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RESUMO

ASSIS, Amanda Vervloet Dutra Agostinho. Prevaléncia de HPV na cavidade oral de
individuos HIV+ e HIV-. Revisdo sistematica e metandlise. Rio de Janeiro, 2017.
Dissertacdo (Mestrado Profissional em Clinica Odontologica) — Faculdade de

Odontologia, Universidade Federal do Rio de Janeiro, Rio de Janeiro, 2017.

O Papilomavirus Humano (HPV) possui tropismo pelo epitélio cutaneo-
mucoso e embora seja mais frequente na regido anogenital, também pode ser
encontrado na mucosa oral. Em individuos portadores de HIV/AIDS, manifestacdes
orais sao relatadas como sinal da progressdao da infeccdo e, com o advento da
Terapia Antirretroviral Altamente Ativa (HAART), houve uma importante reducédo em
algumas manifestacbes orais, embora haja aumento em verrugas orais. Dessa
forma, o objetivo do presente estudo foi identificar se a prevaléncia de HPV na
cavidade oral é maior em individuos infectados pelo HIV (HIV+) do que em néo
infectados pelo HIV (HIV-), por meio de uma revisdo sistematica da literatura e
metanalise. Foram incluidos nesta revisdo estudos observacionais que realizaram a
deteccdo de HPV, pelo método de PCR, na cavidade oral de individuos HIV+ e HIV-,
cuja coleta foi realizada por meio de swab, escova estéril ou saliva. Uma pesquisa
eletrbnica abrangente, sem restricbes de ano e idioma, foi realizada nas bases de
dados: PubMed, LILACS, Scopus, Web of Science, Cochrane Library e Open Grey.
Avaliacdo da qualidade dos artigos incluidos, bem como do risco de viés, foi
realizada por meio de qualificador especifico para a area médica. Ja a metanalise foi
realizada por meio do MedCalc® - version 14.8.1, baseando-se nos efeitos de todos

os estudos agrupados (overall effect) e no subgrupo relacionado ao tipo de coleta.



Do total de 993 estudos identificados, 13 preencheram os critérios de elegibilidade e
foram incluidos na sintese final. Os estudos incluidos foram considerados de “baixo”
risco de viés. A metanalise demonstrou que a chance de um individuo HIV+
apresentar infeccao pelo HPV na cavidade oral foi, aproximadamente, trés vezes
maior (OR = 2,76; IC 95% = 2,36 - 3,23) do que um individuo HIV-,
independentemente do método de coleta de amostra biolégica ser por meio de
swab/escova (OR = 3,07; IC 95% = 1,70 - 5,56) ou por saliva (OR = 2,74; IC 95% =
2,33 - 3,22). Diante de tais resultados, conclui-se que ha evidéncia cientifica que
suporte a afirmacdo de que individuos HIV+ apresentam maior prevaléncia de

infeccdo de HPV na cavidade oral quando comparados a individuos HIV-.

Palavras-chave: Papillomaviridae, boca, HIV, Revisdo Sistematica, Metanalise.



ABSTRACT

ASSIS, Amanda Vervloet Dutra Agostinho. Prevaléncia de HPV na cavidade oral de
individuos HIV+ e HIV-. Revisdo sistematica e metanalise. Rio de Janeiro, 2017.
Dissertagdo (Mestrado Profissional em Clinica Odontologica) — Faculdade de

Odontologia, Universidade Federal do Rio de Janeiro, Rio de Janeiro, 2017.

Human papilomavirus (HPV) exhibts tropism for cutaneous and mucosal
epithelium and although it is most common in the anogenital region, it can also be
found in the oral mucosa. In HIV/AIDS individuals, oral manifestations has been
reported as a sign of disease progression, and since the advent of Highly Active
Antiretroviral Therapy (HAART), there was a significant reduction of some oral
manifestations while there was an increase in oral warts. Thus, the aim of this study
was to identify whether the prevalence of HPV in the oral cavity is higher among HIV-
infected (HIV+) individuals than HIV non-infected (HIV-) through a systematic review
and meta-analysis. In this review were included observational studies that performed
the detection of HPV by the PCR method in the oral cavity of HIV+ and HIV-
individuals and the sample collection by swab, sterile brush or saliva. A
comprehensive surch, with no year and language restrictions, was performed in
PubMed, LILACS, Scopus, Web of Science, Cochrane Library and Open Gray
databases. Quality assessment and the risk of bias of the studies included was
performed through a specific tool for the medical area. The meta-analysis was
performed using MedCalc® version 14.8.1, based on overall effect and on the
subgroups analysis according to the type of sample collection. From a total of 993

identified studies, 13 met the eligibility criteria and were included in the final



synthesis. Studies included were considered to be at "low" risk of bias. The meta-
analysis showed that the odds of an HIV+ individual presenting HPV infection in the
oral cavity was approximately three times higher (OR = 2.76, 95% CI = 2.36-3.23)
than an HIV-, independently of the method of biological samples collected with
swab/brush (OR = 3.07, 95% CI = 1.70-5.56) or saliva (OR = 2.74, 95% CI = 2, 33 -
3.22). According to these results, it was concluded that there is scientific evidence to
support the assertion that HIV+ individuals present a higher prevalence of HPV

infection in the oral cavity than HIV- individuals.

Keywords: Papillomaviridae, mouth, HIV, Systematic review, Meta-Analysis.
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1 INTRODUCAO

A Sindrome da Imunodeficiéncia Adquirida (SIDA/AIDS) e a infeccdo pelo
Virus da Imunodeficiéncia Humana (HIV) sao problemas de saude publica mundial.
Segundo o Programa Conjunto das Nac¢oes Unidas (UNAIDS), no ano de 2015 havia
2,1 milhdes de novas infecgdes pelo HIV em todo o mundo, totalizando 36,7 milhdes
de pessoas vivendo com HIV, sendo 34,9 milhdes de adultos, dos quais 17,8
milhdes de mulheres e 1,8 milh&o de criancas (< 15 anos) (UNAIDS, 2016). No
Brasil, de 1980 a junho de 2016, foram notificados no pais 842.710 casos de AIDS;
no ano de 2015, foram 32.321. Cerca de 41,1 mil de casos sdo registrados,
anualmente, conforme dados dos ultimos cinco anos (BRASIL, 2016).

Com avancos na implementacdo da Terapia Antirretroviral Altamente Ativa
(HAART), que muitas vezes inclui o uso de inibidores de protease, na década de
1990, houve uma melhora na qualidade de vida dos individuos com HIV/AIDS e, por
conseguinte, diminuicdo da morbidade e mortalidade, contribuindo com o aumento
da sobrevida (LEVI; VITORIA, 2002). Porém, mesmo apos a introducdo da HAART,
as manifestacdes clinicas das infec¢cdes nesses pacientes continuam chamando a
atencdo devido a um amplo espectro de agentes oportunistas que sao
correlacionados com diversas formas de acometimento na cavidade bucal, incluindo
fungos, bactérias e virus. E valido ressaltar que as manifestacdes na cavidade bucal
sdo relatadas como os primeiros indicadores da infeccdo pelo HIV (COOGAN;
GREENSPAN; CHALLACOMBE, 2005; HODGSON; GREENSPAN; GREENSPAN,
2006; NAIDOO; CHIKTE, 2004; SANTOS et al., 2001), sendo diretamente
relacionadas com o grau de imunossupressao do paciente (CHALLACOMBE et al.,

2006; CHIGURUPATI; RAGHAVAN; STUDEN-PAVLOVICH, 1996; COOGAN;
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GREENSPAN; CHALLACOMBE, 2005; HODGSON; GREENSPAN; GREENSPAN,
2006; MIZIARA; FILHO; WEBER, 2006), podendo ser caracterizadas como um
importante valor diagnéstico da doenca (PATTON et al., 1999).

Dentre as lesbBes bucais associadas a infeccdo pelo HIV com maior
frequéncia podem ser citadas candidiase bucal, hipertrofia das paroétidas, eritema
linear gengival, estomatite herpética e Ulceras aftosas (CHIGURUPATI; RAGHAVAN;
STUDEN-PAVLOVICH, 1996; FREZZINI; LEAO; PORTER, 2005; LEGOTT, 1992;
RAMOS-GOMEZ et al., 1999; SOARES et al., 2004). Outras infeccbes também
podem estar fortemente associadas ao HIV como Sarcoma de Kaposi, Linfoma néo-
Hodgkin e Leucoplasia Pilosa.

King et al. (2002), relataram um aumento na prevaléncia de lesdes bucais
associadas ao Papilomavirus Humano (HPV), como verrugas orais relacionadas
possivelmente ao uso de HAART. Segundo os autores, essas lesfes podem estar
associadas com a reducdo da carga viral, em resposta aos antirretrovirais apos
imunossupressdo grave, sugerindo uma relacdo entre verrugas e reconstituicao
imune.

O HPV trata-se de um virus de Acido Desoxirribonucleico (DNA),
pertencente a familia Papilomaviridae (DE VILLIERS et al., 2004) que possuli
tropismo pelo tecido epitelial e mucoso (LETO et al., 2011). E mais frequente na
regido anogenital, embora também seja encontrado na mucosa oral. Dentre as
manifestacfes orais associadas ao HPV estdo: papiloma, condiloma acuminado,
hiperplasia epitelial focal, verruga vulgar, leucoplasia, liquen plano, carcinoma de
células escamosas e verrucoso (CHANG et al., 1991). O método empregado para a
deteccdo do HPV como padrdo ouro € Reacdo em Cadeia Polimerase (PCR)

(TERAI; TAKAGI, 2001).
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Como a infeccéo pelo HIV tem sido apontada como um fator predisponente
para maior incidéncia de lesdes bucais associadas ao HPV (KING et al., 2002), é
esperado, portanto, que tais manifestacées orais sejam mais frequentes nesses
pacientes. No entanto, comprovacdo cientifica sobre este fato faz-se necessario,
visto que esta pode ndo ser uma realidade desses pacientes infectados ja que o uso
da terapia antirretroviral combinada com drogas inibidoras de proteases, utilizada no
tratamento da infeccéo pelo HIV, pode indiretamente influenciar nessa prevaléncia.
Diante do exposto, considerando a importancia da infeccéo pelo HPV em individuos
infectados pelo HIV, no que diz respeito a progressao e ao prognostico da doenca, o
presente estudo propde estudar, através de uma revisao sistematica, a evidéncia de

uma maior prevaléncia do HPV na cavidade oral nesses individuos.
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2 OBJETIVO

Avaliar se a prevaléncia de Papilomavirus Humano na cavidade oral de
individuos infectados pelo HIV é maior quando comparada com nao infectados por
meio de uma revisdo sistematica da literatura e metandlise, independentemente do

método de coleta biolégica por swab, escova estéril ou saliva.



19

3 DESENVOLVIMENTO DA PESQUISA

3.1 Artigo: Prevaléncia de HPV na cavidade oral de individuos HIV+ e HIV-. Revisédo
sisteméatica e metanalise

Amanda Vervloet Dutra Agostinho Assis?
Adrielle Mangabeira ?

Danielle Masterson Tavares Pereira Ferreira®
Matheus Melo Pithon*

Raildo da Silva Coqueiro®

Thiago Macédo Lopes Correia®

Gloria Fernanda Barbosa de Araljo Castro’

'Mestranda, Departamento de Clinica Odontoldgica da Faculdade de Odontologia
da Universidade Federal do Rio de Janeiro, Rio de Janeiro, Brasil

’Doutoranda, Departamento de Odontopediatria e Ortodontia da Faculdade de
Odontologia da Universidade Federal do Rio de Janeiro, Rio de Janeiro, Brasil

®Bibliotecaria da Biblioteca Central, Centro de Ciéncias da Saude, Universidade
Federal do Rio de Janeiro, Brasil

*Professor Adjunto do Departamento de Ortodontia da Universidade Estadual da
Bahia, Bahia, Brasil; Universidade Federal do Rio de Janeiro, Rio de Janeiro, Brasil

°Professor do Departamento de Epidemiologia, Centro de Estudos em
Envelhecimento, Universidade do Sudoeste da Bahia, Bahia, Brasil

®Bacharel em Enfermagem pela Universidade Federal da Bahia

"Professora Associada do Departamento de Odontopediatria e Ortodontia da
Faculdade de Odontologia da Universidade Federal do Rio de Janeiro, Rio de Janeiro,
Brasil

Autor para correspondéncia - Gloria Fernanda Barbosa de Araujo Castro
Caixa Postal: 68066 - Cidade Universitaria - CCS

CEP: 21941-971 - Rio de Janeiro - RJ - Brasil

E-mail: gfbacastro@yahoo.com.br

Fax/telefone: +5521 25622101



20

RESUMO

Com o advento da terapia antirretroviral no tratamento de individuos portadores de
HIV/AIDS houve importante reducdo em algumas manifestagdes orais embora haja
aumento em verrugas orais. O objetivo deste estudo foi identificar se a prevaléncia
de HPV na cavidade oral € maior em individuos HIV+ quando comparados com HIV-,
por meio de revisdo sistematica e metandlise. Foram incluidos estudos
observacionais que realizaram deteccdo de HPV na cavidade oral de individuos
HIV+ e HIV- através de PCR, com amostras coletadas por meio de swab, escova
estéril ou saliva. As bases de dados: PubMed, LILACS, Scopus, Web of Science,
Cochrane Library e Open Grey foram pesquisadas. Para a metanalise utilizou-se o
software MedCalc® - version 14.8.1, baseando-se nos efeitos dos estudos
agrupados e no subgrupo relacionado ao tipo de coleta. 993 estudos foram
identificados, 13 preencheram os critérios de elegibilidade e foram incluidos na
sintese final. A metanalise demonstrou que um individuo HIV+ apresenta,
aproximadamente, chance trés vezes maior de infeccao pelo HPV na cavidade oral
(OR =2,76; IC 95% = 2,36 - 3,23) do que um individuo HIV-, independentemente da
amostra biolégica ser por meio de swab/escova (OR = 3,07; IC 95% = 1,70 - 5,56)
ou saliva (OR = 2,74; IC 95% = 2,33 - 3,22). Conclui-se que ha evidéncia cientifica
gue suporte a afirmacdo de que individuos HIV+ apresentam maior prevaléncia de
infeccdo de HPV na cavidade oral quando comparados a individuos HIV-.

Significado clinico: Identificar infeccdo de HPV na cavidade oral é essencial,
principalmente na forma de infeccdo latente ou subclinica sem manifestacdo de
lesdo, a fim de se tomar medidas preventivas para evitar maior comprometimento do
sistema imunologico do portador de HIV.

Palavras-chave: Papillomaviridae, boca, HIV, Revisdo Sistematica, Metanalise.
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INTRODUCAO

Manifestagbes bucais tém sido relatadas como sendo 0s primeiros
indicadores da infeccdo pelo HIV'4, estando diretamente relacionadas ao grau de
imunossupressdo do pacientet2%7. No entanto, a implementacdo da Terapia
Antirretroviral Altamente Ativa (HAART), que muitas vezes inclui o uso de inibidores
de protease, contribui para uma grande melhora na fungcdo imune dos pacientes
infectados, diminuindo a mortalidade, a morbidade e a prevaléncia de infeccoes
oportunistas. Por outro lado, apesar do uso de HAART no tratamento de portadores
de HIV reduzir consideravelmente o numero das manifestagbes orais, algumas
lesdes causadas pelo Papilomavirus Humano (HPV) parecem estar aumentando®1°.

O HPV esta relacionado ao surgimento de varios tipos de lesdes, tanto
benignas como verruga!! quanto lesGes malignas como carcinoma de células
escamosas!?. Atualmente, mais de 100 tipos de HPV ja foram identificados, sendo
que 30 tipos estdo associados a lesGes na cavidade oral'®. O HPV oral pode-se
apresentar na forma de papiloma escamoso, condiloma!* e hiperplasia oral, e esta
correlacionado com o surgimento de liqguen plano, pénfigo vulgar e carcinoma
epidermoide oral. O carcinoma verrucoso, apesar de pouco estudado também € uma
forma de apresentacdo do HPV oral*>1,

Apesar de ja ter sido relatado em alguns estudos a maior prevaléncia de
HPV em pacientes infectados pelo HIV, esta pode ndo ser uma realidade desses
pacientes jA que o uso de HAART no tratamento da infeccdo pelo HIV poderia
indiretamente mascarar as manifestacbes orais de HPV. Portanto, uma
comprovacao cientifica sobre este fato faz-se necessario, sendo que a hipotese nula
deste estudo é a de que individuos infectados pelo HIV (HIV+) ndo apresentam

maior prevaléncia de HPV na cavidade oral quando comparados aos individuos néo
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infectados pelo HIV (HIV-). Diante do exposto, o objetivo deste estudo foi realizar
uma revisdo sistemética da literatura e metandlise para determinar a verificacao

dessa hipotese.

METODOS

Esta revisdo sistematica foi registrada na base de dados PROSPERO sob o
namero CRD 42016049546, seguindo as recomendacfes do PRISMA (Preferred
Reporting Items for Systematic reviews and Meta-Analyses)!’ e de Maia e Antonio

(2012)18,

Estratégia de busca na literatura

Foi realizada uma busca sistematica na literatura das seguintes bases de
dados eletrénicas: PubMed, Web of Science, Cochrane Library, Scopus e LILACS,
de acordo com as regras de sintaxe de cada base de dados e utlizando os
operadores booleanos “AND” e “OR” para combina¢cdes das palavras-chave. As
buscas foram realizadas até outubro de 2016 e nenhum filtro foi aplicado nas
buscas, ndo havendo também restricbes de idioma e nem de ano. A literatura
cinzenta também foi pesquisada. Na Tabela 1 constam as bases de dados

eletrbnicas pesquisadas e suas respectivas estratégias de busca.

Etapas da selecdo da referéncia
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Todas as referéncias foram importadas para gerenciamento de referéncia no
software EndNote© 2014 (Thomson Reuters Inc., Philadelphia, PA, EUA).
Primeiramente, dois pesquisadores (AVDA e AM), de forma independente, avaliaram
os titulos e resumos dos artigos relacionados pela busca a fim de avaliar os critérios
de elegibilidade, excluindo aqueles que n&o os preenchiam. Posteriormente,
realizaram a leitura na integra dos artigos potencialmente elegiveis. Se 0 consenso

nao fosse atingido, um terceiro avaliador ajudaria neste processo.

Critérios de Elegibilidade

Os critérios de elegibilidade seguiram a estratéegia PECO. Foram
considerados elegiveis os estudos nos quais foi avaliada a cavidade oral de
individuos (P) infectados por HIV (E) comparados com individuos saudaveis (C) a
fim de avaliar o diagndstico de HPV (O). Dessa forma, para ser incluido, o trabalho
deveria: (a) ser um estudo observacional, (b) possuir dados sobre o diagnostico de
HPV oral em individuos HIV+ comparados com individuos saudaveis, (c) ter feito
coleta de material biolégico por meio de swab, escova estéril ou saliva e (d) ter
utilizado a técnica de PCR como método de deteccdo do HPV. Nao houve restricao
guanto ao local do recrutamento dos individuos (departamentos académicos
universitarios, hospitais, atencéo basica e clinicas particulares).

Ademais, foram excluidos estudos com coletas de material biolégico
subgengival ou provenientes de lesdo associada ao HPV, informacdes insuficientes,
overllaping amostral, artigo de revisao, caso clinico, capitulos, editoriais, guidelines e

artigos cujo desfecho nédo fosse relacionado a pergunta desta revisao.
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Avaliacdo da qualidade metodoldgica e de risco de vieses

Estudos que preencheram completamente os critérios de inclusdo foram
avaliados quanto a sua qualidade metodoldgica e risco de vieses, seguindo o guia
proposto por Fowkes e Fulton (1991)° que permite a classificacdo de estudos de
diversos desenhos e natureza. Foram avaliadas questdes relacionadas ao desenho
do estudo, selecdo da amostra e do grupo controle, medida de desfecho e possiveis
fatores de confundimento dos resultados. De acordo com a importancia da falha ou
dos critérios utilizados nos estudos, a avaliagdo foi realizada da seguinte forma:
cada item foi marcado como maior problema (++), menor problema (+) ou auséncia
de problema (0); para os itens nos quais a questdo nao era aplicavel, "NA" foi
registrado. Esse qualificador permite um julgamento sobre a validade interna do
estudo, a partir de trés perguntas-sumario, que se encontram ao final da Tabela 2,
uma vez conhecido se o0s métodos utilizados foram adequados para gerar

informacdes uteis ou nao.

METANALISE

Para a realizacdo da metanalise a frequéncia de infeccdo por HPV foi
comparada em individuos HIV+ e HIV-. Estudos que apresentaram risco de Viés
moderado e baixo foram inseridos na metanalise. Os estudos foram agrupados em
sua totalidade a fim de identificar a razado de chances (OR) para a infeccao por HPV.
Além disso, a analise dos subgrupos foi realizada de acordo com o método de
coleta: swab/escova ou saliva. Para a andlise da heterogeneidade entre os estudos

foi empregado o teste Cohran's Q e o I-squared (I?). Apdés ser confirmada a
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homogeneidade, utilizou-se o método de Mantel-Haenszel (Mantel & Haenszel,
1959)?° para calcular a razéo de chances para a infeccdo pelo HPV nos subgrupos.
O nivel de significancia adotado foi de 5% (a = 0,05). Os dados foram tabulados e
analisados no MedCalc® - versdao 14.8.1 (MedCalc Software bvba, Ostend,

Belgium).

RESULTADOS

Foram identificados 993 artigos a partir da pesquisa nos bancos de dados
selecionados. Com a remocédo de 456 referéncias duplicadas, permaneceram 537
artigos. Destes, ap0s avaliacdo por meio de leitura do titulo e resumo (ou texto
completo quando este estava indisponivel), foram selecionados 97. Destes, 84 foram
excluidos com base nos seguintes critérios: auséncia de grupo controle (n = 30);
coleta de material biolégico ndo proveniente da cavidade oral, oriundo de lesdo ou
fluido gengival (n = 11); capitulo/artigo de revisdo/relato de caso (n = 15); nota/carta
ao editor (n = 4); resumos de artigos publicados (n = 3); mesmo universo amostral (n
= 6); informacao insuficiente (n = 1); desfecho néo relacionado ao tema (n = 14).
Sendo assim, 13 artigos foram incluidos nesta revisdo. Os resultados das buscas
nas bases de dados eletrbnicas encontram-se apresentados na Figura 1. A
avaliacdo da qualidade metodoldgica e de risco de vieses dos estudos incluidos
encontra-se na Tabela 2, enquanto seus detalhamentos, no que se refere aos dados
extraidos estdo apresentados na Tabela 3.

O tamanho da amostra variou de 48 a 52 no caso de criancas e
adolescentes e de 33 a 761 entre os adultos, enquanto que a idade compreendida

foi de seis a 14 anos para o0s primeiros, e de 32 a 50 para os ultimos. Alguns
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estudos foram realizados apenas com mulheres?'-?4, outros somente com homens?>
% e ainda aqueles que avaliaram ambos os sexos entre os adultos?*! e entre
criancas e adolescentes333,

Em relagdo a prevaléncia de HPV na cavidade oral, os resultados mostraram
uma maior proporgédo em portadores de HIV.

Dentre os estudos avaliados, as amostras do material biolégico foram
coletadas por meio do uso de swab?"3233, escova® ou através da coleta de saliva®"
23,2526.28-31 Quanto ao método empregado para a identificacdo de HPV, foi utilizada a
técnica de PCR em todos os estudos.

Quanto ao desenho do estudo, todos os artigos submetidos apresentaram-
se adequados para o objetivo do estudo, com excecdo de um3® cujo desenho
transversal ndo permitiu o conhecimento da historia de infeccdo de HPV anterior a
infecdo por HIV e o desenvolvimento de lesdes orais. Dos 13 estudos, apenas
quatro eram coorte?12326.28 @ nove, avaliagGes transversais??242527.29-33. No que se
refere a representatividade dos estudos, seis informaram que o tamanho da amostra
foi baseado em parametros de conveniéncia?23252831.32 33 em relagdo ao grupo
controle ser aceitavel, todos os estudos informaram a fonte da amostra dos
pacientes HIV -, sendo que cinco informaram pareamento dos sujeitos de pesquisa
pOf idade21~27~28~30~33.

Na avaliacdo da qualidade dentre os aspectos de abrangéncia, todos os
trabalhos encontraram-se como favoraveis. Quanto as influéncias de distor¢cédo, os
estudos foram realizados com criancas, adolescentes e adultos de ambos 0S sexos.
As idades variaram de seis a 50 anos, sendo a maioria dos individuos HIV- adultos
de alto risco, visto que eram oriundos de clinicas de doencas sexualmente

transmissiveis.
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ApoOs a avaliagdo, mesmo diante de algumas falhas metodolégicas, todos os
estudos incluidos nesta revisdo puderam ser avaliados positivamente com baixo
risco de vies.

Em relacdo a metandlise, a Figura 2 mostra que um total de 4.582 individuos
(2.113 HIV- e 2.469 HIV+) foram agrupados na andlise geral. Observou-se que a
chance de um individuo HIV+ apresentar infeccdo pelo HPV na cavidade oral foi
quase trés vezes maior (OR = 2,76; IC 95% = 2,36 - 3,23) do que um individuo HIV-.
O tipo de coleta da amostra biolégica ndo influenciou de forma significativa o
resultado da metanalise, visto que a OR para infeccdo por HPV manteve-se,
aproximadamente, trés vezes maior para os individuos HIV+ versus HIV- tanto no
subgrupo swab/escova (OR = 3,07; IC 95% = 1,70 - 5,56) como no subgrupo saliva

(OR =2,74;1C 95% = 2,33 - 3,22).

DISCUSSAO

Este é o primeiro trabalho de revisédo sistematica e metanalise que avalia a
prevaléncia de HPV na cavidade oral de individuos HIV+ quando comparados a
individuos néo infectados. A revisdo sistematica é respaldada em avaliacdes
sistematicas com alta qualidade de estudos metodolégicos com o intuito de
identificar pesquisas relevantes, publicadas ou néo, através de critérios de selecdo®®.
J4 o estudo de metanalise é capaz de gerar informacfes baseadas em valores
estatisticos mais elevados para qualquer avaliacdo de interesse.

Nesta revisdo, apesar do numero consideravel de artigos inicialmente
encontrados na pesquisa, 13 artigos apresentaram-se elegiveis a fim de avaliar a

relacdo entre infecdo de HPV na cavidade oral de individuos HIV+ e HIV-. Vale
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ressaltar que para ser um artigo elegivel tal estudo deveria apresentar um grupo de
pacientes HIV+ e outro HIV- e, a partir dai, verificar a presenca de HPV na cavidade
oral.

Ademais, para artigos diferentes, porém de mesma autoria, apenas
permaneceram nesta revisdo aqueles cujas amostras eram totalmente
independentes, segundo os préprios autores que foram contatados. Adicionalmente,
artigos cujas amostras foram oriundas de mesma fonte, de acordo com os proprios
autores que foram contatados, embora com desfechos diferentes, foram excluidos
desta revisao e elegeu-se aquele com maior universo amostral. Além disso, artigos
gue tiveram imprecisdo na apresentacdo dos dados com relacdo a exatiddo dos
dados referentes a infeccao pelo HPV na cavidade oral tiveram que ser excluidos.

Foram incluidos estudos transversais e de coorte, sendo que para 0s
tltimos, foram extraidos somente os dados do baseline, ja que o objetivo do
presente trabalho foi investigar a prevaléncia da infeccdo de HPV oral em
determinado momento e ndo a sua progressao.

Na descricdo dos trabalhos, alguns estudos demonstraram problemas
relacionados a inadequacao da fonte, tamanho da amostra e amostras pareadas. A
dificuldade no recrutamento de pacientes repercute diretamente no pequeno
tamanho das amostras, porém o resultado final foi capaz de demonstrar valores
confiaveis. Embora o tamanho amostral fosse diminuido, isso ndo influenciou no
resultado desta revisdo uma vez que nhao era objetivo deste estudo verificar
associacoes relacionadas a persisténcia e a alguns fatores de riscos do HPV, o que
nao seria possivel neste caso. Seis estudos relataram que a amostra dos individuos
avaliados foi por conveniéncia?2325283132 @ cinco informaram

pareamento/semelhanca da amostra por idade?!:27.28:30.33,
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Em todos os estudos incluidos, os pacientes infectados pelo HIV deveriam
apresentar confirmacéo da infecgéo pelo teste Western Blot, entretanto em apenas
dois trabalhos isso foi realizado?®33. Ja4 para o grupo controle, trés estudos
realizaram o teste Western Blot para a confirmacédo da néo infeccéo pelo HIV?27:29:33,
Um outro estudo utilizou-se de Dade Behring EnzygnostAntiHIV 1 2 plus Assay
(Dade Behring, Marburg, Germany) e de Capillus HIV-1/HIV-2 (Trinity Biotech
PLC,Wicklow, Ireland) para confirmac&o ou ndo de HIV em ambos os grupos?“.

Quanto a coleta de material para avaliacdo, a fim de reduzir o potencial de
viés e avaliar se a forma de coleta influenciaria na qualidade dos dados, foram
realizados dois subgrupos especificos para os diferentes métodos de coleta:
swab/escova?*?7:32.33 g saliva?!2325.26.28-31 pPgde-se notar, por meio da avaliacdo de
metanalise que houve concordancia entre os resultados dos artigos encontrados,
considerando os diferentes métodos de coleta da amostra bioldgica. A coleta
proveniente de swab/escova e saliva ndo influenciou no resultado, ja que a OR para
infeccdo por HPV apresentou-se, aproximadamente, trés vezes maior para 0S
individuos HIV+ versus HIV- tanto no subgrupo swab/escova (OR = 3,07; IC 95% =
1,70 - 5,56) como no subgrupo saliva (OR = 2,74; IC 95% = 2,33 - 3,22).

Com relacdo ao método empregado para a deteccdo de HPV, todos os
estudos avaliaram as amostras pela técnica de PCR, a qual é amplamente utilizada
para este fim, sendo considerado padrdo ouro devido a sua alta sensibilidade e
especificidade34. Outros métodos de diagndstico como microscopia eletrnica,
imuno-histoquimica, imunofluorescéncia e hibridacdo in situ sdo de baixa e
moderada sensibilidade, incluindo o Southern blot, dot blot e reversa blot.

Uma limitacdo desse estudo pode-se levar em consideracdo a selecdo por

apenas estudos que confirmassem o diagnostico do HPV através da avaliagdo de
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PCR, porém nem todos os centros dispdem de sofisticados métodos de diagndstico,
podendo mascarar de forma a minimizar os resultados encontrados.

Em termos de avaliacdo da qualidade, com base na ferramenta de
colaboracdo Fowkes e Fulton?®, todos os estudos foram considerados com “baixo”
risco de viés desde que se conheceram melhor o0s requisitos das principais
caracteristicas. A partir dos estudos incluidos na metanalise, todos relataram um
desfecho favoravel para maior prevaléncia de HPV na cavidade oral de individuos
infectados pelo HIV com uma diferenca significativa quando comparados ao grupo
de soronegativos. Em sintese, os dados agrupados na metanalise baseada nos 13
estudos demonstraram que um individuo HIV+ apresenta, aproximadamente, chance
trés vezes maior de infeccao pelo HPV na cavidade oral (OR =2,76; IC 95% = 2,36 -
3,23) do que um individuo HIV-. Como relevancia clinica, é importante salientar que
a cavidade oral infectada pelo HPV, mesmo na forma de uma infeccao latente ou
subclinica sem manifestacdo de lesdo, pode atuar como um reservatorio para a
transmissdo do HPV?2?7, Portanto, € essencial a sua deteccdo para evitar o

comprometimento do sistema imunoldgico ja debilitado do portador de HIV.

CONCLUSAO

Esta revisdo, baseada nas informacdes cientificas disponiveis atualmente,
concluiu que individuos infectados pelo HIV apresentam maior prevaléncia de HPV
na cavidade oral quando comparados a individuos ndo infectados,
independentemente do método de coleta de amostra bioldgica ser por meio de

swab, escova estéril ou saliva.
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Tabela 1 - Bases de dados eletronicas e estratégias de buscas (07/10/2016)

Pubmed

#1 (Acquired Immunodeficiency Syndrome[msh] or
Acquired Immunodeficiency Syndrome[tiab] or
AIDS[tiab] or HIV Infectionsmesh] or HIV
Infection*[tiab] or HIVV[mesh] or HIV[tiab] or HIV-
1[mesh] or HIV-1[tiab] or HIV-2 [mesh] or HIV-
2[tiab] or HIV Long-Term Survivors[mesh] or Non
Progressor HIV/[tiab])

#1 AND #2 AND #3

Scopus and Web of Science

#1 (“Acquired Immunodeficiency Syndrome” OR
“AIDS” OR “HIV Infection” OR “HIV infections”
OR HIV OR “HIV-1” OR “HIV-2” OR “HIV Long-
Term Survivors OR Non Progressor HIV”)

#1 AND #2 AND #3

#2 (Mouth [mesh] or mouth [tiab] or Oral Cavit* [tiab]
or buccal cavit* [tiab] or Buccal Mucosa[mesh] or
Buccal Mucosa][tiab] or Floor of Mouth[tiab] or Mouth
mucosa[mesh] or Mouth mucosatiab] or Oral
Mucosa[tiab] or buccal mucosa[tiab] or oral[tiab])

#2 (mouth OR “oral Cavit” OR “oral cavity” OR
“buccal cavit” OR “buccal cavity” OR “Buccal
Mucosa” OR “Floor of Mouth” OR “Mouth mucosa”
OR “oral Mucosa” OR “buccal mucosa” OR “oral”)

#3  (Papillomaviridae[mesh] Or Human
papillomavirus 6[mesh] or Human
papillomavirus 11[mesh] or Human
papillomavirus 16 [mesh] or Human
papillomavirus 18[mesh] or Human

papillomavirus 31[mesh] OR HPVI[TIAB] or
Papilloma[mesh] or Papilloma*[tiab] or
Papilloma, = Choroid  Plexus[mesh] or
Papilloma, Inverted[mesh])

#3 (Papillomaviridae = OR  “Human
papillomavirus 6” OR “Human papillomavirus
117 OR “Human papillomavirus 16” OR
“Human papillomavirus 187 OR “Human
papillomavirus 31”7 OR HPV OR Papilloma
OR Papilloma OR Papillomas OR “Papilloma,
Choroid Plexus” OR “Papilloma, Inverted”)

ve



Tabela 1 - Bases de dados eletronicas e estratégias de buscas (07/10/2016)

Lilacs/BBO

#1  (tw:((tw:(MH:“Acquired  Immunodeficiency
Syndrome” )) OR (tw:(MH:HIV Infections )) OR
(tw:(MH:HIV  Long-Term  Survivors )) OR
(tw:(MH:HIV-1 )) OR (tw:(MH:HIV-2 )) OR
(tw:(Acquired Immunodeficiency Syndrome )) OR
(tw:(Sindrome de Inmunodeficiencia Adquirida ))
OR (tw:(AIDS)) OR (tw:(HIV Infection$)) OR
(tw:(Infecciones por VIH )) OR (tw:(InfeccBes por
HIV )) OR (tw:(HIV)) OR (tw:(VIH)) OR (tw:(HIV-
1)) OR (twi(VIH-1 )) OR (tw:(HIV-2 )) OR
(tw:(VIH-2))))

#2 MH:Mouth OR MH:”Buccal Mucosa” OR
MH:Mouth mucosa OR mouth OR boca OR Oral
Cavit$ OR cavidade oral OR buccal cavit$ OR
cavidade bucal OR Buccal Mucosa OR mucosa buccal
OR Floor of Mouth OR Soalho Bucal OR Suelo de la
Boca OR Mouth mucosa OR Oral Mucosa OR buccal
mucosa OR oral

#3 (MH:Papillomaviridae OR MH:”Human

papillomavirus 6” OR
papillomavirus 117 OR
papillomavirus 16 OR
papillomavirus 187 OR

MH:”Human
MH:“Human
MH:“Human
MH:“Human

papillomavirus 31”7 OR MH:Papilloma OR

MH:“Papilloma,  Choroid
MH:“Papilloma, Inverted”
Papilloma$ OR Papiloma)

MeSH descriptor: [Human papillomavirus 6] explode all trees
MeSH descriptor: [Human papillomavirus 11] explode all trees
MeSH descriptor: [Human papillomavirus 16] explode all trees

MeSH descriptor: [Human papillomavirus 31] explode all trees

#1 AND #2 AND #3

Cochrane

#1 MeSH descriptor: [Acquired Immunodeficiency Syndrome] #26  #24 or #25

explode all trees #27  #20 or #23 or #26

#2 "Acquired Immunodeficiency Syndrome" or "AIDS" #28  MeSH descriptor: [Papillomaviridae] explode all trees
#3 #1 or #2 #29  "HPV"

#4 MeSH descriptor: [HIV Infections] explode all trees #30  #28 or #29

#5 "HIV Infection” or "HIV infections" #31

#6 #4 or #5 #32

#7 MeSH descriptor: [HIV] explode all trees #33

#8 HIV #34 MeSH descriptor: [Human papillomavirus 18] explode all trees
#9 #7 or #8 #35

#10  MeSH descriptor: [HIV-1] explode all trees #36 MeSH descriptor: [Papilloma] explode all trees

#11  "HIV-1" #37 "Papilloma*"

Plexus” OR
OR HPV OR

Ge
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#12
#13
#14
#15
#16
trees
#17
#18
#19

#10 or #11 #38 #36 or #37

MeSH descriptor: [HIV-2] explode all trees #39 MeSH descriptor: [Papilloma, Choroid Plexus] explode all trees
"HIV-2" #40 MeSH descriptor: [Papilloma, Inverted] explode all trees

#13 or #14 #41 #30 or #31 or #32 or #33 or #34 or #35 or #38 or #39 or #40

MeSH descriptor: [HIV Long-Term Survivors] explode all  #42 #17 and #27 and #41

#3 or #6 or #9 or #12 or #15 or #16
MeSH descriptor: [Mouth] explode all trees
"mouth" or "Oral Cavit" or "oral cavits" or "buccal cavit" or

"buccal cavits"

#20
#21
#22
#23
#24
#25
oral

Sigle

#18 or #19

MeSH descriptor: [Mouth Mucosa] explode all trees
"Buccal Mucosa" or "Floor Mouth"

#21 or #22

MeSH descriptor: [Mouth Mucosa] explode all trees
"Mouth mucosa" or "Oral Mucosa" or "buccal mucosa™ or

#1 (“Acquired Immunodeficiency Syndrome” OR #2 (mouth OR “oral Cavit” OR “oral cavity” OR
“AIDS” OR “HIV Infection” OR “HIV infections” “buccal cavit” OR “buccal cavity” OR ‘“Buccal
OR HIV OR “HIV-1” OR “HIV-2” OR “HIV Long- Mucosa” OR “Floor of Mouth” OR “Mouth mucosa”
Term Survivors OR Non Progressor HIV”) OR “oral Mucosa” OR “buccal mucosa” OR “oral”)

#1 AND #2 AND #3

(Papillomaviridae OR “Human papillomavirus
6” OR “Human papillomavirus 117
OR:*“Human papillomavirus 16” OR “Human
papillomavirus 18~ OR “Human
papillomavirus 31”7 OR Papilloma OR
“Papilloma, Choroid Plexus” OR “Papilloma,
Inverted> OR HPV OR Papilloma OR
Papillomas)
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Artigos identificados nas bases de dados
Q
uT
i
= Pubmed Scopus Web of Science LILACS/BBO Cochrane Open Grey
é 313 377 261 0 41 1
e
()
(@]
8
=
537 artigos apds remocao das duplicatas
440 artigos excluidos
o apos leitura do titulo e resumo
kS
}=
'S 97 artigos avaliados quanto aos
g criterios de elegibilidade 84 artigos excluidos: auséncia de grupo
w controle (n = 30); coleta de material
biolégico ndo proveniente da cavidade
oral/oriundo de leséo ou fluido gengival (n
= 11); capitulo/artigo de revisdo/relato de
caso (n = 15); nota/carta ao editor (n = 4);
resumos de artigos publicados (n = 3);
§ mesmo universo amostral (n = 6);
S - - . informacédo insuficiente (n = 1); desfecho
S ~13artigos incluidos na ndo relacionado ao tema (n = 14)
- sintese qualitativa e metanalise
w
N

Figura 1 - Diagrama de fluxo do estudo



Tabela 2 - Avaliagdo da qualidade metodoldgica e de risco de viés dos 13 estudos, de acordo com as orientages descritas por Fowkes e Fulton®®

. " . BEACHLE COLON- COUTLEE, F. D’SOUZA, FAKHRY  FAKHRY, KREIMER, A. MARAIS, D. J.
Orientaces Checklist R, D. C. et LOPEZ, V. et al. 1997 G. etal 2007 C. etal. C. etal. R. etal. 2004 et al. 2008
al. 2015 etal. 2014 ) ) ) 2005 2006 ) ) )
O desenho do Objetivo Desenho comum
estudo é adequado  Prevaléncia Transversal - 0 0 - - 0 0 0
ao seu objetivo?  Prognostico Coorte - - - - - -
Tratamento Ensaio controlado - - - - - - - -
Causa Coorte, caso-controle, 0 i ) 0 0 ) ) i
transversal
A amostra do Fonte da amostra + + + 0 0 0 + 0
estudo é Método de amostragem + + 0 + 0 + 0 0
representativa? Tamanho da amostra 0 + 0 + 0 0 0 +
Critérios de inclusdo/exclusdo 0 0 0 0 0 0 0 0
N&o respondentes 0 0 0 0 0 0 0 0
O grupo controle  Definig&o de controles + + 0 + + 0 0 0
é aceitavel? Fonte dos controles 0 0 0 0 0 0 0 0
Correspondéncia/randomizagdo 0 + 0 0 0 + + +
Caracteristicas comparaveis 0 0 0 0 0 0 0 0
Qualidade das Validade 0 0 0 0 0 0 0 0
medidas e dos Reprodutibilidade 0 0 0 0 0 0 0 0
desfechos? Cegamento NA NA NA NA NA NA NA NA
Controle de Qualidade 0 0 0 0 0 0 0 0
Integralidade? Conformidade 0 0 0 0 0 0 0 0
Perdas NA NA NA NA NA NA NA NA
Mortes NA NA NA NA NA NA NA NA
Dados perdidos 0 0 0 0 0 0 0 0
Influéncias de Outros tratamentos 0 0 0 0 0 0 0 0
distorcéo? Contaminagéo NA NA NA NA NA NA NA NA
Mudancas ao longo do tempo NA NA NA NA NA NA NA NA
Fatores de confundimento + + + + + + + +
Distor¢éo reduzida por analise 0 0 0 0 0 0 0 0
Questbes-sumario  Viés - Os resultados sdo erroneamente
induzidos em uma determinada No No No No No No No No
direcéo?
Confundimento - H4 algum fator de
gci):tgurggégnento grave ou influéncias de No No No No No No No No
Acaso - E provavel que os resultados
tenham ocorrido por acaso? No No No No No No No No

++, Maior problema; +, menor problema; 0, sem problema; NA, néo aplicavel; No, ndo
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Tabela 2 (continuagéo)

MOSCICKI
. " . MOOL, S. H. ’ MULLER PINHEIR VACHAROT
Orientacdes Checklist etal. 2013 A 2Bdfzt1 a- Keta. ORS.et AYANGUL,P.
2015 al.2011 et al. 2015
O desenho do Objetivo Desenho comum
estudo é adequado  Prevaléncia Transversal - 0 - 0 0
ao seu objetivo?  Prognostico Coorte - - -
Tratamento Ensaio controlado - - - - -
Causa Coorte, caso-controle, 0 ) + ) )
transversal
A amostra do Fonte da amostra 0 0 + + 0
estudo é Método de amostragem 0 + 0 + +
representativa? Tamanho da amostra 0 + + + 0
Critérios de inclusdo/exclusdo 0 0 0 0 0
N&o respondentes 0 0 0 0 0
O grupo controle  Definig&o dos controles + + + 0 +
é aceitavel? Fonte dos controles 0 0 0 0 0
Correspondéncia/randomizagdo + + 0 0 +
Caracteristicas comparaveis 0 0 0 0 0
Qualidade das Validade 0 0 0 0 0
medidas e dos Reprodutibilidade 0 0 0 0 0
desfechos? Cegamento NA NA NA NA NA
Controle de qualidade 0 0 0 0 0
Integralidade? Conformidade 0 0 0 0 0
Perdas NA NA NA NA NA
Mortes NA NA NA NA NA
Dados perdidos 0 0 0 0 0
Influéncias de Outros tratamentos 0 0 0 0 0
distorcéo? Contaminagéo NA NA NA NA NA
Mudancas ao longo do tempo NA NA NA NA NA
Fatores de confundimento + + + + +
Distor¢éo reduzida por analise 0 0 0 0 0
Questbes-sumario  Viés - Os resultados sdo erroneamente
ar;(:l:gzg:ggs em uma determinada No No No No No
Confundimento - H4 algum fator de
confundimento grave ou influéncias de
distorcao? g No No No No No
Acaso - E provavel que os resultados
tenham ocorrido por acaso? No No No No No

++, Maior problema; +, menor problema; 0, sem problema; NA, ndo aplicavel; No, ndo

6€



Tabela 3 - Resumo dos 13 estudos desta revisdo sistematica

Participantes Meédia de idade dos Amostra Identificacdo do HPV
HIV+ HIV- participantes (anos) de Tipo
Autor, ano Tamanho Tamanho . de Anélise
Fonte da amostra da Fonte da amostra da HIV+ HIV- bT(?Itéeg;Ii?::) identificagdo HIV+ HIV- p-valor estatistica
amostra amostra
Coorte de estudo Coorte de estudo
Multicéntrico da AIDS Multicéntrico da AIDS
(MACS): Chicago, (MACS): Chicago,
Illinois;Washington, Illinois;Washington,
DC/Baltimore, Maryland; DC/Baltimore, Maryland;
BEACHLER, D. Pittsburgh, Pennsylvania Pittsburgh, Pennsylvania . 266 94 ) Teste Qui-
C.etal. 2015 e participantes de estudo de 761 e participantes de estudo 469 4t 49 Saliva PCR (35%) (20%) quadrado
Interagéncia de mulheres de Interagéncia de
com HIV (WIHS): Chicago, mulheres com HIV
Bronx (WIHS): Chicago, Bronx
(Nova York) e Brooklyn (Nova York) e Brooklyn
(Nova York) (Nova York)
Clinica de doencas .
COLON- sexualmente transmissiveis Cl'r;g(igﬁr?;iggas 385 385 23 18 T(gztie:\s
LOPEZ, V. et (DST) em Se_ln Juan, Porto 103 transmissiveis (DST) em 101 (£142)  (£14.2) Saliva PCR (22.3%) (17.8%) p =0.422 quadrado
al. 2014 Rico . -
San Juan, Porto Rico e Fisher
Quatro clinicas de doencas dc%%ag:g;ﬂacﬁnigrste
COUTLEE, F. sexualmente transmissiveis 201 trans(r;nissiveis e uma 114 36.7 36.7 Swab PCR 29 3 ~0001 Teste Qui-
etal. 1997 e uma clinica de endoscopia linica de end - (x9.3) (9.3 (14.4%) (2.6%) p=0. quadrado
astrointestinal clinica de endoscopla
9 gastrointestinal
D’SOUZA, G. . 30 5 _ Teste Qui-
et al. 2007 Coorte de WIHS 123 Coorte de WIHS 59 - - Saliva PCR (24%) (8.5%) p=0.016 quadrado
Subgrupo de uma coorte de Subgrupo de uma coorte ) ) . 40 7 _ i
ZIAZKO%gY C. et WIHS 173 de WIHS 87 Saliva PCR (23.3%) (8.3%) p =0,004
Participantes de cm.co Participantes de cinco
lugares de WIHS: lugares de WIHS:
Chicago, Ill.; Sdo p o Teste Qui-
FAKHRY, C. et Francisco, Calif.; Brooklyn, 143 Chlcago, lL; S_ag 78 41 40 Saliva PCR 36 7 p <0.001 quadrado
al. 2006 ] . Francisco, Calif.; (25.2%) (9.0%)
N.Y.; Bronx, N.Y.; )
Columbia Brooklyn, N.Y.; B_ronx,
N.Y.; Columbia

oy



Tabela 3 - Resumo dos 13 estudos desta revisdo sistematica

Participantes

Média de idade dos

Identificagdo do HPV

HIV+ HIV- participantes (anos) Am doestra Tipo
Autor, ano Tamanho Tamanho . de Analise
Fonte da amostra da Fonte da amostra da HIV+ HIV- br:](jtéeg;li?::) identificagdo HIV+ HIV- p-valor estatistica
amostra amostra
Um centro de comunidade U’T‘ cgn_tro de comunidade
hispanica, um programa de hlspanl_c_a » Um programa
reabili tagéo de drogas, uma de reabilitacéo de drogas, Testes
KREIMER, A. g Lo ' uma clinica médica para . 48 30 Qui-
R. etal. 2004 . _cllnlca r_nedlca para 190 individuos infectados pelo 396 435 384 Saliva PCR (25.3%) (7.6%) p<0.001 quadrado
individuos infectados pelo HIV e um centro de salde e Fisher
HIV e um centro de salide da comunidade em
da comunidade Baltimore
em Baltimore
Clinica de colposcopia no . - Teste Qui-
MARAIS, D. J. Hospital Groote Schuur, Cllnlc_a de colposcopia no 11 17 _ quadrado
etal. 2008 Cape Town. Africa do Sl 33 Hospital Groote Schuur, 72 32.8 36.7 Escova PCR (33%) (23.6%) p=0.3 e de
P k Cape Town, Africa do Sul 0 070
Student
Estudo de coorte em Estudo de coorte em
Amsterdam (ACS) entre Amsterdam (ACS) entre
homens que fazem sexo homens que fazem sexo
com homens (servico de com homens (servico de
salde publica de salde publica de
Amsterdam), uma clinica de Amsterdam), uma clinica -
MO S ¥ DST (servigo de saide 314 deDST (servicode saide 453 456 376  Saliva PCR (5é77% ) (2%2650 P <0001 Teste Ul
’ publica de Amsterdam), publica de Amsterdam), ' ' 4
uma clinica de doengas uma clinica de doencas
infecciosas (Centro Médico infecciosas (Centro
de Jan van Goyen), Médico de Jan van
Amsterdam, Holanda Goyen), Amsterdam,
Holanda
Centro de Tratamento e Testes
MOSCICKI, A.  Diagnéstico Infantil em Ft. 48 gf:t:]%gtf Czrf;‘;i‘gfntg © 52 143 6.2 Swab bR 5 1 Qui-
B. etal. 2014 Lauderdale g (x3.9) (x4.8) (10%) (2%) quadrado
Ft. Lauderdale e Fisher
Clinicas de Odontologia, Clinicas de Odontologia,
MULLER, K. et Otorrinolaringologia, Otorrinolaringologia, . 52 20 _ Teste Qui-
al. 2015 Medicina Oral e Cirurgia 161 Medicina Oral e Cirurgia 128 5038 5038 Saliva PCR (32%) (16%) p=0.002 quadrado

Oral no Centro Médico

Oral no Centro Médico
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Tabela 3 - Resumo dos 13 estudos desta revisdo sistematica

Participantes

Média de idade dos

Amostra

Identificagdo do HPV

HIV+ HIV- participantes (anos) de Tipo
Autor, ano Tamanho Tamanho . de Analise
Fonte da amostra da Fonte da amostra da HIV+ HIV- br:](jtéegi?::) identificagdo HIV+ HIV- p-valor estatistica
amostra amostra
Montefiore (Bronx, Nova Montefiore (Bronx, Nova
lorque) lorque)
e Faculdade de Medicina e Faculdade de Medicina
Dental de Rutgers (Newark, Dental de Rutgers
Nova Jersey) (Newark, Nova Jersey)
Clinica de
Pediatria/Imunologia da
Universidade Federal do Clinica de Teste
PINHEIRO, R. Rio de Janeiro (UFRJ) e Odontopediatria da UFRJ, 9.1 7.6 6 3 _
S. etal.2011 Projeto SIDA/AIDS da 50 Brasil 50 (+2.86) (x294)  OWab PCR (12%)  (6%) P70 eé?;ﬂe‘ie
Faculdade de Odontologia
da UFRJ, Brasil
VACHAROTA Clinica andnima da Cruz Clinica andnima da Cruz 36.25 3283 29 3
YANGUL, P. et Vermelha em Bangkok, 169 Vermelha em Bangkok, 54 ' ' Saliva PCR _
al. 2015 Tailandia Tailandia (+7.38)  (x8.61) (17.16%)  (5.56%)  p=0.0346

4%



Saliva

Swab

Overall

Study

Beachler et al. (2015)
Colon-Lépez et al. (2014)
D’'Souza et al. (2007)

Fakhry et al. (2005)

Fakhry et al. (2006)

Kreimer et al. (2004)

Mooij et al. (2013)

Muller et al. (2015)
Vacharotayangul et al. (2015)
Total (fixed effects)

Coutlée et al. (1997)
Marais et al. (2008)
Moscicki et al. (2014)
Pinheiro et al. (2011)
Total (fixed effects)

Total (fixed effects)

HIV+

266 /761
23/103
30/123
40/173
36 /143
48/190
1787314
52/ 161
29/169
702/ 2137

29/ 201
11/33

5/48

6/50

51/332

753 / 2469

HIV-

94 /469
18 /101
5/59
7187
7178
30/396
125/453
20/128
3/54
309 /1825

3/114
171772
1752
3/50
24 /288

333/2113

Meta-analysis

1 L L

>

"

A |

n Lo gl

0.1

Test for heterogenity
Group

Saliva

Swab

Overall

Odds ratio

Q
13.10
3.83
16.78

P-value
0.108
0.280
0.158

100

12 (95% CI)

38.95 (0.00 - 71.90)
21.67 (0.00 - 89.89)
28.47 (0.00 - 62.99)

Figura 2 - Forest plot da deteccdo de HPV oral em individuos HIV+ e HIV- dos 13 estudos

Odds ratio

214
1.33
348
3.44
34
4.12
3.43
2.58
3.52
2.79

6.24
1.62
5.93
2.14
3.07

2.76

95% ClI

1.64 -2.81
0.67 -2.64
1.28 -9.51
1.47 -8.04
1.44 -8.09
2.51-6.77
2.54 -4.65
1.44 - 460
1.03-12.06
2.33 - 3.22

1.86 - 20.97
0.65-4.00
0.67 - 52.73
0.50 - 9.07
1.70 - 5.56

2.36 - 3.23

Z-value

12.172

3.712

12.72

P-value

<0.001

<0.001

<0.001

1%
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4 CONCLUSAO

De acordo com os dados disponiveis, concluiu-se que individuos infectados
pelo HIV apresentam maior prevaléncia de HPV na cavidade oral quando
comparados a individuos néo infectados, independentemente de o método de coleta

de amostra biolégica ser por meio de swab, escova estéril ou saliva.
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ANEXO A - Instrugfes aos Autores do Periddico

ORAL SURGERY, ORAL MEDICINE, ORAL
PATHOLOGY AND ORAL RADIOLOGY

The Official Publication for the American College of Oral and Maxillofacial Surgery,
American Academy of Oral and Maxillofacial Radiology, American Academy of Oral
Medicine, and the Amercan Academy of Oral and Maxillofacial Pathology

GUIDE FOR AUTHORS

The Oral and Maxillofacial Surgery Section aims to publish an extensive range of onginal articles
that advances patient care through enhanced understanding of diagnosis, surgical and adjunctive
treatment of diseases, and injuries and defects involving both the functional and esthetic aspects
of the hard and soft tissues of the oral and maxillofacial regions. The section also seeks research
regarding both the basic science of and management of persons with oral and maxillofacial
conditions. Articles presenting ethical, original, well-documented, and reproducible research are given
preference.

The COral Medicine Section aims to publish a broad range of original articles that help clinicians
understand more thoroughly the pathobiclogy, eticlogy, diagnosis, prevention, and management of
oral conditions related to underlying medical conditions, including diseases of the head, neck, and
oral mucosal structures, orofacial pain conditions, salivary gland disorders, and taste disorders. The
section also seeks research regarding the dental management of persons with medical problems
and/or complicated medical conditions. The published findings must contribute substantively to the
body of oral medicine literature and should lead to improved clinical decision-making and enhanced
care of medically-related disorders or conditions affecting the oral and maxillofacial region. Articles
presenting onginal, well-documented, and reproducible research are preferred.

The Oral and Maxillofacial Pathology Section encourages the submission of onginal articles of high
scientific quality that investigate the pathogenesis, diagnosis, and management of diseases affecting
the oral and mauxillofacial region. Submitted manuscripts may summarize findings from cdlinical,
translational, or basic research in the broad field of oral and maxillofacial pathology but must
contribute substantively to the body of knowledge in this field and should be of obvious clinical and/
or diagnostic significance to the practicing oral and maxillofacial pathologist. Areas of focus may
include the investigation of disease pathogenesis, the diagnosis of disease using microscopic, clinical,
radiographic, biochemical, molecular, or other methods as well as the natural history and management
of patients with various conditions of the head, neck, and oral mucosal structures. Diagnostic accuracy
studies should conform to the principles of the STARD document http://www.stard-statement.org.
Articles presenting novel and reproducible research that introduce new knowledge and observations
are especially encouraged. This section also welcomes the submission of topical review papers on
relevant subjects.

The Oral and Maxillofacial Radiclogy Section publishes original peer-reviewed contributions to the
advancement of diagnostic clinical oral and maxillofacial radiclogy and related imaging sciences. The
section considers onginal clinical and experimental research papers, technological developments,
extensive systematic reviews of the literature, comprehensive pictorial reviews, special reports, and
invited papers on subjects that will appeal to clinicians involved in the diagnostic imaging of hard
and soft tissue maxillofacial pathology, selection critenia, computer-assisted diagnosis, craniofacial
analysis, image-guided surgical navigation, image processing, dosimetry, radiation physics, biology,
and safety.

The section also seeks extensive case series representing vanous expressions of particular conditions,
descriptions of innovative imaging technigue applications to these senies, and description of novel
imaging features to assist imaging specialists develop clinical protocols and interpretive knowledge
based on multiple observations. Only papers contributing substantively to the body of knowledge in
oral and maxillofacial imaging and performed with scientific rigor will be considered. These papers
should assist clinicians in developing evidence-based practice and provide improved clinical decision-
making regarding the performance of specific techniques and interpretation of resulting images
affecting the oral and maxillofacial region. Diagnostic accuracy studies should conform to the principles
of the STARD document http:/fwww.stard-statement.org).

1. Original Research Article. Reports of original research (preclinical, clinical, or translational) that
are well-documented, novel, and significant. Original research manuscripts will be organized into six
parts: (1) Abstract; (2) Introduction; (3) Materials and Methods; (4) Results; (5) Discussion; (6)
References.
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2. Review article. Manuscripts that review the current status of a given topic, diagnosis, or treatment.
These manuscripts should not be an exhaustive review of the literature but rather should be a review of
contemporary thought with respect to the topic. Systematic reviews and meta-analyses manuscripts
should follow PRISMA (http://www.prisma-statement.org) and the Institute of Medicines' guidelines

(http:/fwww.iom.edu/Reports/2011/Finding-What-Works-in-Health-Care-Standards-for-Systematic- Reviews/

3. Clinicopathologic Conference (CPC). Manuscripts that document interesting, challenging, or unusual
cases that present unexpected or interesting diagnostic challenges. The presentation should simulate
clinical work-up, including the formulation of a detailed and well thought out differential diagnosis.
The complete diagnostic evaluation, management, and follow-up must be included. CPC articles must
be organized into six parts: (1) Title: Provide a descriptive clinical title that does not reveal the final
diagnosis. (2) Clinical presentation: Describe the clinical and imaging characteristics of the lesion.
Use clinical photographs and radiographs as appropriate. (3) Differential diagnosis: List and discuss
lesions to be considered as reasonable diagnostic possibilities. The authors are reminded that the
most important part of the CPC manuscript 15 the clinical differential diagnosis, where the authors
guide the readership through their own diagnostic thought process. This will require the formulation
of a list of the most probable diagnostic possibilities (ideally at least 5-6 entities) based on the clinical
presentation, medical history, and/or radiocgraphic studies. (4) Diagnosis: Histopathologic findings
illustrated with appropriate photomicrographs. (5) Management: Describe the treatment of the patient
and response to treatment. (&) Discussion: Concentrate on the most interesting aspect(s) of the case.
Mo abstract is needed for CPC manuscripts. Limit the number of references to no more than 25.

4, Medical Management and Fharmacology Update (MMPU). This section is intended to provide
concise, current reviews of medical problems and how they relate to dentistry. Manuscripts should
include a good review of the clinical aspects of the disease, stressing the impact of the disease on
the dental management and dental treatment of the patient. Emphasis should be placed on new
developments, new research, or new approaches to therapy or management. Manuscripts should
not be an exhaustive review of the literature but rather a review of contemporary thought with
respect to the topic. Likewise, the bibliography need not be all inclusive but rather should include only
seminal, contemporary references deemed by the author to be most pertinent. The desired format for
manuscripts submitted for the MMPU section includes: (1) abstract; (2) topic introduction/overview;
(3) epidemiclogy/demographics; (4) eticlogy and pathogenesis; (5) clinical presentation/physical
findings; (6) diagnosis (laboratory tests, diagnostic imaging, etc.); (7) medical management and
treatment; (&) complications; (2) prognosis; oral manifestations/dental implications and significance;
and (10) dental management (of patients with the disease). Manuscripts should not exceed 12 pages
in 12-point, double-spaced Times Mew Roman (tables and figures count toward the 12-page limit).

5. Pharmacology Update is a component of the MMPU section that offers the reader the opportunity
to obtain concise information regarding drugs used in the practice of medicine, clinical dentistry,
and dental specialties. Manuscripts should present clearly and concisely the background information
regarding the disease or condition that is managed, the indications, rationale for and approved uses
of the specific drugs or class of drugs, the advantages and benefits of the drug or drug class over
previous drugs, mechanism of action, critenia for selection, usual dosage, pharmacokinetics, adverse
effects, drug interactions, and oral health and dental management considerations. Emphasis should
be placed on new developments, effectiveness in climical tnals, therapeutic outcomes, and safety.
Manuscripts should reflect contemporary thought with respect to the topic. Use of figures to illustrate
the mechanism of action and tables to present therapeutic cutcomes, drug interactions, and adverse
effects are encouraged. Manuscripts should utilize the MMPU categories for formatting the paper.
Text should not exceed 3,000 words. Font should be 12-point, double-spaced Times New Roman. A
maximum of 50 references iz recommended.

6. Case Reports. These types of publications often add little to the scientific knowledge base. However,
excellent case reports may be published as online only papers if they meet certain critenia, such as:
(1) rare or unusual lesions/conditions that need documentation, (2) well-documented cases showing
unusual or "atypical" clinical or microscopic features or behavior, or (3) cases showing good long-
term follow-up information, particularly in areas in which good statistics on results of treatment
are needed. A case report should either present unique features of the condition or lesion, novel
treatment regimens, or provide the basis for a new plausible medical theory about the pathogenesis of
a particular disease or condition so clinicians can provide better care regarding patients with chronic
and painful conditions relevant to medical disorders and/or medical therapy.
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Submit your article
Please submit your article via http://ees.elzeviercom/tripleoc.

PREPARATION

Use of word processing software

It is important that the file be saved in the native format of the word processor used. The text
should be in single-column format., Keep the layout of the text as simple as possible. Most formatting
codes will be removed and replaced on processing the article. In particular, do not use the word
processor's options to Justify text or to hyphenate words. However, do use bold face, italics, subscripts,
superscripts ebc. When preparing tables, if you are using a table grid, use only one gnd for each
individual table and not a gnd for each row. If no gnd is used, use tabs, not spaces, to align columns.
The electronic text should be prepared in a way very similar to that of conventional manuscripts (see
also the Guide to Publishing with Elsevier). Note that source files of figures, tables and text graphics
will be required whether or not you embed your figures in the text. See also the section on Electronic
artwork.

To avoid unnecessary errors you are strongly advised to use the "spell-check’ and 'grammar-check’
functions of your word processor

LaTeX

You are recommended to use the Elsevier article class elsarticle.cls to prepare your manuscript and
BibTeX to generate your bhibliography.

Our LaTeX site has detailed submission instructions, templates and other information.

The title page of the manuscript should include the title of the article, the full name of the
author(s), academic degrees, positions, and institutional affiliations. The corresponding author's
address, business and home telephone numbers, fax number, and e-mail address should be given.
Disclosures must appear on the title page (see Disclosures).

+ Title. Concise and informative. Titles are often used in information-retrieval systems. Avoid
abbreviations and formulae where possible.

+ Author names, academic degrees, positions, and institutional affiliations. Where the family
name may be ambiguous (e.g., @ double name), please indicate this clearly. Present the authors'
affiliation addresses (where the actual work was done) below the names. Indicate all affiliations with
a lower-case superscript letter immediately after the author's name and in front of the appropriate
address. Provide the full postal address of each affiliation, including the country name and, if available,
the e-mail address of each author

* Corresponding author. Clearly indicate who will handle correspondence at all stages of referesing
and publication, also post-publication. Emsure that phone numbers (with country and area
code) are provided in addition to the e-mail address and the complete postal address.
Contact details must be kept up to date by the corresponding author.

* Present/permanent address. If an author has moved since the work described in the article was
done, or was visiting at the time, a 'Present address’ (or 'Permanent address’) may be indicated as
a footnote to that author's name. The address at which the author actually did the work must be
retained as the main, affiliation address. Superscript Arabic numerals are used for such footnotes.

* Disclosures must appear on the title page (see "Conflict of Interest” above).

Include on the title page a word count for the abstract (if relevant to article type), a complete
manuscript word count (to include body text and figure legends), number of references, number of
figures/tables, and number of supplementary elements, if any.

For Original research, Review, and MMPU manuscripts, please provide a brief statement of no more
than 40 words that succinctly summarizes the clinical relevance of the findings described in your
manuscript.

For example:
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"The nisk of postoperative bleeding complications in patients in whom anticoagulation is continued
for dental surgery i1s exceedingly small and is outweighed by the small risk of serious and sometimes
fatal embolic events when anticoagulation is interrupted for dental surgery.” (Wahl et al. 119(2)
doi:10.1016/].0000.2014.10.011)

Absti
A structured abstract, limited to 200 words, must be used for data-based research articles. The
structured abstract is to contain the following major headings: Objective(s); Study Design; Results;
and Conclusion(s). The Objective(s) reflects the purpose of the study, that is, the hypothesis that
is being tested. The Study Design should include the setting for the study, the subjects (number
and type), the treatment or intervention, and the type of statistical analysis. The Results include
the outcome of the study and statistical significance if appropriate. The Conclusion(s) states the
significance of the results. For nondata-based submissions, the abstract should be an unstructured
summary of less than 150 words. No abstract is needed for submissions to the CPC section.

iy

Ly

Subdivision - unnumbered sections

Divide your article into the following clearly defined sections. Each subsection is given a brief heading.
Each heading should appear on its own separate line. Subsections should be used as much as possible
when cross-referencing text: refer to the subsection by heading as opposed to simply 'the text’

Introduction

State the problem being investigated, summarize the existing knowledge to place the problem in
context, and describe the hypothesis and general experimental design. Avoid a detailed literature
survey or a summary of the results.

Materials and Methods

As relevant, the Matenals and Methods section should describe in adequate detail the experimental
subjects, their important characteristics, and the methods, apparatus, and procedures used so that
other researchers can reproduce the experiment. When the manuscript submitted reports on research
in which humans are involved as experimental subjects directly or indirectly, the Matenals and
Methods section must indicate that the protocol was reviewed by the appropriate institubional review
board (IRB), iz in compliance with the Helsinki Declaration, and that each subject in the project
signed a detailed informed consent form. Authors should verify compliance with the Health Insurance
Portability and Accountability Act of 1996 (HIPAA) before submission. Provide sufficient detail to allow
the work to be reproduced. Methods already published should be indicated by a reference; only
relevant modifications should be described.

Animals. Please indicate that protocols were reviewed by the appropriate institutional committee with
respect to the humane care and treatment of amimals used in the study.

Results
Results should be clear and concise and presented in a logical sequence. Tables and illustrations may
be helpful in carifying the findings and can reduce the length of the manuscript.

Nscus

The Discussion states the significance of the results and limitations of the study. Authors should
discuss their findings in the framework of previously published research. They should explain why
their results support or contradict existing knowledge. If appropriate, the authors may suggest further
research to follow up on their findings.

A

i

Formatting of funding sources
List funding sources in this standard way to facilitate compliance to funder's requirements:

Funding: This work was supported by the National Institutes of Health [grant numbers oo, yyyy];
the Bill & Melinda Gates Foundation, Seattle, Wa [grant number zzzz]; and the United States Institutes
of Peace [grant number aaaal.

It is not necessary to include detailed descriptions on the program or type of grants and awards. When
funding is from a block grant or other resources available to a university, college, or other research
institution, submit the name of the institute or organization that provided the funding.

If no funding has been provided for the research, please include the following sentence:
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This research did not receive any specific grant from funding agencies in the public, commercial, or
not-for-profit sectors.

Units
Follow internationally accepted rules and conventions: use the international system of units (SI). If
other units are mentioned, please give their equivalent in SI.

Dental Nomenclature. Because of competing dental nomenclature systems, confusion can be
eliminated by identifying teeth by their name, rather than a number or letter, Be consistent throughout
the manuscript.

In tables, use the Universal Numbering System to identify the teeth. For example, the maxillary
right permanent lateral incisor is designated tooth 7. The mandibular right deciduous second molar
is designated tooth T. Identify the numbers/letters in the footnote to the table like any other
abbreviations.

Math formulae

Present simple formulae in the line of normal text where possible and use the solidus (/) instead of
a honzontal line for small fractional terms, e.g9., X/Y. In principle, variables are to be presented in
italics. Powers of 2 are often more conveniently denoted by exp. Number consecutively any equations
that have to be displayed separately from the text (if referred to explictly in the text).

Footnotes

Footnotes should be used spaningly. Number them consecutively throughout the article. Many word
processors can build footnotes into the text, and this feature may be used. Otherwise, please indicate
the position of footnotes in the text and list the footnotes themselves separately at the end of the
article. Do not include footnotes in the Reference list.

Acknowledgments

The names of persons who have contributed substantially to a manuscript but who do not fulfill the
criteria for authorship, along with their conflicts of interest, funding sources, and industry relations,
if relevant, are to be listed in the Acknowledgment section. This section should include individuals
who provided any wniting, editorial, statistical assistance, etc. Collate acknowledgments in a separate
section at the end of the article before the references and do not, therefore, include them on the
title page, as a footnote to the title or otherwise. Do not include statements of the authors' funding,
conflicts, or other disclosures in the Acknowledgments; these must appear on the title page.
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Citation in text

References should be complete and reflect the current state of knowledge on the topic. Make sure
all references have been verified and are cited consecutively in the text (not including tables) by

superscript numbers, The reference list should be typed double-spaced on a separate page of the
manuscript file and numbered in the same order as the reference citations appear in the text.

Please ensure that every reference cited in the text is also present in the reference list (and vice
versa). Any references cited in the abstract must be given in full. Unpublished results and personal
communications are not to be cited in the reference list but are to be cited in parentheses at the
appropriate place in the text. Citation of a reference as 'in press' implies that the item has been
accepted for publication, and publication information must be updated if the manuscript is accepted.
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Increased discoverability of research and high gquality peer review are ensured by online links to
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details are not yet known, but the article is available online. A DOT is guaranteed never to change,
80 you can use it as a permanent link to any electronic article. An example of a citation using DOI
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(2003). Aseismic continuation of the Lesser Antilles slab beneath northeastern Venezuela. Journal
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citations should be in the same style as all other references in the paper

Web references

As a minimum, the full URL should be given and the date when the reference was last accessed. Any
further information, if known (DOI, author names, dates, reference to a source publication, etc.),
should also be given. Web references can be listed separately (e.g., after the reference list) under a
different heading if desired, or can be included in the reference list.

Reference style

If accepted, the reference style used by the journal will be applied to the accepted article by Elsevier
at the proof stage. Make sure the information in each reference is complete and correct, To see the
format used by the journal, refer to a recent issue.

Journal abbreviation source
Journal names should be abbrewviated according to the List of Title Word Abbreviations:
http:/fwww.issn.org/services/online-services/ access-to-the-ltwa/.

Mendeley
Users of Mendeley Desktop can easily install the reference style for this journal by clicking the following
limk:
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When preparing your manuscript, you will then be able to select this style using the Mendeley plug-
ins for Microsoft Word or LibreOffice.

Artwork

Electronic artwork

Illustrations should be numbered with Arabic numerals in the order of appearance in the text and
accompanied by suitable legends (see Figure Captions).

A reasonable number of halftone illustrations or line drawings will be reproduced at no cost to the
author, At the editors' discretion, color illustrations may be published in grayscale with the color image
available in the online edition of the Journal; elaborate tables and extra illustrations, if accepted, may
also appear as supplementary material in the online edition only. Typewritten or freehand lettering
on illustrations is not acceptable. All lettering must be done professionally, and letters should be in
proportion to the drawings or photographs on which they appean.

Figures must be submitted in electronic figure file format. For best reproduction, images should
be submitted in .tif format. Figures in .jpg format may be acceptable if they meet minimum
resolution guidelines. Images embedded in programs such as Powerfoint or Word will not be accepted.
Photographic images must be submitted at 300 ppi (pixels per inch) with the following dimensions: Full
page 5" wide (1,500 pixels wide) or half page 3" wide (900 pixels wide). Screen capture resclutions
(typically 72 ppi) will not provide adequate reproduction guality. Line-art images (charts, graphs)
must be submitted at 1200 ppi with the following dimensions: Full page 5" wide (6000 pixels wide)
or half page 3" wide (3600 pixels wide).

Avoid background gnidlines and other formatting that do not convey information (e.g., superfluocus
use of 3-dimensional formatting, backaround shadings). All images should be cropped to show only
the area of interest and the anatomy necessary to establish a regional frame of reference. although
multipart figures are not preferred, if they are used, label multipart figures with capital letters (e.g.,
A, B, C, etc); do not exceed nine parts to one figure. If images are to be combined in one figure, they
should be the same height and magnification to facilitate reproduction.

For advice on image enhancement and annotation refer to Corl FM, et al. A five-step approach to
digital image manipulation for the radiologist. RadioGraphics 2002;22:981-992,
For further information, please see http://www.elsevier.com/artwork.

See also Permissions.



Color artwork

If, together with your accepted article, you submit usable color figures then Elsevier will ensure, at
no additional charge, that these figures will appear in color on the Web (e.g., ScienceDirect and other
sites) in addition to color reproduction in print. For further information on the preparation of electronic
artwork, please see http://vww.elseviercom/artworkinstructions. Please note: Because of technical
complications that can arise by converting color figures to 'gray scale’ (for the printed version should
you not opt for color in print), please submit in addition usable black and white versions of all the
color illustrations.

Illustration services

Elsevier's WebShop offers Illustration Services to authors preparing to submit @ manuscript but
concerned about the quality of the images accompanying their article, Elsevier's expert illustrators
can produce scientific, technical and medical-style images, as well as a full range of charts, tables
and graphs. Image 'polishing’ is also available, where our illustrators take your image(s) and improve
them to a professional standard. Please visit the website to find out more.

Figure captions

Each illustration must be accompanied by a legend. These should be typed double-spaced on a
separate page. Keep text in the illustrations themselves to a minimum but explain all symbols and
abbreviations used. If an illustration has been taken from published or copyrighted material, the
legend must give full credit to the original source and accompanied by signed, written permission

from the copynight holder (see Permissions below).
Artwork: General points
+ Make sure you use uniform lettering and sizing of your original artwork.
* Embed the used fonts if the application provides that option.
* Aim to use the following fonts in your illustrations: Arial, Courier, Times New Roman, Symbaol, or
fonts that look similar.
* Number the illustrations according to their sequence in the text.
* Use a logical naming convention for your artwork files.
* Provide captions to illustrations to appear as a separate page in the manuscript file.
+ Size the illustrations close to the desired dimensions of the printed version.
+ Subrmit each illustration as a separate file.
A detailed guide on electronic artwork is available on our website;
http:/vwww.elsevier.com/artworkinstructions
You are urged to visit this site; some excerpts from the detailed information are given here.
Formats
Please 'Sawve as' or convert the images to one of the following formats (note the resolution
requirements for line drawings, halftones, and line/halftone combinations given below):
EPS (or PDIF): Vector drawings, embed all used fonts.
TIFF (or JPEG): Color or grayscale photographs (halftones), keep to a minimum of 300 ppi.
TIFF (or JPEG): Bitmapped (pure black & white pixels) line drawings, keep to a minimum of 1200 ppi.
Please do not:
* Supply files that are optimized for screen use (e.g., GIF, BMP, PICT, WPG); these typically have a
low number of pixels and limited set of colors;

Supply files that are too low in resolution;
* Submit graphics that are disproportionately large for the content,
Tables
Mumber tables consecutively using Roman numerals in accordance with their appearance in the text.
Each table should be submitted as a separate file. Tables should be self-explanatory and should
supplement, not duplicate, the text. all table reference citations should be repeats of numbers
assigned within the text, not initial citations. A concise title should be supplied for each table. All
columns should carry concise headings describing the data therein. Type all footnotes immediately
below the table and define abbreviations (see also Dental Nomenclature above). If a table or any data
therein have been previously published, a footnote to the table must give full credit to the original
source and accompanied by signed, written permission from the copyright holder (see Permissions
below]).
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supplementary Data

To save print pages and/or shorten an article to a readable length while allowing for detailed
information to be available to interested readers, authors are encouraged to provide information that
is essential for the discussion of the results of the submission in the submission itself and utilize
supporting information to describe experimental details and nonessential but useful information as
Supplementary Material. If the manuscript is accepted for print publication, a reference to the online
matenal will appear in the print version.

Supplementary files offer the author additional possibilities to publish supporting applications, high-
resolution images, background datasets, sound clips and more. Supplementary files supplied will be
published online alongside the electronic version of your article in Elsevier Web products, including
ScienceDirect: http:/fwww.sciencedirect.com. In order to ensure that your submitted matenal is
directly usable, please provide the data in one of our recommended file formats. Authors should
submit the matenal in electronic format together with the article and supply a concise and descniptive
caption for each file. For more detailed instructions please wvisit our artwork instruction pages at
http:/ fwww.elsevier.com/fartworkinstructions.

Upload material, figures, and tables for online publication under the submission item "Supplementary
Material" through the EES system. Be sure to change the description of the Supplementary Material
to reflect the content; for example, Supplementary Detailed Methodology, Supplementary Figure Sx,
Supplementary Table Sx.

Please order material such as Figures and Supplemental Figures separately in order of the callouts/
first mentions in the text. For example: Figure 1, Figure 2; Supplemental Figure 51, Supplemental
Figure 52, etc.

In the text be sure that you add behind the reference to the supplemental matenal "(Supplemental
Table 5x; available at [URL/link*]).” *To be provided by the production department.

Data references

This journal encourages you to cite underlying or relevant datasets in your manuscript by citing them
in your text and including a data reference in your Reference List, Data references should include the
following elements: author name(s), dataset title, data repository, version (where available), vear,
and global persistent identifier. Add [dataset] immediately before the reference so we can properly
identify it as a data reference. The [dataset] identifier will not appear in your published article.

Reference Style
Text: Indicate references by superscript number(s) in the text. The actual authors can be referred
to, but the reference number(s) must always be given.

Example: "..... as demonstrated. 3,6 Barnaby and Jonesd obtained a different result ...."
List: Mumber the references in the list in the order in which they appear in the text.
Examples:

Reference to a journal publication:

1. 1. van der Geer, 1.A.]. Hanraads, R.A. Lupton, The art of writing a scientific article, 1. Sci. Commun.
163 (2010) 51-58.

Reference to a book:

2. W. Strunk Ir.,, E.B. White, The Elements of Style, fourth ed., Longman, New York, 2000.
Reference to a chapter in an edited book:

3. G.R. Mettam, L.B. Adams, How to prepare an electronic version of your article, in: B.S. Jones, R.Z.
Smith (Eds.), Intreduction to the Electronic Age, E-Publishing Inc., Mew York, 2009, pp. 281-304.
[dataset] 5. Qguro, M, Imahiro, S, Saito, 5, Nakashizuka, T. Mortality data for Japanese ocak wilt
disease and surrounding forest compositions, Mendeley Data, v1; 2015. http://dx.doi.org/10.17632/
ww]3Enb39r1.

Imaging Data DICOM Viewer

If your paper contains images generated from DICOM data, you may receive an invitation from
the Section editor(s) after subrmission inviting you to complement your online article by providing
wvolumetric radiological data of a case, a specific example, or multiple datasets in DICOM format.
Readers will be able to interact, adjust, display, and view the DICOM data using an interactive
viewer embedded within your article. Specifically, the viewer will enable users to explore the
DICOM data as 2D orthogonal MPR series, 3D volume rendering and 3D MIP. Specific enhancements
include zoom, rotate and pan 3D reconstructions, section through the volume, and change opacity
and threshold level. Each DICOM dataset will have to be zipped in a folder and uploaded to
the online submission system wia the "DICOM dataset” submission category. The recommended
size of a single uncompressed dataset is 200 ME or less. Please provide a short informative
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description for each dataset by filling in the "Description’ field when uploading each ZIP file.
Note: All datasets will be available for download from the online article on ScienceDirect, so
please ensure that all DICOM files are anonymized before submission. For more information see:
http:/fwww.elsevier.com/about/content-innovation/radiclogical-data

Video

Elsevier accepts video material and animation sequences to support and enhance your scientific
research. Authors who have video or animation files that they wish to submit with their article are
strongly encouraged to include links to these within the body of the article. This can be done in the
same way as a figure or table by referring to the video or animation content and noting in the body
text where it should be placed. all submitted files should be properly labeled so that they directly
relate to the wideo file's content. In order to ensure that your video or animation material is directly
usable, please provide the files in one of our recommended file formats with a preferred maximum size
of 150 MB. Video and animation files supplied will be published online in the electronic version of your
article in Elsevier Web products, including ScienceDirect. Please supply "stills” with your files: you can
choose any frame from the video or animation or make a separate image. These will be used instead
of standard icons and will personalize the link to your video data. For more detailed instructions please
visit our video instruction pages. Mote: since video and animation cannot be embedded in the print
version of the Journal, please provide text for both the electronic and the print version for the portions
of the article that refer to this content.

Permissions

Upload written permissions from the copyright holder to republish previously published matenal.
Authors are responsible for obtaining and uploading any needed permissions and for clearly and
completely identifying any overlapping matenal and/or quoted or paraphrased passages with proper
attribution in the text to avoid plagiarism (including self-plagiarism). The Permissions FAQ for Authors
is available at http://www.elsevier.com/authors/permission-seeking-guidelines-for-elsevier-authors.
For assistance, please contact Elsevier's Permissions Helpdesk: +1-800-523-4069 x 3808;
+1-215-239-3805; permissionshelpdesk@elsevier.com

Written, signed permission(s) from the patient or legal guardian isfare required for publication of
recognizable photographs. Clearly state in your cover letter that patient consent has been obtained
and has been uploaded under "Permission/s.” If it is impossible to obtain a consent form, the image(s)
must be removed or sufficiently cropped to the area of interest only or otherwise changed so the
patient cannot be recognized. However, blurring or placing bars over the eyes is no longer acceptable
to eliminate the need for a signed consent form. The restrictions for photos have become very strict.
Faor maore information, refer to
http:/fwww.elseviern.com/about/company-information/policies/ patient-consent.

Letters to the Editor

Letters to the Editor should be a succinct comment pertaining to a paper(s) published in the Journal
within the past year or to related topics. Provide a unigue title for the Letter on the title page with
complete contact information for the author{s). Double-space the text of the Letter. References,
including reference to the pertinent article(s) in the Journal, should conform to style for manuscripts
(see References). If accepted, the author(s) of the pertinent article(s) may be contacted to prepare
a response to the comment.

Announcements

Announcements must be received by the Editonal Office at least 10 weeks before the desired month
of publication. Items published at no charge include those received from a sponsoring society of the
Journal; courses and conferences sponsored by state, regional, or national dental crganizations; and
programs for the dental profession sponsored by government agencies. All other announcements
selected for publication by the Editor carry a charge of $60 US, and the fee must accompany the
request to publish.

ARTICLE ENRICHMENTS

AudioSlides

The journal encourages authors to create an AudioSlides presentation with their published article.
AudioShdes are brief, webinar-style presentations that are shown next to the online article on
ScienceDirect. This gives authors the opportunity to summarize their research in their own words
and to help readers understand what the paper is about. More information and examples are
available. Authors of this journal will automatically receive an invitation e-mail to create an AudioSlides
presentation after acceptance of their papen
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3D radiological data

¥ou can enrich your online article by providing 3D radiclogical data in DICOM format. Radiological
data will be visualized for readers using the interactive viewer embedded within your article, and will
enable them to: browse through available radiclogical datasets; explore radiological data as 2D senes,
2D orthogonal MPR, 3D volume rendering and 30 MIP; zoom, rotate and pan 3D reconstructions; cut
through the volume; change opacity and threshold level; and download the data. Multiple datasets
can be submitted. Each dataset will have to be zipped and uploaded to the online submission system
via the "3D radiological data' submission category. The recommended size of a single uncompressed
dataset is 200 ME or less. Please provide a short informative description for each dataset by filling in
the 'Description’ field when uploading each ZIP file. Note: all datasets will be available for download
from the online article on ScienceDirect. So please ensure that all DICOM files are anonymized prior
to submission. More information.

Virtual Microscope

The journal encourages authors to supplement in-article microscopic images with corresponding high
resolution versions for use with the Virtual Microscope viewer. The Virtual Microscope is a web based
viewer that enables users to view microscopic images at the highest level of detail and provides
features such as zoom and pan. This feature for the first time gives authors the cpportunity to
share true high resolution microscopic images with their readers. More information and examples.
Authors of this journal will receive an invitation e-mail to create microscope images for use with
the Virtual Microscope when their manuscript is first reviewed. If you opt to use the feature, please
contact virtualmicroscope@elsevier.com for instructions on how to prepare and upload the required
high resolution images.

Submission Checklist

The following list will be useful during the final checking of an article prior to sending it to the journal
for review. Please consult this Guide for Authors for further details of any item.

Ensure that the following items are present:

___ Letker of submission, to include disclosure of any previous publications or submissions with any
overlapping information

___ Statement of clinical relevance (uploaded separately)

___Title page

___Title of article

___ Full names(s), academic degree(s), affiliation(s) and titles of author(s)

___Author to whom correspondence, proof, and reprint requests are to be sent, including address and
business and home telephone numbers, fax number, and e-mail address

___ Any conflict of interest statement(s), disclosure(s), andfor financial support information, including
donations

__ Word count for the abstract (if relevant to article type), a complete manuscript word count (to
include body text and figure legends), number of references, and number of figures/tables

___ Structured abstract (double-spaced as part of manuscript file), as relevant to article type

___ Article proper (double-spaced)

___ Statement of IRB review and compliance with Helsinki Declaration (stated in Methods section of
manuscript, as relevant)

___ References (double-spaced on a separate page of the manuscript file)

___ Figure legends (double-spaced, on a separate page of the manuscript file)

___Tables (double-spaced, uploaded separately as word processing [eg, .doc] files)

___Tllustrations, properly formatted (uploaded as separate files)

___Video/computer graphics, properly formatted (uploaded as separate files)

___Signed permission to reproduce any previously published matenal, in all forms and media (scanned
in as a file and uploaded as Permission)

___ Signed permission to publish photographs of identifiable persons from the individual or legal
guardian specifying permission in all forms and media (scanned in as a file and uploaded as
Permission)

For any further information please wvisit our customer support site at hittp://support.elsevier.com.

AFTER ACCEPTANCE
Proofs
One set of page proofs (as PDF files) will be sent by e-mail to the corresponding author (if we do

not have an e-mail address then paper proofs will be sent by post) or, a link will be provided in the
e-mail so that authors can download the files themselves. Elsevier now provides authors with PDF
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proofs which can be annotated; for this you will need to download the free Adobe Reader, version 9
(or higher). Instructions on how to annotate PDF files will accompany the proofs (also given online).
The exact system requirements are given at the Adobe site.

If you do not wish to use the PDF annotations funchion, you may list the corrections (including reples
to the Query Form) and return them to Elsevier in an e-mail. Please list your corrections quoting line
number. If, for any reason, this iz not possible, then mark the corrections and any other comments
(including replies to the Query Form) on a printout of your proof and scan the pages and return via e-
mail. Please use this proof only for checking the typesetting, editing, completeness and correctness
of the text, tables and figures. Significant changes to the article as accepted for publication will only
be considered at this stage with permission from the Editor. We will do everything possible to get your
article published guickly and accurately. It is important to ensure that all corrections are sent back
to us in one communication: please check carefully before replying, as inclusion of any subsequent
corrections cannot be guaranteed. Proofreading is solely your responsibility.

AUTHOR INQUIRIES

Visit the Elzevier Support Center to find the answers you need. Here you will find everything from
Frequently Asked Questions to ways to get in touch.

You can also check the status of your submitted article or find out when your accepted article will
be published.
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