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Ribeiro, ACP. Estudo clínico, morfológico e imunosistoquímico de carcinomas 

espinocelulares em boca. Análise comparativa entre pacientes jovens e idosos 

[dissertação]. Araçatuba: Faculdade de Odontologia da Universidade Estadual 

Paulista; 2008. 


��� ��
A incidência mundial de câncer em jovens tem aumentado e estudos 

recentes mostram que o câncer de boca também segue esta tendência. O 

objetivo deste trabalho foi avaliar e comparar as características clínicas, 

histopatológicas e imunoistoquímicas entre pacientes jovens, com idade igual 

ou inferior a 40 anos, e pacientes idosos, com idade igual ou superior a 65 

anos, diagnosticados com carcinoma espinocelular em língua. Foram 

selecionados 19 casos de pacientes jovens e 19 casos de pacientes idosos  e 

coletados dados clínicos dos prontuários. A gradação histológica foi realizada 

utilizando os critérios de classificação de Bryne et al (1992), na região do fronte 

tumoral. Também foi analisada a expressão imunoistoquímica das proteínas 

Bcl-2, Cerb-b2 e Ki-67. Neste estudo foi observado maior número de 

carcinomas espinocelulares moderadamente e pobremente diferenciados no 

grupo de pacientes jovens enquanto que no grupo de idosos houve maior 

prevalência de carcinomas bem diferenciados. Houve também no grupo de 

pacientes jovens um aumento do infiltrado linfoplasmocitário. A expressão 

imunoistoquímica das proteínas Bcl-2, Cerb-b2 e Ki-67 não mostrou diferenças 

significantes no fronte tumoral entre pacientes jovens e idosos. Na amostra 

estudada, foram detectadas diferenças morfológicas entre o grupo de pacientes 

jovens e idosos, no entanto, estas diferenças não foram expressas de forma 

significativa na análise imunoistoquímica. 



 

 
 

Palavras-chave: Carcinoma de células escamosas. Imunoistoquímica. Grupos 

etários. Língua. 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 



 

 
 

Ribeiro, ACP. Clinical, morphological and immunohistochemical study of oral 

squamous cell carcinoma. Comparative analysis between young and old 

patients[dissertation]. Araçatuba: UNESP – São Paulo State University; 2006.  

 

���������
The worldwide incidence of cancer in young is increasing and recent 

studies show that the oral cancer also follows this trend. The objective of this 

study was to evaluate and to compare the clinical, histopathological and 

immunohistochemical features between young patients, with 40 years old or 

less, and elderly patients, with 65 years old or a superior age, diagnosed with 

tongue squamous cell carcinoma. Nineteen cases of young patients and 19 

cases of elderly patients were selected and clinical data were collected from 

medical records. The histological grading was carried out using the criteria of 

classification of Bryne et al (1992) in the tumoral front region. The 

immunohistochemical expression of the proteins Bcl-2, Cerb-b2 and Ki-67 was 

also analyzed. In the present study, the group of young patients presented a 

higher number of moderately and poor differentiated squamous cell carcinomas 

whereas the elderly group had a greater prevalence of well differentiated 

carcinomas. The group of young patients also showed an increase in the 

lympho-plasmacytic infiltration. The immunohistochemical expression of the 

proteins Bcl-2, Cerb-b2 and Ki-67 did not show significant differences in the 

tumoral front region between young and elderly patients. In the studied sample, 

morphological differences between the group of young and elderly patients 

were detected, however, these differences were not expressed in in the 

immunohistochemical analysis. 



 

 
 

Keywords: Squamous cell carcinoma. Immunohistochemistry. Age 

Groups. Tongue. 
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Figura 1  
 

Fotomicografias mostrando as características morfológicas 
e marcações imunoistoquímicas na região do fronte 
tumoral em pacientes jovens e idosos. A. Aspectos 
morfológicos em HE (200X) – pacientes jovens. B. 
Aspectos morfológicos em HE (200X) – pacientes idosos. 
C. Bcl-2 (200X) – pacientes jovens. D. Bcl-2 (200X) – 
pacientes idosos. E. Cerb-b2 (200X) – pacientes jovens. F. 
Cerb-b2 (200X) – pacientes idosos. G. Ki-67 (400X) – 
pacientes jovens. H. Ki-67 (400X) – pacientes idosos.  
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Tabela 1  Anticorpos e protocolos utilizados no estudo.� ���

Tabela 2 Distribuição de sexo e raça.� ���

Tabela 3 Distribuição dos fatores histopatológicos. 
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μm - Micrômetro  

Bcl-2 - B-cell lymphoma-2 

Cerb-b2 - Epidermal Growth Factor Receptor  

CEC - Carcinoma espinocelular 

Ki-67 - Kiel 67.ª culture dishe, monoclonal antibody which recognizes a labile 

epitope on a nuclear antigen in cycling cells 

IgG -  Imunoglobulina 

DAB – Diaminobenzidina 

LSAB – Labeled Streptavidin Biotin 

EDTA - Ethylenediamine tetraacetic acid  
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O câncer de boca é a oitava neoplasia maligna mais freqüente em todo o 

mundo (1). No Brasil, estimam-se mais de 14.160 novos casos para o ano de 

2008 (2). �

O carcinoma espinocelular (CEC) bucal acomete principalmente homens 

entre a sexta e sétima décadas de vida, sendo raro em pacientes jovens, com 

idade inferior a 40 anos (3-7).  

Apenas 4 a 6% de todos os casos de carcinomas espinocelulares bucais 

são relatados em pacientes jovens (8-10). No entanto, um aumento na 

incidência do câncer bucal em jovens vem sendo relatado em todo o mundo e 

tem sido sugerido que esta é uma entidade distinta, pelo seu aparente 

comportamento biológico mais agressivo (4, 11,12). 

A gradação histopatológica de CECs bucais vem sendo usada na tentativa 

de avaliar o comportamento biológico do tumor. O CEC possui populações 

celulares distintas e acredita-se que as células do fronte tumoral tenham 

características próprias quando comparadas a diversas áreas do mesmo tumor 

e que poderiam expressar, de forma mais precisa, o comportamento clínico do 

tumor (13,14). No entanto, são poucos os estudos na literatura que comparam 

pacientes jovens e idosos acometidos por CEC bucal no que diz respeito às 

diferenças histopatológicas e imunoistoquímicas no fronte tumoral. 
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 O objetivo deste trabalho foi avaliar e comparar as características 

clínicas, histopatológicas e imunoistoquímicas entre pacientes jovens, com 

idade igual ou inferior a 40 anos, e pacientes idosos, com idade igual ou 

superior a 65 anos diagnosticados com carcinoma espinocelular em língua.



 

 

 

�

�

�

�

�

�

�

�

�

�

�

�

3����
�	����
34�����



__________________________________________________________ 3����
�	���34������

 

24

5& 3����
�	���34������

Amostras estudadas 

Foi realizada uma análise retrospectiva nos arquivos do Serviço de 

Histopatologia Bucal da Faculdade de Odontologia de Araçatuba – UNESP e 

da Faculdade de Odontologia da Universidade de São Paulo – FOUSP. Foram 

selecionados 19 casos de pacientes jovens, com idade igual ou inferior a 40 

anos, e 19 casos de pacientes idosos, com idade igual ou superior a 65 anos, 

com o diagnóstico de carcinoma espinocelular em língua. Dos prontuários de 

cada paciente selecionado foram coletados os seguintes dados: sexo, raça e 

idade.  

 

Avaliação Histopatológica 

Após a seleção dos casos, foram realizados novos cortes de 5 μm de 

espessura do material arquivado. As lâminas obtidas foram coradas pelo 

método de Hematoxilina e Eosina e submetidas à reavaliação por estudo 

morfológico em microscopia de luz por dois observadores distintos, que 

aplicaram os critérios da classificação de Bryne et al (1992)13 na região do 

fronte tumoral. Cinco parâmetros foram avaliados individualmente: 

ceratinização, pleomorfismo nuclear, número de mitoses (campo de 400X), 

padrão de invasão e infiltrado linfoplasmocitário.  

 

Análise Imunoistoquímica 

A fim de realizar as reações imunoistoquímicas para os anticorpos Bcl-2, 

Cerb-b2 e Ki-67, foi utilizada a técnica da estreptavidina-biotina. Foram obtidos 
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cortes de 3μm de espessura e os fragmentos colocados sobre lâminas 

previamente tratadas com 3-aminopropil-trietoxi-silano (Sigma Chemical 

Company, EUA). Os cortes foram desparafinizados, reidratados em soluções 

com concentrações decrescentes de etanol, e realizada a remoção de 

pigmentos formólicos por meio da incubação em hidróxido de amônia a 10% 

em solução alcoólica (etanol 95%) por 10 minutos. Realizou-se recuperação 

antigênica e, ao final, os cortes foram imediatamente lavados em água corrente 

por 10 minutos. Em seguida foram levados para a etapa de desbloqueio da 

peroxidase endógena tecidual, realizada pela incubação em dois banhos de 15 

minutos cada em solução de 1:1 de peróxido de hidrogênio a 6% e etanol. 

Repetida a lavagem em água, os cortes foram imersos em solução de 

Tris pH 7,6, acrescidos de albumina bovina a 1%, e os anticorpos primários 

foram incubados sobre os cortes por 30 minutos. As reações foram reveladas 

pela diaminobenzidina (DAKO, Liquid DAB+) através da incubação por 10 

minutos. Na seqüência os cortes foram contra-corados com hematoxilina de 

Mayer. 

Os anticorpos primários, o clone, a diluição, o complexo terciário 

utilizado para incubação do anticorpo de ligação, o tratamento realizado, a 

marca comercial e a origem dos anticorpos utilizados no estudo podem ser 

observados na tabela 1. 

Todos os passos, desde a utilização dos anticorpos primários até a 

contra-coloração, foram realizados automaticamente com o auxílio do 

equipamento Autostainer DAKO (DAKO, Carpenteria, CA, USA). 
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Tabela 1. Anticorpos e protocolos utilizados no estudo. 

Anticorpo 

primário 

Clone Diluição Complexo Tratamento Marca  

Bcl-2 100 1:100 LSAB Ácido cítrico 

95ºC, 30 

min.  

DakoCytomation  

Cerb-2 

(Neu) 

Policlonal 1:100 LSAB Ácido cítrico, 

95ºC, 30 

min. 

Santa Cruz 

Biotecnology 

 

Ki-67  MIB-1 1:75 LSAB EDTA, 95ºC, 

30 min. 

DakoCytomation 

 

Análise dos Resultados 

 Após a realização das reações imunoistoquímicas os resultados foram 

analisados em microscopia de luz. No caso de marcação citoplasmática do Bcl-

2 e Cerb-b2, as marcações imunoistoquícas foram analisadas por dois 

observadores distintos na região do fronte tumoral mediante um aumento de 

200 X e agrupadas nas seguintes categorias: reação negativa e reação 

positiva. 

 A quantificação das células com positividade nuclear para Ki-67 foi 

realizada utilizando-se o software LEICA Qwin (Leica Imaging Systems Ltda, 

Cambridge, England). O índice de positividade foi obtido por meio da leitura 

dos resultados na região do fronte tumoral (aumento de 400x). Um mínimo de 

quinhentas células, considerando as células positivas e as células negativas, 

de cada caso, foram contadas manualmente e os resultados foram expressos 

em porcentagem de positividade. 

 

Analise estatística 

 Para avaliar o grau de concordância entre os observadores durante a 

análise da gradação histológica e a intensidade de marcação imunoistoquímica 

no fronte tumoral, foi aplicado o teste Kappa com o auxílio do programa SAS 

v.8.2. Para analisar a correlação entre os grupos de pacientes jovens e idosos 

utilizaram-se os testes Qui-quadrado ou Exato de Fisher.  Para análise do 
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índice Ki-67 foi utilizado um teste de proporção entre os grupos estudados. O 

nível de significância considerado foi de 5%. 
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No grupo de pacientes jovens encontramos 13 (68,42%) homens e 6 

(34,58%) mulheres, enquanto que no grupo de pacientes idosos encontramos 

12 (63.18%) homens e  7 (36.84%) mulheres. A média de idade no grupo 

jovem foi de 34,6 anos, com idade mínima de 20 anos. Com relação à raça, 

tanto no grupo de jovens quanto no de idosos, predominou a raça branca como 

mostrado na tabela 2.  

A análise histopatológica do fronte tumoral utilizando os critérios de 

classificação de Bryne et al (1992)13 mostrou que no grupo de pacientes jovens 

10,53% dos carcinomas foram considerados bem diferenciados, 57,89% 

moderadamente diferenciados e 31,58% pobremente diferenciados, enquanto 

que no grupo de idosos 52,63% foram bem diferenciados, 21,05% 

moderadamente diferenciados e 26,32% pobremente diferenciados. Esta 

diferença foi estatisticamente significante (p < 0,05).  A análise individual dos 

fatores em cada grupo revelou aumento do infiltrado linfoplasmocitário em 

pacientes jovens (p < 0,05), como é mostrado na tabela 3.  

O padrão de marcação imunoistoquímica para a proteína Bcl-2 revelou 

negatividade em 18 entre 19 pacientes jovens e em 15 entre 19 pacientes 

idosos; quando comparados estatisticamente, estes resultados não se 

mostraram significantes (p>0,05). Com relação à proteína Cerb-b2, foi 

observado positividade em 15 entre 19 amostras de pacientes com idade igual 

ou inferior a 40 anos e em 9 entre 19 amostras de pacientes com idade igual ou 

superior a 65 anos; estes resultados não foram estatisticamente significantes 

(p>0,05). O índice de marcação para o Ki-67 mostrou proliferação celular 

discretamente mais acentuada no grupo de pacientes idosos. No entanto o 
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teste de proporção aplicado mostrou não haver diferenças estatisticamente 

significantes (p > 0,05) (Figura 1). 

 

Tabela 2. Distribuição de sexo e raça. 

 
 Número (%) de cada grupo 
 Pacientes � 40 anos Pacientes � 65 anos 
Sexo   
    Masculino 13 (68.42) 12 (63.18) 
    Feminino 6 (34.58) 7 (36.84) 
   
Raça   
    Branca 12 (63.18) 16 (84.21) 
    Outras 7 (36.84) 3 (15.79) 
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Tabela 3. Distribuição dos fatores histopatológicos* 

 

Fatores 
Histopatológicos 

Número (%) de cada grupo  
Pacientes � 40 anos Pacientes � 65 anos Valor-P 

Diferenciação    
Bem 2 (10,53) 10 (52,63)  

0,0130 Moderadamente 11 (57,89) 4 (21,05) 
Pouco  6 (31,58) 5 (26,32) 
    
Ceratinização 5 (26,32) 4 (21,05)  
Grau 1 4 (21,05) 5 (26,32) ns+ 
Grau 2 4 (21,05) 5 (26,32)  
Grau 3 6 (31,58) 5 (26,32)  
Grau 4    
    
Pleomorfismo Nuclear    
Grau 1 0 (0) 3 (15,79)  
Grau 2 9 (47,37) 9 (47,37) ns 
Grau 3 9 (47,37) 7 (36,84)  
Grau 4 1 (5,26) 0 (0)  
    
Mitose    
Grau 1 13 (68,42) 14 (73,68)  
Grau 2 5 (26,32) 3 (15,79) ns 
Grau 3 1 (5,26) 2 (10,53)  
Grau 4 0 (0) 0 (0)  
    
Padrão de Invasão    
Grau 1 0 (0) 3 (15,79)  
Grau 2 11 (57,89) 7 (36,84) ns 
Grau 3 7 (36,84) 6 (31,58)  
Grau 4 1 (5,26) 3 (15,79)  
    
Infiltrado 
Linfoplasmocitário 

   

Grau 1 3 (15,79) 8 (42,11)  
Grau 2 8 (42,11) 2 (10,53) 0,0184 
Grau 3 5 (26,32) 9 (47,37)  
Grau 4 3 (15,79) 0 (0)  

    * Bryne et al (1992) 
    +ns: não significativo (Testes Qui-quadrado ou Fischer) 
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Figura 1. Fotomicrografias mostrando as características morfológicas e 
marcações imunoistoquímicas na região do fronte tumoral em pacientes jovens 
e idosos. A. Aspectos morfológicos em HE (200X) – pacientes jovens. B. 
Aspectos morfológicos em HE (200X) – pacientes idosos. C. Bcl-2 (200X) – 
pacientes jovens. D. Bcl-2 (200X) – pacientes idosos. E. Cerb-b2 (200X) – 
pacientes jovens. F. Cerb-b2 (200X) – pacientes idosos. G. Ki-67 (400X) – 
pacientes jovens. H. Ki-67 (400X) – pacientes idosos. 
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Um aumento na incidência de câncer bucal está sendo relatado em todo o 

mundo. Sugere-se que tanto a etiologia quanto a patogênese do CEC bucal 

diferem entre pacientes jovens e idosos, principalmente devido ao curto 

período de exposição a agentes carcinogênicos, à provável ausência de lesões 

potencialmente malignas preexistentes e ao seu aparente comportamento 

biológico mais agressivo (3-5,11,15). 

O CEC bucal ocorre mais freqüentemente em homens do que em mulheres 

(12,16). Entretanto, quando analisamos os dados da literatura relacionados à 

distribuição de sexos em pacientes jovens com câncer de boca, encontramos 

divergências. Kuriakose et al (1992)11 encontraram uma maior prevalência em 

mulheres, com uma proporção de 1 para 1,2 em um grupo de pacientes com 

idade igual ou inferior a  35 anos. No presente estudo, 68,42% dos casos de 

CEC em pacientes jovens foram observados em homens e 34,58% 

diagnosticados em mulheres, achados semelhantes aos de Sasaki et al 

(2005)12 que observaram uma maior incidência no sexo masculino em 

amostras de pacientes com até 40 anos. 

Kuriakose et al (1992)11 sugerem que o CEC bucal em pacientes jovens 

tende a ser menos diferenciado histologicamente quando comparado ao CEC 

bucal, que acomete pacientes idosos. No presente estudo, ao analisar o fronte 

tumoral, observou-se que no grupo de pacientes jovens o maior número das 

amostras foi classificado como moderadamente diferenciado (57,89%) e 

pobremente diferenciado (31,58%). No entanto, no grupo de pacientes idosos 

52,63% foram classificadas como bem diferenciados, 21,05% moderadamente 

diferenciados e 26,32% pobremente diferenciados (p < 0,05). Regezi et al 
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(1999)15, ao analisarem os padrões morfológicos de uma amostra de pacientes 

com idade inferior a 35 anos e compará-los aos padrões morfológicos de 

pacientes com idade superior a 75 anos, não obtiveram diferenças 

estatisticamente significantes; o mesmo ocorreu no estudo de Sasaki et al 

(2006)12 ao analisarem uma amostra de pacientes jovens com idade inferior a 

40 anos e compará-la com idosos. Esses achados reforçam a importância de 

se desenvolver novos estudos que busquem compreender melhor a 

patogênese do CEC bucal em jovens, a fim de se obter resultados mais 

confiáveis em relação às possíveis diferenças de classificação morfológica 

entre os dois grupos. A análise individual dos critérios estabelecidos por Bryne 

et al (1992)13 na região do fronte tumoral, em cada um dos grupos constatou 

um aumento do infiltrado linfoplasmocitário no grupo de pacientes jovens (p < 

0,05). Este achado pode sugerir uma menor diferenciação celular neste grupo, 

pois recentes estudos de Suwa et al (2006)17 e Keberle et al (2003)18 sugerem 

que pacientes acometidos por CECs bucais com intenso infiltrado 

linfoplasmocitário apresentem maior incidência de metástase regional para 

linfonodos cervicais.  

A carcinogênese pode estar relacionada não apenas ao aumento da 

proliferação celular, mas, também, à diminuição da morte celular (apoptose) 

(Loro et al 199919). Uma das proteínas que tem sido relacionada à 

carcinogênese por prevenir a morte celular e aumentar a taxa de divisão celular 

é a Bcl-2 (20,21). Popovic et al (2007)21 e Loro et al (1999)19, ao analisarem 

casos de câncer bucal, encontraram uma associação entre a baixa expressão 

da Bcl-2 e um melhor prognóstico. Entretanto, Lo Muzio et al (2003)22 

observaram que a baixa expressividade da Bcl-2 foi diretamente relacionada a 
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um pior prognóstico do paciente. No presente estudo, observou-se 18 

pacientes jovens e 15 pacientes idosos com ausência da expressão da 

proteína Bcl-2. Embora estes resultados não tenham sido estatisticamente 

significantes, houve uma menor expressão de Bcl-2 no grupo de pacientes 

jovens, o que poderia estar relacionado com o maior número de carcinomas 

pobremente diferenciados neste grupo.  

O Cerb-b2 é um dos membros da família de crescimento epidermal (ErbB) 

de receptores transmembrânicos com atividade tirosino quinase. Todos os 

membros desta família estão envolvidos na regulação do crescimento, 

diferenciação ou migração celular. A expressão aumentada do Cerb-b2 está 

sendo associada a um pior comportamento clínico em vários cânceres 

humanos, incluindo o carcinoma espinocelular bucal (23-27). Ulanovski et al 

(2004)25, ao analisarem 27 amostras de CECs de língua encontraram 

correlação entre a positividade do Cerb-b2 e carcinomas pobremente 

diferenciados. Observou-se, neste estudo, positividade para o Cerb-b2 em 15 

pacientes jovens e em 9 pacientes idosos, embora estes achados não tenham 

sido estatisticamente significantes. Assim como na imunomarcação para o Bcl-

2, estes resultados poderiam relacionar-se ao maior número de carcinomas 

pobremente diferenciados no grupo de jovens.  

O antígeno Ki-67 é uma proteína nuclear expressa, principalmente, durante 

as fases S e G2 do ciclo celular. Somente as células em proliferação 

expressam Ki-67, ao contrário das células quiescentes (fase GO do ciclo 

celular) que não produzem esta proteína (14,27-29). Elevados índices de Ki-67 

são observados em CECs e correlacionados com a progressão da doença e 

com um pior prognóstico (14). Surpreendentemente, neste estudo observou-se 
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uma marcação discretamente mais acentuada no grupo de pacientes idosos. 

Este fato contrasta com os achados anteriores, que relacionavam o grupo de 

pacientes jovens a uma menor diferenciação celular e sugeriam maior 

proliferação.  

Derka et al (2006)28, ao realizarem um estudo experimental em 

carcinogênese bucal em hamsters, constataram um aumento do índice de Ki-

67 nos estágios iniciais da oncogênese e uma diminuição em carcinomas 

menos diferenciados. Estes achados são contrastantes com outros vários 

estudos da literatura (14, 27, 29), que relataram um aumento da expressão do 

Ki-67 acompanhando, a progressão da displasia epitelial para o CEC bucal. 

Esta discrepância pode ser atribuída, em parte, ao pequeno número de casos 

das amostras estudadas. 
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1. No grupo de pacientes jovens com carcinoma espinocelular de língua 

estudado houve maior prevalência em homens da raça branca, não 

diferindo do grupo de pacientes idosos.  

2. Embora o grupo de pacientes jovens com carcinoma espinocelular bucal 

tenha apresentado menor diferenciação celular, o grupo de pacientes 

idosos apresentou uma tendência maior para proliferação celular; 

3. Não foram detectadas diferenças significantes entre a expressividade 

das proteínas Bcl-2, Cerb-b2 e Ki-67 no fronte tumoral de pacientes 

jovens e idosos; 

4. Diferenças morfológicas entre o grupo de pacientes jovens e idosos 

foram detectadas, no entanto não foram expressas de forma 

significativa na análise imunoistoquímica. 
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ANEXO B – Normas para publicação da Revista Journal of Oral Pathology & 
Medicine. 

 

Journal of Oral Pathology & Medicine 

Edited by: 
Erik Dabelsteen 

Print ISSN: 0904-2512 
Online ISSN: 1600-0714 
Frequency: Ten times a year 
ISI Journal Citation Reports® Ranking: 2006: 20/49 (Dentistry, Oral Surgery & Medicine); 36/65 
(Pathology)  
Impact Factor: 1.530  

Guide for Authors 

1. General 

Journal of Oral Pathology & Medicine publishes manuscripts of high scientific quality 
representing original clinical, diagnostic or experimental work in oral pathology and oral 
medicine. Papers advancing the science or practice of these disciplines will be welcomed, 
especially those which bring new knowledge and observations from the application of 
techniques within the spheres of light and electron microscopy, tissue and organ culture, 
immunology, histochemistry, immunocytochemistry and molecular biology. Review papers on 
topical and relevant subjects will receive a high priority and articles requiring rapid publication 
because of their significance and timeliness will be included as brief reports not exceeding three 
printed pages. Please note that as of 1st September 2007, Journal of Oral Pathology & 
Medicine no longer accepts submission of case reports. All submitted manuscripts falling 
within the overall scope of the Journal will be assessed by suitably qualified reviewers, but 
manuscripts in an incorrect format will be returned to the author without review. 

Please read the instructions below carefully for details on the submission of manuscripts, the 
journal's requirements and standards as well as information concerning the procedure after a 
manuscript has been accepted for publication in Journal of Oral Pathology & Medicine. Authors 
are encouraged to visit Blackwell Publishing Author Services for further information on the 
preparation and submission of articles and figures. 

2. Ethical Guidelines 

Journal of Oral Pathology & Medicine adheres to the below ethical guidelines for 
publication and research.  

2.1. Authorship and Acknowledgements 

Authors submitting a paper do so on the understanding that the work has not been published 
before, is not being considered for publication elsewhere and has been read and approved by 
all authors. 
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Journal of Oral Pathology & Medicine adheres to the definition of authorship set up by The 
International Committee of Medical Journal Editors (ICMJE). According to the ICMJE authorship 
criteria should be based on substantial contributions to conception and design of, or acquisition 
of data or analysis and interpretation of data, and  drafting the article or revising it critically for 
important intellectual content. 

It is a requirement that all authors have been accredited as appropriate upon submission of the 
manuscript. Contributors who do not qualify as authors should be mentioned under 
Acknowledgements. 
 

Acknowledgements: Under acknowledgements please specify contributors to the article other 
than the authors accredited. Acknowledge only persons who have made substantive 
contributions to the study. Authors are responsible for obtaining written permission from 
everyone acknowledged by name because readers may infer their endorsement of the data and 
conclusions. 

2.2. Ethical Approvals 

Experimentation involving human subjects will only be published if such research has been 
conducted in full accordance with ethical principles, including the World Medical Association 
Declaration of Helsinki (version, 2002 www.wma.net/e/policy/b3.htm) and the additional 
requirements, if any, of the country where the research has been carried out. Manuscripts must 
be accompanied by a statement that the experiments were undertaken with the understanding 
and written consent of each subject and according to the above mentioned principles. A 
statement regarding the fact that the study has been independently reviewed and approved by 
an ethical board should also be included. Editors reserve the right to reject papers if there are 
doubts as to whether appropriate procedures have been used. 

When experimental animals are used the methods section must clearly indicate that adequate 
measures were taken to minimize pain or discomfort. Experiments should be carried out in 
accordance with the Guidelines laid down by the National Institute of Health (NIH) in the USA 
regarding the care and use of animals for experimental procedures or with the European 
Communities Council Directive of 24 November 1986 (86/609/EEC) and in accordance with 
local laws and regulations. 

2.3. Clinical Trials 

Clinical trials should be reported using the CONSORT guidelines available at www.consort-
statement.org. A CONSORT checklist should also be included in the submission material. 

Journal of Oral Pathology & Medicine encourages authors submitting manuscripts reporting 
from a clinical trial to register the trials in any of the following free, public clinical trials registries: 
www.clinicaltrials.gov, http://clinicaltrials-dev.ifpma.org/, http://isrctn.org/. The clinical trial 
registration number and name of the trial register will then be published with the paper.  

2.4. Conflict of Interest 

All sources of institutional, private and corporate financial support for the work within the 
manuscript must be fully acknowledged, and any potential grant holders should be listed. 
Please see Conflicts of Interest for generally accepted definitions on conflict of interest? Please 
enclose this information under the heading “Conflict of Interest Stament”. 

2.5. Appeal of Decision 

Authors who wish to appeal the decision on their submitted paper may do so by emailing the 
editor with a detailed explanation for why they find reasons to appeal the decision. 
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2.6. Permissions 

If all or parts of previously published illustrations are used, permission must be obtained from 
the copyright holder concerned. It is the author's responsibility to obtain these in writing and 
provide copies to the Publishers. 

 
2.7. Copyright Assignment 
 
Authors submitting a paper do so on the understanding that the work and its essential 
substance have not been published before and is not being considered for publication 
elsewhere. The submission of the manuscript by the authors means that the authors 
automatically agree to assign exclusive copyright to Blackwell Publishing if and when the 
manuscript is accepted for publication. The work shall not be published elsewhere in any 
language without the written consent of the publisher. The articles published in this journal are 
protected by copyright, which covers translation rights and the exclusive right to reproduce and 
distribute all of the articles printed in the journal. No material published in the journal may be 
stored on microfilm or videocassettes or in electronic database and the like or reproduced 
photographically without the prior written permission of the publisher. 
 
Upon acceptance of a paper, authors are required to assign the exclusive licence to publish 
their paper to Blackwell Publishing. Assignment of the exclusive licence is a condition of 
publication and papers will not be passed to the publisher for production unless licence has 
been assigned. (Papers subject to government or Crown copyright are exempt from this 
requirement; however, the form still has to be signed). A completed Exclusive Licence Form 
must be sent to the address specified on the Exclusive Licence Form, before any manuscript 
can be published. Authors must send the completed original Exclusive Licence Form by regular 
mail upon receiving notice of manuscript acceptance, i.e., do not send the Exclusive Licence 
form at submission. Faxing or e-mailing the Exclusive Licence Form does not meet 
requirements. 
 
For questions concerning copyright, please visit Blackwell Publishing's Copyright FAQ. 
 
3. Manuscript Submission Procedure 
 
Manuscripts should be submitted electronically via the online submission site 
http://mc.manuscriptcentral.com/jopm. The use of an online submission and peer review site 
enables immediate distribution of manuscripts and consequentially speeds up the review 
process. It also allows authors to track the status of their own manuscripts. Complete 
instructions for submitting a paper is available online and below. For further instructions, please 
contact Editorial Assistant Anne-Marie Engel at ame@dadlnet.dk. 
 
3.1. Getting Started 
 
Launch your web browser (supported browsers include Internet Explorer 5.5 or higher, Safari 
1.2.4, or Firefox 1.0.4 or higher) and go to the journal's online Submission Site: 
http://mc.manuscriptcentral.com/jopm. 
• Log-in or, if you are a new user, click on "register here". 
• If you are registering as new user. 

- After clicking on "register here", enter your name and e-mail information and click 
"Next". Your e-mail information is very important. 

- Enter your institution and address information as appropriate, and then click "Next." 
- Enter a user ID and password of your choice (we recommend using your e-mail address 

as your user ID), and then select your areas of expertise. Click "Finish". 
• If you are registered as user, but have forgotten your log in details, enter your e-mail address 
under "Password Help". The system will send you an automatic user ID and a new temporary 
password.  
• Log-in and select "Author Centre". 
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3.2. Submitting Your Manuscript 
 
• After you have logged into your "Author Centre", submit your manuscript by clicking the 
submission link under "Author Resources". 
• Enter data and answer questions as appropriate. You may copy and paste directly from your 
manuscript and you may upload your pre-prepared covering letter. 
• Click the "Next" button on each screen to save your work and advance to the next screen. 
• You are required to upload your files. 

- Click on the "Browse" button and locate the file on your computer. 
- Select the designation of each file in the drop down next to the Browse button. 
-  When you have selected all files you wish to upload, click the "Upload Files" button. 

• Review your submission (in HTML and PDF format) before completing your submission by 
sending it to the Journal. Click the "Submit" button when you are finished reviewing. 
 
3.3. Manuscript Files Accepted 
 
Manuscripts should be uploaded as Word (.doc) or Rich Text Format (.rft) files (not write-
protected) plus separate figure files. GIF, JPEG, PICT or Bitmap files are acceptable for 
submission, but only high-resolution TIF or EPS files are suitable for printing. The files will be 
automatically converted to HTML and PDF on upload and will be used for the review process. 
The text file must contain the entire manuscript including title page, abstract, text, references, 
acknowledgements and conflict of interest statement, tables, and figure legends, but no 
embedded figures. In the text, please reference figures as for instance "Figure 1", "Figure 2" etc 
to match the tag name you choose for the individual figure files uploaded. Manuscripts should 
be formatted as described in the Author Guidelines below. Please note that any manuscripts 
uploaded as Word 2007 (.docx) will be automatically rejected. Please save any .docx file as 
.doc before uploading. 
 
3.4. Blinded Review 
 
All manuscripts submitted to Journal of Oral Pathology & Medicine will be reviewed by two 
experts in the field. Journal of Oral Pathology & Medicine uses single blinded review. The 
names of the reviewers will thus not be disclosed to the author submitting a paper. 
 
3.5. Suggest a Reviewer 
 
Journal of Oral Pathology & Medicine attempts to keep the review process as short as possible 
to enable rapid publication of new scientific data. In order to facilitate this process, the name 
and current email address of a potential international reviewer whom you consider capable of 
reviewing your manuscript is requested. Additionally, you may mention non-preferred reviewers 
as well. 
 
3.6. Suspension of Submission Mid-way in the Submission Process 
 
You may suspend a submission at any phase before clicking the "Submit" button and save it to 
submit later. The manuscript can then be located under "Unsubmitted Manuscripts" and you can 
click on "Continue Submission" to continue your submission when you choose to.  
 
3.7. E-mail Confirmation of Submission 
After submission you will receive an e-mail to confirm receipt of your manuscript. If you do not 
receive the confirmation e-mail after 24 hours, please check your e-mail address carefully in the 
system. If the e-mail address is correct please contact your IT department. The error may be 
caused by some sort of spam filtering on your e-mail server. Also, the e-mails should be 
received if the IT department adds our e-mail server (uranus.scholarone.com) to their whitelist. 

3.8. Manuscript Status  
You can access Manuscript Central any time to check your "Author Centre" for the status of 
your manuscript. The Journal will inform you by e-mail once a decision has been made. 
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3.9. Submission of Revised Manuscripts  
To submit a revised manuscripts please locate your manuscript under "Manuscripts with 
Decisions" and click on "Submit a Revision". Please remember to delete any old files uploaded 
when you upload your revised manuscript.  

4. Manuscript Types Accepted 

Original Research Articles: of high scientific quality representing original clinical, diagnostic or 
experimental work in oral pathology and oral medicine. Papers advancing the science or 
practice of these disciplines will be welcomed, especially those which bring new knowledge and 
observations from the application of techniques within the spheres of light and electron 
microscopy, tissue and organ culture, immunology, histochemistry, immunocytochemistry and 
molecular biology. 

Review Papers: Journal of Oral Pathology & Medicine commissions review papers and also 
welcomes uninvited reviews. Reviews should be submitted via the online submission site: 
http://mc.manuscriptcentral.com/jopm and are subject to peer-review.  
 
Case Reports: Please note that as of 1st September 2007, Journal of Oral Pathology & 
Medicine no longer accepts submission of case reports. 

Brief Reports: Original research material requiring rapid publication because of their 
significance and timeliness will be included as Brief Reports. They should not exceed three 
pages.  

Letters to the Editor: Letters, if of broad interest, are encouraged. Letters should not be 
confused with Brief Reports. Letters may deal with material in papers published in Journal of 
Oral Pathology & Medicine or they may raise new issues, but should have important 
implications. 

5. Manuscript Format and Structure 

5.1. Page Charge  

Articles exceeding 6 published pages (excluding figures and tables) are subject to a charge of 
USD163.00 per additional page. One published page amounts approximately to 5,500 
characters (excluding figures and tables).  

5.2. Format  

Language: The language of publication is English. Authors for whom English is a second 
language may choose to have their manuscript professionally edited before submission to 
improve the English. A list of independent suppliers of editing services can be found at 
www.blackwellpublishing.com/bauthor/english_language.asp. All services are paid for and 
arranged by the author, and use of one of these services does not guarantee acceptance or 
preference for publication.  

Abbreviations, Symbols and Nomenclature: Use only standard abbreviations (Vancouver 
System). All units will be metric. Use no roman numerals in the text. In decimals, a decimal 
point, and not a comma, will be used. Avoid abbreviations in the title. The full term for which an 
abbreviation stands should precede its first use in the text unless it is a standard unit of 
measurement. Useful is Baren DN, ed. Units, symbols, and abbreviations. A guide for biological 
and medical editors and authors. 4. ed. London: Royal Society of Medicine. 

Font: When preparing your file, please use only standard fonts such as Times, Times New 
Roman or Arial for text, and Symbol font for Greek letters, to avoid inadvertent character 
substitutions. In particular, please do not use Japanese or other Asian fonts. Do not use 
automated or manual hyphenation. 
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5.3. Structure  

All papers submitted to Journal of Oral Pathology & Medicine should include: title page, 
abstract, main text, references and tables, figures, figure legends and conflict of interest 
statement where appropriate. Manuscripts must conform to the journal style. Manuscripts not 
complying with the journal format will be returned to the author(s). 

Title Page: Should be part of the manuscript document uploaded for review and include: The 
title of the article, a running title of no more than 50 letters and spaces, 2-5 keywords, complete 
names and institution for each author, corresponding author's name, address, email address 
and fax number.  

Abstract: is limited to 250 words in length and should contain no abbreviations. The abstract 
should be included in the manuscript document uploaded for review as well as inserted 
separately where specified in the submission process. The abstract should convey the essential 
purpose and message of the paper in an abbreviated form. For original articles the abstract 
should be structured with the following headings in accordance with Index Medicus (Medical 
Subject Headings): background, methods, results and conclusions. For other article types, 
please choose headings appropriate for the article.  
 
Main Text of Original Articles: should be divided into introduction, material and methods, 
results and discussion.  

Introduction: should clearly state the purpose of the article. Give only strictly pertinent 
references. Exhaustive literature reviews are inappropriate.  

Materials and Methods: must contain sufficient detail such that, in combination with the 
references cited, all clinical trials and experiments reported can be fully reproduced. As a 
condition of publication, authors are required to make materials and methods used freely 
available to academic researchers for their own use. This may for example include antibodies 
etc. Other supporting data sets must be made available on the publication date from the authors 
directly.  

(i) Clinical trials: Clinical trials should be reported using the CONSORT guidelines 
available at www.consort-statement.org. A CONSORT checklist should also be 
included in the submission material.  
Journal of Oral Pathology & Medicine encourages authors submitting manuscripts 
reporting from a clinical trial to register the trials in any of the following free, public 
clinical trials registries: www.clinicaltrials.gov, http://clinicaltrials-dev.ifpma.org/, 
http://isrctn.org/. The clinical trial registration number and name of the trial register 
will then be published with the paper.  

(ii) Experimental subjects: Experimentation involving human subjects will only be 
published if such research has been conducted in full accordance with ethical 
principles, including the World Medical Association Declaration of Helsinki (version, 
2002 www.wma.net/e/policy/b3.htm) and the additional requirements, if any, of the 
country where the research has been carried out. Manuscripts must be 
accompanied by a statement that the experiments were undertaken with the 
understanding and written consent of each subject and according to the above 
mentioned principles. A statement regarding the fact that the study has been 
independently reviewed and approved by an ethical board should also be included. 
Editors reserve the right to reject papers if there are doubts as to whether 
appropriate procedures have been used. 
When experimental animals are used the methods section must clearly indicate that 
adequate measures were taken to minimize pain or discomfort. Experiments should 
be carried out in accordance with the Guidelines laid down by the National Institute 
of Health (NIH) in the USA regarding the care and use of animals for experimental 
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procedures or with the European Communities Council Directive of 24 November 
1986 (86/609/EEC) and in accordance with local laws and regulations. 

(iii) Suppliers: Suppliers of materials should be named and their location (town, 
state/county, country) included. 

Results: Present your results in logical sequence in the text, tables, and illustrations. Do not 
repeat in the text all the data in the tables, illustrations, or both: emphasize or summarize only 
important observations. 

Discussion: Emphasize the new and important aspects of the study and conclusions that follow 
from them. Do not repeat in detail data given in the Results section. Include in the Discussion 
the implications of the findings and their limitations and relate the observations to other relevant 
studies. 
 
Main Text of Review Articles comprise an introduction and a running text structured in a 
suitable way according to the subject treated. A final section with conclusions may be added.  

Acknowledgements: Under acknowledgements please specify contributors to the article other 
than the authors accredited. Acknowledge only persons who have made substantive 
contributions to the study. Authors are responsible for obtaining written permission from 
everyone acknowledged by name because readers may infer their endorsement of the data and 
conclusions. See also above under Ethical Guidelines. 

Conflict of Interest Statement: All sources of institutional, private and corporate financial 
support for the work within the manuscript must be fully acknowledged, and any potential grant 
holders should be listed. Please see Conflicts of Interest for generally accepted definitions on 
conflict of interest? See also above under Ethical Guidelines. 

 
 
5.4. References 

References should be kept to the pertinent minimum and numbered consecutively in the order 
in which they appear in the text. Identify references in text, tables, and legends by Arabic 
numerals (in parentheses). References cited only in the tables or figure legends should be 
numbered in accordance with a sequence established by the first identification of that figure or 
table in the text. Use the style of the examples below, which are based on the formats used in 
Index Medicus. Try to avoid using abstracts as references. Include manuscripts accepted, but 
not published; designate the abbreviated title of the journal followed by (in press). Information 
from manuscripts not yet accepted, should be cited in the text as personal communication. The 
references must be verified by the author(s) against the original documents. Titles should be 
abbreviated in accordance with the style used in Index Medicus and the Vancouver System. 

We recommend the use of a tool such as EndNote or Reference Manager for reference 
management and formatting. EndNote reference styles can be searched for here: 
www.endnote.com/support/enstyles.asp . Reference Manager reference styles can be searched 
for here: www.refman.com/support/rmstyles.asp  

Examples of the Journal's reference style: 

(1) Standard journal article 

(List all authors when 6 or less; when 7 or more, list only the first 3 and add et al.) 
BUCHNER A, SCIUBBA JJ. Peripheral epithelial odontogenic tumors: a review. Oral Surg 
Oral Med Oral Pathol 1987; 63: 688-97. 

HEINIC GS, GREENSPAN D, MACPHAIL LA, et al. Oral Histoplasma capsulatum infection 
in association with HIV infection: a case report. J Oral Pathol Med 1992; 21: 85-9. 
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(2) Corporate author 

European Collaborative Study. Risk factors for mother-to-child transmission of HIV-1. 
Lancet 1992; 339: 1007-12. 

(3) No author given 

Anonymous. `The importance of being early' [leader]. Br Dent J 1991; 170: 167. 

(4) Journal supplement 

MØLLER-PETERSEN J. Evaluation of diagnostic tests. Design and phases. Scand J Clin 
Lab Invest 1992; 52: suppl. (208): 35-50. 

CROSS SS, SCHOLFIELD JH, KENNEDY A, COTTON DWK. Measuring the fractal 
dimension of tumour borders. J Pathol 1992; 168: 117A (abstr). 

(5) Journal paginated by issue 

HILLAM C. Dentistry in Europe in the 1790's. Dent Historian 1992; 22: (May): 31-4. 

(6) Book 

PINDBORG JJ. Atlas of diseases of the oral mucosa. Copenhagen: Munksgaard, 1992: 50-
66. 

(7) Chapter in a book 

VAN DER WAAL I. Salivary gland neoplasms. In: PRABHU SR, WILSON DF, DAFTARY 
DK, JOHNSON NW, eds. Oral diseases in the tropics. Oxford: Oxford Medical, 1992; 478-
86. 

(8) Published proceedings paper 

DRINNAN AJ. Review of the literature: educational aspects of oral medicine. In: MILLARD 
HD, MASON DK, eds. World workshop on oral medicine. Chicago: Year Book Medical, 
1989; 5-11. 

(9) Agency publication 

MUIR C, WATERHOUSE J, MACK T, POWELL J, WHELAN S. Cancer incidence in five 
continents: Vol. 5. Lyon: International Agency for Research on Cancer, 1987; IARC 
Scientific Publications No. 88. 

(10) Dissertation or thesis 

CHUNGPANICH S. The diagnostic and prognostic potential of nucleolar organizer regions 
in oral epithelial dysplasia. MMedSci Thesis, University of Sheffield, 1989. 

a. Tables, Figures and Figure Legends 

Tables: should be numbered consecutively with Arabic numerals. Type each table on a 
separate sheet, with titles making them self-explanatory. Due regard should be given to the 
proportions of the printed page. 
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Figures: All figures should clarify the text and their number be kept to a minimum. Text on 
figures should be in CAPITALS. Line drawings should be professionally drawn; half-tones 
should exhibit high contrast.  

All figures and artwork must be provided in electronic format. Please save vector graphics 
(e.g. line artwork) in Encapsulated Postscript Format (EPS) and bitmap files (e.g. half-
tones) or clinical or in vitro pictures in Tagged Image Format (TIFF). Detailed information on 
our digital illustration standards can be found at 
www.blackwellpublishing.com/bauthor/illustration.asp  
 
Unnecessary figures and parts (panels) of figures should be avoided: data presented in 
small tables or histograms, for instance, can generally be stated briefly in the text instead. 
Figures should not contain more than one panel unless the parts are logically connected. 

Figures divided into parts should be labeled with a lower-case, boldface, roman letter, a, b, 
and so on, in the same type size as used elsewhere in the figure. Lettering in figures should 
be in lower-case type, with the first letter capitalized. Units should have a single space 
between the number and unit, and follow SI nomenclature common to a particular field. 
Unusual units and abbreviations should be spelled out in full or defined in the legend. Scale 
bars should be used rather than magnification factors, with the length of the bar defined in 
the legend rather than on the bar itself. In general visual cues (on the figures themselves) 
are preferred to verbal explanations in the legend (e.g. broken line, open red triangles etc). 

Preparation of Electronic Figures for Publication: Although low quality images are 
adequate for review purposes, print publication requires high quality images to prevent the 
final product being blurred or fuzzy. Submit EPS (lineart) or TIFF (halftone/photographs) 
files only. MS PowerPoint and Word Graphics are unsuitable for printed pictures. Do not 
use pixel-oriented programmes. Scans (TIFF only) should have a resolution of 300 dpi 
(halftone) or 600 to 1200 dpi (line drawings) in relation to the reproduction size (see below). 
EPS files should be saved with fonts embedded (and with a TIFF preview if possible). 

For scanned images, the scanning resolution (at final image size) should be as follows to 
ensure good reproduction: lineart:  >600 dpi; half-tones (including gel photographs): >300 
dpi; figures containing both halftone and line images: >600 dpi.  

Further information can be obtained at Blackwell Publishing's guidelines for figures: 
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