discoid"[All
Fields] OR "Discoid Lupus Erythematosus'[All Fields] OR "Discoid Lupus
Erythematosus"[All Fields]).

A estratégia da base de dados PubMed/Medline foi utilizada como
referéncia para a estratégia de busca das outras bases pesquisadas neste

estudo (Apéndice A).

4.5Selecéo dos estudos

Apés aplicacdo da estratégia de busca especifica para cada base de
dados, os estudos elegiveis foram extraidos, e com auxilio do software EndNote
Desktop X9 (Bld 12062, U.S. Patents) os duplicados foram removidos.
Posteriormente, foi adotado o processo de duas fases utilizando o software
Rayyan Application (Qatar Computing Research Institute, Doha, Qatar) para
selecéo dos estudos: na fase 1, trés revisores (BSFS, DLFF e LRSR) avaliaram
os titulos e resumos dos resultados da pesquisa de maneira independente, a fim
de identificar os estudos elegiveis com base nos critérios de elegibilidade. Na
fase 2, os estudos foram lidos completamente pelos mesmos revisores de
maneira independente para confirmagao da inclusdo. Nos casos de discordancia

entre os trés revisores, ela foi resolvida em discusséo consultando uma expert no

24



assunto (FPYS).

4.6 Extracao dos dados

Na extracdo dos dados, o processo de revisdo também foi feito pelos trés
revisores de forma independente para coleta e comparacdo de todos as
informacdes. Nos casos de discordancia nesta fase, ela foi resolvida em discusséo
e, quando necessario, o consenso final foi obtido com auxilio da expert.

Foram extraidos dados descritivos de todos os estudos incluidos como:
caracterizacdo do estudo (Autores, ano), caracteristicas da amostra (Tamanho,
género, pais, habitos etilistas e tabagistas, e média de idade), caracterizacao das
manifestacdes orais do lUpus eritematoso sistémico/discoide, taxa de cancer oral
em pacientes com e sem IUpus eritematoso, o periodo de laténcia, e a
confirmagéo histolégica do cancer oral. Além disso, foram coletados os dados
apresentados pelos estudos quanto aos valores de Razéo de Risco (RR), Razéo
de Chance (Odds ratio —OD), Razao de Incidéncia Padronizada (Standardized
Incidence Ratio - SIR) ou Razédo de Prevaléncia. Nos casos em que os dados
necessarios ndo estavam completos ou ausentes, 3 (trés) tentativas de contato

com os autores foram realizadas para acessar as informacfes omitidas.

4.7 Avaliacdo do risco de viés e aplicabilidade

A avaliacdo do risco de viés foi feita através da ferramenta de avaliacdo
critica JBI (Joanna Briggs Institute) para estudos transversais analiticos e
estudos de coorte (MOOLA et al, 2020) por meio de trés revisores
independentes (BSFS, DLFF e LRSR). Nos casos de discordancia, a expert
(FPYS) foi consultada para obtencdo do consenso. A lista de verificagdo de
avaliagdo critica para estudos transversais analiticos avalia o risco de viés em 8

pontos:

1. Os critérios de inclusdo da amostra;
2. A descricao detalhada dos participantes do estudo e o cenario;

3. A confiabilidade da exposicéo;
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. A confiabilidade da condicéo;

Presenca de fatores de confuséo;
Estratégias para lidar com fatores de confuséo;

7. Confiabilidade dos resultados;

8. Analise estatistica apropriada;

A lista de verificacdo de avaliacdo critica para estudos de coorte avalia o

riscode viés em 11 pontos:

|

. A origem e semelhanca dos dois grupos;

2. A semelhanca nas medidas das exposi¢cdes nos grupos expostos e nao
expostos;

3. A confiabilidade da exposicéo;
4. Presenca de fatores de confuséo;

5. Estratégias para lidar com os fatores de confuséo;

6. Os grupos/participantes livres do desfecho no inicio do estudo (ou nomomento
da exposic¢éo);

7. A confiabilidade dos resultados;

8. O tempo de acompanhamento suficiente;

9. O acompanhamento completo;

10. Estratégias para lidar com o acompanhamento incompleto;

11.Analise estatistica apropriada

Em cada um dos pontos o risco de viés foi avaliado através de perguntas
sinalizadoras que, por sua vez, permitiram classifica-los em sim, ndo, obscuro e
nao aplicavel. Apos essa avaliagdo, foi produzida uma tabela com anélise de
cada dominio de avaliacédo (pergunta sinalizadora), um grafico de risco de viés e
um sumario do risco de viés, por meio do software RevMan (version 5.3; The

Nordic Cochrane Centre, The Cochrane Collaboration, Copenhagen, Denmark).

4.8Sintese dos resultados



Os estudos incluidos foram sintetizados qualitativamente, com a descricao
das principais caracteristicas do estudo e de sua amostra, contudo, foram
agrupados separadamente em coortes e transversais. Uma andlise quantitativa
dos dados foi feita de maneira distinta entre estudos de coorte e transversais, a
metanalise foi conduzida pelo software MetaXL (versdo 5.3; EpiGear International
Pty Ltd., Sunrise Beach, Queensland, Australia) uma extensdo no Microsoft Excel
software (Microsoft Excel versao para Windows, CA, USA).

4.9 Métodos estatisticos (Metanalise)

A analise gquantitativa dos dados foi feita, levando em consideracdo que o
nivel de heterogeneidade dos estudos foi considerado baixo, e os desfechos
analisados eram semelhantes. A associacao entre as variaveis cancer oral e LE
foram analisadas por meio do RR, HR, SIR, IRR, OR com um intervalo de

confianca de 95%.

As variaveis dicotbmicas (auséncia ou presenca de cancer oral)
estudadas foram analisadas por meio de modelo de efeitos randémicos. Adotou-
se esse modelo em virtude da provavel presenca de caracteristicas distintas entre
as amostras dos diferentes estudos (fatores ambientais, idade, género...etc.),
com o intuito de proporcionar a generalizacdo dos dados da metanalise para
outras populacdes. Os resultados estdo apresentados na forma de grafico de
floresta, elaborado por meio do software MetaXL (versdo 5.3; EpiGear
International Pty Ltd., Sunrise Beach, Queensland, Australia) uma extenséo no
software Microsoft Excel (Microsoft Excel versao para Windows, CA, USA). A
heterogeneidade foi calculada por meio dos testes Q de Cochran e 12. Foi
considerada heterogeneidade substancial qual os P< 0.05 no teste Q e o valor
de 12 maior que 75%. Foram realizadas também analises de subgrupo, a fim de
examinar a influéncia da heterogeneidade de algum estudo nos resultados

sumarios. O viés de publicacao foi verificado por meio do gréfico de funil.

4.10 Avaliacéo de viés de relatério
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O viés de relatério foi avaliado usando o método Fail-safe N, a abordagem de
Rosenthal, teste de correlacéo de classificacao e teste de regressao para assimetria

do grafico de funil.

4.11 Avaliacao de certeza da evidéncia

A qualidade das evidéncias dos estudos agrupados foi classificada como
“alta”, “moderada”, “baixa” e “muito baixa”, usando a ferramenta Grading of
Recommendations Assessment, Development, and Evaluation (GRADE)
(SCHUNEMANN et al. 2023).
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5 RESULTADOS

5.1 Selecéo dos estudos

A busca de estudos foi realizada em 6 bases bibliograficas eletrdnicas
principais e em 2 bases da literatura cinzenta. Com a aplicacédo das estratégias de
buscas especificas para cada base foram extraidos 5545 estudos, posteriormente,
foram removidos 1965 estudos duplicados. A fase 1 no inicio contava com 3580
estudos, apoOs a leitura dos titulos e resumos destes baseada nos parametros do
acronimo PECOS, apenas 28 trabalhos seguiram para a fase 2 para leitura completa
e minuciosa. Dos 28 estudos incluidos na fase 2, um deles néo foi passivel de leitura
completa, uma vez que o mesmo nao foi encontrado na integra e os autores nao
responderam a tentativa de contato.

Apébs aplicacao dos critérios de elegibilidade, 8 estudos foram incluidos na
revisdo sistematica (Figura 2). Os estudos excluidos, bem como o motivo para

exclusdo dos mesmos na fase 2 estéo registrados (Tabela 2).

Figura 2. Fluxograma PRISMA 2020 para pesquisa e selecdo dos estudos em

revisoes sistematicas.

Identification of studies via databases and registers

Records identified from: Records removed before

BASES DE DADOS (N =5545) screening:
= EMBASE (N=2782)
= LILACS (N=18) Duplicate records removed (n
g PUBMED (N=481) =1965)
= LIVIVO (N=77) Records marked as ineligible
3 %%%ngs(glzﬁgz (N=445) by automation tools (n =0)

- >
PROQUEST (N=8) Records reToved for other
reasons (n =0)

GOOGLE SCHOLAR (N=100)
REGISTERS (N =0)
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Records screened
(n =3580)

Records excluded
(n =3552)

Screening

Reports sought for retrieval
(n =28)

Reports not retrieved
(n=1)

Reports assessed for
eligibility
(n =27)

Included

Studies included in review
(n=8)

Studies included in qualitative
analyses (n=8)
Studies included in quantitative
analyses (n=6)

Reports excluded: 1) Studies in
pediatric patients; studies in animals;
studies in vitro; studies ex vivo. 2)
Studies in patients with no oral
manifestation of lupus erythematosus.
3) Studies that do not use
histopathological analysis for the
confirmation of oral squamous cell
carcinoma diagnosis. 4) Studies with
other diagnosis than oral cancer. 5)
Studies that did not report patient
outcome (outcome); or in which the
data reported could not be used to
analyze the association between the
OLE with the malignant
transformation; or in which the data
reported could not be used to analyze
the  correlation  between  oral
manifestation of LE with the oral
malignant transformation; or those
with patients that are inherently
susceptible to developing cancer, e.g.
congenital  immunodeficiency and
acquired immune deficiency
syndrome. 6) Reviews, letters,
personal opinions, book chapters,
conference abstracts, case reports
and case series.
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Tabela 2. Artigos excluidos e as razdes para exclusdes apds leitura completa (n=20).

Author, Year

Reason for exclusion

Abdalla, 2020. * 6
Abdalla, 2019.2 6
Bernatsky, 2017. 3 6
Bernatsky, 2016. 4 6
Cassano, 2007.5 2
Cervera, 2003.5 5
Del Carmelo, 2016. * 6
Dubois, 1974.8 2
Formiga, 2018.° 6
Millard, 1978. 10 6
Moghaddam, 2022. 11 2
Napier, 2003. 12 5
Padjen, 2018.13 2
Pettersson, 1992.14 2
Ragnarsson, 2003.15 2
Saeed, 2021.16 5
Schiodt, 1978.Y 5
Taraborelli, 2017.18 6
Junior, 2010.%° 5
Warnakulasuriya, 2011.20 2
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1) Studies in pediatric patients; studies in animals; studies in vitro; studies ex vivo. 2) Studies in patients with no
oral manifestation of lupus erythematosus. 3) Studies that do not use histopathological analysis for the
confirmation of oral squamous cell carcinoma diagnosis. 4) Studies with other diagnosis than oral cancer. 5)
Studies that did not report patient outcome (outcome); or in which the data reported could not be used to analyze
the association between the OLE with the malignant transformation; or in which the data reported could not be
used to analyze the correlation between oral manifestation of LE with the oral malignant transformation; or those
with patients that are inherently susceptible to developing cancer, e.g. congenital immunodeficiency and acquired
immune deficiency syndrome. 6) Reviews, letters, personal opinions, book chapters, conference abstracts, case

reports and case series.

5.2 Extracao dos dados

Ao todo 8 estudos foram incluidos (Tabela 3) (BAE et al., 2019; HAN et al.,
2021; BJORNADAL et al., 2002; GRONHAGEN et al., 2012; GAO et al., 2016; LIU et
al., 2011; WESTERMANN et al., 2021; CHANG et al., 2013), 2 foram feitos na
Coreia do Sul (BAE et al., 2019, HAN et al., 2021) 2 na Suécia (BJORNADAL et al.,
2002; GRONHAGEN et al., 2012), 2 na China (GAO et al., 2016; LIU et al., 2011),
um na Dinamarca (WESTERMANN et al., 2021) e um em Taiwan (CHANG et al.,
2013), estes estudos foram publicados entre os anos de 2002 a 2021, contudo as
amostras foram obtidas no geral de maneira retrospectiva entre os anos de 1964 a
2014. Dos 8 estudos incluidos 2 eram transversais (GAO et al., 2016; LIU et al.,
2011), e os outros 6 coortes restrospectivas (BAE et al., 2019; HAN et al., 2021;
BJORNADAL et al., 2002; GRONHAGEN et al., 2012; WESTERMANN et al., 2021;
CHANG et al., 2013). O tamanho das amostras variou de 5.310 a 666.864 para as
coortes e 52 a 87 para os estudos transversais. O numero combinado de
participantes foi de 914.827 para as coortes e 139 para os estudos transversais, e as
proporcdes estimadas entre homens e mulheres foram de 0,4:1 e 0,6:1,
respectivamente.

As amostras foram obtidas, principalmente, de bancos de dados nacionais de
salde (GRONHAGEN et al.,, 2012; WESTERMANN et al., 2021), de registros de
seguros de saude (BAE et al., 2019; CHANG et al., 2013; HAN et al., 2021), e de
bancos de dados de registros de cancer (BJORNADAL et al., 2002; GRONHAGEN
et al.,, 2012; WESTERMANN et al., 2021), enquanto dois estudos foram baseados
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em amostras de um unico hospital (GAO et al., 2016; LIU et al., 2011). Todas as
bases de dados citadas possuem registro do diagndstico de LES, mas duas
afirmaram que ndo havia validagdo desse registro para o diagndstico especifico de
LES/LED (BJORNADAL et al., 2022; GRONHAGEN et al., 2012). Nos estudos
transversais (GAO et al., 2016; LIU et al., 2011), a confirmacéo do diagndstico de
LED foi obtida por exame histopatologico usando os critérios de Schigdt-Pindborg
(SCHIODT, PINDBORG, 1984).

A média de idade dos participantes incluidos variou entre 17 e 89 anos. A
maioria dos estudos de coorte néo relatou o periodo de acompanhamento. Apenas 2
artigos forneceram essa informacéo, variando de 5,9 a 8,1 anos (GRONHAGEN et
al.,, 2012; WESTERMANN et al., 2021). Nos estudos de coorte o grupo de
participantes com LES/LED contou com 62200, e o grupo de participantes sem
LES/LED com 852589. Apenas 2 estudos discorreram sobre os habitos dos
participantes em relagcdo ao consumo de alcool e tabaco (GAO et al., 2016; LIU et
al., 2011).

Quanto a confirmacdo histoldgica do diagnostico de cancer oral, subentende-
se que 5 estudos de coortes realizaram a analise, uma vez que estes cruzavam 0s
bancos de dados de pacientes com LES, com o bancos de dados de registros de
pacientes com cancer, onde o exame histolégico é obrigatério (BAE et al., 2019;
BJORNADAL et al., 2002; GRONHAGEN et al., 2012; GAO et al., 2016; LIU et al.,
2011; WESTERMANN et al., 2021; CHANG et al., 2013). Todavia, um estudo de
coorte relatou ter extraido os dados de diagnostico baseados no codigo CID-10
(Classificacéo internacional de doencas) de malignidades combinado com a data de
registro de diagnéstico de LES (HAN et al.,, 2021), tornando incerta a andlise
histologica. Em relagdo aos 2 estudos transversais, ambos confirmaram o
diagnéstico do cancer oral por analise histolégica (GAO et al., 2016; LIU et al.,
2011).

Dos 8 estudos selecionados para analise nesta revisdo, 4 coortes
retrospectivas relataram dados suficientes sobre a incidéncia de cancer oral nos
participantes com LES (BAE et I., 2019; CHANG et al, 2013; GRONHAGEN et al.,
2012; HAN et al., 2021). Outros 2 estudos transversais forneceram informacoes
sobre a prevaléncia de cancer oral em pacientes com LED (GAO et al., 2016; LIU et
al., 2011), enquanto as 2 coortes retrospectivas restantes envolvendo pacientes com

LES, careciam de dados suficientes para o calculo combinado da incidéncia de
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cancer oral (BJORNADAL et al., 2002; WESTERMANN et al., 2021).

Em suma, os 8 estudos incluidos foram selecionados para analise descritiva,
e 6 escolhidos para andlise quantitativa (BAE et al.,, 2019; HAN et al.,, 2021;
GRONHAGEN et al., 2012; GAO et al., 2016; LIU et al., 2011; CHANG et al., 2013).
Dois estudos ndo foram integrados a metandlise por ndo fornecerem informacdes
satisfatorias para estimar o risco de cancer oral em pacientes com LES
(BJORNADAL et al., 2002; WESTERMANN et al., 2021).



Tabela 3. Resumo das caracteristicas descritivas dos artigos incluidos.
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AUTH COUN STUDY SAMPLE FOLLO AGE |IN EXPOSED NON PATIENT ORAL RATE OF RATE OF LAT SMOKI HISTOLO RR/HR/SI MAIN
OR, TRY DESIG (N) W-UP YEARS PATIENTS EXPOSED S WITH LESIONS ORAL ORAL ENC NG/ GICAL R/IRR/OR  CONCLUSIONS
YEAR N MEAN (WITH PATIENTS ORAL CHARACT CANCER CANCER Y ALCO CONFIR (95% ClI
(MALE/ (RANGE) LUPUS (WITHOUT MANIFES  ERISTICS AMONG AMONG (MO HOL MATION
FEMALE) ERYTHEM LUPUS TATION (LOCALIZA EXPOSE NON- NTH INTAK OF ORAL
ATOSUS) ERYTHEM OF TION, D EXPOSE S)t E CANCER
DESCRIPTI ATOSUS) LUPUS CLINICAL PATIENT D
ON - DESCRIPTI ERYTHE PRESENTA S PATIENT
SYSTEMIC ON MATOSU TION) DESCRIP S
OR S TION
DISCOID (SAMPLE
)
Bae, Kore Cohort 126,096 - 41.67 SLE 21,016 105,080 -- -- IR per IR per -- -- Yes OR 25 In conclusion, SLE is
2019 a +13.14y 1000 = 1000 = (Cancer (1.3-4.4) an independent risk
Period 12,336 (range 2,056 Males  10.280 0.140 0.056 informatio factor for malignancy,
2008 - Males 20-89) Males nwas especially cervical,
2014 18,960 collected thyroid, ovarian, oral,
113,760 Females 94800 from the and corpus cancers as
Females Females National well as lymphoma,
Cancer multiple myeloma, and
Registry) leukemia. The
importance of cancer
screening ~ programs
should be emphasized
in SLE patients.
Bjorna Swed Cohort 5,715 -- 20-39 SLE 5,715 - - - 11 7.3 -- -- Yes SIR 1.50 In summary, our
dal, en years = expected (Compuls  (0.75- findings confirm an
2002 Period 1,514 1,314 ory to 2.70) overall increased risk
1964- Males patients 1.514 enter the of cancer in SLE
1994 Males national patients mainly due to
4,201 40-59 registry) lymphoma, lung
Females years = cancer, and SCC, but
1,872 4.201 not for cervix and
patients Females bladder cancer. Our
findings of diverse risk
60+years estimates for
=2,529 malignant melanoma
patients and SCC might be a

challenge to future
research in both

rheumatology and
oncology, since there
might be linked

determinants in the
pathogenesis of both
SLE and cancer
initiation.
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The current study
indicates that
Taiwanese patients
with SLE had a 2.16-
fold higher risk of
developing HNMs
compared with
matched controls. For
patients  with SLE
aged between 40 and
49 years, the risk of
developing HNMs
increased markedly
(IRR =12.03).

Most HNMs following
SLE diagnosis
occurred in the fourth
years and later.
Although the diagnosis
of HNMs was
negatively correlated
with the survival of
patients with SLE at
the end of our follow
up (p < 0.0011), SLE
displayed no synergic
effect on the survival
of SLE patients with
HNM compared with
age-matched controls
with a new HNM (p =
0.6616).

The expression of
podoplanin is closely
correlated with the
progression of DLE to
lip SCC.

Podoplanin could
serve as a promising
marker for predicting
oral cancer risk in
patients with
potentially malignant
lesions and identifying
a subgroup with a high
risk of  malignant
transformation of DLE,
which may be helpful
to guide treatment
selection.
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The present study
design allowed us to
study the prevalence
of cancers before CLE
diagnosis, showing
that patients with CLE
have a small elevated
prevalence of cancers
already before being
diagnosed with CLE,
but  this increase
seems to be driven
mainly by the patients
also being diagnosed
with SLE (only buccal
cancer and NMSC
were still significantly
elevated when
excluding patients who
were also diagnosed
with SLE).

In conclusion, our
study is a large-scale
nationwide cohort
study that supports
evidence for increased
risk of malignancy in
SLE patients, not only
in hematologic
malignancies but also
solid malignancies,
compared to the
general population.
Epithelial ~ dysplasia,
the  histopathological
indicator of potentially
malignant oral lesions,
may present clinically
as leukoplakia,
erythroplakia or
erythroleukoplakia.
According to  the
proposal by the WHO,
we found that high-risk
dysplasia was
associated with a
14.24-fold  increased
risk of  malignant
transformation after
adjustment for age.
These results support
the view that epithelial
dysplasia is a
significant indicator for
evaluating  risk  of
malignant
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transformation
patients with DLE.

n

This study supports
existing evidence that
patients  with SLE
experience an
increased incidence of
cancer compared with
the general population.
An increased risk of
overall cancer for
patients with CLE was
also found.

Both groups showed
increased risks of
hematologic,
pancreatic and lung
cancers. Patients with
SLE experienced
elevated risks  for
several cancer sites,
whereas this study
also showed a
potential novel finding
of an increased risk of
ovarian  cancer in
patients with CLE.

In general, risk
estimates for cancer
were higher for SLE
than for CLE, but this
study stresses the

importance of
increased
attentiveness to

cancer in both patients
with  SLE and those
with CLE.

DLE, discoid lupus erythematosus; SLE, systemic lupus erythematosus.
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5.3 Risco de viés dos estudos

Nos estudos transversais, os dominios mais conflituosos foram o D3: "A
exposicao foi medida de forma valida e confiavel?" (GAO et al., 2016), D5: "Foram
identificados fatores de confusdo?", e D6: "Foram declaradas estratégias para lidar
com os fatores de confusdo” (LIU et al., 2011). Todas essas questdes foram
consideradas devido ao fato de que os critérios de inclusdo e exclusdo nos artigos
selecionados ndo tinham uma descricdo completa. Considerando o risco geral de
vies dos estudos transversais, eles foram classificados como "baixos". As
informacdes sobre o risco de viés dos estudos transversais sdo apresentadas em

detalhes na figura 3.

Figura 3. Gréfico de seméforo da avaliagcao do risco de viés dos estudos transversais analiticos

utilizando a ferramenta especifica elaborada pelo JBI.

Risk of bias
| b2 | b3 | b4 | ps | pbe | b7 | D8 | Overal |
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D1: Were the criteria for inclusion in the sample clearly defined? Judgement
D2: Were the study subjects and the setting described in detail?

D3: Was the exposure measured in a valid and reliable way? ‘ High
D4: Were objective, standard criteria used for measurement of the condition? . Low

D5: Were confounding factors identified?

D6: Were strategies to deal with confounding factors stated?
D7: Were the outcomes measured in a valid and reliable way?
D8: Was appropriate statistical analysis used?

Nos estudos de coortes os fatores de risco que envolvem o cancer oral, como
o tabagismo e o consumo de alcool, foram os principais fatores de confusao
encontrados, sendo o dominio mais confltante o D5 :"Foram estabelecidas
estratégias para lidar com fatores de confusédo?", pois, ou 0s estudos ndo descrevem
de forma clara como os fatores de risco conhecidos foram gerenciados para medir
seu impacto na avaliacdo do risco de cancer oral em amostras de LES (BAE et al.,
2019; BJORNADAL et al., 2002; GRONHAGEN et al., 2012), ou nao relataram essa
informagéo (HAN et al.,, 2021; WESTERMANN et al., 2021; CHANG et al., 2013).
Outro dominio significativo foi o D3: "A exposicdo foi medida de forma valida e

confiavel?", uma vez que todas as amostras foram obtidas de bancos de dados, e
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nao foi descrito de maneira clara como o diagnostico de LES foi feito. O risco geral
de viés da maioria dos estudos foi "baixo", (BJORNADAL et al., 2002; GRONHAGEN
et al., 2012; WESTERMANN et al., 2021; CHANG et al., 2013), com duas avaliagdes
classificadas como "incertas" (BAE et al., 2019; HAN et al., 2021). As informagdes
sobre o risco de viés dos estudos de coortes sdo apresentadas em detalhes na

figura 4.

Figura 4. Grafico de semaforo da avaliagdo do risco de viés dos estudos de coortes utilizando a
ferramenta especifica elaborada pelo JBI.
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D10: Were stralegies to address incomplete follow up utilized?

D11: Was appropriate statistical analysis used?

Not applicable

5.4 Sintese dos resultados

Os estudos de coortes (BAE et al., 2019; CHANG et al., 2013; GRONHAGEN
et al.,, 2012; HAN et al., 2021) foram agrupados para o célculo do risco relativo de
cancer oral em pacientes com LES (Figura 5), e os estudos transversais (GAO et al.,
2016; LIU et al., 2011) foram utilizados no calculo da prevaléncia de céancer oral em
amostras de LED (Figura 6), tantos as coortes quanto os transversais foram
avaliados através de metandlises de efeitos aleatérios. Em relagdo ao risco de
desenvolver cancer oral, as 4 coortes selecionadas mostraram uma diferenca
significativa entre pacientes com e sem LES, em que os com LES apresentaram
risco aumentado para malignidade oral (RR = 2,69; IC 95%, 1,75-4,16; 1 2= 0%; P =

0,78) (Figura 5). Dados incompletos sobre o numero de casos de cancer oral no
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grupo controle dos estudos Bjornadal et al. (2002) e Westermann et al. (2021)
impediram a analise quantitativa dos mesmos: Os estudos de coorte apresentaram
baixa heterogeneidade pelo método Q de Cochran e valores de | 2(Q=1,09; p=0,78, |
2 =0%). Nao foram encontrados outliers no contexto deste modelo.

A prevaléncia agrupada de céncer oral em amostras de LED de estudos
transversais foi de 10% (95% CI, 0,03-0,13; | 2= 59%; p = 0,12) com a prevaléncia
variando de 7% a 15% (Figura 6). De acordo com o método Q de Cochran e os
valores de | 2 (Q=2,46; p=0,12; | 2 =59%), houve moderada heterogeneidade entre

0s estudos transversais.

Figura 5. Grafico de floresta ilustrando o risco relativo geral de cancer oral em pacientes expostos ou

nao expostos ao lipus eritematoso sistémico.
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A correlacdo de classificacdo e os testes de regressdo nao indicaram
qualquer assimetria do gréafico de funil (p = 1,0000 ep = 0,9812, respectivamente)

(Figura 7).

Figura 7. Gréfico de funil criado para avaliar possiveis vieses de publicacao.
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5.6 Certeza de evidéncia

A forca da evidéncia (Figura 8) foi avaliada usando os critérios GRADE e
dividida em dois subgrupos: (1) estudos de coorte de LES e (2) estudos transversais
de LED. Em estudos de coorte, a evidéncia foi considerada de qualidade muito
baixa, com preocupacdes significativas em dominios como inconsisténcia (sério),
carater indireto (sério) e imprecisao (sério). Da mesma forma, a evidéncia de
estudos transversais também foi classificada como “muito baixa”, particularmente em

termos de risco de viés (grave), inconsisténcia (muito grave) e imprecisao (grave).
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Figura 8. Avaliagdo da qualidade da evidéncia dos estudos usando a ferramenta GRADE.
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6 DISCUSSAO

Essa revisdo sistematica teve como  objetivo  investigar a
incidéncia/prevaléncia de transformacdo maligna, bem como as caracteristicas das
manifestacdes orais do LES/LED. Os resultados mostraram que o LES é um fator de
risco significativo para o cancer oral, uma vez que os pacientes com LES tém quase
trés vezes mais chances de desenvolvé-lo quando comparados a populacdo em
geral. Apesar das variagcdes nas populacdes e nas fontes de dados, nossos achados
se alinham com a maioria dos estudos de coorte retrospectivos publicados (BAE et
al., 2019; HAN et al., 2021; BJORNADAL et al., 2002; GRONHAGEN et al., 2012;
WESTERMANN et al., 2021; CHANG et al, 2013), apresentando um risco
significativo de cancer oral em pacientes com LES, com taxas de RR variando de
1,92 a 3,98. De acordo com Chang et al. (2013) a cavidade oral € o local com maior
incidéncia de malignidade na regido de cabeca e pescoco, seguida da nasofaringe
nos pacientes com LES. Para Bae et al. (2019) os pacientes com LES tém um risco
significativamente maior de desenvolver cancer oral quando comparados aos
individuos do grupo controle, com taxas de OR variando entre 1,36 a 4,41.

Revisdes sistematicas anteriores foram realizadas para avaliar o risco de
varios tipos de canceres em pacientes com LES (CLARKE et al., 2021; SONG et al.,
2018; CAO et al., 2015). No entanto, apenas Clarke et al. (2021) investigaram 0 risco
relativo (RR) agrupado de céncer oral nessa populacdo. Curiosamente, eles nao
encontraram uma associagcao positiva entre LES e cancer oral. Seu RR agrupado,
obtido de apenas dois estudos, variou de 0,79 a 2,53 (IC 95%). No presente estudo,
a analise quantitativa incluiu quatro estudos de coorte com uma amostra agrupada
de 914.827 participantes, 0 que representa um numero significativamente maior de
pacientes quando comparado aos 80.833 pacientes analisados na reviséo
sistematica anterior. Clarke et al. (2021) limitaram suas buscas as duas principais
bases de dados eletronicas e restringiram o idioma ao inglés, o que pode ter gerado
viés de publicacédo ou selecdo. A presente revisao fez uma investigacao abrangente
avaliando seis diferentes bases de dados eletronicas, incluindo a literatura cinzenta.
Embora sua revisado tenha usado critérios claros para o diagnostico de LES, eles néo
mencionaram se usaram critérios de inclusdo claros para o diagnostico de cancer
oral, o que poderia ter comprometido seus resultados. Nesta revisdo sistematica, os

estudos de coortes incluidos confirmaram o diagndstico de cancer oral combinando
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os bancos de dados primarios de LES com o banco de dados de registros de cancer
(BAE et al., 2019; HAN et al., 2021; BJORNADAL et al., 2002; GRONHAGEN et al.,
2012; WESTERMANN et al.,, 2021; CHANG et al., 2013). A associacado destes
bancos de dados garante que o exame histolégico, que € o padrao de referéncia
para o diagnostico do cancer oral, seja obrigatério. Este cruzamento de dados
fortalece a validade e a confiabilidade dos resultados obtidos no presente estudo.

Em relacdo ao LED, o risco de cancer oral também é significativo, com uma
prevaléncia geral de 10% evidenciada na presente metanalise. No entanto, ndo ha
nenhum estudo de coorte de qualidade metodolégica adequada disponivel
atualmente, que investigue a incidéncia especifica de cancer oral nessa populacéo.
Até o momento, as evidéncias existentes sdo oriundas de relatos de casos
(ARVANITIDOU et al., 2018; GRIMALDO-CARJEVSCHI et al., 2011). A indicacao da
probabilidade de cancer oral em pacientes com LED mostrada neste estudo € crucial
para reforcar a classificacdo do LED como DOPM. Estes achados estdo de acordo
com o relatério de consenso da OMS para o cancer oral, que considera ndo apenas
evidéncias de observagdes descritivas em relatos de casos (ARVANITIDOU et al.,
2018), mas também apresenta evidéncias de estudos transversais bem desenhados
(GAO et al., 2016; LIU et al., 2011).

Liu e cols. (2011) em um estudo transversal com 87 casos perceberam que 0S
locais de lesbes malignas orais eram 0s mesmos locais em que o LED tinha sido
anteriormente biopsiado e diagnosticado. As manifestagdes orais mais frequentes do
LED séo localizadas no labio inferior e mucosa oral, e a transformacdo maligna
ocorre mais comumente em pacientes do sexo feminino idosos (>60 anos) (LIU et
al., 2011). Contudo, o estudo transversal de Gao et al. (2016) com 52 casos relatou
que a idade e o sexo nao foram significativamente associados a transformacéo
maligna dos casos de LED no labio inferior. Sabe-se que o aumento da prevaléncia
de casos de transformacdo maligna na regido de labio inferior pode estar
relacionado a exposigdo solar, entretanto, Parikh et al. (2010) relataram um caso de
transformacdo maligna de LED na lingua, o que ndo tem relacdo com exposicao
solar.

O mecanismo exato presente na relacdo entre LES/LED e malignidade oral
permanece desconhecido. Fatores que podem potencializar o desenvolvimento do
cancer incluem inflamacé&o cronica intrinseca, terapia imunossupressora (BUGELSKI
et al., 2010) suscetibilidade a infec¢cbes virais (como o HPV) (TAM et al., 2004) e
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fatores ambientais, como tabagismo, consumo de alcool e exposicdo ao sol
(especificamente para LED) (BARBHAIYA et al., 2016). No entanto, nenhum desses
fatores foi avaliado nos estudos primarios incluidos nesta andlise, o que limita nossa
capacidade de avaliar seu impacto no risco de cancer oral em pacientes com
LES/LED.

Potenciais limitacbes foram identificadas nesta revisdo. Em primeiro lugar,
faltam informacgdes sobre o periodo de acompanhamento das coortes incluidas e o
periodo de laténcia associado a exposicdo ao LES e ao desenvolvimento de cancer
oral. Além disso, faltavam informacdes envolvendo a presenca de manifestacdes
orais do lupus em pacientes com LES. Outra limitacdo € o fato de que todos os
estudos selecionados foram investigacbes retrospectivas de LES/LED, que
inerentemente apresentam desafios no controle de fatores de confusdo. Estas
limitacbes comprometeram a capacidade de investigar minuciosamente a relacéo de
causa (LES/LED) e efeito (cancer oral) nesta revisdo. Além disso, dados incompletos
sobre fatores ambientais, como presenca de infeccdes virais, tabagismo e consumo
de alcool, limitaram nossa capacidade de avaliar sua relacdo com o risco de
desenvolvimento de cancer oral em pacientes com ou sem LES. Embora os bancos
de dados do LES utilizados nos estudos primarios ndo parecam se sobrepor, pois
usaram periodos de tempo diferentes, € essencial observar que tal possibilidade nao
pode ser totalmente excluida. Por fim, a heterogeneidade moderada dos estudos
transversais e seus dados incompletos podem ter comprometido a validade externa
dos resultados em estudos de LED. Com base nos critérios GRADE, a evidéncia
cumulativa derivada de estudos de coorte e transversais foi considerada de
confianga muito baixa.

O risco de cancer oral em individuos com LES pode ter sido influenciado pela
presenca simultanea de LED, o que torna confuso o diagndstico. E crucial monitorar
de perto os pacientes que tém LES e LED por um periodo prolongado, com foco
especifico na cavidade oral. Exames bucais regulares desempenham um papel vital
na deteccdo de disturbios potencialmente malignos e facilitam o diagndstico precoce
do cancer oral. E essencial levar em consideracéo essas limitacdes ao interpretar os
achados desta revisdo. Mais pesquisas com delineamentos prospectivos e coleta de
dados abrangentes sdo consideradas necessarias para abordar estas limitacbes e
estabelecer evidéncias mais robustas sobre a relacédo entre LES/LED e o risco de

cancer oral.
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7 CONCLUSOES

Os resultados quantitativos e qualitativos desta revisdo sistematica
demonstram que existe um risco elevado de desenvolvimento de céncer oral em
pacientes com LES/LED. Portanto, é aconselhavel que os individuos com LES/LED
sejam acompanhados de perto para monitoramento das manifestacbes orais do
LES/LED, e para deteccao precoce e tratamento oportuno do cancer oral. Sao
necessarios mais estudos observacionais que estabelecam relacdo entre a
exposicdo ao LES/LED e cancer oral, levando em consideracdo o periodo de

laténcia e os fatores que podem predispor a transformacao maligna.
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APENDICE A

Tabela - Estratégias de buscas utilizadas nas diferentes bases de dados eletrénicas.

Database Search Results
strategy Nov 16t 2022

Medline / ("lupus erythematosus, systemic"[MeSH Terms] OR "Systemic 481

PubMed Lupus Erythematosus"[All Fields] OR "Lupus Erythematosus

Disseminatus"[All Fields] OR "libman sacks disease"[All Fields]
OR "libman sacks disease"[All Fields] OR "lupus erythematosus
systemic"[All Fields] OR "lupus erythematosus discoid"[All Fields]
OR "Discoid Lupus Erythematosus"[All Fields] OR "Discoid Lupus
Erythematosus"[All Fields]) AND ("Mouth Neoplasms"[MeSH
Terms] OR "Mouth Neoplasms"[All Fields] OR "Mouth
Neoplasm"[All Fields] OR "Oral Neoplasm"[All Fields] OR "Oral
Neoplasms"[All Fields] OR "Cancer of the Mouth"[All Fields] OR
"Mouth Cancer"[All Fields] OR "Mouth Cancers"[All Fields] OR
"Oral Cancers"[All Fields] OR "Oral Cancer"[All Fields] OR
"neoplasm mouth"[All Fields] OR "neoplasms oral"[All Fields] OR
"neoplasm oral"[All Fields] OR "neoplasms mouth"[All Fields] OR
"Cancer of Mouth"[All Fields] OR "cancer oral"[All Fields] OR
"cancers oral"[All Fields] OR "cancer mouth"[All Fields] OR
"cancers mouth"[All Fields] OR (("malignant'[All Fields] OR
"malignants”[All Fields] OR "neoplasms"[MeSH Terms] OR
"neoplasms”[All  Fields] OR "neoplasm”[Title/Abstract] OR
"malignancies"[All Fields] OR "malignancy"[All Fields] OR
"Tumor"[Title/Abstract] OR "Tumors"[Title/Abstract] OR
"cancer"[Title/Abstract] OR "cancers"[Title/Abstract] OR
"Leukoplakia"[All Fields] OR "Leukoplakias"[All Fields]) AND
("transformation"[All Fields] OR "transformations"[All Fields] OR
"disorders"[Title/Abstract] OR  "disorder"[Title/Abstract] OR
"disease"[Title/Abstract] OR  "diseases"[Title/Abstract] OR
"lesion"[Title/Abstract] OR "lesions"[All Fields]) AND
("oral"[Title/Abstract] OR "mouth"[Title/Abstract] OR "buccal"[All
Fields])) OR "carcinoma, squamous cell'[MeSH Terms] OR
"squamous cell carcinoma”[All Fields] OR "Squamous Cell
Carcinomas"[All Fields] OR "Squamous Carcinoma"[All Fields]
OR "Squamous Carcinomas"[All Fields] OR "Epidermoid
Carcinoma'[All Fields] OR "Epidermoid Carcinomas"[All Fields]
OR "Planocellular Carcinoma"[All Fields] OR "Planocellular
Carcinomas"[All Fields])
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Embase

(‘'systemic lupus erythematosus'/de OR 'systemic lupus
erythematosus' OR ‘lupus erythematosus disseminatus'/de OR
'lupus erythematosus disseminatus’ OR ‘libman-sacks disease'
OR 'libman sacks disease'/de OR 'libman sacks disease' OR
'lupus erythematosus systemic'/de OR 'lupus erythematosus
systemic' OR 'lupus erythematosus discoid/de OR 'lupus
erythematosus discoid' OR 'discoid lupus erythematosus'/de OR
'discoid lupus erythematosus’) AND (‘mouth neoplasms'/de OR
'mouth neoplasms’ OR 'mouth neoplasm’/de OR 'mouth
neoplasm' OR 'oral neoplasm' OR 'oral neoplasms' OR ‘cancer of
the mouth' OR 'mouth cancer'/de OR 'mouth cancer' OR 'mouth
cancers' OR 'oral cancers' OR 'oral cancer'/de OR 'oral cancer'
OR 'neoplasm mouth' OR 'neoplasms oral' OR 'neoplasm oral'
OR 'neoplasms mouth' OR 'cancer of mouth' OR 'cancer oral' OR
‘cancers oral' OR 'cancer mouth'/de OR ‘cancer mouth' OR
‘cancers mouth’ OR ((malignant OR malignants OR
'neoplasms'/de OR neoplasms OR 'neoplasm'/de OR neoplasm
OR 'malignancies'/de OR malignancies OR 'malignancy'/de OR
malignancy OR ‘tumor'/de OR tumor OR ‘tumors'/de OR tumors
OR ‘cancer'/de OR cancer OR 'cancers’/de OR cancers OR
'leukoplakia’/de OR leukoplakia OR leukoplakias) AND
(‘transformation’/de OR transformation OR transformations OR
'disorders'/de OR disorders OR 'disorder'/de OR disorder OR
'disease’/de OR disease OR 'diseases'/de OR diseases OR
‘lesion’/de OR lesion OR lesions) AND (oral OR 'mouth'/de OR
mouth OR buccal)) OR ‘'squamous cell carcinoma'/de OR
'squamous cell carcinoma' OR 'squamous cell carcinomas' OR
'squamous carcinoma‘/de OR 'squamous carcinoma' OR
'squamous carcinomas' OR ‘'epidermoid carcinoma'/de OR
‘epidermoid carcinoma'’ OR ‘'epidermoid carcinomas' OR
'‘planocellular carcinoma'/de OR ‘planocellular carcinoma' OR
'‘planocellular carcinomas')

2,779

Scopus

TITLE-ABS-KEY("Systemic Lupus Erythematosus" OR "Lupus
Erythematosus Disseminatus” OR "Libman-Sacks Disease" OR
"Libman Sacks Disease" OR "lupus erythematosus systemic" OR
"lupus  erythematosus  discoid® OR  "Discoid Lupus
Erythematosus" OR "Discoid Lupus Erythematosus") AND TITLE-
ABS-KEY("Mouth Neoplasms" OR "Mouth Neoplasm" OR "Oral
Neoplasm" OR "Oral Neoplasms" OR "Cancer of the Mouth" OR
"Mouth Cancer" OR "Mouth Cancers" OR "Oral Cancers" OR
"Oral Cancer" OR "neoplasm mouth" OR "neoplasms oral" OR
"neoplasm oral" OR "neoplasms mouth" OR "Cancer of Mouth"
OR "cancer oral" OR "cancers oral" OR "cancer mouth" OR
"cancers mouth" OR ((malignant OR malignants OR neoplasms
OR neoplasm OR malignancies OR malignancy OR Tumor OR
Tumors OR cancer OR cancers OR Leukoplakia OR
Leukoplakias) AND (transformation OR transformations OR
disorders OR disorder OR disease OR diseases OR lesion OR
lesions) AND (oral OR mouth OR buccal)) OR "squamous cell
carcinoma" OR "Squamous Cell Carcinomas" OR "Squamous
Carcinoma" OR "Squamous Carcinomas" OR "Epidermoid
Carcinoma" OR "Epidermoid Carcinomas" OR "Planocellular
Carcinoma" OR "Planocellular Carcinomas")

1,395
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Web of
Science

TS=("Systemic Lupus Erythematosus" OR "Lupus Erythematosus
Disseminatus" OR "Libman-Sacks Disease" OR "Libman Sacks
Disease" OR "lupus erythematosus systemic" OR "lupus
erythematosus discoid" OR "Discoid Lupus Erythematosus" OR
"Discoid Lupus Erythematosus") AND TS=("Mouth Neoplasms"
OR "Mouth Neoplasm" OR "Oral Neoplasm" OR "Oral
Neoplasms" OR "Cancer of the Mouth" OR "Mouth Cancer" OR
"Mouth Cancers" OR "Oral Cancers" OR "Oral Cancer" OR
"neoplasm mouth" OR "neoplasms oral" OR "neoplasm oral" OR
"neoplasms mouth" OR "Cancer of Mouth" OR "cancer oral" OR
"cancers oral" OR "cancer mouth" OR "cancers mouth" OR
((malignant OR malignants OR neoplasms OR neoplasm OR
malignancies OR malignancy OR Tumor OR Tumors OR cancer
OR cancers OR Leukoplakia OR Leukoplakias) AND
(transformation OR transformations OR disorders OR disorder
OR disease OR diseases OR lesion OR lesions) AND (oral OR
mouth OR buccal)) OR "squamous cell carcinoma" OR
"Squamous Cell Carcinomas" OR "Squamous Carcinoma" OR
"Squamous Carcinomas" OR "Epidermoid Carcinoma" OR
"Epidermoid Carcinomas" OR "Planocellular Carcinoma" OR
"Planocellular Carcinomas")

445

LILACS

("Systemic Lupus Erythematosus" OR "Lupus Erythematosus
Disseminatus” OR "Libman-Sacks Disease" OR "Libman Sacks
Disease” OR "lupus erythematosus systemic® OR "lupus
erythematosus discoid" OR "Discoid Lupus Erythematosus” OR
"Discoid Lupus Erythematosus® OR "Lupus Eritematoso
Sistemico" OR "Doenca de Libman-Sacks" OR "LuUpus
Eritematoso Disseminado” OR "enfermedad de Libman-Sacks"
OR "lupus eritematoso diseminado") AND ("Mouth Neoplasms"
OR "Mouth Neoplasm" OR "Oral Neoplasm" OR "Oral
Neoplasms" OR "Cancer of the Mouth" OR "Mouth Cancer" OR
"Mouth Cancers" OR "Oral Cancers" OR "Oral Cancer" OR
"neoplasm mouth" OR "neoplasms oral" OR "neoplasm oral" OR
"neoplasms mouth" OR "Cancer of Mouth" OR "cancer oral" OR
"cancers oral® OR "cancer mouth" OR "cancers mouth" OR
((malignant OR malignants OR neoplasms OR neoplasm OR
malignancies OR malignancy OR tumor OR tumors OR cancer
OR cancers OR leukoplakia OR leukoplakias OR cancer OR
neoplasia OR neoplasias OR tumor OR tumores OR malignidad
OR maligno OR leucoplasia OR leucoplaquia OR
leucoqueratosis) AND (transformation OR transformations OR
disorders OR disorder OR disease OR diseases OR lesion OR
lesions OR transformacdo OR  transformacdes OR
transformacion OR transformaciones OR lesdo OR lesdes OR
lesiébn OR lesiones) AND (oral OR mouth OR buccal OR bucal
OR boca)) OR "squamous cell carcinoma" OR "Squamous Cell
Carcinomas" OR "Squamous Carcinoma" OR "Squamous
Carcinomas" OR "Epidermoid Carcinoma"” OR "Epidermoid
Carcinomas" OR "Planocellular Carcinoma" OR "Planocellular
Carcinomas" OR "Neoplasias Bucais" OR "Neoplasias Orais" OR
"Neoplasias da Boca" OR "Neoplasias de Boca" OR "Neoplasia
da Boca" OR "Neoplasia de Boca" OR "Neoplasia Bucal" OR
"Neoplasia Oral" OR "Cancer Bucal® OR "Cancer Oral* OR
"Céncer da Boca" OR "Cancer de Boca" OR "Tumor Bucal" OR
"Tumor Oral" OR "Tumor da Boca" OR "Tumor de Boca" OR
"Tumores Bucais" OR "Tumores Orais" OR "Tumores da Boca"
OR "Tumores de Boca" OR "Neoplasias de la Boca" OR "Cancer
de la Boca" OR "Neoplasia de la Boca" OR "Neoplasias Bucales"
OR "Neoplasias Orales" OR "Tumor de la Boca" OR "Tumores de
la Boca" OR "Tumores Bucales" OR "Tumores Orales" OR

18
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"Carcinoma de Células Escamosas" OR "Carcinoma de Células
Planas" OR "Carcinomas de Células Escamosas" OR
"Carcinoma Epidermoide" OR "Carcinoma Escamocelular" OR
"Carcinoma Escamoso"” OR "Carcinoma Espinocelular® OR
"Carcinoma Planocelular") AND ( db:("LILACS"))

Livivo

("Systemic Lupus Erythematosus" OR "Lupus Erythematosus
Disseminatus” OR "Libman-Sacks Disease" OR "Libman Sacks
Disease" OR "lupus erythematosus systemic" OR "lupus
erythematosus discoid" OR "Discoid Lupus Erythematosus" OR
"Discoid Lupus Erythematosus") AND ("Mouth Neoplasms" OR
"Mouth Neoplasm” OR "Oral Neoplasm" OR "Oral Neoplasms"
OR "Cancer of the Mouth" OR "Mouth Cancer® OR "Mouth
Cancers" OR "Oral Cancers" OR "Oral Cancer" OR "neoplasm
mouth" OR "neoplasms oral" OR "neoplasm oral" OR "neoplasms
mouth” OR "Cancer of Mouth" OR "cancer oral" OR "cancers
oral" OR "cancer mouth" OR "cancers mouth" OR ((malignant OR
malignants OR neoplasms OR neoplasm OR malignancies OR
malignancy OR Tumor OR Tumors OR cancer OR cancers OR
Leukoplakia OR Leukoplakias) AND (transformation OR
transformations OR disorders OR disorder OR disease OR
diseases OR lesion OR lesions) AND (oral OR mouth OR
buccal)) OR "squamous cell carcinoma” OR "Squamous Cell
Carcinomas” OR "Squamous Carcinoma”™ OR "Squamous
Carcinomas" OR "Epidermoid Carcinoma" OR "Epidermoid
Carcinomas" OR "Planocellular Carcinoma" OR "Planocellular
Carcinomas")

316

ProQuest
Dissertation
and Thesis

noft("Systemic Lupus Erythematosus" OR "Lupus Erythematosus
Disseminatus” OR "Libman-Sacks Disease" OR "Libman Sacks
Disease" OR "lupus erythematosus systemic" OR "lupus
erythematosus discoid" OR "Discoid Lupus Erythematosus" OR
"Discoid Lupus Erythematosus") AND noft("Mouth Neoplasms"
OR "Mouth Neoplasm" OR "Oral Neoplasm" OR "Oral
Neoplasms" OR "Cancer of the Mouth" OR "Mouth Cancer" OR
"Mouth Cancers" OR "Oral Cancers" OR "Oral Cancer" OR
"neoplasm mouth" OR "neoplasms oral" OR "neoplasm oral" OR
"neoplasms mouth" OR "Cancer of Mouth" OR "cancer oral" OR
"cancers oral" OR "cancer mouth" OR "cancers mouth" OR
((malignant OR malignants OR neoplasms OR neoplasm OR
malignancies OR malignancy OR Tumor OR Tumors OR cancer
OR cancers OR Leukoplakia OR Leukoplakias) AND
(transformation OR transformations OR disorders OR disorder
OR disease OR diseases OR lesion OR lesions) AND (oral OR
mouth OR buccal)) OR "squamous cell carcinoma" OR
"Squamous Cell Carcinomas" OR "Squamous Carcinoma" OR
"Squamous Carcinomas" OR "Epidermoid Carcinoma" OR
"Epidermoid Carcinomas" OR "Planocellular Carcinoma" OR
"Planocellular Carcinomas")

08

Google
Scholar

("Systemic Lupus Erythematosus” OR "Lupus Erythematosus
Disseminatus” OR ‘"Libman Sacks Disease” OR "lupus
erythematosus systemic") AND ("Mouth Neoplasm" OR "Oral
Neoplasm” OR "Mouth Cancer" OR "Oral Cancer")

100
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Risk and prevalence of oral cancer in patients with )
different types of lupus erythematosus: a systematic e
review and meta-analysis

Larissa Rosa Santana Rodrigues, DDS.* Daniel Lobato Ferreira Ferraz, DDS,”

Cecilia Raquel Guimaraes de Oliveira, DDS," Karine Evangelista, DDS, MSc, PhD,*

Maria Alves Garcia Silva, DDS, MSc, PhD.*“ Fernanda Paula Yamamolo Silva, DDS, MSc, PhD,*“ and
Brunno Santos de Freitas Silva, DDS, MSc, PhD™*

Objective. The objective of this study was to assess the risk and prevalence of oral cancer in patients with syseemic lupus erythe-
matasus (SLE) or discoid lupus erythematosus (DLE).

Study Design. The review included observational cohort and cross-sectional studies that investigated the incidence or prevalence
of oral cancer in adults with confirmed diagnases of SLE or DLE. Studies were selected based on predefined eligibility criteria,
including the use of specific diagnastic criteria for SLEand DLE. After searches in PubMed/MEDLINE, EMBASE, Scopus, Web of
Science, LILACS, and LIMVO databases and gray literature for relevant studies, the selection process was conducted by indepen-
dent reviewers.

Reaults. A total of 5,545 articles were identified. Afterscreening, 8 studies met the inclusion criteria. The pooled risk estimate indi-
cated a significantly increased risk of oral cancer in patients with SLE (risk ratio = 2.69; 95% confidence interval, 1.75 1 4.16;
I* = 0%; P = .78) compared with the general population. The pooled prevalence of oral cancer in patients with DLE was 10%
(95% ci, 0.031t0 0.13; /" = 59%; P=.12).

Conclusions. This review provides evidence supporting an elevated risk for individuals with SLE or DLE developing oral cancer.
The findings highlight the importance of monitoring oral mucosa in patients with these conditions. (Oral Surg Oral Med Oral

Pathol Oral Radiol 2023;136:595-605)

Systemic lupus erythematosus (SLE) is a chronic
autoimmune disease with serious implications for a
patient’s life. It presents various clinical manifestations
in multiple organs.' which include musculoskeletal.
renal, gastroinlestinal, pulmonary. hemalologic. ocular,
neural, cardiovascular, and cutaneous lissues.” The
overall incidence of SLE is from around 0.3 10 23.2 in
100.000 person-years, predominantly in adult female
palienls.3 with a more aggressive progression in youn-
ger palients. Systemic lupus erythematosus, which is
comsidered a significant health issue in terms of mor-
bidity and mortality, negatively impacits the life expec-
tancy of affected patients.”

Although there is increasing evidence of SLE eliopa-
thogenesis, its exact pathologic mechanism remains
unknown.” Consequently, ils management is mainly
based on controlling disease manifestations through
glucocorticoid therapy or other treatments with immu-
nosuppressive drugs.” These management modalilies
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have been used to control the disease for many years®;
however. several adverse effects of long-term immuno-
suppressive therapy have been reporled.6 including an
increased risk for cancer.” The cause of the association
between SLE and malignancy is still imprecise, but
there is evidence that SLE is associated with an
increased risk of cancer because of cumulative immu-
nosuppressant exposure.’

Regarding the risk for malignancy in patients with
SLE., there is an increased risk for non-Hodgkin lym-
phoma, Hodgkin lymphoma, myeloma, liver, cervical,
lung. bladder. thyroid. stomach. and brain cancers.”
with approximately a 3-fold higher risk of hemalologic
malignancies in these palients compared with the gen-
eral population.’ Previous syslematic reviews have
investigated the risk of cancer associaled with
SLE.*'®" However. only 1 such review investigated
the pooled incidence of oral cancer in an SLE sample
but presented no assumplions regarding specific eligi-
bility criteria for the oral cancer diagnosis. In addition,
it did not include any discussion on the impact of oral

Statement of Clinical Relevance

Patients with systemic lupus erythematosus are
3 times more likely to develop oral cancer than the
general population. The risk is also significant with
discoid lupus erythematosus. Regular oral mucosal
moniloring is crucial for early detection and
Irealment.
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cancer risk on the patients with SLE or differences in
risk between SLE and patients with discoid lupus
erythematosus (DLE).®

Lupus erythematosus (LE) has recently been added
to the group of oral potentially malignant disorders
(OPMDs) based on published resulis from case reports
and cohort studies.'* The malignant transformation of
oral and labial mucosa involving oral LE lesions seems
to occur, particularly in relation to DLE, which is a
chronic cutaneous manifestation of LE." The last con-
sensus report on OPMD by the World Health Organiza-
tion Collaborating Centre for Oral Cancer and
Precancer indicates that the number of cases of malig-
nancy arising from oral LE could be underestimated
because this condition can be clinically misdiagnosed
as oral lichen planus.'*

Patients with DLE may present evidence of SLE, but
aral squamous cell carcinoma development seems
more prevalent in DLE.'” Despite the current liter-
ature's presentation of such a finding, oral cancer has
also been described in patients with SLE, with no dis-
cussion on the overlap with a discoid presentation.'®
Thus, there is a need for a sysiemalic review of the
pooled risk of malignant transformation of oral mucosa
in patients with SLE or DLE, especially in smdies
that used clear criteria for SLE diagnosis. This sys-
tematic review was therefore undertaken to address
the following focused question: What is the risk and
prevalence of patients with SLE or DLE developing
oral cancer?

MATERIALS AND METHODS

Higibility criteria

The inclusion and exclusion criteria for this systematic
review were structured according to the acronym
PECOS'":

P (participants/population), adult patients (=18
years); E (exposure), confirmed diagnosis of SLE or
DLE; C (comparison), general population or no com-
parator; O (outcome), reliable register of oral cancer
dagnods; S (study design). observational cross-sec-
tional and cohort studies.

The review included studies that investigated the
incidence/prevalence of oral cancerin adults with SLE,
where the diagnosis was confirmed by fulfilling at least
4 of the American College of Rheumalology’slx 11
dagnostic criteria. Those studies that used the Schigdi-
Pindborg histologic criteria for diagnosis were consid-
ered regarding DLE."? No language or time restrictions
were applied to the search or selection processes.

Stmdies were excluded from the present review if
they were based on the following:

1. Pediatric patients. animals, in vitro or ex vivo stud-
ies.

November 2023

(]

. Patients with no manifestation of lupus erythemato-
sus.

3. Studies with noreliable register of oral cancer diag-
nesis.

. Studies with a diagnosis other than oral cancer.

. Studies that did not report patient outcomes or in
which the data reported could not be used to analyze
the association between SLE or DLE and oral
malignant transformation or the correlation between
oral manifestations of SLE or DLE and oral malig-
nant transformation. This also includes studies
involving patients inherently susceptible to develop-
ing cancer, such as those with congenital immuno-
deficiency and acquired immune deficiency
syndrome.

6. Reviews, letters. personal opinions. book chaplers,

conference abstracts, case reports, and case serics.

[

Information sources and search strategy

Detailed electronic strategies with specific word com-
binations and truncations were drawn up with the sup-
port of a Health Sciences librarian for each of the
following databases: PubMed/MEDLINE, EMBASE,
Scopus. Web of Science. LILACS, and LIVIVO (Sup-
plemental Appendix S1). All searches were per-
formed up to April 2023. An additional search in
the gray literature, restricted to the first 100 results,
was accessed using ProQuest Dissertation and The-
sis and Google Scholar. References were stored and
managed wsing the EndNote Web reference manager
software (Thomson Reulers). and duplicates were
removed first by using the Endnote Web and then
the Rayyan Application (Qatar Computing Research
Institute). ;

Selection process

The study selection was conducted in 2 phases by 3
independent reviewers (B.S.F.S.. L.RS.R.. and D.L.F.
F.) with expertise in oral medicine, oral pathology. and
sysiematic review methodology. The Rayyan software
was used Lo ensure a blind selection process. In phase
1, the reviewers applied the eligibility criteria [o re view
all identified electronic database references accord&ng
to their titles and abstracts. When consensus was not
reached, a fourth author (F.P.Y.S.) with specialized
knowledge in oral pathology was involved to make a
final decision. In phase 2, the full text of the selected
references was independently assessed by the same 3
reviewers involved in phase 1. applying the previously
established eligibility criteria. When consensus was
not reached. the fourth author (F.P.Y.S.) assessed the
full text of the publication to reach a conclusive deci-
sion. A hand search and expert consultations for addi-
tional studies were also performed. Details of the
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search selection process are presented in Figure 1. The
excluded articles and the reasons for their exclusion
are presented in Supplemental Appendix S2.

Data collection process

Data from the anticles selected were independently col-
lected by 3 reviewers (B.S.F.S. L.R.S.R.. and D.L.F.
F.). The information retrieved was crosschecked with a
fourth reviewer (F.P.Y.S.). The following information
was extracted: study characteristics (first author’s
name, year, couniry), study design, sample characlens-
tics (sample size. sample distribution, oral lesion char-
aclenstics, follow-up period, and habits), findings
(malignant transformation rate, risk ratio [RR]. hazard
ratio, incidence ratio, incidence rale ratio, siandardized
incidence ratio, prevalence ratio, odds ratio, and 95%
CI). and main conclusions. The information extracted
from the studies selected and their characteristics are
presenled in Table I. When the data required were
incomplete or unavailable and could not be derived
from the reported values, efforts were made 1o conlacl
the authors to obtain the missing information.

Risk of bias assessment (methodologic quality)
Toassess the methodologic quality of cohort and cross-
sectional studies included in this review, the Joanna
Briggs Institute Critical Appraisal JBI) ChecKlist for
cohort smdies™’ and the JBI Checklist for Analytical
cross-sectional studies™ were used. respectively. For
the cohort smdies, the JBI Checklist considered 11
itlems 10 assess the methodologic quality of individual
studies by answering “yes.” “no.” “unclear.” or “not
applicable” to the guiding questions. The JBI Checklist
for Analytical cross-sectional studies involved 8 itlems
for methodologic quality assessment, also considering
“yes” “no.” “unclear,” and “not applicable™ as an
answer for each domain. For both checklists, the risk
of bias was categorized as “high,” “moderate,” and
“low” when the study achieved a “yes” score of <4%%,
50% to 69%, and >70%. respectively. The quality of
cach study included was independently assessed by 3
reviewers (L.R.SR.., BSF.S. and D.LFEF.). If
required, a fourth reviewer (F.P.Y.S.) was contacted to
resolve any disagreements.

LAY

Effect measures

The main oulcome was the associalion between SLE
and the incidence/prevalence of oral cancer. They were
examined regarding RR and prevalence ratio and their
95% Cls.

Synthesis methods

The meta-analysis of malignant transformation rales
was conducted using MetaXL (version 5.3: EpiGear
International Pty Lid.) add-on for Microsoft Excel

Rodrigues eral. 597

software (Microsoft, Corp.). The pooled RR (95% CIs)
were assessed using a random effects model to estimate
the association between SLE and oral cancer, and the
graphical results are presented in a forest plol. The
pooled prevalence (95% Cls) of oral cancer in DLE
samples in cross-sectional studies was also assessed.
Cochran’s Q method and /* values were used (0 assess
statistical heterogeneity across the studies. When P <
.05 in the Q test and there was a value >75% in /. it
was considered that there was substantial heterogene-
ity. Studentized residuals were assessed 10 confirm
whether there was an indication of ouliers and if the
sensilivily analysis was necessary.

Reporting bias assessment
Reporting bias was appraised wing the Fail-safe N
method,” rank correlation test.™ and regression fest
for funnel plot asymmetry.™

Certainty assessment

The quality of evidence from the pooled studies was
classified as high, moderate. low. and very low using
the Grading of Recommendations Assessment, Devel-
opment, and Evaluation (GRADE) tool.™

RESULTS

In phase 1, a broad search in 6 electronic databases
resulted in 5.545 references. After removing dupli-
cates, 3,580 references remained for evaluation of titles
and abstracts. In phase 2, a totl of 28 studies were
selected for the comprehensive full-text appraisal;
however, 1 study could not be retrieved as the complete
article could not be accessed. Further searches in the
reference lists of the articles included yielded no addi-
tional studies. The remaining 27 smdies were fully
read, of which 8 were selecled for descriptive analy-
sis,”* and 6 were chosen for quantitative analy-
sis. 7 Two smdies were not integrated into the
meta-analysis as a result of not providing satisfactory
information to estimate the risk or prevalence of oral
cancer in patients with SLE.”* The article selection
process is detailed in the flow diagram shown in
Figure 1. Specific reasons for excluding articles in
phase 2 are presented in Supplemental Appendix S2.

Study characteristics

Of the 8 studies selected for analysis in the review,
4 reported sufficient data on the incidence of oral can-
cer in SLE based on retrospective cohorts,” ="' 2
provided infonnation on the prevalence of oral cancer
in patients with DLE from cross-sectional studies, ™™
and the remaining 2 were retrospective cohorts involv-
ing patients with SLE but lacked sufficient data for the
pooled calculation of the incidence of oral cancer.”*

26-38
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Identification of studies via databases and reglsters

Records identified from:
DATASASES (N =5545)
EMBASE [N=2TRZ)

LILACE (N=18)

FUEBMED [M=481}

LIWIVD (N=TT}

SCOPUS (N=318)

WEB OF SCIENCE (N=445)
PROQLUEST (N=8)
GOOGELE SCHOLAR (N=100)
REGISTERS (N =D}

Identification

Records removed baefore
screening:

Duplicals records removed (n
=1965)

Records marked as neligible
by aulomation toals (n =0)
Records removed for other
reasans (n =0)

'

Hecords screensd
{n =3580)

Records excluded
{n =3552)

¥

Raparts soughl far retrieval
{n=28)

Reports nol retrieved

in=1)

Reporls assessed lor

eligiblity
{n =27}
v
Studies included in review
(n = &)

Sludies included In qualitatve
analyses (n=8)
Sludies included in quantitalve
analysas (n=6)

Reporls  excluded: 1) Studies  in
padiatric patinnts: studies in animals;
studies in wvitro, studies ex vivo. 2)
Studies  in paliests wilh no ol
manifestation of lupus enythematosus.
3} Shefes thal do not  usa
histogatholegical  analysis  for  the
confirmation of oral sguamous cell
carcinoma diagnosis. 4) Studies with
ather disgnosis than ol cancers, 5)
Studies that did not report patient
oulcame (oulcomel; o in which the
data reported could not be used fo
analyze the assocalion bebwesn the
Oral Lupus Erythematosus with the
malignant ranslormatan; or in which
the data reported could not be used
to analyze the cormelation between
oral manifestation of LE with the oral
malignant translormaton; o lhose
with patients that are nherenty
susceptibhe lo developing chncer, &.q.
congenital  immunodaficency  and
acuired irrimune deficiency
syndroma. &) Raviews, letters,
personal opinlons, book chapters,
confaremca abstracis, case reports
and case sefes.

November 2023

Adapted frony: Page M. MoEenzie JE. Bossuyt M, Boutron I Hoffmann TC, Mualrow CI et al, The PRISMA 2020

statement: an updated guideling for reporting systematic reviews. BMJ 2021;372:n71. Doi:10.11360bmj o7

Hg. 1. Flowchart illustrating the literature search process and selection criteria, adapted from the Prefeamed Reporting Items for

Systematic Reviews and Meta-Analyses guidelines.
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Most siudies included Erq.t_;ented samples from Asian
countries, such as China, "~ Korea,”™ and Taiwan,™
whereas there were 3 articles from European Nordic
countries like Sweden™™" and Denmadk.” These stud-
ies were published between 2002 and 2021 and con-
tained sample sizes ranging from 5310 w0 666,864 for
the cohorts and 52 to 87 for the cross-sectional smdies.
The pooled number of participants was 914,827 for the
cohorts and 139 for the cross-sectional stdies, and the
estimated male-to-female proportions were 0.7:1 and
0.6:1, respectively. Most cohort studies did not report
the follow-up period. Only 2 articles provided this
information, ranging from 5910 8.1 vears ™'

Samples were mainly oblained from  national
health, " insurance.” ™"  and cancer data-
bases, ™' whereas 2 studies were based on samples
from a single hospital. ¥+~ All the databases mentioned
abowve have a register of SLE diagnosis, but 2 stated
that ne validation of this regster had been undertaken
for the specific diagnosis of SLEDLE™" In the
cross-sectional siudies.”" confirmation of the DLE
diagnosis was oblained throngh histopathologic exami-
nation using the Schigd-Pindborg criteria.”

Reganding the diagnosis of oral cancer, it was pre-
sumed that 5 of the cohort studies™ ™" included
cases that had undergone histologic confirmation as
their studies linked SLE databases to cancer register
databases, where the histologic examination is compul-
sory. Only | cohort study failed w clarify how the diag-
nosis of oral cancer was reached ™ Regarding the
cross-sectional  studies, 2 included  investigations
stated that a histologic diagnosis of oral cancer was
performed. e

Risk of bias within studies
In all the cohort studies selected the main concern
invilved the question, “Were strategies to deal with
corfounding factors stated 2,55 45 they do not
describe how the known risk factors associated with
oral cancer (smoking habit and alcohol consumption)
were managed in measuring their impact on the evaloa-
tien of the risk of oral cancer in SLE samples. Another
significant concern was seen in the question, “Was
the exposure measured in oa valid and reliable
way 2,75+ H313 40 a0 the samples were obtained from
databases, and how exactly the SLE diagnosis was
reached was not described. Most studies” overall risk
of bias was low, ™% with 2 investigations classi-
fied as unclear. *~ ™

In the cross-sectional studies, issues were observed
in the following questions: “Was the exposure
measured in a valid and reliable way?"™ “Were con-
founding factors identified?”" and “Were strategies to
deal with confounding factors stated? ™ All these con-
cerns were considered to result from the fact that the

Rodrigues eral. 601

inclusion and exclusion criteria in the selected articles
lacked a complete description. Considering crss-sec-
tional studies” ovemll risk of bias, they were classified
a5 low. Information on the risk of bias s presentad in
detail in Figures 2 and 3.

Synthesis of results

To calculate the pooled RR and prevalence of ol can-
cer in SLE and DLE samples, the cohort” =" and
cross-sectional studies™ ™ were assessed through ran-
dom-effects meta-analyses. In terms of the risk of
developing oral cancer, the 4 cohorts selected showed
a significant difference between patients with and with-
out SLE. with the former presenting an increased risk
for oral malignancy (RR = 2.69; 95% CL 1.75 w 4.16;
P=0%:P=_T8: Figure 4). Incomplete data on the
nurber of oral cancer cases in the control group pre-
cluded the pooled analysis of the sidies of Bjornadal
et al.™ and Westermann et al.” The cohort studies pre-
sented low heterogeneity using Cochran’s Q) method
and I values (Q = 1.09; P = 78.F =0%). An examina-
tion of the sidentized residuals revealed no indication
of outliers in the context of this maodel.

The pooled prevalence of oral cancer in DLE sam-
ples of cross-sectional studies was 10% (95% CI, 0.03
w 0.13; F = 59%: P =.12), varying from 7% to 15%
(Figure 5). According to Cochran’s Q method and r
values (Q = 2.46: P = .12: IF = 59%), there was moder-
ate heterogeneity between the cross-sectional studies.

Reporting biases

Meither rank correlation nor regression tests indicated
any funnel plot asymmetry (F = 1L.O000 and P = 9812,
respectively; Figure 6).

Certainty of evidence

The comulative evidence was evalvated vsing the
GRADE criteria and divided into 2 subgmoups: SLE
cohont studies and DLE cmss-sectional studies. In
cohont sdies, the evidence was deemed to be of very
low guality, with significant concerns in domains such
as inconsistency (serious), indireciness (sericus), and
imprecision (serious). Similarly, the evidence from
cross-sectional studies was also classified as very low,
particularly in terms of risk of bias (serious), inconsis-
tency (very serious ), and imprecision (Serious). & oom-
prehensive assessment of the evidence is provided in
Supplemental Appendix 53,

DISCUSSION

Pooled evidence fiom the present systematic review
indicates that SLE is a significant risk factor for oral
cancer, a8 patients with SLE were found to be almost
3 times more likely o develop it compared with the
general population. Despite variations in data sources
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Fig. 2. Qualitative analysis of each cobort study included, using the detailed Joanna Briggs Institute Critical Appraisal Checklist
for cohort studies.

Risk of bias

D1: Were me criteria iur inclusion in Ihe sample clearly deﬂned? Judgement
D2: Were tha study subjects and the setting described in detail? 2
D3: Was the exposure maeasured in a valid and reliable way? @ Hin
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D5: Were confounding factors identified?

D6: Were strategies to deal with confounding factors stated?

D7: Were the outcomes measured in a vakd and reliable way?
D8: Was appropriale stalistical analysis used?

Fig. 3. Qualitative analysis of each cross-sectional study included, using the detailed Joanna Briggs Institute Critical Appraisal
Checklist for cross-sectional studies.

Study, - RR(E5%CI) % Weight
Bae, 2019 |l 250 ( 083,1000) 98
Chang 2013 - 192 ( 0.7, 501) 208
Groohagen, 2012 - 396 ( 148,1067) 193
Han, 2021 270 ( 146, 488) 503
Overal 260 ( 175, 4,16) %000
Q=1,09, p=0,78, 12=0%

1 2 3 < 5 ] 7 8 9 10 "

Fig. 4. Forest plot showing the overall relative risk of oral cancer in patients exposed or unexposed to systemic lupus erythemato-
sus. RR, risk mtio.

65



CHHOHC)

REWVIEW ARTICLE

Volume 136, Number5

Shudy

Gao, HME

Rodrigues eral. 603

Prew (25% CI) F Waighl

L, 2011 .

el | ——s R —

Q=2 48, p=0.12, 12=555

045 { 007, 02T 444

0ar | 002, 093F B5A

0,10 | 0,08, 020y 000

Qe ood 00E 008 01 BAF 044 036 B 02 032 03 026

Prevalercs

Fig. 5. Forest plot presenting the prevalence of oral cancer in patients with discoid lupus erythematosus.

and populations, our findings align with most published
retrospective cohort studies, ™ 7% precenting a
significant risk of oral cancer in patients with SLE,
with RR rates ranging from 1.92 o 3.98. According o
Chang et al,*" the oral cavity is the site with the high-
esl incidence of malignancy in the head and neck
region, followed by the nasopharynx.

Previous systematic reviews have been conducted to
assess the risk of various cancer tvpes in patients with
SLE """ However, only Clarke et al * investigated
the pooled risk ratio (RR) of oral cancer in this popula-
tion. Interestingly, they did not find a positive associa-
tion between SLE and oral cancer. Their pooled RR,
obtained from only 2 studies, ranged from 0.79 w 2.53
(95% CT). In the present sindy, our quantitative analy-
sis included 4 cohort sindies with a pooled sample of
914,827 participants, representing a significantly larger
number of patients than the 80833 patients anal vzed in
the previous systematic review . Another important Jdif-
ference was the comprehensive investigation carried
out in our study, which assessed 6 different electronic
databases and included the grav lilemiure.

In contrast, Clarke et al.” limited their search to the 2
main electronic databases and restricted it to studies
published in English, all of which may have introduced
publication or selection bias. Although their review
used clear criteria for SLE diagnosis, they did not men-
tion whether they used clear inclusion criteria for oral
cancer diagnosis, which could have compromised their
results, To confimm oral cancer diagnosis, the cohort
studies included in the present svstematic review used
a linkage between the primary SLE databases and a
cancer register database. *'~'-* This linkage ensures
that histologic examination, which is the reference
standard for oml cancer diagnosis, is mandatory. This
robust approach strengthens the validity and reliability
of the results obtained in the present siudy.

Regarding DLE, the risk of oral cancer is also signif-
icant, with an overall prevalence of 10% reported in
the present meta-analysis. However, no cohort study of
adequate methodologic quality is currently available
that investigates the specific incidence of oral cancer in
this population. To date, the existing evidence is
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Fig. 6. Funnel plot generated to assess potential publication bias.
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derived from case reports.  The indication of the
probability of oral cancer in patients with DLE shown
in this study is crucial for reinforcing the classification
of DLE as an OPMD. These findings align with the
consensus report by the World Health Organization
Collaborating Centre for Oral Cancer,' which consid-
ers evidence from descriptive observations in case
nep-mts:""' and introduces evidence from well-designed
cross-sectional studies.”™

The exact mechanism linking SLE/DLE and oral
malignancy remains unknown, Potential factors medi-
ating cancer development include intrinsic chronic
inflammation, immunosuppressive therapy,” suscepti-
hility to viral infections (such a8 human papil lomavi-
ms) " and environmental factors, such as smoking
aleohel intake, and sun exposure (Specifically for
DLE).” However, none of these factors were eval uated
in the primary siudies included in this analysis, which
limits our ability o assess their impact on the risk of
oral cancer in patients with SLEDLE.

Certain limitations were identified in this review.™
First, there is a lack of information regarding the fol-
low-up period of the cohorts included and the latency
period associated with SLE exposure and the develop-
ment of oral cancer. Information aboutl oral manifesta-
tions of lupus in patients with SLE was also lacking
Ome further limitation is that all the stdies selected
were retrospective investigations of SLE/DLE, which
inherently present challenges in controlling for con-
founding factors. These limitations compramised the
ability to investigate the cause thoroughly (SLEDLE)
and effect (oral cancer) relationship in this review.

Furthermaore, incomplete data on environmental fac-
tors, such as the presence of viral infections, smoking,
and alechol consumption, limited our ability 1o assess
their relationship to the risk of oral cancer development
in patients with or without SLE. Although the SLE data-
hases used in the primary studies do not appear (o over-
lap, as they used different time fFames, it is essential to
note that such a possibility cannot be entirely excluded
Last, the moderate heterogensity of the cross-sectional
sindies and their incomplete data may have compro-
mised the external validity of the results in DLE smdies.
The fact that the potential for publication bias was not
miled out could potentially impact the ovemll findings.
Based on the GRADE critenia, the cumulative evidence
derved from both cohort and cmss-sectional studies
was deemed 1o have very low confidence.

The risk of oral cancer in individuals with SLE may
be influenced by the simultanecus presence of DLE,
which can complicate the diagnostic process. It is cre-
cial to closely monitor patients who have both SLE and
DLE over an extended period. with a specific focus on
the oral cavity. Regular oral examinations are vital in
detecting  potentially  malignant  disorders  and

November 2023

facilitating early oral cancer diagnosis. It is essential 1o
congider  these limitations when interpreting  this
review's findings. Further research using prospective
designs and comprehensive data collection is necessary
o address these limitations and establish more robust
evidence regarding the relationship between SLEDLE
and the risk of oral cancer,

CONCLUSIONS

Based on the findings of the meta-analyses, it can be
concluded that there is an elevated risk of oral cancer
development in patients with SLEDLE. Therefore,
individuals with SLE/DLE should be closely monitoned
o facilitate early detection and timely treatment of oral
CANCEr,
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ANEXO A - Clinical and Immunologic Standard of the Systemic Lupus
International Collaborating Clinics (SLICC) Classification Criteria 5,6. *Fulfilling 4
ofthese criteria (at least one of the immunological and at least one clinical) or
histologically diagnosed lupus nephritis is necessary for classification as SLE.
(BENLI et al., 2021)

Clinical criteria

. Acute cutaneous lupus (including malar rash)

. Chronic cutaneous lupus (including classical discoid

rash)Oral ulcers (palate, buccal, tongue or nasal)

. Nonscarring alopecia

. Synovitis (22 joints), tenderness (22 joints), morning stiffness (= 30
min)(characterized by swelling or effusion)

. Serositis (typical pleurisy or pericardial pain,>1 day)

Renal (urine protein/creatinine or 24h urine protein,>0.5

g)Neurologic (e.g., seizures, psychosis)

. Hemolytic anemia

. Leukopenia (< 4000/mm3) or lymphopenia

(<1000/mm3)Thrombocytopenia (<100000/mm3)

Immunological criteria

. ANA above laboratory reference range

. Anti-dsDNA above laboratory reference range (except

: ELISA)Anti-Sm

. Antiphospholipid antibody (lupus anticoagulant, falsepositive

RPR, medium or high titer anticardiolipin, anti-32 glycoprotein |)

. Low
. complement (C3, C4, or CH50)
. Direct Coombs test (in the absence of

hemolytic anemia



ANEXO B - Recomendacdes do PRISMA Statement (Preferred Reporting Items for
Stystematic Review and Meta-analyses) (PAGE et al., 2020).

). Fage ¢ colaboradaores

Tabela 1 - Hens da lista de checagem PRISMA 2020

TRADUCAD

Localizacio
Secdo ¢ topico em tem da lista de checagem oy ke
relatado
Titulo
Titula 1 Identifiqgue a publicacio como uMma revisdo sEtemadtica.
Resumio
Fresumao 2 o alista de checagem PRISMA 3020 para Resumos
Introducio
Sustificativa g Descreva a justficativa da revisio no contexts o que ja € co-
nhecida
. Apresente uma afirmacéo explicita dos objetreos ou guesttes
a adas pela rew
Objetivos % S hordad pe: y
Mdtodos
Critérios de elegibili- £ Especifigue omtérios de indusio e exclusio da revisio & comao
dade os estudos foram agrupados nas suMmanzapbes.
Especifique todas as bases de dados, repositdrios de registros,
sites, organizacies, lstas de referéndas e outras fontes pesoui-
Fontes de informacio & Sadas ou consultadas para identificar estudos.
Especifigue a data em que cada fonte foi pesquisada ou con-
sultada pela ditima vez
Apresentes as cstratégias de busca completas para todas as ba-
Estratégia de busca T =zesde dados, repositonios de registros e sihes, inchindo filbros
ou limites usados
Especifigue os métodos usados para decidir se um estudo
atendeu aos onitérios de incdusdo da revisdo, incluindo guantos
Frocesso de selecdo B revisores selecionaram cada registro e publicacio recupera-
dos, s trabalharam de forma independente e, se aplicavel,
detalhes de ferramentas de automacao utilizadas no processo.
Especifigue os metodos usados para coletar dados das pu-
blicaptes, incluindo guantos revisores coletaram dados de
Processo de coleta de g Cada pubdicacao, se eles trabalharam de forma independente,
dados QUASOUET PrOCESS0s para obter ou confirmar dados com os
autores do estudao e, se aplicdwel, detalhes de ferramentas de
automagdo utilizadas no proczsso
Liste & defina todos os desfechos cujos dados foram coletados.
Especifigue s foram coletados de cada estuds todos os resul-
103 4 aring compatfeis com cada dominio de desfecho (e para
todas as medidas, ponto de tempo, andlises|, ¢ s ndo, quais os
mittodos usados para decidir quais resultados cobetar.
Lista de dados
Liste & defina todas as outras vardveis cujos dados foram oo-
letados jex: caractensticas dos participantes e da interaencao,
Wi fontes de financiamento).

Descreva pressupostos adotados para casos de informaches
faltantes ou pouco daras.
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Tabela 1 - ens da lista de checagem PRISMA 2020

Secdo o topico

rem da lista de checagem

Localizacio
i it
relatado

#foaliacdo do risco
de wiés dos estudos

Ezpecifigue oz métodos usados para avaliar o risco de vies
nas estudos incluidos, incluindo detalhes dals) ferramentals)
usada(s), guantas revisores avaliaram cada estudo e se tra-
balharam de forma independente e, se aplicdsel, detalhes de
ferramentas de automacao usadas No processo.

Medidas de efeito

12

Eszpecifigue para cada desfecho ais) medidals] de eferto e
risco relatrvo, diferenca de meédias) usadas na sumarnzacdo ou
apresentacio dos resultados.

Métodos de sintese

1%a

Descreva os prooessos usados para decidir guais estudos fo-
ram elegheeis para cada sintese [ex.: tabulacio das caracteris-
ticas da intervencao do estudo & COMPparagio Com oS grupos
plarejados para cada sumarizagao [em 5]

Descreva metodos demandados para preparar os dados para
apresentacio ou sintese, como manejs de dados faltantes nas
estatisticas de sumarnzacds ou comersoes de dados

1B

Descreva métodos usados para tabular ou ilustrar vsualments
o resultados de estudos individuais o sinteses.

Descreva metodos usados par sumarnzar oS resultados e apre-
sente justificativa para ais) escolhals). Se uma meta-andlise fioi
realizada, descreva ofs) modelals), meétodo(s) para identificar a
presenca @ extensio da heterogenecidade estatistica ¢ ofs| pa-
coteis] de softwore utilizado(s).

122

Descreva metodos usados para explorar as possiveis causas de
heterogeneidade entre os resultados dos estudos jew: andlise
de subgrupo, metarregressao).

12f

Descreva andlses de sensibilidade conduzidas para avaliar a
robuster dos resultados sumanzados.

#oaliacdo de vieses de
publicacac

14

Descreva métocdos usados para avaliar o risco de wies devido a
resultados faltantes em uma sumarizacao ([decorrente de vie-
ses de publicacaol.

foaliacio da certeza

Descreva metodos usados para avaliar a certeza jou confianga)
no conpo de evdéncias de um desfecho

Resultados

Selecao dos estudos

=]

Descreva os resultados do processo de busca e selegaa, desde
o mumero de registros identificados na busca até o ndmen
de estudos imcluides na revisao, idealmente por meio de um

flumograma.

=]

Cite estudos gue parecem CUMEsic os critérios de inclhusdo,
mas gue foram excluidos e expligue por gue foram excluidos.

Caractersiicas dos
estudos

T

Cite cada estudo inchuido & apresente suas caracteristicas.

Rizco de viés nos oS-
tudos

18

Apresente as avaliacdes do risco de vies de cada estudao inclu-
ido.

<+ RESS
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Tabela 1 - bens da lista de checagem PRISMA 2020

Secdo e topico

Hem

Localizacio
tem da lista de checagem o it
relatado

Fesultados de estudos
individuais

|

Fara todos os desfechos, apresente para cada estudo: (a) es-
tatistica sumdria para cada grupo jquando apropriado) e (b)
estimativa de efeito & sua precisdo (eu: interalo de confianca)
credibilidade), idealmente utilizando tabelas estruturadas ou
graficos.

Fesultad oz das sinte-

Faira cada sintese, resuma brevements as caractersiicas & o
risco de vies entre os estudos contribwintes.

Fin o)

Apresente os resultados de todas as sumarizaches estatisticas
realizadas.

So micta-anadlses foram feitas, apresente para cada uma @ esti-
miakiva resumida & sua precisao |por exempda, interalo de con-
fiancafcredibilidade] e medidas de heterogeneidade estatistica.

Se estiver comparando grupos, descreva a dinecdo do efeito.

Apresente os resultados de todas as investigapoes das possi-
weis causas de heterogeneidade entre os resultados do estudo.

0d

Apresante os resultades de todas as andlses de sensibilidade
conduridas para avaliar a robusiez dos resultados sumariza-
dios

Vieses de publicacds

]|

Apresente aaliacoes de rsoo de viés devido a resultados fal-

tantes (decorrentes de vieses de publicacdc) para cada suma-
rizacao avalada.

Cprteza da evidéncia

Apresente avaliacoes da certeza [ou confianca) no corpo de
pwidéncias para cada desfecho avaliadao.

Discussio

Dizcus=3o

Forneca uma intenpretasdo geral dos resultados no contexts
de cutras evidéncias.

Discuta imitacdes das evidéncias incluidas na revisdo.

Discuta limitacdes dos processcs omMpregados Na nevisao

kB

Discuta as implicagtes dos resultados para a pratica, palitica e
pesousas futuras.

Hegistro e protocolo

Forneca informacdes de registro da revisio, incluinds o name
do repasibirio & o nimero de registra, ou declare gue a revisdos
ndo fol registrada

5

Indigue onde o protocols de revisdo pode ser acessado ou in-
dique se o protocolo ndo foi preparado.

k

Descreva e expligque quaisguer alberacdes nas informacies
fornecidas no regstro ow no protooolo.

Descreva as fontes de apoio finmnoeiro ou nao financeiro para
a revisdo & 0 papel dos financadones ou patrocinadores na
e,

<+ RESS
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Tabela 1 - tens da lista de checagem PRISMA 2020

Localizagdo
tem da lista de checagem dio iitem
relatado

Secdo ¢ topico

Confiito de inte 26 Eenclam guasquer confiitos de interesse dos autones da rewv-

Felate quaks dos itens a seguir estdo disponieeis publicamente
£ onde podem ser encontrades: madelos de formuldnics para
coleta de dados, dades extraidos dos estudos incluidos; dados
usados para todas as andlises; comando amalitico; cutros mate-
riaks usados na revisao

Dizponikbilidade de
dadas, cadigo e cutres 27
miateriais

Tabela 2 - Lista de checagem PRISMA 2020 para resumaos®

Sogdo ¢ topico tem Item da lista de checagem

Tirtwbo

Titu b i identifigue a publicecdo como revisdo sEiematica.

Introdugdo

- Formega uma declaracao explicita dos objetieos ou perguntas prnci pas

I:qnm z gume @ nerv o abaua

Métodos

ucgirllmi' dl E|= x Ezpecifique s critérics de inclusio & exclusio da revsao

- de Especifigue as fontes de informacgao [ bases de dados, repostorios)

irforTT oS “ usadas para identificar os estudos & a data em que cada wm foi

¥ pesquisado pela dltima wez
: L Ezpocifique cs metodos usados para avaliar o nsco de vies nos estudos

Fisco de vies 5 incluid

::t_lfﬁdf ] Especifique o= métodos usados para apresentar € sintetizar os resultados.

Resultados

. . Apresente o nomen total de estudos ncluidos & partcipantes & resuma

Esfascicrs in - ! as caracteristicas relevantes dos estudos.
Apresente os resultados para os 0% primaros, de prefercncia

Sirbese dos indicando o numers de estudos incluidos e participantes de cada.

resultados B So meta-andlise foi feita, relate a estimativa sumdria e o interals de
confianca/credibiidade. Se estiver comparando grupaos, indigue a direcao
dio efeite (ou seja, qual grupo € faworecidal.

Segdo ¢ topico em Item da lista de checagem

Discussao

Limatagoes das 8 Fomeca um brewve resumo das limitagoes das evidencias incluidas na

ewvidéncias revisdo |ex risoo de vies dos estudos, inconsistEncia o imprecisso).

Interpretagio o] Fomeca uma interpretacdo geral dos resultedos e implicapies relevantes.

Cutros

Financmmento n Especifigue a fonte primdria de firanciamento da revisio

fegistro L2 informe o reposittnog e o amero de registno.

a| Exta it n de checsgem de eesmos menbim oe mesnos dene: ncluidos ne declenmcic FRISSA pares resumos pubbosds sm 20755 maa
foi rvinsds pars iomar o Sests corminiente com o ceclracia PRIS KA, 200008 reiul um novs B recormarcianda sca sutoms sapecf icar
oamaSoccs Lasckca para aprmaniar s wnbeiiesr o resuksdon [ Een B

<+ RESS
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ANEXO C. Registro na plataforma International Prospective Register of Systematic
Reviews (PROSPERO 2023 CRD42023396241).

Systematic review

Please select one of the options below to edit your record. Either option will create a new version of the
record - the existing version will remain unchanged.

A list of fields that can be edited in an update can be found here

1. * Review title.
Give the title of the review in English

Risk of oral cancer in patients with oral manifestation of lupus erythematosus: a systematic review

2. Original language title.

For reviews in languages other than English, give the title in the original language. This will be displayed with the English
language fitle.

3. * Anticipated or actual start date.

Give the date the systematic review started or is expected to start.

300092022

4. * Anticipated completion date.

Give the date by which the review is expected to be completed.

03/04/2023

5. * Stage of review at time of this submission. ;1 cnange
This field uses answers to initial screening questions. It cannot be edited until after registration.

Tick the boxes to show which review tasks have been started and which have been completed.

Update this field each time any amendments are made to a published record.

The review has not yet started: No

Review stage Started Completed
Preliminary searches fes fes
Piloting of the study selection process fes fes
Formal screening of search results against eligibility criteria fes fes
Data extraction ves ves
fes Yes

Risk of bias (guality) assessment

Data analysis fes fes
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€. * Named contact.

The named contact is the guarantor for the accuracy of the information in the register record. This may be any member of
the review team.

Brunno Santos de Freitas Silva

Email salutation (e.g. "Dr Smith" or "Joanne®) for comespondence:
Dr Silva

7. * Named contact email.
Give the electronic email address of the named contact.

brunno. santosfreitas@gmail.com

8. Named contact address

PLEASE MOTE thig Information will be published in the PROSPERD record 8o please do not enfer private information, Le. perzonal homs address
Give the full institutional/forganisational postal address for the named contact.

Av. 1° avenida, s/n - Setor Leste Universitirio, Goidnia, Goids - Brasil & Av. Universitaria Km 3, 5, Cidade Universitaria -
Anapolis, GO - Brasil

9. Named contact phone number.

Give the telephone number for the named contact, including international dialling code.

55 (52) 34344304

10. * Organisational affiliation of the review.

Full titte of the organisational affiliations for this review and website address if available. Thiz field may be completed as
'None’ if the review is not affiliated to any organisation.

Universidade Federal de Goias - UFG & Universidade Evangélica de Goias

Organisation web address:

11. * Review team members and their organisational affiliations. (1 cangs

Give the personal details and the organisational affiliations of each member of the review team. Affiliation refers to groups
or organisations to which review team members belong.
NOTE: email and country now MUST be entered for each person, unless you are amending a published record.

Miss Larissa Rosa Santana Rodrigues. Universidade Federal de Goias

Mr Daniel Lobato Ferreira Ferraz. Universidade Federal de Goias - UFG

Mizz Cecilia Raguel Guimardes de Oliveira. Universidade Federal de Goids - UFG
Professor Maria Alves Garcia 5. Silva. Universidade Evangélica de Goias

Professor Karine Evangelista. Universidade Federal de Goids

Profeszor Fernanda Paula Yamamoto Silva Yamamoto Silva. Universidade Federal de Goias

Professor Brunno Santos de Freitas Silva. Universidade Federal de Goids - UFG & Universidade Evangélica de
Goias

12. * Funding sources/sponsors.



State the funder, grant or award number and the date of award
None

13. * Conflicts of interest.
List actual or perceived conflicts of interest (financial or academic).

Mone

14. Collaborators.

Give the name and affiliation of any individuals or organisations who are working on the review but who are not listed as
review team members. NOTE: email and country must be completed for each person, unless you are amending a
published record.

15. * Review question.

State the review question(s) clearly and precisely. It may be appropriate to break very broad questions down into a series of
related more specific guestions. Questions may be framed or refined using PI{E)COS or similar where relevant.

“What is the risk of oral cancer in patients with oral manifestation of systemic/discoid lupus erythematosus?

P - Parficipants: Adults with systemic or discoid lupus erythematosus

E - Exposition: Oral manifestation of systemic or discoid lupus erythematosus

C - Comparigon: General population OR patients with systemic or discoid lupus erythematosus without oral manifestation
of the disease

O - Outcome: Risk of developing oral cancer
5 - Type of Studies: Observational studies

16. * Searches.

State the sources that will be searched (e.g. Medline). Give the search dates, and any restrictions (e.g. language or
publication date). Do NOT enter the full search strategy (it may be provided as a link or attachment below.)

Detailed searches of the following electronic bibliographic databases will be performed: PubMed, EMBASE, LILACS, Web
of Science, Scopus and Livivo. Additional grey literature search will be performed using Google Scholar and Dissertations
and Theses Global (Proquest). The search strategy for each database will comprise specific word combinations and
fruncations and will be performed with the support of a health sciences librarian. Mo language or fime restrictions will be
applied in this review.

17. URL to search strategy.

Upload a file with your search strategy, or an example of a search strategy for a specific database, (including the keywords)
in pdf or word format. In doing 2o you are consenting to the file being made publicly accessible.

Or provide a URL or link to the strategy. Do NOT provide links to your search results.
https:fwww.crd york ac_ uk/PROSPEROFILES/396241_STRATEGY_20230201 pdf

Do not make this file publicly available unfil the review is complete

18. * Condition or domain being studied.
Give a short description of the disease, condition or healthcare domain being studied in your systematic review.

Lupus Erythematosus (LE) is a chronic autoimmune mucocutaneous disease which can manifest as oral lesions. The Oral
Lupus Erythematosus (OLE) was recently added to the group of Oral Potentially Malignant Disorders (OPMD), since there
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are some case reports and cohort studies which demonstrated malignant chances in oral and labial LE, especially related
to the discoid type. Despite that, there are some confroversies regarding the malignant transformation of OLE, with most of
studies demonstrating the occeurrence of lip cancer in LE patients, with oral cancer cccurring only in izolated cases.
According to the last consensus report on OPMD of the WHO Collaborating Centre for Oral Cancer and Precancer, the
number of cases of malignancy arising from OLE could be underestimated, sines this condition could be elinically
misdiagnosed as an Oral Lichen Planus. Thus, there iz a need for the systematic review of the pooled incidence/prevalence
of malignant fransformation of oral mucosa in patients with the OLE, especially from studies that used a clear criterion for
Systemic/Discoid Lupus Erythematosus diagnosis. This systematic review aims to clarify the risk/chance of oral cancer in

patients with OLE.
19. * Participants/population.

Specify the participants or populations being studied in the review. The preferred format includes details of both inclusion
and exclusion criteria.

It will be included studies in adults (=18 years) with the confirmed diagnosis of systemic or discoid lupus erythematosus by
fulfilling at least four of eleven diagnostic criteria of the American College of Rheumatology.
20. * Intervention(s), exposure(s).

Give full and clear descriptions or definitions of the interventions or the exposures to be reviewed. The preferred format
includes details of both inclusion and exclusion criteria.

It will be included studies in which the oral manifestation of systemic lupus ernythematosus confirmed with histopathelogical
analyses
21. * Comparator(s)/control.

Where relevant, give details of the alternatives against which the intervention/exposure will be compared (e.g. another
intervention or a non-exposed conftrol group). The preferred format includes details of both inclusion and exclusion criteria.

It will ke included studies in which oral cancer incidence/prevalence was compared with general population or patients with
systemic/discoid lupus erythematosus without oral manifestation of the disease.

22. * Types of study to be included.

Give details of the study designs (e.g. RCT) that are eligible for inclusion in the review. The preferred format includes both
inclusion and exclusion criteria. If there are no restrictions on the types of study, this should be stated.

Observational crogs-sectional and cohort studies.

23. Context.
Give summary details of the setting or other relevant characteristics, which help define the inclusion or exclusion criteria.

We will include studies that investigated the incidence/prevalence of oral cancer in adults with Oral Lupus Ernythematosus
confirmed with clinical and histopathological analyses (reference standard). The study design will include cbservational
studies.

24. * Main outcome(s).

Give the pre-specified main (most important) outcomes of the review, including details of how the outcome is defined and
measured and when these measurement are made, if these are part of the review inclusion critena.

The histopathological confirmation of oral cancer in patients with oral manifestation of lupus erythematosus from the
baseline to the last available follow-up or with the diagnosis of oral cancer with the register of oral manifestation of lupus
erythematosus.

Measures of effect

The link between the oral manifestation of systemic lupus erythematosus and oral cancer will be considered significant
when: Relative risks (RR) =1 (Cl 95%), Prevalence ratio (PR) =1 (Cl 95%), or Odds ratios (OR) =1 (95% CI).

25. * Additional outcome(s).

List the pre-specified additional outcomes of the review, with a similar level of detail to that required for main cutcomes.



26. * Data extraction (selection and coding).
Describe how studies will be selected for inclusion. State what data will be extracted or obtained. State how this will be

done and recorded.

Two independent reviewers (1R and 2R) will select the included articles in two phases. Firstly (phase-1), the two reviewers
will evaluate the titles and abstractz according to the eligibility criteria; secondly (phase-2), they will view full-texts and
select articles by the same criteria as phase-1; then, they will crosscheck all the information found. If disagreements arise, a
third reviewer (3R) will participate before a final decision is made of both phazes._ If important data for the review are
missing or unclear, an attempt will be made to contact the study cormmesponding author to resclve or clarify the problem.

Two independent reviewers (1R and 2R) will collect data from the selected articles. Once selected, they will crosscheck the
retrieved information with the third reviewer (3R). The information collected will be: author; type of study; year of
publication; country; characteristics of patients (sample size, gender and age); clinical characteristics. Any disagreement
will be discussed between them.

27. * Risk of bias (quality) assessment.

State which characteristics of the studies will be asseszed andfor any formal risk of biaz/quality assessment tools that will
be used.

For cohort studies the methodological quality assessment of each study will be independently evaluated using the Joanna
Briggs Institute (JBI) Critical Appraisal Checklist for analytical cohort studies. The overall quality score ranging from 0 to 9
stars will be applied, considering the following domains: selection of cohorts, comparability of cohorts, and assessment of
outcome. A third reviewer will be consulted to resolve any disagreement.

Cross-sectional studies will be individually evaluated using Joanna Briggs Institute {JBI) Critical Appraisal Checklist for
analytical cross-sectional studies, through 8 questions related to methodolegical criteria.

28. * Strategy for data synthesis.

Describe the methods you plan to use to synthesise data. This must not be generic text but should be specific to your
review and describe how the proposed approach will be applied to your data.

If meta-analysis iz planned, describe the models to be used, methods to explore statistical heterogeneity, and software
package to be used.

If quantitative synthesis is appropriate, a method of meta-analysis will be performed using Medcalc.

29. * Analysis of subgroups or subsets.

State any planned investigation of ‘subgroups’. Be clear and specific about which type of study or participant will be
included in each group or covariate investigated. State the planned analytic approach.

It is planned to perform a subgroup analysis according to the manifestation of lupus erythematosus (systemic/discoid).

30. * Type and method of review.

Select the type of review, review method and health area from the lists below.

Type of review

Cost effectiveness Mo
Diagnostic MNo
Epidemioclogic Yes
Individual patient data (IPD) meta-analysis No

Intervention Mo



Living systematic review

Meta-analysis

Methodology

Marrative synthesis

Metwork meta-analysis

Pre-clinical

Prevention

Prognostic

Prospective meta-analysis (PMA)

Review of reviews

Service delivery

Synthesis of qualitative studies

Systematic review

Other

Health area of the review

Alcohol/zubstance misuselabuse

Blood and immune system

Cancer

Cardiovascular

Care of the eldery

Child health

Complementary therapies

CovID-19

Crime and justice

Drental

Digestive system

Ear, nose and throat

Mo

Mo

Mo

Mo

Mo

MNo

Mo

Mo

Mo

MNo

No

No

Yes

No

MNo

MNo

Yes

No

No

No

No

No

Mo

Mo

Mo

MNo
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Genetics

Health inequalities/health equity
Infections and infestations
Intemational development
Mental health and behavioural conditions
Musculoskeletal

Neurological

MNursing

Obstetrics and gynaecology
Oral health

Palliative care

Perioperative care
Physiotherapy

Pregnancy and childbirth

Public health (including social determinants of health)
Rehabilitation

Respiratory disorders

Service delivery

Skin disorders

Social care

Surgery

Tropical Medicine

Urological

Wounds, injuries and accidents

Viclence and abuse

31. Language.

Select each language individually to add it to the list below, use the bin icon to remove any added in error.

English

Mo

Mo

Mo

No

Mo

Mo

No

Mo

Mo

Mo

No

Mo

No

Mo

No

Mo

No

Mo

No

Mo

No

Mo

Mo

Mo

Mo
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32. * Country.
Select the eountry in which the review is being carried out. For multi-natienal collaborations select all the counfries involved.
Brazil

33. Other registration details.

Name any other organisation where the systematic review title or protocol is registered (e.g. Campbell, or The Jeanna
Briggs Institute) together with any unique identification number assigned by them.

If extracted data will be stored and made available through a repository such as the Systematic Review Data Repository
(SRDR), details and a link should be included hers. If none, leave blank.

34. Reference and/or URL for published protocol. s charge

If the protocol for this review is published provide details {authors, tile and journal details, preferably in Vancouver format)

Mo | do not make this file publicly available until the review is complete

35. Dissemination plans.

Do you intend to publish the review on completion?

Yes

1. Oral Diseases 3.211
2. Journal of Oral Pathology & Medicine 4 253
3. Oral Surgery, Oral Medicine, Oral Pathology and Oral Radiclogy 2.589

36. Keywords.

Give words or phrases that best describe the review. Separate keywords with a semicolon or new line. Keywords help
PROSPERO users find your review (keywords do not appear in the public record but are included in searches). Be as
specific and precise as pessible. Avoid acronyms and abbreviations unless these are in wide use.

systematic review; systemic lupus erythematosus; malignant transformation; cral cancer.

37. Details of any existing review of the same topic by the same authors.

If you are registering an update of an existing review give details of the eadier versions and include a full bibliographic
reference, if available.

38. * Current review status. (z canges)

Update review status when the review is completed and when it is published.
MNew registrations must be ongeing so this field iz not editable for initial submission.

Review_Completed_published

39. Any additional information.

Provide any other information relevant to the registration of this review.



40. Details of final report/publication(s) or preprints if available. 11 crange

Leave empty until publication details are available OR you have a link to a preprint (NOTE: this field is not editable for initial
submission).
List authors, title and journal details preferably in Vancouver format.

Rodrigues LRS, Ferraz DLF, de Oliveira CRG, Evangelista K, Silva MAG, Silva FPY, Silva BSF. Risk and prevalence of oral
cancer in patients with different types of lupus erythematosus: a systematic review and meta-analysis. Oral Surg Oral Med
Cral Pathol Oral Radiol. 2023 Now;136(5):595-605. doi: 10.1016/.0000.2023.07.007. Epub 2023 Jul 12. PMID: 37635011.
hitps:iPubMed ncbi.nlm_nih.govi37635011/
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