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RESUMO

O céancer de boca é um problema de saude publica mundial. Em 2021, cerca
de 170.000 pessoas morreram devido a doenca. Embora avangos no diagnéstico e
tratamento tenham ocorrido nas Gltimas décadas, a taxa de sobrevida em 5 anos de
pacientes com cancer de boca ndo aumentou significativamente. A elevada incidéncia
de pacientes com carcinoma espinocelular oral (CEC) diagnosticados em estagios
avancados destaca a necessidade de estudos sobre os fatores relacionados ao
diagnéstico tardio e a sobrevida. Este estudo, dividido em dois artigos, avaliou fatores
relacionados a sobrevida e ao atraso no diagnéstico do paciente. O primeiro artigo é
uma pesquisa transversal e retrospectiva que avaliou fatores associados a sobrevida
de pacientes com CEC atendidos no Nucleo de Especialistas em Oncologia (NEO) de
Governador Valadares. Foram incluidos 600 pacientes diagnosticados entre 2009 e
2021. As taxas de sobrevida global, relacionada a doenca e livre de doenca foram de
41,2%, 40,4% e 77,1%, respectivamente. Na andlise multivariada, tabagistas, ex-
fumantes, presenca de invaséo linfonodal e mais de 2 meses entre a primeira consulta
e o tratamento foram identificados como fatores progndésticos independentes. O
segundo artigo é uma pesquisa qualitativa que analisou o conhecimento associado ao
diagnéstico de CEC e as estratégias de enfrentamento dos pacientes diante das
manifestacdes da doenca. A amostra foi composta por 15 pacientes com idades entre
52 e 80 anos (média de 64,5, DP £ 7,5). Os resultados mostraram quatro estratégias
de enfrentamento que causam atraso na procura de ajuda: 1) automedicacao, 2)
procura de consultas médicas, 3) abandono de consultas e 4) consulta com dentistas
generalistas. Conclui-se que os trabalhos fornecem uma maior compreensé&o sobre 0s
mecanismos envolvidos no atraso do diagndstico e tragam um panorama da sobrevida

do CEC em uma regido do interior do Brasil.

Palavras-chave: Cancer oral. Carcinoma espinocelular oral. Taxa de

sobrevida. Diagnostico tardio.



ABSTRACT

Oral cancer is a global public health problem. In 2021, approximately 170,000
people died due to the disease. Although advances in diagnosis and treatment have
occurred in recent decades, the 5-year survival rate of oral cancer patients has not
significantly increased. The high incidence of patients with oral squamous cell
carcinoma (OSCC) diagnosed in advanced stages highlights the need for studies on
the factors related to late diagnosis and survival. This study, divided into two articles,
evaluated factors related to survival and delays in patient diagnosis. The first article is
a cross-sectional and retrospective study that evaluated factors associated with the
survival of patients with OSCC treated at the Oncology Specialist Center (OSC) in
Governador Valadares. A total of 600 patients diagnosed between 2009 and 2021
were included. The overall survival, disease-related survival, and disease-free survival
rates were 41.2%, 40.4%, and 77.1%, respectively. In the multivariate analysis,
smoking, being a former smoker, presence of lymph node invasion, and more than 2
months between the first consultation and treatment were identified as independent
prognostic factors. The second article is a qualitative study that analyzed the
knowledge associated with the diagnosis of OSCC and the coping strategies of
patients facing the disease's manifestations. The sample consisted of 15 patients,
aged between 52 and 80 years (mean of 64.5, SD + 7.5). The results showed four
coping strategies that cause delays in seeking help: 1) self-medication, 2) seeking
medical consultations, 3) abandoning consultations, and 4) consulting general
dentists. Additionally, participants believed that the disease could heal spontaneously
and did not immediately seek medical help. In conclusion, the studies provide a greater
understanding of the mechanisms involved in diagnostic delays and outline the survival

panorama of OSCC in an inland region of Brazil.

Keywords: Oral cancer. Oral squamous cell carcinoma. Survival rate. Late diagnosis.
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1 INTRODUCAO

O cancer de boca é uma doenca que afeta a populacao de todos os paises,
sendo considerado um problema de saude publica mundial (ALMANGUSH et al., 2020).
Anualmente, estima-se que mais de 370.000 novos casos sejam diagnosticados
(SUNG et al., 2021). No Brasil, em 2024, a prevaléncia estimada é de 15.100 novos
casos. Entre os homens, ocupa a 52 posicéo de incidéncia (INCA, 2023). Trata-se de
um dos tumores mais comuns da regido de cabega e pescogo (MULLER, 2017). Apresenta como
subtipo patolégico mais prevalente o carcinoma espinocelular (CEC). Ele é responsavel por
aproximadamente 90% das neoplasias malignas na regido oral (SPEIGHT, F., 2018; SUNG et
al., 2021).

Essa neoplasia surge a partir do revestimento epitelial da cavidade oral (SPEIGHT;
FARTHING, 2018). Isso inclui a mucosa bucal, assoalho da boca, lingua, rebordos alveolares,
trigono retromolar, palato duro e parte interna dos labios (ALMANGUSH et al., 2020; CHAMOLI
etal.,, 2021).

Tradicionalmente, o tabaco e o &lcool sdo os fatores de risco associados ao CEC
(NEVILLE; DAY,2002). O élcool é considerado um fator independente, mas quando associado
sinergicamente ao tabaco, o risco de desenvolver CEC aumenta 35 vezes. Além disso, a infecgdo
por papilomavirus humano (HPV) também esta relacionado com a doenca, especialmente com
o carcinoma de orofaringe (ARALDI et al., 2018; JOHNSON et al., 2020).

Em estagios avancados, o carcinoma espinocelular (CEC) frequentemente apresenta
invasdo de estruturas locais e metastases distantes. Nessa fase, séo comuns relatos de
problemas funcionais, além de sinais e sintomas associados. No entanto, em estagios iniciais, a
doenca geralmente ndo causa dor ou sintomas especificos. (FERREIRA et al., 2021; NOCINI;
LIPPI; MATTIUZZI, 2020).

Essa caracteristica esta fortemente relacionada ao atraso no diagnostico, pois as lesdes
muitas vezes ndo sado valorizadas pelo proprio individuo ou pelos profissionais de saude
(CAMPION et al., 2016). Aproximadamente 38% dos pacientes com CEC esperam mais de
3 meses antes de consultar o profissional médico ou dentista (GUNERI; EPSTEIN, 2014;
RAMAN; GAYATHRI, 2019). Além disso, apenas cerca de 25% dos pacientes conseguem
identificar o consumo de alcool e tabaco como fatores de risco para o surgimento do cancer
(BAYKUL et al., 2010).

Avancos expressivos no tratamento deste tipo de cancer foram alcangados nas

tltimas décadas. No entanto, 0 seu progndstico mantém-se pouco favoravel,
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especialmente em casos diagnosticados tardiamente (BAKSHI et al., 2023). A presenca
de metastase nos linfonodos cervicais é o fator prognostico mais expressivo do CEC
e pode reduzir a taxa de sobrevida em até 50% (HOWARD; AGRAWAL; GOOI, 2021;
JOHNSON et al., 2020; MONTERO; PATEL, 2015; MONTORO et al., 2008). Além
disso, a presenca de comorbidades também é um fator importante relacionado a
sobrevida (CHAMOLI et al., 2021; ZANONI et al., 2019). Margens cirdrgicas positivas
também podem estar associadas a um pior prognostico geral (CHAMOLI et al., 2021).

Nesse sentido, os dados obtidos pela andlise da sobrevida dos pacientes com
CEC séo relevantes para formulacao de terapias mais eficazes, vigilancia e andlise
de resultados por programas de saude. Além disso, podem indicar fatores que afetam
o desfecho do tratamento do paciente (BAKSHI et al., 2023; FERREIRA et al., 2021;
ZANONI et al., 2019).

Portanto, o objetivo deste trabalho foi avaliar fatores associados a sobrevida
de pacientes com CEC atendidos no Nucleo de Especialistas em Oncologia (NEO,
Hospital Bom Samaritano) e explorar os fatores associados ao diagnéstico de CEC e
as estratégias de enfrentamento dos pacientes na cidade de Governador Valadares,

Minas Gerais, Brasil.
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2 ARTIGO CIENTIFICO

Artigo cientifico enviado para publicacdo no periodico Oral Surgery, Oral
Medicine, Oral Pathology and Oral Radiology, qualis CAPES Interdisciplinar A2. A
estruturacdo do artigo baseou-se nas instrugcdes aos autores preconizadas pelo
periodico (ANEXO A).
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STATEMENT OF CLINICAL RELEVANCE

The health attitudes and coping strategies of patients diagnosed with oral
cancer are pivotal in influencing the timing of seeking assistance. By comprehending
these behaviors, healthcare professionals are enabled to develop strategies aimed at

mitigating delays in seeking assistance.
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ABSTRACT

Objective: This study aimed to explore coping strategies adopted by patients
diagnosed with oral squamous cell carcinoma (OSCC) and investigate reasons for
delayed healthcare-seeking help. Study Design: Data were collected through semi-

structured interviews based on the Semi-Structured Self-Regulatory Model (SRM) with

participants diagnosed with advanced OSCC, between 2021 and 2023. The sample
size was determined based on the saturation point. In this context, saturation refers to
the point in data collection when no additional issues are identified, and data begin to
repeat, indicating that further data collection is redundant and that an adequate sample
size has been achieved. Interviews were audio-recorded, transcribed verbatim, coded,
and analyzed using framework analysis. Results: The sample consisted of 15 patients,
13 male and 2 female, aged between 52 and 80 years (mean 64.5, SD + 7.5). Four
types of coping strategies causing delayed help-seeking emerged: 1) self-medication,
2) seeking medical appointments, 3) abandoning consultations (or treatment), and 4)
consulting general dental practitioners. Participants believed that the disease could
heal spontaneously and did not consider seeking health help immediately. Socio-
economic factors and lack of knowledge on the part of healthcare professionals and
patients may have influenced the delay in the diagnosis. Conclusion: Patients with
advanced OSCC demonstrated inadequate disease awareness, oral cancer

knowledge, misdiagnosis, and insufficient referrals to specialized treatments.

Keywords: Health care-seeking; Oral cancer; Delay in diagnosis.
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INTRODUCTION

Oral cancer presents one of the most significant medical and socio-economic
challenges in developed countries worldwide, due to its high mortality rate.* Annually,
over 370,000 new cases are diagnosed globally, resulting in an estimated 127,459
deaths. In Brazil, excluding non-melanoma skin tumors, oral cavity cancer ranks as the
8th most common type of cancer, with an estimated prevalence of 15,100 new cases

projected for 2024.2

Early detection and assessment are crucial for oral cancer, improving survival
rates. However, oral cancer is often diagnosed at symptomatic and advanced stages,
a trend highlighted by recent study in Brazil.> Consequently, this contributes to low 5-
year survival rates, which have remained around 50% for decades.*® Delayed
diagnosis is attributed as the main reason for this poor survival.®” Evidence suggests
that patient pathways to presentation and initial management in primary care settings
are critical determinants of cancer patient outcomes.®1° Previous research also
indicates that overall delay is influenced by patient characteristics, particularly their

health-seeking behavior-®1*

Health-seeking behavior involves actions taken by individuals who perceive
themselves as having a health issue, aiming to understand their health status and find
a suitable solution.'? Therefore, seeking care varies based on cognitive and
noncognitive factors, requiring a contextual analysis.*®* The Self-Regulatory Model
(SRM), developed by Leventhal 4> provides a framework for understanding how
symptoms and emotions during a health threat influence iliness perception and
subsequent coping behaviors.'® This model divides problem-solving into three stages:

(i) symptom interpretation; (ii) coping strategy; and (iii) appraisal.®1’
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The SRM has been widely used to comprehend patients' health-seeking
behavior in chronic diseases.'®?! In oral cancer, limited data exist regarding the health-
seeking behavior, particularly in the Brazilian context. Additionally, Brazil has a highly
heterogeneous population, characterized by diverse health cultures, religiosity, and
economic statuses, that may influence the help-seeking process.?? Investigating these
behaviors is therefore crucial for understanding barriers and addressing knowledge
gaps aimed at reducing the proportion of oral cancer cases diagnosed at advanced
stages.?*>-2% Thus, this study aimed to investigate coping strategies adopted by patients
diagnosed with SCC in a Brazilian sample and analyzed the reasons for delayed
healthcare-seeking behavior among those with advanced-stage. To date, to the best

of our knowledge, this is the first study to use the SRM in oral SCC in South American.

MATERIALS AND METHODS

A qualitative exploratory approach was conducted during a period of two years
in patients with oral SCC. The inclusion criteria comprised individuals diagnosed with
oral SCC, aged 18 years or older, and staging ranging from TNM stage Il to IV.
Individuals facing difficulties in speech or comprehension were excluded from the
study. The term 'delay in seeking help' was operationally defined as the duration from
the recognition of initial symptoms of illness by patients with advanced TNM stage I

and IV until their first contact with a medical practitioner.

The determination of the sample size was guided by the saturation point. In
broad terms, saturation in qualitative research is the criterion for stopping data
collection and/or analysis. It occurs when no new data is found, and categories are
fully developed. As the researcher repeatedly observes similar instances, they become

confident that a category is saturated. 26 Two clinics serving as regional referral centers
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for oral cancer in Governador Valadares were selected as sampling points: a
stomatology clinic and a public health dental specialty center. Patients were
interviewed before delivery of the histopathological report. Participants were briefed on
the study's purpose, and all signed the patient consent form. Interviews were then
conducted in an isolated room to ensure privacy for participants. The researcher
conducted these interviews using the national language, Portuguese. Each interview
was audio recorded using a dedicated device and subsequently transcribed verbatim

by two researchers independently.

All procedures performed in studies involving human participants were in
accordance with the ethical standards of the institutional and/or national research
committee (protocol number 4.073.047) and with the 1964 Helsinki declaration and its

later amendments or comparable ethical standards.
Data Collection and Analysis

Data were collected through face-to-face semi-structured in-depth interviews
based on the Self-Regulation Model (SRM)*®, which were adapted and translated into
Portuguese. The questionnaire used in the interviews was developed by Azhar and
Doss 8, drawing from the Self-Regulation Model (SRM). The SRM model used aims to
grasp the processes in symptom representation until diagnosis.'” The SRM is based
on an individual’s cognitive and emotional representations of their condition. It posits
that these iliness representations guide coping procedures aimed at controlling the
illness threat, providing a dynamic model to study psychosocial outcomes associated
with adapting to ill health. Therefore, the model offers a framework for understanding
how individual symptoms and emotions experienced during a health threat or diagnosis
influence the perception of illness and subsequently guide coping behavior. 1617 To

prepare for the interviews, the researcher conducted two pre-test interview sessions
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to gain a thorough understanding of the research substance and the necessary
procedures. Sociodemographic data were initially collected, followed by an exploration
of symptom presence according to SRM components: symptom interpretation, coping
strategy, and appraisal of coping effort. The interviews were realized before the

diagnosis of SCC.

Data analysis utilized framework analysis, a systematic matrix-based approach
providing clear guidance on qualitative data analysis from initial collection through to
structured and summarized data production. The analysis involved familiarization with
the data, identification of thematic frameworks, coding, charting, and mapping, and
interpretation. The coding framework, developed from both a priori and emerging
issues, was created using a panel to ensure validity, consistency, and reliability.
Thematic frameworks were then identified based on SRM components, and coding
was applied with conceptual labels corresponding to themes. Charting involved
compiling data in matrix form for each theme and participant. The final steps included
mapping and interpretation to identify patterns, associations, concepts, and

explanations in the data.

RESULTS

Fifteen participants were interviewed until reaching saturation point. The age of
the participants ranged from 52 to 80 years old, with a mean age of 64.5 years (SD *
7.5). Table | presents the socio-demographic details of the participants at each
sampling point. Ten participants had either no formal education or low educational
levels (seven had incomplete primary education, and four were illiterate). Only one

participant reported not smoking.
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Symptom interpretation and emotional features

Table Il presents the interpretations of initial symptoms based on participants
perceptions and beliefs about the illness. A few participants were unable to interpret
the symptoms, while many believed that the disease would resolve spontaneously and
chose to ignore it. Additionally, some participants believed that after undergoing a
biopsy, the symptoms would diminish, and the disease would be cured. I had the

surgery, and the problem was resolved. No pain now” (male, 59 y/0).

Participants respond with a certain diversity and confused feelings about
symptom interpretation. Simultaneously appearing both calm and in control, also
confused and bewildered. “I maintain (the symptom), but | lose a lot, | don't taste my
food It's not very good! But | feel like I'm fine, it's just this pain that keeps me up at

night” (male, 63y/0).

In addition, it is possible to perceive anxiety due to the resolution of the
symptom. It is always combined with a complaint about daily activities that were
impeded by pain: “Yeah, and then my worry made me more agitated, so | became
more agitated to resolve this pain quickly” (male, 52y/0) “I can't go to work, have lunch,

dinner...it's really affected me” (male,63y/0)
Coping Strategy

Coping strategies in response to symptom interpretation are tabulated in Table
lll. The coping strategies used included self-medication, seeking medical
appointments, abandoning consultations (or treatment) and consulting general dental

practitioners.

Assessment of coping efforts
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Many participants evaluated their coping actions as symptoms persisted,
particularly as the tumor grew larger and began to affect them. ‘It started with a small
lump and then this lump grew, it grew and then it started to feel a lot of pain and from
then on it started to feel more pain, so we had to look for it to find out what it was”

(male, 59y/0). Other participants started to appraise their coping efforts after increasing

pain. "Then one day | said, | can't take it (pain), no, I'm going to the doctor" (male,54y/0)
Factors Associated with Participants’ Health-Seeking Behavior

Several participants who experienced and realized initial symptoms did not
initiate any actions related to health-seeking behavior. “/ didn't do anything, | thought |
wasn't going to continue, and it continued, right?! And it's been a long time, right?! it's

been a long time” (male, 71y/0).

Certain factors, such as knowledge and awareness, influenced participants’
health seeking behavior. Majority of participants had low educational background,
resulting in a lack of knowledge about symptoms related to oral cancer. “No, the
reading | do is very little, is watching others writing, teaching. Just the name. | didn't

go to school (male,74y/0)

Some feel afraid and anxious when consulting with doctors or dentists and,
therefore, delay this meeting. “And on that day, it must have been a month or so ago,
| felt like talking to the dentist at the clinic, talking to her. Then | was called to the room,
so | said: “I'm not going to say anything to her”, the last time | went there | called her
and spoke to her. The doctor called her, right, and then asked her to do these tests
here” (male, 54y/0). In addition, over half of participants reported a delay in finding

access to the specialized service.
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“So, | was alone, so | said I'm going to see a doctor. So, | looked for a doctor,
and it took a while for the appointment to come, it took more than 30 days. (male,

66y/0)

Furthermore, some patrticipants expressed strong beliefs about a spontaneous
improvement in symptoms. “/ thought it was going to cure, yeah, | thought right... | said

whatever God wants” (male, 66y/0)

“I thought it would stop soon, it's been about 9 months and I'm already” (male, 52
y/o).
“‘We're always anxious about whether it's going to pass, you know, we're not

going to worry anymore, we're just going to stay there...” (male,61y/0)

Based on the findings of the current study, a theoretical model was developed
(adapted from SRM 2?7 and Azhar et al., 28) to illustrate the health-seeking journey of
the participants. (see Figure 1) This model aims to elucidate the process of how

participants react to symptoms up until the point of diagnosis.

DISCUSSION

The sociodemographic characteristics of participants of this study showed
similarities with the literature regarding the mean age of patients. 2220 Furthermore, the
synergistic consumption of tobacco and alcohol was common among interview
participants. 332 Noteworthy, these health risk behaviors suggest that health value

and perceived health competence are negatively related. 33-3°

The educational level and lack of awareness likely influenced health-seeking
behavior of the participants, thereby potentially impacting their symptom

interpretations and coping strategies indirectly. Furthermore, a pertinent qualitative



25

study delving into oral cancer patients' perceptions of initial symptoms highlighted that
a substantial majority of respondents with low educational levels and insufficient

knowledge of oral cancer symptoms had disabled coping strategies. 3¢

In the present study the initial oral signs and symptoms were interpreted as a
‘wound’, which could also be perceived as an “ulcer” or “aphthous lesion”. Ulceration
is a typical appearance of early oral cancer ', but it may be challenging for most

patients to interpret these lesions as malignant.

This could play a significant role in the delay in seeking help, as symptoms of
the illness may be perceived as minor. ® According Rutkowska et al., only 47.5% of
cases sought healthcare and visited a doctor after noticing the first symptom. 38
Similarly, participants normalized other symptoms, attributing the injury to self-inflicted
physical trauma, such as fish bone ingestion or the use of a prosthesis. 3° Furthermore,
some participants who experienced frequent bodily discomforts misinterpreted these
symptoms as the cause of a mouth ulcer instead of vice versa. Our findings align with
those of a literature review comprising 32 qualitative studies, which revealed that
patients who presented vague or nonspecific initial symptoms often did not attribute

these signs to the disease. %°

At the same time, participants did not express significant emotional concerns,
likely because their symptoms were mild or went unnoticed. When symptoms are less
severe or ambiguous, emotional responses tend to be subdued, and coping
mechanisms may operate at a slower pace. * Consequently, when symptoms are
more severe or the participant reports experiencing pain, emotional responses are
linked to feelings of fear and anxiety. 4! In this context, fear can elicit varied responses,
either prompting individuals to seek help or causing delays, depending on its intensity

and coping mechanisms. 42 Fear triggered by symptom worsening often motivates
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healthcare seeking, driven by emotions like fear, anxiety, and worry, while suspicion
of a severe condition may lead to prolonged consultation suspension, undermining

self-competence. 3643

In our investigation, it was observed that coping strategies employed included
self-medication, seeking medical appointments, abandoning consultations (or
treatment), and consulting general dental practitioners. The earliest phase of coping
strategy was self-medication. In contrast, Azhar and Doss 28 did not recognize this
coping mechanism as an initial mechanism. Besides, self-medication was identified in
a qualitative investigation, which established a correlation between the delay in

seeking medical or dentist attention and the practice of self-medication. 4

Participants also sought medical assistance to control their symptoms. There
was a prevailing understanding among these participants that the prescribed regimen
would resolve both the symptoms and the underlying pathology, often overlooking the
oral lesion. Consequently, patients may contemplate discontinuation of treatment upon
the alleviation of symptoms, misconstruing it as a hallmark of successful resolution.
Although two participants promptly consulted dentists upon the onset of symptoms, the
majority underwent all the mentioned phases before ultimately doing so. (Out of

curiosity, what did the two dentists recommend for their patients’ next step.

Furthermore, in our study, often the administration of medications by general
doctors signaled the end of care. A systematic review highlighted that healthcare
providers faced challenges in identifying initial lesions, leading to delayed diagnoses.
45 This finding is supported by evidence suggesting that although general practitioners
referred more cases of oral cancers compared to dentists, dentists tended to refer

early-stage (stage 1 and 2) oral cancers more frequently than general practitioners. 46
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As evidenced, the self-regulation process considers individuals' self-perception
and is influenced by several factors. Factors related to the health system emerged as
potential barriers to disease management. One of these challenges is the delay for
participants in scheduling medical appointments and accessing specialist referrals. In
Brazil, the Unified Health System (SUS) stands out as a means for universal health,
offering free services to all citizens, especially those from poor backgrounds. However,
the system faces pronounced regional disparities, resulting in unequal access and
variations in the quality of care. 347~#° In this context, although the population benefits
from universal health coverage, access to special care remains predominantly

restricted to the economically privileged sections of society. 0

The present study acknowledges certain limitations that deserve consideration.
Firstly, the sample group was exclusively drawn from two public reference centers from
a city in Brazil. This may introduce a degree of bias due to the localized nature of the
sample. Secondly, while the sample size for this qualitative study is considered
sufficient to address the research questions, it is imperative to note that the selection
process was not actively designed to ensure heterogeneous representation. Instead,
a convenience sample from participating centers was utilized. Despite sharing many
sociodemographic similarities, conducting research in an interior region of a Brazilian
state differs significantly from a capital city setting. The rural-urban population ratio
may influence preferences for self-medication due to accessibility challenges.® Due to
this, it is not feasible to extrapolate our findings to encompass all oral SCC patients in
Brazil. Considering this, our future steps are to conduct studies in other reference
centers in capital cities and interior towns to cover a more diverse sample. This will

allow for broader generalizations and ensure greater external validity.
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Nevertheless, despite these limitations, the study identifies certain similarities

in the experiences of the participants, thereby elucidating important thematic elements.
These shared experiences offer valuable insights and have implications for guiding
future research. Although the results may not be universally applicable to all oral SCC
patients in Brazil, the identified themes provide a foundation for a deeper exploration

and understanding of the nuances within this specific context.

Based on the findings, the study emphasizes the lack of awareness regarding
oral SCC and its progression among the participating patients, and the ineffectiveness
of the actions of healthcare providers. Additionally, there is a lack of preparedness and
knowledge among healthcare professionals in identifying oral malignant lesions and

determining the appropriate clinical course.

In conclusion, the healthcare-seeking behavior of oral SCC patients in the
Brazilian sample can be explained by the Self-Regulation Model (SRM). The coping
strategies used (self-medication, seeking medical appointments, abandoning
consultations (or treatment) and consulting general dental practitioners) can explain
the reality of symptoms interpretation and promote a new paradigm for public health.
Interestingly, when seeking medical help, the participants thought that treating the
symptom would resolve the injury. Furthermore, it is of paramount importance to
establish and enhance awareness about oral cancer. Collaborating with public
healthcare services, there is a need to train and equip health-care professionals with

the necessary skills to recognize and detect early signs of oral SCC.
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Figure legend: Figure 1. Health- Seeking Pathway of Participants from the Onset of
First Symptom Until the Point of Diagnosis (Adapted from the SRM, 1980 and Azhar &

Doss, 2018.
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Figure 1. Health- Seeking Pathway of Participants from the Onset of First Symptom Until the

Point of Diagnosis (Adapted from the SRM, 1980 and Azhar & Doss, 2018
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Table I. Socio-demographic characteristics of participants

Participant Age (Y) Sex Living area Education Smoker Alcoholic

1 52 M Urban incomplete primary education Yes Yes

2 61 M Rural incomplete primary education Yes No

3 59 M Rural incomplete primary education Yes No

4 66 M Rural incomplete primary education Yes Ex- alcoholic
5 63 M Rural illiterate Yes Ex-alcoholic
6 70 M Rural illiterate Yes Yes

7 74 M Urban illiterate Yes Yes

8 71 M Urban complete primary education No No

9 54 F Urban complete primary education Yes Yes

10 65 M Urban complete primary education Yes No

11 64 F Urban incomplete primary education Yes Yes

12 63 M Rural incomplete primary education Yes No

13 67 M Rural illiterate Yes Yes

14 59 M Urban complete primary education Yes No

15 80 M Urban incomplete primary education Yes Yes

F: Female; M: Male. Y: years
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Table II. Cognitive Symptom Interpretations

Symptom Interpretations

Verbatim

Accidental trauma

Burning sensation

Cancer

Gun disease

Aphthous lesion

Prosthetic use

“The moment | finished eating, | felt the fish bone inside, that was his spine. Then | swallowed it and it hurt, so
there was a scar here, right?” (male, 52 y/o)

“The tongue started to boil. | felt a burning sensation” (male, 80 y/o)

“I went to brush my teeth, brush my gums, then | lifted my tongue and saw the lumps. Then | got a little worried
that my mother died of cancer, so | thought it could be genetic and have the thing, right?” (male,59 y/0)

“I felt uncomfortable in my teeth, it must be something in the gums, just a wound” (female, 65 y/0)

No, | found no symptoms. | just felt like it was a
mouth ulcers." (male,63 y/0)
“Because | had a spot in the corner of my mouth and the doctor thought it would be better to do a biopsy to see,

right, but | don't think it's anything serious. | use a prosthesis, it could be a callus, right?” (male, 54 y/o)
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Table Ill. Participants’ coping strategies in response to their symptom interpretation.

Type of coping

Coping procedure

Reasons

Verbatim

Self-Medication

Medical

appointment

Consult (treatment)

abandonment

Tea

Dipyrone

Dipyrone, antibiotic,

diclofenac.

Interrupt verbally

Novalgina is a dipyrone-based medicine,
which is easily accessible in pharmacies
without being prescribed by doctors

Participants were taking prescribed
medication by their general practitioner to
reduce pain (based on patient complaints

about current condition/symptom)

“To deal with the symptom, | took medicine, a lot of tea... those

things to treat the wound...” (male, 64y/0)

“With some medications, the pain was temporary, you know? It

seemed that after the medication wore off, the pain came back

again... then | went back and took more novalgin” (male, 66y/0)
“First | went to the health center in my little town there, the

doctor prescribed medicine to drip into my ear and prescribed

dipyrone to drink and to take away the pain, right” (male, 63y/0).

“Nothing [...] | abandoned it, | said | wouldn’t mess with it” (male,
71ylo).

“l abandoned it, | said | wasn’t going to mess with it” (male, 52 y/o0).
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General dental Consult “l already (dentist’s consult) had it, and the other dentist said | didn’t
practitioner need to come here. I'm just not going to mention a name because

| don’t need to, right?” (male, 61y/0)
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Artigo cientifico enviado para publicacdo no peridodico Cancer Epidemiology,
gualis CAPES Interdisciplinar A2. A estruturacao do artigo baseou-se nas instrucoes

aos autores preconizadas pelo periédico (ANEXO B).
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Abstract

Introduction: Oral and oropharyngeal squamous cell carcinoma represent a major health
problem in the global scenario, with low to moderate 5-year survival rates. However, the most
of data is based on population sample from capital cities. Objective: The aim of this study was
to investigate the survival rates and prognostic factors of patients with oral and oropharyngeal
squamous cell carcinoma from a reference cancer center of a Brazil’s countryside. Study
Design: A retrospective cohort study was conducted using electronic medical records from an
Oncology Center located in Governador Valadares, Minas Gerais, Brazil. Survival rates and
prognostic factor were identified through SPSS software. Results: A total of 600 patients
diagnosed between 2009 and 2021 were included. A strong male predilection was observed
(78.5%l) and mostly of patients was diagnosed in advanced stages (76.1%). The most common
site was oral cavity 61%. The 5-year overall survival, disease-specific survival, and disease-
free survival rates were 41.2%, 40.4%, and 77.1%, respectively. In multivariate analysis,
smoking (HR = 1.92; p = 0.125), being an ex-smoker (HR = 2.83; p = 0.021), presence of lymph
node invasion (HR = 2.52; p = 0.001), and more than 2 months between first consultation and
treatment (HR = 2.72; p = 0.019) were identified as independent prognostic factors. Conclusion:
The study highlights a delay of more than 2 months between the first consultation and treatment
as an independent factor for survival for SCC in a countryside region of Brazil. Physician
referral has also emerged as a new risk element, requiring further investigation into survival
determinants of OSCC.

Keywords: Squamous cell carcinoma. Survival analysis. Oral cancer.
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Introduction

Oral cancer is among the most prevalent cancers globally, ranking in the top ten in
several countries, with an estimated 377,713 new cases in 2020 [1], [2] Combined with
oropharyngeal cancer, these two locations comprise approximately 476,125 new cases,
accounting for 2.5% of all cancers and 225,900 deaths [1], [3]. In Brazil, this subtype ranks fifth
among the most common cancers in men. Its incidence in Brazil was estimated at 5.6 cases per
100,000 inhabitants by the Global Cancer Observatory 2020 (GLOBOCAN)[1], the second
highest rate in Latin America, after Cuba [4].

The majority of oral squamous cell carcinoma (OSCC) occurs in older males and
accompanied by well documented risk factors such as alcohol consumption and smoking [5].
Additionally, HPV infection has emerged as a significant risk factor for oropharyngeal
cancer.[6] . In Early-stage lesions are typically painless, but most of cancers of oral region is
diagnosed in advanced stages [7]. Despite advances in detection and treatment, the 5-year
overall survival (OS) and disease-free survival (DFS) rates are steadily in the range of 50-60%.
[8]. However, the median survival for patients with metastatic disease is around 4 months [9].

Many studies have sought to understand independent prognostic factors that lead to a
poor survival.[10], [11], [12], [13], [14]. Factors such as tumor site, clinical T stage, clinical N
stage, condition of the surgical margins of the resection specimen, pain and the presence or
absence of lymphatic invasion have been identified as significant determinants of survival [15].
A recent study showed that survival of head and neck cancer in rural areas was significantly
lower than in urban areas (42 months [SEM = 0.7; CI: 40.5-43.5] vs. 54 months [SEM = 1.2;
Cl: 51.7-56.3]; p < 0.0001[16]. Nennecke et al. also found significant differences for female
breast cancer patients and male malignant melanoma patients residing in urban centers, with
slightly better survival compared to all other district types, including countryside regions[17].

However, most of these studies focus on large reference centers in capital cities and did not
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provide a comprehensive view of cancer survival in the countryside regions, especially in
developing countries [18]. To address this gap in the literature, the objective of this study is to
evaluate the survival of patients with OSCC at a reference cancer center located in a Brazilian

countryside.
Materials and methods
Ethical approval and study design

This retrospective cohort study was approved by the Federal University of Juiz de Fora
(CAAE:49855815.4.0000.5147). Also, the patient’s identity remained anonymous according to
the Declaration of Helsinki. Between January 1, 2009, and January 1, 2021, all cases diagnosed
as squamous cell carcinoma were identified through the database of electronic medical records
of the Center for Samaritano Hospital Oncology Specialists (NEO) — Bom Samaritano Social

Charity, located in Governador Valadares, Minas Gerais.

Inclusion criteria included data with histopathological diagnosis of primary SCC were
identified in oral cavity (International Classification of Diseases for Oncology [ ICD-0-3]):
(ICD-0-3: C02, C03, C04, C05,C05.1, C05.2, and C06), other/unspecified mouth (C06.0-
C06.2,C06.8, C06.9), oropharynx (ICD-O-3: C01, CO05.1, C05.2, C09, and C10) and
nasopharynx (C11). The following morphological codes: 8051/3, 8052/3, 8070/3, 8071/3,
8072/3, 8073/3, 8074/3, 8075/3, 8076/3, 8078/3, 8083/3, and 8084/3 were considered for
analysis. To be included, patients were required to have geographic locations listed at the time

of diagnosis as well as data regarding length of survival after initial OSCC diagnosis.

Exclusion criteria encompassed patients with primary OSCC located in the tonsils,
hypopharynx, salivary gland, parotid and submandibular gland. All cases that were not

diagnosed as squamous cell carcinoma will be excluded.

Clinicopathological characteristics information
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Clinical data, such as patients’ sex, age and race, primary site of the lesion, smoking and
drinking status, professional who referred, presence of symptoms, surgical margin, regional
lymph nodes, clinical stage, metastasis, treatment modality, time between diagnosis and first
consultation and time between first consultation and treatment, were extracted from clinical

charts.
Statistical analysis

Analyses were performed with SPSS software version 22.0 (IBM Corporation, Armonk,
NY, USA), and a p-value < 0.05 was considered statistically significant for all tests. The
qualitative and quantitative data were presented descriptively, and missing values were
excluded from the analysis, with only valid percentages being considered. All SCC cases that
reported the patients’ follow-up and status were included for survival analyses. Kaplan-Meier
cumulative overall survival (OS), disease-specific survival (DSS), and disease-free survival
(DFS) curves were generated and the differences between survival curves was investigated by
using the Log-Rank test. The OS was based on the time from diagnosis to the last follow-up
(alive, not otherwise specified [NOS]) or time of death (died, NOS) and the DSS was calculated
based on the time from diagnosis to the last follow-up (alive without disease) or time of death
(died from disease). The univariate Cox proportional hazard regression model was employed
to identify potential prognostic factors. A multivariate Cox regression model was created using

all variables that achieved a p-value < 0.20.

Results
Study population

A total of 600 individuals met inclusion criteria, of which 511 (85.2%) and 89 (14.8%)
were from urban and rural regions, respectively. The mean age was 61 years old. The highest
incidence of SCC was experienced by those 50-59 years-of-age (n=309, 51.5%) and most were

male (n=471, 78.5%). Pain was more frequent in OSCC at higher rates (n=307, 54%.). The



49

most common site of primary OSCC was oral cavity (n=366, 61%). The majority of patients
were classified at advanced stage (432- 761%). CT + RT was the most frequent treatment
modality (n=217, 65.9%) (Table 1). The mean follow-up was 28.0-35.0 months, ranging from
20 to 224 months. A total of 142 (60,4%) patients died as a direct result of their OSCC, 346

(57,7%) died of unknown causes and 39 (30%) were alive with recurrence (Figure 1).
Overall survival

Based on Log-rank test, there was a significant increase in 5-year OS in not smokers
(p=10.030) and never-drinkers (p<0.0001) patients; painless (p<0.0001) and smaller (p <0.0001)
lesions, absence of lymph node metastasis (p<0.0001) and distant metastasis (p=0.002), earlier
clinical stages (p <0.0001), patients treated with other modalities (surgery, radiotherapy,
radiochemotherapy) (p=0.002) and treatment initiation with > 2 months (p=0.035) (S1_Figure

and S1_Table).
Disease-specific survival

According to log-rank test, there was a significant increase in 5-year DSS in patients
that never drink (51.6% p = 0.011), patients without pain ( 60.0%, p=0.001 ), individuals with
small size of tumor ( 54.4% p< 0.0001), lesions that do not show lymph nodes invasion (51.6%
p < 0.0001);in early clinical stage (54.7%, p < 0.0001), patients that treat with RT (63.2%,
p=0,012) , patients that went to a consult with < 60 days (56.7% p=0.021) and start treat with

< 2 months (53.3% p=0,002) (S2_Table 2 and S2_Figure).
Disease-free survival

The log-rank test showed a significant increase in 5-year DFS in patients without distant
metastasis (80.7%, p = 0.005) (S3_Table and S3_Figure).

In the overall univariate Cox regression analysis, the following factors were associated
with a higher risk of death: black patients (hazard ratio [HR] = 1.28; p = 0.143), smokers (HR

= 1.51; p =0.010), drinkers (HR = 1.76; p < 0.001), physician referral (HR = 1.72; p = 0.003),
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painful lesions (HR = 1.61; p < 0.001), tumor size 3-4 (HR = 1.95; p < 0.001), presence of
lymph node invasion (HR = 1.85; p < 0.001), advanced stage (HR = 1.90; p < 0.001), presence
of metastasis (HR = 1.41; p < 0.001), RT treatment (HR = 2.14; p = 0.002), more than 60 days
until consultation (HR = 1.27; p = 0.125), more than 2 months until starting treatment (HR =
1.34; p = 0.039), and primary tumor in the oral cavity (HR = 1.38; p = 0.134). However, in the
multivariate Cox regression model, advanced stage, more than 60 days until consultation, more
than 2 months until starting treatment, and primary tumor in the oral cavity were not identified

as independent prognostic factors (S4_Table).

In the univariate Cox regression analysis, the following factors were associated with a
higher risk of death due to the disease: smokers (HR = 1.60; p = 0.066), drinkers (HR = 1.87;
p = 0.006), physician referral (HR = 1.55; p = 0.078), painful lesions (HR = 1.99; p = 0.002),
tumor size 3-4 (HR = 2.05; p < 0.001), presence of lymph node invasion (HR = 1.93; p < 0.001),
advanced stage (HR = 1.97; p = 0.003), CT + RT treatment (HR = 2.13; p = 0.056), more than
60 days until consultation (HR = 1.92; p = 0.025), and more than 2 months until starting
treatment (HR = 2.02; p = 0.003). However, in the multivariate Cox regression model, only
smoking (HR = 1.92; p = 0.125), being an ex-smoker (HR = 2.83; p = 0.021), presence of lymph
node invasion (HR = 2.52; p = 0.001), and more than 2 months between first consultation and

treatment (HR = 2.72; p = 0.019) were identified as independent prognostic factors (Table 2).

In the univariate Cox regression analysis for recurrence risk, patients from rural areas
(HR = 1.85; p = 0.179), those with positive surgical margins (HR = 3.16; p = 0.139), and those
with the presence of metastasis (HR = 3.41; p = 0.008) had a higher risk of recurrence. However,
in the multivariate Cox regression model, only distant metastasis (HR = 5.44; p = 0.039) and
positive surgical margins (HR = 3.46; p = 0.112) were identified as independent prognostic
factors (S5_Table).

Discussion
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Recurrence, survival, and mortality are influenced by numerous and diverse factors [19].
Currently, several studies have focused on SCC patient survival [10], [11], [12], [20], [21].
However, only a few studies have examined survival using disease-specific survival (DSS),
disease-free survival (DFS), and overall survival (OS) of SCC [22], [23], [24]To the best of our
knowledge, this is the first study to report OS, DSS, and DFS outcomes for patients with SCC
in an Oncology Center from a Brazilian’s countryside.

In this line, Barsouk et al. highlighted the importance of evaluating DFS outcomes to
provide a realistic portrait of oral cancer survival [25]. In our study, the 2-year OS, DSS, and
DFS were 50.0%, 50.2%, and 83.3%, respectively, while the 5-year OS, DSS, and DFS were
41.2%, 40.4%, and 77.5%, respectively. These findings are consistent with the recent research.
[26], [27], [28]. Although, there is a significant variability in the literature regarding OS (49%-

60%) and DSS (55%-76%)[25], [29], [30].

The current study showed that alcohol and smoke intake significative reduce OS, as
previously reported [12], [31], [32], [33]. Such behavioral component may direct effect the
postoperative wound healing, response to radiotherapy, and more long-term effects such as

increasing the risk of second primary tumors and smoking-associated comorbidities [34].

Additionally, patients experiencing pain demonstrated significantly poorer 5-year OS
(34%) and DSS (33.7%). A comprehensive meta-analysis of 30 trials across various cancer
types identified pain as a significant prognostic factor for survival in multivariate analysis [35].
Furthermore, Reys- Gibbys et al. reported that pretreatment pain is an independent predictor of
5-year overall survival in patients with oral cancer [12]. However, the molecular and cellular
mechanisms underlying the influence of pain on clinical outcomes remain incompletely
understood [36]. Notably, pain is often associated with perineural invasion (PNI), which is

frequently linked to advanced stage and distant metastasis [37].
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OSCC frequently are diagnosed at advanced stages [12]. In this study, 76.1 % of the
patients were diagnosed in stage I11-1V. One of the primary reasons for this diagnosis in
advanced stage is a delay in seeking medical attention [34]. Additionally, the impact of
increased treatment delay on patients with oral cancer is a subject of ongoing debate [23], [38],
[39], [40]. Interestingly, in our study patients who have their first consultation within 60 days
of diagnosis show better 2- and 5-year DSS (p=0.021). Additionally, having less than 2 months
between the first consultation and the start of treatment is significantly associated with
improved outcomes (p=0.002). This finding aligns with other studies that have found that

treatment delays longer than 60 days are associated with reduced survival [40].

Additionally, our results are consistent with those of VVan Harten et al., that investigated
2,493 patients with HNSCC and observed unfavorable survival outcomes in patients who
initiated treatment within 30 days [23]. Murphy et al. reported an elevated risk of mortality for
patients with treatment delays exceeding 46 days in a study involving 51,655 patients with
HNSCC[38]. Both studies did not distinguish between different tumor subsites (oral cavity,
oropharynx, hypopharynx, and larynx) or primary treatment modalities (surgery, radiotherapy,
radiochemotherapy). However, a study involving 68 patients with OSCC treated surgically did

not demonstrate that treatment delay impacts survival [41].

In our study, DSS univariate analysis showed that both time between diagnosis and first
consult, as well as the time between first time consult and treatment, predicted poor survival.
However, only time between first consult and treatment did persist after adjustment for
significant prognostic factors in a multivariate model. The data were collected from the only
reference center for head and neck cancer treatment in Governador Valadares. A possible
explanation for this result is that geographical barriers may influence access to treatment [42].
Additionally, as suggested by Saldanha et al., when a single specialized center is required to

perform definitive diagnoses and treat all types of cancer in the region, the concentration of
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these responsibilities in one center may create an overload, potentially delaying treatment

initiation [42], [43].

In multivariate analysis, physician referral emerged as an independent factor for
mortality from any cause. However, when related to cancer-specific mortality, there was no
significant difference between doctor and dentist referrals. A recent systematic review
concluded that the relative scarcity of studies makes it impossible to draw an association
between oral cancer survival rates and type of referral[44]. Additionally, in our study, dentists
referred more patients at an early stage than physicians (p < 0.001), which agrees with other

studies [45], [46].

Patients with positive regional lymph nodes had more than twice the risk of dying from
cancer (HR = 2.52, 95% CI: 1.46-4.36). Additionally, lymph node involvement was shown to
be an independent prognostic factor for OS (p = 0.002). Puri et. al. demonstrated that lymph
node metastasis significantly reduces the 5-year survival rate by nearly 50% [47]. In alignment
with this finding, a recent study indicated that over 80% of survivors had no lymph node
metastasis (p-value = 0.0073). [27]. Dolens et al. conducted an analysis on prognostic factors
for poor outcome in OSCC, identified depth of invasion, extranodal extension, involvement of
surgical margins, and lymph node metastasis as factors associated with an increased risk of
poor survival [48].

OSCC easily tends to spread to the regional lymph nodes of the neck and subsequently
metastasize [19]. In multivariate analysis, only metastasis and positive margins emerged as
significant and independent factors for cancer recurrence. Interestingly, other studies have not
demonstrated that positive or inadequate margins have an independent effect on survival in
multivariate analyses for DFS [49], [50], [51]. Recently, Marra et.al reported no differences in

DFS when considering vascular invasion and positive surgical margins. [8]. However, some
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previous reports indicated that OS and DSS are influenced by close/ positive margin status.

[10], [29], [52].
Limitations

The retrospective nature of the study, involving only a single center, did not provide a
heterogeneous group. Nevertheless, it represents a particular population in the countryside
region of Brazil, which could shed light on the missing data regarding survival in this specific
group. Additionally, there is a lack of data on comorbidities that can impact survival outcomes.
Furthermore, there may be some inaccuracies in the medical records that the research team was
unable to correct, despite a thorough review of each record and the information entered the

database.
Conclusion

Based on a robust analysis of 600 cases of OSCC from a referral center in the
countryside of Brazil, this report confirms known independent prognostic factors such as
smoking, drinking, and lymph node invasion. Additionally, this study highlights a delay of more
than 2 months between the first consultation and treatment as an independent factor for survival.
A new high-risk factor, physician referral, was also identified and requires further studies to
better understand its contributing factors. Alongside these findings, other factors associated

with poorer five-year survival include the presence of pain and metastasis.
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Figure legends

Figure 1. Five-year survival of 570 patients for overall survival (OS), 235 patients for disease-
specific survival (DSS), and 120 patients for disease-free survival (DFS) for squamous cell

carcinoma, diagnosed in Governador Valadares, Minas Gerais State.



Table 1. Characteristics of Study Sample.

Variable (N) N (%)
Age (546)

< 50 years 98 (16,3)
50-59 years 309 (51,5)
> 60 years 193 (32,2)
Sex (600)

Male 471 (78,5)
Female 129 (21,5)
Zone (600)

Urban 511 (85,2)
Rural 89 (14,8)
Race (600)

White 113 (18,8)
Black 129 (21,5)
Others* 358 (59,7)
Smoking status (600)

Not Smoker 102 (17,0)
Smoker 288 (48,0)
Ex- smoker 210 (35,0)
Drinking status (600)

Never-drinker 189 (31,5)
Drinker 168 (28,0)
Ex-drinker 243 40,5)
Professional who referred (596)

Dentist 87 (14,6)
Physician 509 (85,4)
Pain (600)

No 194(32,3)
Yes 406 (67,7)
Surgical margin (125)

Negative 69 (55,2)
Positive 56 (44,8)
Tumor (T) (550)

1-2 189 (34,4)
3-4 361 (65,6)
Regional lymph nodes (N) (559)

No 220 (39,4)
Yes 339 (60,6)
Clinical Stage (568)

I-11 136 (23,9)
H-1v 432 (76,1)
Metastasis (600)

No 549 (91,5)
Yes 51 (8,5)
Treatment modality (273)

CT+RT 217(65,9)
RT 67 (16,3)
Others** 73 (17,8)
Time between diagnosis and first consult (600)

> 60 days 504 (84,0)
< 60 days 96 (16,0)

Time between first visit and treatment (488)

61
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CT — >2mouths 374 (76,6)
< 2 mouths 114 (23,4)
Tumor site (600)
Oropharynx 180 (30)
Oral Cavity 366 (61,0)
Otherg*** 54 (9,0

Chemotherapy; RT — Radiotherapy. *Brazilian Indigenous (n=3), Brown (n=352), and Yellow
(n=3). **Surgery (n=22), surgery + RT (n=12), surgery + CT (n=15), and surgery + RT + CT
(n=46). ***Parotid (n= 28) and Nasophanynx (n=26)



Table 2. Hazard ratio associated with disease-specific survival in oral squamous cell

carcinoma.
63
Variables Univariate analysis p-value  Multivariate analysis  p- value
HR (95% CI) HR (95% CI)
Age
< 50 years 1.333(.835-2.127) 228 -
50-59 years 1.090 (.757-1.569) 644
> 60 years Reference
Sex
Male 1.199 (.797-1.804) .384 -
Female Reference -
Zone
Urban Reference -
Rural 1.080(.672-1.733) 751 -
Race
White Reference
Black 1.122 (.673-1.869) .660 -
Others* 1.087 (.712-1.659) .700 -
Smoking status
Not Smoker Reference
Smoker 1.606 (.969-2.663) .066 1.928 (0.833-4.463) 125
Ex- smoker 1.534 (.904-2.605) 113 2.833 (1.172-6.847) 021
Drinking status
No Reference
Yes 1.877 (1.202-2.934) .006 1.504 (0.740-3.058) .260
Ex- alcoholic 1.242 (.808-1.911) 323 0.709 (0.362-1.388) 315
Professional
Dentist Reference
Doctor 1.559 (.951- 2557) .078 1.420 (0.773-2.610) .259
Pain
No Reference
Yes 1.995(1.286-3.095) .002 0.828 (0.602-1.140) 248
Surgical margin
Negative Reference
Positive 1.361(.626-2960) 436 -
Tumor (T)
1-2 Reference
3-4 <.001 2.057 1.370 <.001 1.366 (0.681-2.740) .380
3.089
Regional lymph
nodes (N)
Yes 1.931(1.342-2.778) <.001 2.529 (1.465-4.367) .001
No Reference
Clinical Stage
I-11 Reference
"n-1v 1.974 (1.263-3.084) .003 0.924 (0.343-2.491) 876
Treatment modality
CT+RT 2.138 .981 4.663 .056 1.827 (0.416-1.644) .588

RT

Reference



Others**
Metastasis

No

Yes

Time between
diagnosis and first
consult

> 60 days

< 60 days

Time between first
visit and treatment
> 2 mouths

< 2 mouths

Tumor site
Oropharynx

Oral Cavity
Others***

1.149 483 2.732

Reference
1.255 (.694-2.270)

1.921(1.084-3.403)
Reference

2.024 (1.264-3.241)
Reference

Reference
1.220 (.816-1.825)
1.058 (.518-2.158)

754

453

.025

.003

333
.895

1.529 (0.158-1.768)

1.238 (0.618-2.481)

2.725 (1.181-6.284)

64

301

547

.019

CT — Chemotherapy; RT — Radiotherapy. *Brazilian Indigenous (n=1). Brown (n=130). and

Yellow (n=2). **Surgery (n=9). surgery + RT (n=7). surgery + CT (n=3). and surgery + RT +

CT (n=22). ***Parotid (n=5) and Nasophanynx (n=11).
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Figure 1. Five-year survival of 570 patients for overall survival (OS), 235 patients for disease-
specific survival (DSS), and 120 patients for disease-free survival (DFS) for squamous cell
carcinoma, diagnosed in Governador Valadares, Minas Gerais State.
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Suplementary file:

Supplement Table 1. Log-rank analysis associated with overall survival outcome of the

clinicopathological features of 570 squamous cell carcinoma cases.

Variables Deaths/Total 2-year 5-year p-value
survival rate survival rate
(%) (%)
Overall 344/570 50.0 41.2
Age 0.744
< 50 years 56/93 49.5 41.0
50-59 years 106/182 52.7 42.3
> 60 years 182/295 47.8 40.7
Sex 0.218
Male 273/446 46.6 45.1
Female 71/124 53.2 45.1
Zone 0.419
Urban 293/487 49.7 41.7
Rural 51/83 49.4 38.6
Race 0.320
White 61/105 50.5 45.0
Black 80/123 46.3 35.0
Others* 203/342 50.4 42.4
Smoking status 0.030
Never-smoker 51/95 59.0 495
Smoker 171/275 46.0 38.5
Ex-smoker 122/200 50.5 41.0
Drinking status <0.0001
Never-drinker 93/176 58.0 49.0
Drinker 113/161 39.0 31.0
Ex-drinker 138/233 50.6 425
Professional who referred 0.008
Dentist 34/78 63.0 59.0
Physician 308/488 47.5 38.3
Pain < 0.0001
No 85/183 61.2 56.3
Yes 259/387 44.4 34.1
Surgical margin 0.844
Positive 33/65 66.1 54.0
Negative 18/48 66.6 62.5
Tumor (T) < 0.0001
1-2 81/174 67.8 55.1
3-4 233/348 40.22 34.0
Regional lymph nodes (N) < 0.0001
Yes 223/329 41.0 33.1
No 100/202 62.4 53.0
Clinical Stage < 0.0001
I-11 58/121 67.0 55.4
H-1v 269/418 44.0 36.7

Metastasis 0.048



No 309/522
Yes 35/48
Treatment modality

CT+RT 165/262
RT 40/63
Others** 31/65

Time between diagnosis

and first consultation

< 60 days 55/89

> 60 days 289/481
Time between first
consultation and treatment

< 2 months 63/109
> 2 months 231/358
Tumor site

Oropharynx 99/172
Oral Cavity 221/348
Others*** 24/50

50.8
37.5

51.1
46.0
61.5

52.8
49.0

56.0
47.0

51.2
47.4
60.0

42.5
27.1

38.5
38.0
55.3

41.5
41.1

42.2
37.7

42.4
39.0
52.0

0.002

0.118

0.035

0.310

67

CT — Chemotherapy; RT — Radiotherapy. *Brazilian Indigenous (n=1). Brown (n=338). and
Yellow (n=3). **Surgery (n=22). surgery + RT (n=12). surgery + CT (n=5). and surgery + RT

+ CT (n=26). ***Parotid (n= 28) and Nasophanynx (n=22).
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Supplement Table 2. Log-rank analysis associated with disease-specific survival outcome of
the clinicopathological features of 235 squamous cell carcinoma cases.

Variables Deaths/ 2-year 5-year p-value
Total survival rate survival rate
(%) (%)
Overall 142/235 50.2 40.4
Age 0.471
< 50 years 24/37 43.2 35.1
50 59 years 51/81 49.4 38.3
> 60 years 67/117 53.0 44.0
Sex 0.377
Male 113183 48.6 38.2
Female 29/52 55.8 48.0
Zone 0.748
Urban 122/204 50.0 41.2
Rural 20/31 51.6 35.5
Race 0.895
White 29/52 48.0 44.2
Black 30/48 54.2 375
Other 83/135 49.6 40.0
Smoking status 0.164
Never-smoker 19/41 65.8 56.0
Smoker 73/116 46.5 37.1
Ex-smoker 50/78 474 37.1
Drinking status 0.011
Never-drinker 32/64 62.5 51.6
Drinker 50/72 38.9 30.6
Ex-drinker 60/99 50.5 40.4
Professional who 0.072
referred
Dentist 18/40 60.0 60.0
Physician 124/195 42.3 36.4
Pain 0.001
No 24/60 65.0 60.0
Yes 118/175 45.1 33.7
Surgical margin 0.431
Positive 19/33 60.6 45.4
Negative 10/26 65.4 61.5
Tumor (T) <0.0001
1-2 31/68 70.6 544
3-4 97/143 40.5 32.9
Regional  lymphnodes <0.0001
(N)
Yes 45/91 63.7 51.6
No 85/121 39.7 30.6
Clinical Stage 0.002
I-11 24/53 70.0 54.7
n-1v 107/163 44.2 35.6

Metastasis 0.445




No 130/218 50.9
Yes 12/17 41.1
Treatment modality

CT+RT 69/101 46.5
RT 7/19 68.4
Others** 20/41 63.4

Time between diagnosis

and first consult

> 60 days 129/205 48.0
< 60 days 13/30 66.7
Time between first visit

and treatment

> 2 mouths 102/148 42.6
< 2 mouths 21/45 711
Tumor site

Oropharynx 31/55 58.2
Oral Cavity 101/164 47.6
Others*** 10/16 50.0

41.3
29.4

32.7
63.2
53.7

38.0
56.7

324
53.3

43.6
394
37.5

0.012

0.021

0.002

0.590
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CT — Chemotherapy; RT — Radiotherapy. *Brazilian Indigenous (n=1). Brown (n=130). and
Yellow (n=2). **Surgery (n=9). surgery + RT (n=7). surgery + CT (n=3). and surgery + RT +

CT (n=22). ***Parotid (n=5) and Nasophanynx (n=11).

Supplement Table 3. Log-rank analysis associated with disease-free survival outcome of the

clinicopathological features of 120 squamous cell carcinoma cases.
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Variables Deaths/ 2-year 5-year p-value
Total survival rate survival rate
(%) (%)

Overall 29/120 83.3 775

Age 0.278
< 50 years 2/15 93.3 86.7

50 59 years 14/43 76.7 69.8

> 60 years 13/62 85.5 80.6

Sex 0.531
Male 23/91 824 75.8

Female 6/29 86.2 82.8

Zone 0.171
Urban 23/103 86.4 79.6

Rural 6/17 64.7 64.7

Race 0.848
White 7/30 86.7 80.0

Black 6/23 73.9 73.9

Other 16/67 85.0 77.6

Smoking status 0.790
Never-smoker 6/27 88.9 81.5

Smoker 15/57 82.5 73.7

Ex-smoker 8/36 80.5 80.5

Drinking status 0.935
Never-drinker 10/41 85.4 78.0

Drinker 5/26 88.5 80.8

Ex-drinker 14/53 79.2 75.5

Professional 0.751
Dentist 5/25 92.0 84.0

Physician 24/95 81.0 75.8

Pain 0.803
No 11/47 89.4 78.7

Yes 18/73 82.2 76.7

Surgical margin 0.119
Positive 11/25 76.0 64.0

Negative 2/18 88.9 88.9

Tumor (T) 0.732
1-2 14/50 84.0 74.0

3-4 14/59 81.3 78.0

Regional lymphnodes (N) 0.808
Yes 17/62 83.9 74.2

No 11/47 80.9 78.7

Clinical Stage 0.473
I-11 13/41 80.5 70.7

"ni-1v 16/71 83.0 78.9

Metastasis 0.005
No 23/109 86.2 80.7

Yes 6/11 545 45.5

Treatment modality 0.564
CT+RT 14/45 355 68.9

RT 3/15 86.6 80.0



Others** 9/29
Time between diagnosis

and first consult

> 60 days 25/100
< 60 days 4/20
Time between first visit

and treatment

> 2 mouths 20/66
< 2 mouths 8/30
Tumor site

Oropharynx 9/32
Oral Cavity 20/82
Others*** 0/6

83.0

84.0
80.0

78.8
80.0

75.0
85.4

77.0
80.0

2.7
73.3

72.0
78.0

71

0.642

0.728

0.329

CT — Chemotherapy; RT — Radiotherapy. *Brazilian Indigenous (n=1). Brown (n=64). and
Yellow (n=2). **Surgery (n=7). surgery + RT (n=6). surgery + CT (n=3). and surgery + RT +

CT (n=13). ***Parotid (n= 4) and Nasophanynx (n=2).

Supplement Figure 1. Kaplan-Meier overall survival curves of patients with oral

squamous cell CARCINOMA diagnosed in Governador Valadares, by smoking status(A),

drinking status (B), Professional who referred (C), Pain (D), Tumor (T) (E), Regional lymph
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nodes (N) (F), Clinical Stage (G), Metastasis (H), Treatment modality (1), Time between first

consultation and treatment (J).

10 p=0.030 Smoking status
' Never-smoker
4 I 1Smoker
Ex- smoker
05 i Never-smoker-censured
' ! —+—Smoker-censured
L Ex- smoker-censured
08 l‘
¥
04 \
-
02 l_'q’-‘,,
Tt
. (©)
0 50 100 150 200 250
10 p=0.008 | Professional who
’ referred
Dentist
| —IPhysician
08 Dentist-censured
’ ——Physician-censured
08 \_
£
04 K\
S
02 ﬂl—*
i ——
0,0
u( E) 50 100 150 200 250
Follow-up (mouths)
10 p < 0.0001 Tumor (T)
12
i34
1-2-censured
08 &L —+3-4-censured
=
2
z
5 08
@
o
=
k} i
g 04 &
F
© s
02 ‘\_H\k
Ty
0o
0 50 100 150 200 250
Follow-up (mouths)
10 p< 0.0001 Clinical stage
\ HI
—kY
Hl-censurada
g ——IIV-censurade
0§ &
1
y
04 %“}“
02 L‘\w
i T ——
0p
o 50 100 150 200 250

)

Follow-up (mouths)

Cumulative survival

Cumulative survival

Cumulative survival

(B)

10 p<0.0001 Drinking status
Never-drinker
Drinker
Ex-drinker
08 Never-drinker-censured
—F— Drinker-censured
Ex-drinker-censured
1
06 X
3
04 .,%
02 L
. (D)
50 100 150 200 250
10 p< 0.0001 Pain
No
MYes
No-censured
08 —+Yes-censured
08 53
£
04 g)‘
x
02 M’L_
[ +
00
o 50 100 150 200 250
Follow-up (mouths)
0 p<00001 Regional
b ‘1 lymph nodes
N)
| o
1 MYes
08 No-censured
1 ——Yes-censured
]
2 1
s 1
5 08 1
£
: 1
2
£ it
2 o4 *,
E
3 N
H)
02 'y
Ll—\
o -
00
0 50 100 150 200
Follow ub (mouths)
10 ]L p=0.048 Metastasis
No
| —ives
No-censurado
08 — Yes-censurado
!
05 ll
*
4
04 q
02 LL
0o
0 50 100 150 200 250

Follow-up (mouths)

()



Cumulative survival

p=0.002

100 150

Follow up (mouths)

Treatment
modality

CT+RT
—IRT
Others™
CT+RT-censured
—— RT-censured
Others™-censured

Cumulative survival

R -

p=0.035

50 100 150 200

Follow-up (mouths)

73

Time between first
consultation and
treatment

> 2 mouths
<2 mouths

> 2 mouths-censured
—t< 2 mouths-censured



Cumulative survival

Cumulative survival

74

Supplement Figure 2: Kaplan-Meier disease-specific survival curves of patients with
oral squamous cell CARCINOMA diagnosed in Governador Valadares, by smoking status(A),
Pain (B), Tumor (T) (C), Regional lymph nodes (N) (D), Clinical Stage (E), Treatment modality
(F), Time between diagnosis and first consultation (G), Time between first consultation and

treatment (H).
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Supplement Figure 3: Kaplan-Meier disease-free survival curves of patients with oral
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Supplement Table 4. Hazard ratio associated with overall survival in squamous cell carcinoma

cases.
Variables Univariate analysis  p-value  Multivariate analysis  p-value
HR (95% CI) HR (95% CI)
Age
< 50 years 1.131(.818-1564) 456 -
50-59 years Reference -
> 60 years 1.058(832-1345) .664 -
Sex
Male 1.175 (.905-1.527) .226 -
Female Reference -
Zone
Urban Reference -
Rural 1.128 (.838-1.520) 427 -
Race
White Reference
Black 1.283 (.919-1.792) 143 1.641 (1.039-2.590) .034
Others* 1.122 (.843-1.494) 430 1.516 (1.017-2.260) .041
Smoking status
Not Smoker Reference
Smoker 1.517 (1.106- 2.082) .010 1.439 (0.872-2.373) 154
Ex- smoker 1.349 (. 970-1.875) .075 1.598 (0.950-2.687) 077
Drinking status
Never-drinker Reference
Drinker 1.763(1.337-2.324) <.001 1.591 (1.051-2.407) .028
Ex-drinker 1.190(. 913-1.551) .199 0.939 (0.634-1.391) 754
Professional who
referred
Dentist Reference
Physician 1.723 (1.208 - .003 1.392 (0.878-2.205) .159
2.457)
Pain
No Reference
Yes 1.618 (1.266-2.068)  <.0001 1.384 (0.980-1.956) .065
Surgical margin
Negative Reference
Positive 1.060 (.591-1.903) .845
Tumor (T)
1-2 Reference
3-4 1.958(1.519-2.524) <.0001 1.737 (1.117-2.700) 014
Regional lymph
nodes (N)
No Reference
Yes 1.851 (1.459-2.349)  <.0001 1.751 (1.220-2.512) .002
Clinical Stage

Reference




77

Hi-1v

Metastasis

No

Yes

Treatment
modality
CT+RT

RT

Others**

Time between
diagnosis and
first consult

> 60 days

< 60 days

Time between
first visit and
treatment

> 2 mouths

< 2 mouths
Tumor site
Oropharynx

Oral Cavity
Others***

1.904(1.427-2.539)

Reference
1.414 (.995-2.009)

1.855 (1.256-2.741)
2.148 (1.336-3.453)
Reference

1.257 (.939-1.683)
Reference

1.342 (1.015-1.774)
Reference

1.326(.849-2.072)
1.381(.906-2.105)
Reference

<.001

.053

<.001

.002

.002

125

.039

215
134

0.896 (0.474-1.694)

1.727 (1.083-2.752)

0.914 (0.569-1.468)

2.210 (1.246-3.922)

1.277 (0.851-1.916)

1.151 (0.797-1.661)

1.019 (0.738-1.407)
0.983 (0.509-1.898)

735

022

.709

.007

238

454

907
.958

CT — Chemotherapy; RT — Radiotherapy. *Brazilian Indigenous (n=1). Brown (n=338). and

Yellow (n=3). **Surgery (n=22). surgery + RT (n=12). surgery + CT (n=5). and surgery + RT

+ CT (n=26). ***Parotid (n= 28) and Nasophanynx (n=22)
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Supplement Table 5. Hazard ratio associated with disease-free survival in oral squamous cell

carcinoma.

Variables Univariate analysis p-value  Multivariate analysis  p- value
HR (95% CI) HR (95% CI)

Age
<50 years Reference
50-59 years 2.456 (.557-1.832) 235 -
> 60 years 1.494 (.337-6.628) 597 -
Sex
Male 1.330(.541-3.271) 534 -
Female Reference -
Zone
Urban Reference
Rural 1.858 (.752-4.590) 179 2.013 (0.241-16.802) 518
Race
White Reference
Black 1.368 (.459-4.083) 574
Other 1.115 (.458-2.71) 811
Smoking status
Never-smoker Reference
Smoker 1.057 (.366-3.058) 531 -
Ex-smoker 1.317 (.557-3.116) 918 -
Drinking status
Never-drinker 1.167 (.398-3.420) 779
Drinker Reference -
Ex-drinker 1.210 (.433-3.382) 717 -
Professional
Dentist Reference -
Doctor 1.169 (.444-3.076) 152 -
Pain
No Reference
Yes 1.100 (.517-2.341) .804 -
Surgical margin
Negative Reference
Positive 3.160 (.688-14.515) 139 3.469 (0.747-16.119) 112
Tumor (T)
1-2 Reference
3-4 1.138 (.542-2.388) 733 -
Regional
lymphnodes (N)
Yes 1.098 (.514-2.348) .809
No Reference -
Clinical Stage
I-11 1.307 (.627-2.724) 476 -
Hi-1v Reference

Metastasis
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No Reference

Yes 3.417 (1.376-8.485)
Treatment

modality

CT+RT 1.841 (.526-6.444)
RT Reference
Others** 1.371 (.367-5.123)

Time between

diagnosis and

first consult

> 60 days 1.283 (.446-3.698)
< 60 days Reference
Time between

first visit and

treatment

> 2 mouths 1.156(.509-2.627)
< 2 mouths Reference
Tumor site

Oropharynx Reference
Oral Cavity .000
Others*** .000

.008

.340

.639

.644

729

5.445 (1.087-27.261)

.039

CT — Chemotherapy; RT — Radiotherapy. *Brazilian Indigenous (n=1). Brown (n=64). and
Yellow (n=2). **Surgery (n=7). surgery + RT (n=6). surgery + CT (n=3). and surgery + RT +
CT (n=13). ***Parotid (n= 4) and Nasophanynx (n=2).
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3 CONCLUSAO

O carcinoma espinocelular (CEC) é a neoplasia maligna mais comum na regido
de cabeca e pescoco. Apesar dos diversos avancos terapéuticos nas ultimas décadas,
a sobrevida global dos pacientes ainda permanece baixa. Compreender os fatores
gue contribuem para a atual taxa de sobrevida no Brasil pode ter impactos diretos em

politicas publicas.

Este é o primeiro estudo a investigar fatores envolvidos na taxa de sobrevida
em um centro de referéncia regional no interior de um pais em desenvolvimento. Os
resultados confirmam fatores independentes ja conhecidos, como tabagismo,
consumo de alcool e invaséo de linfonodos. Além disso, o estudo destaca o atraso
superior a dois meses entre a primeira consulta e o inicio do tratamento como um fator
independente que afeta negativamente a sobrevivéncia. O encaminhamento tardio por

parte dos médicos também foi identificado como um fator que piora a sobrevida geral.

Considerando que os pacientes com cancer de boca sao frequentemente
diagnosticados em estagios avancados, o estudo também buscou compreender o
comportamento de busca por saude relacionado ao CEC. Utilizando o Modelo de
Autorregulacdo (SRM), a pesquisa demonstrou que esta € uma ferramenta eficaz para
explicar as medidas de enfrentamento adotadas pelos pacientes. As estratégias de
enfrentamento identificadas, como automedicacdo, busca por consulta médica,
abandono de tratamento e consulta com dentistas generalistas, refletem a
interpretacdo dos sintomas pelos pacientes e sugerem a necessidade de um novo

paradigma para a saude publica.

Além disso, a temética central de ambos os trabalhos visa aumentar a
conscientizacdo sobre o cancer bucal e intensificar o conhecimento sobre a taxa de
sobrevivéncia do cancer de boca, a fim de contribuir para uma melhor gestdo em

saude.
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ANEXO A —Instrucfes aos autores preconizadas pelo periodico Oral Surgery,

Oral Medicine, Oral Pathology and Oral Radiology

Before you begin
Section Scope Statements

The Oral and Maxillofacial Surgery Section aims to publish an extensive range
of original 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 Oral Medicine Section aims to publish a broad range of original articles that
help clinicians understand more thoroughly the pathobiology, etiology, 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 original, well-documented, and
reproducible research are preferred.

The Oral and Maxillofacial Pathology Section encourages the submission of
original articles of high scientific quality that investigate the pathogenesis, diagnosis,
and management of diseases affecting the oral and maxillofacial region. Submitted
manuscripts may summarize findings from clinical, 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
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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 Radiology Section publishes original contributions to
the advancement of oral and maxillofacial radiology and related imaging sciences. The
section considers original clinical and experimental research papers, reports of
technological developments, extensive systematic reviews of the literature, and invited
papers on subjects that will appeal to researchers and clinicians involved in diagnostic
imaging of hard and soft tissues of the head and neck. Topics of interest include the
efficacy of imaging systems using ionizing and non-ionizing radiation in the diagnosis
of head and neck disease; molecular imaging; artificial intelligence and computer-
assisted diagnosis; craniofacial analysis; image-guided surgical navigation; image
processing; radiation physics and dosimetry; and radiation biology, safety, and
protection. The section also seeks extensive case series representing various
expressions of particular conditions, descriptions of innovative imaging technique
applications to these series, and description of novel imaging features. Published
manuscripts 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. Diagnostic accuracy studies should
conform to the principles of the STARD document http://www.stard-statement.orq).

Types of Papers

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.

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


http://www.stard-statement.org/
http://www.stard-statement.org/
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topic. Systematic reviews and meta-analyses manuscripts should follow PRISMA
(http://www.prisma-statement.org) and the Institute of Medicines' guidelines
(http://www.iom.edu/Reports/2011/Finding-What-Works-in-Health-Care-Standards-

for-Systematic-Reviews/Standards.aspx).

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 is 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 radiographic
studies. (4) Diagnosis: Histopathologic findings illustrated with appropriate
photomicrographs. (5) Management: Describe the treatment of the patient and
response to treatment. (6) Discussion: Concentrate on the most interesting aspect(s)
of the case. No abstract is needed for CPC manuscripts. Limit the number of

references to no more than 25.

4. 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 criteria, 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


http://www.prisma-statement.org/
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disorders and/or medical therapy. Providing Virtual Microscope image/s is highly

encouraged for Case Reports (see also below).

Enhancements such as Virtual Microscope images, DICOM files, and video
clips are not mandatory for initial submission but are encouraged for all article types; if
editors request a revision, they may specifically request submission of these types of

files with the revised manuscript.

General inquiries and communications regarding editorial management should

be addressed to Alice M. Landwehr, Managing Editor: tripleOjournal@gmail.com.

General correspondence to the Editor-in-Chief, Mark W. Lingen, DDS,
PhD: Mark.Lingen@uchospitals.edu

Issue Manager, Elizabeth Rajesh; e-mail: e.rajesh@Elsevier.com.

Ethics in publishing

Please see our information on Ethics in publishing.

Informed consent and patient details

Studies on patients or volunteers (including organ/tissue donors) require
informed consent, which should be documented in the paper. Appropriate consents,
permissions and releases must be obtained where an author wishes to include case
details or other personal information or images of patients and any other individuals in
an Elsevier publication. Written consents must be retained by the author, but copies

should not be provided to the journal.

Only if specifically requested by the journal in exceptional circumstances (for
example if a legal issue arises) the author must provide copies of the consents or
evidence that such consents have been obtained. For more information, please review

the Elsevier Policy on the Use of Images or Personal Information of Patients or other

Individuals.

Unless the author has written permission from the patient (or, where applicable,
the next of kin), the personal details of any patient included in any part of the article
and in any supplementary materials (including all illustrations and videos) must be

removed before submission.

Declaration of interest
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All authors must disclose any financial and personal relationships with other
people or organizations that could inappropriately influence (bias) their work. Examples
of potential competing interests include employment, consultancies, stock ownership,
honoraria, paid expert testimony, patent applications/registrations, and grants or other
funding. Authors must disclose any interests in two places: 1. A summary declaration
of interest statement in the title page file (if double anonymized) or the manuscript file
(if single anonymized). If there are no interests to declare then please state this:
'‘Declarations of interest: none'. 2. Detailed disclosures as part of a separate
Declaration of Interest form, which forms part of the journal's official records. It is
important for potential interests to be declared in both places and that the information

matches. More information.

Declaration of generative Al in scientific writing

The below guidance only refers to the writing process, and not to the use of Al

tools to analyse and draw insights from data as part of the research process.

Where authors use generative artificial intelligence (Al) and Al-assisted
technologies in the writing process, authors should only use these technologies to
improve readability and language. Applying the technology should be done with human
oversight and control, and authors should carefully review and edit the result, as Al
can generate authoritative-sounding output that can be incorrect, incomplete or biased.
Al and Al-assisted technologies should not be listed as an author or co-author, or be
cited as an author. Authorship implies responsibilities and tasks that can only be

attributed to and performed by humans, as outlined in Elsevier's Al policy for authors.

Authors should disclose in their manuscript the use of Al and Al-assisted
technologies in the writing process by following the instructions below. A statement will
appear in the published work. Please note that authors are ultimately responsible and

accountable for the contents of the work.
Disclosure instructions

Authors must disclose the use of generative Al and Al-assisted technologies in
the writing process by adding a statement at the end of their manuscript in the core
manuscript file, before the References list. The statement should be placed in a new
section entitled 'Declaration of Generative Al and Al-assisted technologies in the

writing process'
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Statement: During the preparation of this work the author(s) used [NAME TOOL
| SERVICE] in order to [REASON]. After using this tool/service, the author(s) reviewed
and edited the content as needed and take(s) full responsibility for the content of the

publication

This declaration does not apply to the use of basic tools for checking grammar,
spelling, references etc. If there is nothing to disclose, there is no need to add a

statement.

If there is any overlap between the submission and any other material,
published or submitted, detail the nature of and reason for the overlap for the editors'
assessment. Although poster presentations and abstracts are not considered duplicate
publication, they should be stated on the title page. Further information about Elsevier's
standards for publication ethics is available

at https://www.elsevier.com/publishingethics.

Submission declaration and verification

Submission of an article implies that the work described has not been published
previously (except in the form of an abstract, a published lecture or academic thesis,

see 'Multiple, redundant or concurrent publication' for more information), that it is not

under consideration for publication elsewhere, that its publication is approved by all
authors and tacitly or explicitly by the responsible authorities where the work was
carried out, and that, if accepted, it will not be published elsewhere in the same form,
in English or in any other language, including electronically without the written consent
of the copyright-holder. To verify compliance, your article may be checked by Crossref

Similarity Check and other originality or duplicate checking software.

Preprints

Please note that preprints can be shared anywhere at any time, in line with

Elsevier's sharing policy. Sharing your preprints e.g. on a preprint server will not count

as prior publication (see 'Multiple, redundant or concurrent publication' for more

information).
Use of inclusive language

Inclusive language acknowledges diversity, conveys respect to all people, is
sensitive to differences, and promotes equal opportunities. Content should make no

assumptions about the beliefs or commitments of any reader; contain nothing which
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might imply that one individual is superior to another on the grounds of age, gender,
race, ethnicity, culture, sexual orientation, disability or health condition; and use
inclusive language throughout. Authors should ensure that writing is free from bias,
stereotypes, slang, reference to dominant culture and/or cultural assumptions. We
advise to seek gender neutrality by using plural nouns (“clinicians, patients/clients") as
default/wherever possible to avoid using "he, she,” or "he/she.” We recommend
avoiding the use of descriptors that refer to personal attributes such as age, gender,
race, ethnicity, culture, sexual orientation, disability or health condition unless they are
relevant and valid. When coding terminology is used, we recommend to avoid offensive
or exclusionary terms such as "master”, "slave", "blacklist" and "whitelist". We suggest
using alternatives that are more appropriate and (self-) explanatory such as "primary",
"secondary", "blocklist" and "allowlist". These guidelines are meant as a point of
reference to help identify appropriate language but are by no means exhaustive or

definitive.
Reporting sex- and gender-based analyses
Reporting guidance

For research involving or pertaining to humans, animals or eukaryotic cells,
investigators should integrate sex and gender-based analyses (SGBA) into their
research design according to funder/sponsor requirements and best practices within a
field. Authors should address the sex and/or gender dimensions of their research in
their article. In cases where they cannot, they should discuss this as a limitation to their
research's generalizability. Importantly, authors should explicitly state what definitions
of sex and/or gender they are applying to enhance the precision, rigor and
reproducibility of their research and to avoid ambiguity or conflation of terms and the
constructs to which they refer (see Definitions section below). Authors can refer to
the Sex _and Gender Equity in Research (SAGER) quidelines and the SAGER

guidelines checklist. These offer systematic approaches to the use and editorial review

of sex and gender information in study design, data analysis, outcome reporting and
research interpretation - however, please note there is no single, universally agreed-

upon set of guidelines for defining sex and gender.

Definitions
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Sex generally refers to a set of biological attributes that are associated with
physical and physiological features (e.g., chromosomal genotype, hormonal levels,
internal and external anatomy). A binary sex categorization (male/female) is usually
designated at birth (""'sex assigned at birth"'), most often based solely on the visible
external anatomy of a newborn. Gender generally refers to socially constructed roles,
behaviors, and identities of women, men and gender-diverse people that occur in a
historical and cultural context and may vary across societies and over time. Gender
influences how people view themselves and each other, how they behave and interact
and how power is distributed in society. Sex and gender are often incorrectly portrayed
as binary (female/male or woman/man) and unchanging whereas these constructs
actually exist along a spectrum and include additional sex categorizations and gender
identities such as people who are intersex/have differences of sex development (DSD)
or identify as non-binary. Moreover, the terms ™sex™ and ""gender™ can be
ambiguous&mdash;thus it is important for authors to define the manner in which they

are used. In addition to this definition guidance and the SAGER guidelines,

the resources on this page offer further insight around sex and gender in research

studies.
Author contributions

For transparency, we require corresponding authors to provide co-author
contributions to the manuscript using the relevant CRediT roles. The CRediT
taxonomy includes 14 different roles describing each contributor&rsquo;s specific
contribution to the scholarly output. The roles are: Conceptualization; Data curation;
Formal analysis; Funding acquisition; Investigation; Methodology; Project
administration; Resources; Software; Supervision; Validation; Visualization;
Roles/Writing - original draft; and Writing - review & editing. Note that not all roles may
apply to every manuscript, and authors may have contributed through multiple

roles. More details and an example.

Authorship
All authors should have made substantial contributions to all of the following:

Substantial contributions to the conception or design of the work; or the

acquisition, analysis, or interpretation of data for the work; AND

Drafting the work or revising it critically for important intellectual content; AND
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Final approval of the version to be published; AND

Agreement to be accountable for all aspects of the work in ensuring that
questions related to the accuracy or integrity of any part of the work are appropriately
investigated and resolved.

All authors must have seen and approved the submission of the manuscript and
be willing to take responsibility for the entire manuscript. All persons listed as authors
must meet the criteria for authorship according to the "Uniform Requirements for
Manuscripts Submitted to Biomedical Journals: Writing and Editing for Biomedical

Publication" available at https://www.icmje.org. All four of these conditions must be met

by each author. No additional authors can be added after submission unless editors
receive agreement from all authors and detailed information is supplied as to why the
author list should be amended. Persons who contribute to the effort in supporting roles
should not be included as authors; they should be acknowledged at the end of the

paper (see Acknowledgments below).
Changes to authorship

Authors are expected to consider carefully the Ilist and order of
authors before submitting their manuscript and provide the definitive list of authors at
the time of the original submission. Any addition, deletion or rearrangement of author
names in the authorship list should be made only before the manuscript has been
accepted and only if approved by the journal Editor. To request such a change, the
Editor must receive the following from the corresponding author: (a) the reason for
the change in author list and (b) written confirmation (e-mail, letter) from all authors
that they agree with the addition, removal or rearrangement. In the case of addition or
removal of authors, this includes confirmation from the author being added or removed.

Only in exceptional circumstances will the Editor consider the addition, deletion
or rearrangement of authors after the manuscript has been accepted. While the Editor
considers the request, publication of the manuscript will be suspended. If the
manuscript has already been published in an online issue, any requests approved by

the Editor will result in a corrigendum.
Registration of clinical trials

Registration in a public trials registry is a condition for publication of clinical trials

in this journal in accordance with International Committee of Medical Journal
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Editors recommendations. Trials must register at or before the onset of patient
enrolment. The clinical trial registration number should be included at the end of the
abstract of the article. A clinical trial is defined as any research study that prospectively
assigns human participants or groups of humans to one or more health-related
interventions to evaluate the effects of health outcomes. Health-related interventions
include any intervention used to modify a biomedical or health-related outcome (for
example drugs, surgical procedures, devices, behavioural treatments, dietary
interventions, and process-of-care changes). Health outcomes include any biomedical
or health-related measures obtained in patients or participants, including
pharmacokinetic measures and adverse events. Purely observational studies (those in
which the assignment of the medical intervention is not at the discretion of the

investigator) will not require registration.
Clinical trial results

In line with the position of the International Committee of Medical Journal
Editors, the journal will not consider results posted in the same clinical trials registry in
which primary registration resides to be prior publication if the results posted are
presented in the form of a brief structured (less than 500 words) abstract or table.
However, divulging results in other circumstances (e.g., investors' meetings) is
discouraged and may jeopardise consideration of the manuscript. Authors should fully

disclose all posting in registries of results of the same or closely related work.
Article Transfer Service

This journal uses the Elsevier Article Transfer Service to find the best home for
your manuscript. This means that if an editor feels your manuscript is more suitable for
an alternative journal, you might be asked to consider transferring the manuscript to
such a journal. The recommendation might be provided by a Journal Editor, a

dedicated Scientific  Managing Editor, a tool assisted recommendation, or a

combination. If you agree, your manuscript will be transferred, though you will have the
opportunity to make changes to the manuscript before the submission is complete.
Please note that your manuscript will be independently reviewed by the new

journal. More information.

Copyright
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Upon acceptance of an article, authors will be asked to complete a 'Journal

Publishing Agreement' (see more information on this). An e-mail will be sent to the

corresponding author confirming receipt of the manuscript together with a 'Journal

Publishing Agreement' form or a link to the online version of this agreement.

Subscribers may reproduce tables of contents or prepare lists of articles
including abstracts for internal circulation within their institutions. Permission of the
Publisher is required for resale or distribution outside the institution and for all other
derivative works, including compilations and translations. If excerpts from other
copyrighted works are included, the author(s) must obtain written permission from the
copyright owners and credit the source(s) in the article. Elsevier has preprinted

forms for use by authors in these cases.

For gold open access articles: Upon acceptance of an article, authors will be
asked to complete a 'License Agreement' (more information). Permitted third party

reuse of gold open access articles is determined by the author's choice of user license.
Author rights

As an author you (or your employer or institution) have certain rights to reuse

your work. More information.

Responsible sharing

Find out how you can share your research published in Elsevier journals.

Funding source

You are requested to identify who provided financial support for the conduct of
the research and/or preparation of the article and to briefly describe the role of the
sponsor(s), if any, in study design; in the collection, analysis and interpretation of data;
in the writing of the report; and in the decision to submit the article for publication. If

the funding source(s) had no such involvement, it is recommended to state this.
Open access

Please visit our Open Access page for more information about open access

publishing in this journal.
Language (usage and editing services)

Please write your text in standard, grammatical English (American or British

usage is accepted, but not a mixture of these). Authors who feel their English language
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manuscript may require editing to eliminate possible grammatical or spelling errors and
to conform to correct scientific English may wish to use the English Language Editing

service available from Elsevier's WebShop ( https://webshop.elsevier.com/language-

editing/) or visit our customer support site ( https://service.elsevier.com) for more

information. Such assistance does not guarantee acceptance but may enhance the
review, improve the chance of acceptance, and reduce the time until publication if the

article is accepted.
Submission

Our online submission system guides you stepwise through the process of
entering your article details and uploading your files. The system converts your article
files to a single PDF file used in the peer-review process. Editable files (e.g., Word,
LaTeX) are required to typeset your article for final publication. All correspondence,
including notification of the Editor's decision and requests for revision, is sent by e-
mail.If the manuscript is accepted, the Editors reserve the right to determine whether

it will be published in the print edition or solely in the Internet edition of the Journal.
Submit your article

Please submit your article

via https://www.editorialmanager.com/tripleO/default.aspx.

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 etc.
When preparing tables, if you are using a table grid, use only one grid for each
individual table and not a grid for each row. If no grid 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.
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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 bibliography.

Our LaTeX site has detailed submission instructions, templates and other

information.
Article structure
This section describes the article structure for this journal.
Essential Title Page 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., a 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 refereeing and publication, also post-publication. Ensure 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
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'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
(eg, Virtual Microscope image/s, video clip files, DICOM files, extensive tables, figures,

description of methodology).

Include on the title page any disclosures including funding, disclaimer
statements, presentation/s of the research at conferences/symposia, posting of the

work on a preprint server, website, or other location.
Statement of Clinical Relevance

For Original research and Review 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:

"The risk of postoperative bleeding complications in patients in whom
anticoagulation is continued for dental surgery is 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) https://doi.org/10.1016/].0000.2014.10.011)

Abstract

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 (hnumber 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
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unstructured summary of less than 150 words. No abstract is needed for submissions
to the CPC section.

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 Materials 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 Materials and Methods
section must indicate that the protocol was reviewed by the appropriate institutional
review board (IRB), is 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 animals used

in the study.
Results

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

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.
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 xxxx, yyyy]; the Bill & Melinda Gates Foundation, Seattle, WA [grant number
zzzz]; and the United States Institutes of Peace [grant number aaaa].

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, it is recommended to include

the following sentence:

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

Footnotes

Footnotes should be used sparingly. 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 writing, 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.
References
This section describes the references for this journal.
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
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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.
Reference links

Increased discoverability of research and high quality peer review are ensured
by online links to the sources cited. In order to allow us to create links to abstracting
and indexing services, such as Scopus, Crossref and PubMed, please ensure that data
provided in the references are correct. Please note that incorrect surnames,
journal/book titles, publication year and pagination may prevent link creation. When
copying references, please be careful as they may already contain errors. Use of the
DOl is highly encouraged.

A DOl is guaranteed never to change, so you can use it as a permanent link to
any electronic article. An example of a citation using DOI for an article not yet in an
issue is: VanDecar J.C., Russo R.M., James D.E., Ambeh W.B., Franke M. (2003).
Aseismic continuation of the Lesser Antilles slab beneath northeastern Venezuela.
Journal of Geophysical Research, https://doi.org/10.1029/2001JB000884. Please note
the format of such 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
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Journal names should be abbreviated according to the List of Title Word

Abbreviations: http://www.issn.org/services/online-services/access-to-the-ltwa/.

Artwork
This section describes the artwork for this journal.
Electronic artwork

lllustrations 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 appear.

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
PowerPoint 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 resolutions (typically 72
ppi) will not provide adequate reproduction quality. 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 gridlines and other formatting that do not convey information
(e.g., superfluous use of 3-dimensional formatting, background 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.
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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 https://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 https://www.elsevier.com/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.
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 copyright

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, Symbol, 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.
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* Size the illustrations close to the desired dimensions of the printed version.
» Submit each illustration as a separate file.

A detailed guide on electronic artwork is available on our

website: https://www.elsevier.com/artworkinstructions

You are urged to visit this site; some excerpts from the detailed

information are given here.
Formats

Please 'Save 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 PDF): 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

Number 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
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original source and accompanied by signed, written permission from the copyright

holder (see Permissions below).
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

material 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: https://www.sciencedirect.com. In order to ensure that your submitted

material is directly usable, please provide the data in one of our recommended file
formats. Authors should submit the material in electronic format together with the
article and supply a concise and descriptive caption for each file. For more detailed
instructions please visit our artwork instruction pages

at https://www.elsevier.com/artworkinstructions.

Upload material, figures, and tables for online publication under the submission
item "Supplementary Material" through the Editorial Manager 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 S1, Supplemental Figure S2, etc.

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

Data references
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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), year, 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.
Preprint references

Where a preprint has subsequently become available as a peer-reviewed
publication, the formal publication should be used as the reference. If there are
preprints that are central to your work or that cover crucial developments in the topic,
but are not yet formally published, these may be referenced. Preprints should be
clearly marked as such, for example by including the word preprint, or the name of the
preprint server, as part of the reference. The preprint DOI should also be provided.

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 Jones8 obtained a different

result ....'

List: Number the references in the list in the order in which they appear in the
text.

Examples:
Reference to a journal publication:

1. J. van der Geer, J.A.J. Hanraads, R.A. Lupton, The art of writing a scientific
article, J. Sci. Commun. 163 (2010) 51-59.

Reference to a book:

2. W. Strunk Jr., 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.), Introduction to the Electronic Age, E-
Publishing Inc., New York, 2009, pp. 281-304.
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[dataset] 5. Oguro, M, Imahiro, S, Saito, S, Nakashizuka, T. Mortality data for
Japanese oak wilt disease and surrounding forest compositions, Mendeley Data, v1;
2015. http://dx.doi.org/10.17632/xwj98nb39r.1.

Data visualization

Include interactive data visualizations in your publication and let your readers
interact and engage more closely with your research. Follow the instructions here to
find out about available data visualization options and how to include them with your
article.

Data visualization

Include interactive data visualizations in your publication and let your readers
interact and engage more closely with your research. Follow the instructions here to
find out about available data visualization options and how to include them with your

article.
Virtual Microscope images

The Virtual Microscope is an exciting feature that enables authors to add
detailed slide images to their submissions and enables users to view the slides at their
highest resolution. For more information about this feature, please

see https://www.elsevier.com/researcher/author/tools-and-resources/data-

visualization/virtual-microscope

The slide images would be uploaded into a separate system; after the images
are uploaded into the separate Virtual Microscope system, they will get a number,
which you will then provide at the end of the related figure legends in the manuscript
file: "A high resolution version of this slide is available as eSlide: VMOOxxx." Replace

the xxx with the assigned number.

In case you don't have a slide scanner available, we can arrange for the slides
to be scanned and uploaded for you at no cost at the University of Chicago; when you
contact virtualmicroscope@elsevier.com, let them know if you are interested in that

option.
Imaging Data DICOM Viewer

If your paper contains images generated from DICOM data, you may receive an

invitation from the Section editor(s) after submission inviting you to complement your
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online article by providing volumetric 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 via the "DICOM dataset" submission
category. The recommended size of a single uncompressed dataset is 200 MB 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 before submission. For more information

see: https://www.elsevier.com/about/content-innovation/radiological-data

Video

OOO0O encourages submission of content-rich video files that enhance clinical
relevance/significance. For example, we prefer video clips with content in terms of
demonstration of the technique or procedure discussed in the work and/or more details

about the methodology.

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 video file's content. In order to ensure that your video or animation material is
directly usable, please provide the file in one of our recommended file formats with a
preferred maximum size of 150 MB per file, 1 GB in total. Video and animation files
supplied will be published online in the electronic version of your article in Elsevier Web

products, including ScienceDirect.

Please supply a legend and a 'still' with each video file: 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
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detailed instructions please visit our video instruction pages. Note: 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 material. Authors are responsible for obtaining and uploading any needed
permissions and for clearly and completely identifying any overlapping material 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 https://www.elsevier.com/authors/permission-seeking-quidelines-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 is/are 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.

For more information, refer to https://www.elsevier.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 unique 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
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Announcements must be received by the Editorial 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 organizations; 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.
Research data

This journal encourages and enables you to share data that supports your
research publication where appropriate, and enables you to interlink the data with your
published articles. Research data refers to the results of observations or
experimentation that validate research findings, which may also include software,
code, models, algorithms, protocols, methods and other useful materials related to the

project.

Below are a number of ways in which you can associate data with your article
or make a statement about the availability of your data when submitting your
manuscript. If you are sharing data in one of these ways, you are encouraged to cite
the data in your manuscript and reference list. Please refer to the "References" section
for more information about data citation. For more information on depositing, sharing

and using research data and other relevant research materials, visit the research data

page.

Data linking

If you have made your research data available in a data repository, you can link
your article directly to the dataset. Elsevier collaborates with a number of repositories
to link articles on ScienceDirect with relevant repositories, giving readers access to

underlying data that gives them a better understanding of the research described.

There are different ways to link your datasets to your article. When available,
you can directly link your dataset to your article by providing the relevant information

in the submission system. For more information, visit the database linking page.

For supported data repositories a repository banner will automatically appear

next to your published article on ScienceDirect.
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In addition, you can link to relevant data or entities through identifiers within the
text of your manuscript, using the following format: Database: xxxx (e.g., TAIR:
AT1G01020; CCDC: 734053; PDB: 1XFN).

Research elements

This journal enables you to publish research objects related to your original
research -- such as data, methods, protocols, software and hardware -- as an

additional paper in a Research Elements journal.

Research Elements is a suite of peer-reviewed, open access journals which
make your research objects findable, accessible and reusable. Articles place research
objects into context by providing detailed descriptions of objects and their application,
and linking to the associated original research articles. Research Elements articles can

be prepared by you, or by one of your collaborators.

During submission, you will be alerted to the opportunity to prepare and submit

a manuscript to one of the Research Elements journals.

More information can be found on the Research Elements page.

Data statement

To foster transparency, we encourage you to state the availability of your data
in your submission. This may be a requirement of your funding body or institution. If
your data is unavailable to access or unsuitable to post, you will have the opportunity
to indicate why during the submission process, for example by stating that the research
data is confidential. The statement will appear with your published article on

ScienceDirect. For more information, visit the Data Statement page.

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:

___ Letter of submission, to include disclosure of any previous publications or

submissions with any overlapping information
___Statement of clinical relevance (uploaded separately)

___Title page
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___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), and/or 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
___Atrticle 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)

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

___Signed permission to reproduce any previously published material, 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 visit our customer support site

at https://service.elsevier.com.

After acceptance

Proofs
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Corresponding authors will receive an e-mail with a link to our online proofing
system, allowing annotation and correction of proofs online. The environment is similar
to MS Word: in addition to editing text, you can also comment on figures/tables and
answer questions from the Copy Editor. Web-based proofing provides a faster and less
error-prone process by allowing you to directly type your corrections, eliminating the
potential introduction of errors. If preferred, you can still choose to annotate and upload
your edits on the PDF version. All instructions for proofing will be given in the e-mail
we send to authors, including alternative methods to the online version and PDF. We
will do everything possible to get your article published quickly and accurately. 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. 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
Author Inquiries

Visit the Elsevier 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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ANEXO B —Instrucdes aos autores preconizadas pelo periédico Cancer

Epidemiology

Before you begin
Your Paper Your Way

Cancer Epidemiology differentiates between the requirements for new and
revised submissions. You may choose to submit your manuscript as a single Word or
PDF file to be used in the refereeing process. Only when your paper is at the revision
stage, will you be requested to put your paper in to a 'correct format' for acceptance

and provide the items required for the publication of your article.
To find out more, please visit the Preparation section below.
Introduction
Types of Articles
Cancer Epidemiology accepts the following article types for publication:

Original Research Articles: Research articles which have not been published
previously, except in a preliminary form, may be submitted as original full-length
research papers. Research articles must contain a structured abstract of 250-300
words or less, a list of up to five keywords, and are limited to 3,000 words. Authors
whose manuscript exceeds 3,000 words must explain why in their covering letter.

There is a limit of 6 tables and 6 figures.

Reviews and meta-analyses: Cancer Epidemiology welcomes reviews and
meta-analyses that critically assess topical fields, particularly those that include the
authors' own data. Review articles must contain an unstructured abstract of 250-300
words or less, a list of up to five keywords, and are limited to 5,000 words. Authors
whose manuscript exceeds 5,000 words must explain why in their covering letter.

There is a limit of 6 tables and 6 figures.

Short reports/communications: Should provide a brief but complete account
of an original piece of work. Short reports must contain a structured abstract of 150-
200 words or less, have no more than 15 references, a maximum of two tables and

one figure, and should not exceed 1,500 words. Providing the opportunity to succinctly
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summarize data collection methods and cancer patterns, short reports from regional

and local registries with limited resources are also included in this category.

Commentaries and editorials: Authors who are considering submitting a
commentary should contact the Editorial Office with a brief outline of the proposed

contribution (cancerepi@elsevier.com) before submission. Commentaries and

editorials have no abstract and no keywords, and are usually restricted to 1500 words,

up to 10 references and up to 2 tables or figures.

Letters to the Editor: These are welcome, but must be closely related to
previously published work in Cancer Epidemiology; no other (unrelated) letters will be
considered. Letters have a maximum of 1,000 words, up to five references, and one

table or figure.

Cancer Epidemiology welcomes the inclusion of critical analyses of freely
available datasets in all submission categories, particularly when this aids
interpretation of findings from the authors own study. However, studies based on freely
available data that have no clear purpose and/or no novelty will not be considered. In
addition, if authors submit a report that is solely based on freely available data, but
does not include author(s) from the locations and/or the discipline(s) included, they

must explain why in their covering letter.

After reading this Guide for Authors, which provides more detailed formatting

instructions, please visit our online submission system to submit your manuscript.

Submission checklist

You can use this list to carry out a final check of your submission before you
send it to the journal for review. Please check the relevant section in this Guide for

Authors for more details.
Ensure that the following items are present:

One author has been designated as the corresponding author with contact
details:

E-mail address
Full postal address
All necessary files have been uploaded:

Manuscript
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Include keywords
All figures (include relevant captions)
All tables (including titles, description, footnotes)

Ensure all figure and table citations in the text match the files provided

&bull; Indicate clearly if color should be used for any figures in print
Graphical Abstracts / Highlights files (where applicable)
Supplemental files (where applicable)

Further considerations:
Manuscript has been 'spell checked' and ‘'grammar checked'

All references mentioned in the Reference List are cited in the text, and vice

versa

Permission has been obtained for use of copyrighted material from other

sources (including the Internet)

A competing interests statement is provided, even if the authors have no

competing interests to declare
Journal policies detailed in this guide have been reviewed

Referee suggestions and contact details provided, based on journal

requirements

For further information, visit our Support Center.

Ethics in publishing

Please see our information on Ethics in publishing.

Ethics

Work on human beings that is submitted to Cancer Epidemiology should comply
with the principles laid down in the Declaration of Helsinki; Recommendations guiding
physicians in biomedical research involving human subjects. Adopted by the 18th
World Medical Assembly, Helsinki, Finland, June 1964, amended by the 29th World
Medical Assembly, Tokyo, Japan, October 1975, the 35th World Medical Assembly,
Venice, Italy, October 1983, and the 41st World Medical Assembly, Hong Kong,
September 1989. The manuscript should contain a statement that the work has been
approved by the appropriate ethical committees related to the institution(s) in which it
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was performed and that subjects gave informed consent to the work. Studies involving
experiments with animals must state that their care was in accordance with institution
guidelines. Patients' and volunteers' names, initials, and hospital numbers should not

be used.

Observational studies must comply with the guidelines for reporting as outlined
in the STROBE statement (von EIm et al. The Strengthening the Reporting of
Observational Studies in Epidemiology (STROBE) statement: guidelines for reporting
observational studies. Lancet 2007; 370:1453-7). More information can be found

at http://www.strobe-statement.org/.

Policy on funding by tobacco companies

Cancer Epidemiology will not consider manuscripts that have been supported
either directly or indirectly by tobacco companies.

Declaration of interest

All authors must disclose any financial and personal relationships with other
people or organizations that could inappropriately influence (bias) their work. Examples
of potential competing interests include employment, consultancies, stock ownership,
honoraria, paid expert testimony, patent applications/registrations, and grants or other
funding. Authors must disclose any interests in two places: 1. A summary declaration
of interest statement in the title page file (if double anonymized) or the manuscript file
(if single anonymized). If there are no interests to declare then please state this:
'‘Declarations of interest: none'. 2. Detailed disclosures as part of a separate
Declaration of Interest form, which forms part of the journal's official records. It is
important for potential interests to be declared in both places and that the information

matches. More information.

Declaration of generative Al in scientific writing

The below guidance only refers to the writing process, and not to the use of Al
tools to analyse and draw insights from data as part of the research process.

Where authors use generative atrtificial intelligence (Al) and Al-assisted
technologies in the writing process, authors should only use these technologies to
improve readability and language. Applying the technology should be done with human
oversight and control, and authors should carefully review and edit the result, as Al

can generate authoritative-sounding output that can be incorrect, incomplete or biased.
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Al and Al-assisted technologies should not be listed as an author or co-author, or be
cited as an author. Authorship implies responsibilities and tasks that can only be

attributed to and performed by humans, as outlined in Elsevier's Al policy for authors.

Authors should disclose in their manuscript the use of Al and Al-assisted
technologies in the writing process by following the instructions below. A statement will
appear in the published work. Please note that authors are ultimately responsible and

accountable for the contents of the work.
Disclosure instructions

Authors must disclose the use of generative Al and Al-assisted technologies in
the writing process by adding a statement at the end of their manuscript in the core
manuscript file, before the References list. The statement should be placed in a new
section entitled 'Declaration of Generative Al and Al-assisted technologies in the

writing process'

Statement: During the preparation of this work the author(s) used [NAME TOOL
/ SERVICE] in order to [REASON]. After using this tool/service, the author(s) reviewed
and edited the content as needed and take(s) full responsibility for the content of the

publication

This declaration does not apply to the use of basic tools for checking grammar,
spelling, references etc. If there is nothing to disclose, there is no need to add a

statement.
Submission declaration and verification

Submission of an article implies that the work described has not been published
previously (except in the form of an abstract, a published lecture or academic thesis,

see 'Multiple, redundant or concurrent publication' for more information), that it is not

under consideration for publication elsewhere, that its publication is approved by all
authors and tacitly or explicitly by the responsible authorities where the work was
carried out, and that, if accepted, it will not be published elsewhere in the same form,
in English or in any other language, including electronically without the written consent
of the copyright-holder. To verify compliance, your article may be checked by Crossref

Similarity Check and other originality or duplicate checking software.

Preprints


https://www.elsevier.com/about/policies/publishing-ethics#Authors
https://www.elsevier.com/about/policies/publishing-ethics#Authors
https://www.elsevier.com/editors/perk/plagiarism-complaints/plagiarism-detection
https://www.elsevier.com/editors/perk/plagiarism-complaints/plagiarism-detection

118

Please note that preprints can be shared anywhere at any time, in line with

Elsevier's sharing policy. Sharing your preprints e.g. on a preprint server will not count

as prior publication (see 'Multiple, redundant or_concurrent publication' for more

information).
Preprint posting on SSRN

In support of Open Science, this journal offers its authors a free preprint posting

service. Preprints provide early registration and dissemination of your research, which
facilitates early citations and collaboration.

During submission to Editorial Manager, you can choose to release your
manuscript publicly as a preprint on the preprint server SSRN once it enters peer-
review with the journal. Your choice will have no effect on the editorial process or
outcome with the journal. Please note that the corresponding author is expected to
seek approval from all co-authors before agreeing to release the manuscript publicly
on SSRN.

You will be notified via email when your preprint is posted online and a Digital
Object Identifier (DOI) is assigned. Your preprint will remain globally available free to

read whether the journal accepts or rejects your manuscript.

For more information about posting to SSRN, please consult the SSRN Terms
of Use and FAQs.

Use of inclusive language

Inclusive language acknowledges diversity, conveys respect to all people, is
sensitive to differences, and promotes equal opportunities. Content should make no
assumptions about the beliefs or commitments of any reader; contain nothing which
might imply that one individual is superior to another on the grounds of age, gender,
race, ethnicity, culture, sexual orientation, disability or health condition; and use
inclusive language throughout. Authors should ensure that writing is free from bias,
stereotypes, slang, reference to dominant culture and/or cultural assumptions. We
advise to seek gender neutrality by using plural nouns (“clinicians, patients/clients") as
default/wherever possible to avoid using "he, she,” or "he/she." We recommend
avoiding the use of descriptors that refer to personal attributes such as age, gender,
race, ethnicity, culture, sexual orientation, disability or health condition unless they are

relevant and valid. When coding terminology is used, we recommend to avoid offensive
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or exclusionary terms such as "master”, "slave", "blacklist" and "whitelist". We suggest
using alternatives that are more appropriate and (self-) explanatory such as "primary",
"secondary", "blocklist" and "allowlist". These guidelines are meant as a point of
reference to help identify appropriate language but are by no means exhaustive or

definitive.
Reporting sex- and gender-based analyses
Reporting guidance

For research involving or pertaining to humans, animals or eukaryotic cells,
investigators should integrate sex and gender-based analyses (SGBA) into their
research design according to funder/sponsor requirements and best practices within a
field. Authors should address the sex and/or gender dimensions of their research in
their article. In cases where they cannot, they should discuss this as a limitation to their
research's generalizability. Importantly, authors should explicitly state what definitions
of sex and/or gender they are applying to enhance the precision, rigor and
reproducibility of their research and to avoid ambiguity or conflation of terms and the
constructs to which they refer (see Definitions section below). Authors can refer to
the Sex _and Gender Equity in Research (SAGER) qguidelines and the SAGER

guidelines checklist. These offer systematic approaches to the use and editorial review

of sex and gender information in study design, data analysis, outcome reporting and
research interpretation - however, please note there is no single, universally agreed-

upon set of guidelines for defining sex and gender.
Definitions

Sex generally refers to a set of biological attributes that are associated with
physical and physiological features (e.g., chromosomal genotype, hormonal levels,

internal and external anatomy). A binary sex categorization (male/female) is usually

designated at birth (""sex assigned at birth""), most often based solely on the visible
external anatomy of a newborn. Gender generally refers to socially constructed roles,
behaviors, and identities of women, men and gender-diverse people that occur in a
historical and cultural context and may vary across societies and over time. Gender
influences how people view themselves and each other, how they behave and interact
and how power is distributed in society. Sex and gender are often incorrectly portrayed

as binary (female/male or woman/man) and unchanging whereas these constructs
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actually exist along a spectrum and include additional sex categorizations and gender

identities such as people who are intersex/have differences of sex development (DSD)

or identify as non-binary. Moreover, the terms "'sex™ and "gender™ can be

ambiguous&mdash;thus it is important for authors to define the manner in which they
are used. In addition to this definition guidance and the SAGER guidelines,

the resources on this page offer further insight around sex and gender in research

studies.
Authorship Contribution

The contribution of each author must be documented in a separate file and
uploaded with your manuscript and Conflict of Interest statement. Cancer
Epidemiology adheres to the guidelines adopted by the International Committee of
Medical Journal Editors ("Uniform requirements for manuscripts submitted to
biomedical journals”, available from https://www.icmje.org). According to the

guidelines, authorship should be based on: 1) substantial contributions to conception
and design, acquisition of data, or analysis and interpretation of data; 2) drafting the
article or revising it critically for important intellectual content; and 3) final approval of
the version to be published.

Author contributions

For transparency, we require corresponding authors to provide co-author
contributions to the manuscript using the relevant CRediT roles. The CRediT
taxonomy includes 14 different roles describing each contributor&rsquo;s specific
contribution to the scholarly output. The roles are: Conceptualization; Data curation;
Formal analysis; Funding acquisition; Investigation; Methodology; Project
administration; Resources; Software; Supervision; Validation; Visualization;
Roles/Writing - original draft; and Writing - review & editing. Note that not all roles may
apply to every manuscript, and authors may have contributed through multiple

roles. More details and an example.

Changes to authorship

Authors are expected to consider carefully the Ilist and order of
authors before submitting their manuscript and provide the definitive list of authors at
the time of the original submission. Any addition, deletion or rearrangement of author

names in the authorship list should be made only before the manuscript has been
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accepted and only if approved by the journal Editor. To request such a change, the
Editor must receive the following from the corresponding author: (a) the reason for
the change in author list and (b) written confirmation (e-mail, letter) from all authors
that they agree with the addition, removal or rearrangement. In the case of addition or
removal of authors, this includes confirmation from the author being added or removed.

Only in exceptional circumstances will the Editor consider the addition, deletion
or rearrangement of authors after the manuscript has been accepted. While the Editor
considers the request, publication of the manuscript will be suspended. If the
manuscript has already been published in an online issue, any requests approved by

the Editor will result in a corrigendum.
Clinical trial results

In line with the position of the International Committee of Medical Journal
Editors, the journal will not consider results posted in the same clinical trials registry in
which primary registration resides to be prior publication if the results posted are
presented in the form of a brief structured (less than 500 words) abstract or table.
However, divulging results in other circumstances (e.g., investors’ meetings) is
discouraged and may jeopardise consideration of the manuscript. Authors should fully

disclose all posting in registries of results of the same or closely related work.
Article Transfer Service

This journal uses the Elsevier Article Transfer Service to find the best home for
your manuscript. This means that if an editor feels your manuscript is more suitable for
an alternative journal, you might be asked to consider transferring the manuscript to
such a journal. The recommendation might be provided by a Journal Editor, a
dedicated Scientific Managing Editor, a tool assisted recommendation, or a

combination. If you agree, your manuscript will be transferred, though you will have the
opportunity to make changes to the manuscript before the submission is complete.
Please note that your manuscript will be independently reviewed by the new

journal. More information.

Copyright

Upon acceptance of an article, authors will be asked to complete a 'Journal
Publishing Agreement' (see more _information on this). An e-mail will be sent to the
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corresponding author confirming receipt of the manuscript together with a 'Journal

Publishing Agreement' form or a link to the online version of this agreement.

Subscribers may reproduce tables of contents or prepare lists of articles
including abstracts for internal circulation within their institutions. Permission of the
Publisher is required for resale or distribution outside the institution and for all other
derivative works, including compilations and translations. If excerpts from other
copyrighted works are included, the author(s) must obtain written permission from the
copyright owners and credit the source(s) in the article. Elsevier has preprinted

forms for use by authors in these cases.

For gold open access articles: Upon acceptance of an article, authors will be

asked to complete a 'License Agreement' (more information). Permitted third party

reuse of gold open access articles is determined by the author's choice of user license.
Author rights

As an author you (or your employer or institution) have certain rights to reuse

your work. More information.

Responsible sharing

Find out how you can share your research published in Elsevier journals.

Funding source

You are requested to identify who provided financial support for the conduct of
the research and/or preparation of the article and to briefly describe the role of the
sponsor(s), if any, in study design; in the collection, analysis and interpretation of data;
in the writing of the report; and in the decision to submit the article for publication. If

the funding source(s) had no such involvement, it is recommended to state this.
Randomised Controlled Trials

All  randomised controlled trials submitted for publication in Cancer
Epidemiology should include a completed Consolidated Standards of Reporting Trials
(CONSORT) flow chart. Please refer to the CONSORT statement website

at https://www.goodreports.org/reporting-checklists/consort/ for more information.

Cancer Epidemiology has adopted the proposal from the International Committee of
Medical Journal Editors (ICMJE) which require, as a condition of consideration for
publication of clinical trials, registration in a public trials registry. Trials must register at
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or before the onset of patient enrolment. The clinical trial registration number should
be included at the end of the abstract of the article. For this purpose, a clinical trial is
defined as any research study that prospectively assigns human participants or groups
of humans to one or more health-related interventions to evaluate the effects of health
outcomes. Health-related interventions include any intervention used to modify a
biomedical or health-related outcome (for example drugs, surgical procedures,
devices, behavioural treatments, dietary interventions, and process-of-care changes).
Health outcomes include any biomedical or health-related measures obtained in
patients or participants, including pharmacokinetic measures and adverse events.
Purely observational studies (those in which the assignment of the medical intervention
is not at the discretion of the investigator) will not require registration. Further

information can be found at https://www.icmje.org.

Open access

Please visit our Open Access page for more information about open access

publishing in this journal.
Language

Please write your text in good English (American or British usage is accepted,
but not a mixture of these). Authors who feel their English language manuscript may
require editing to eliminate possible grammatical or spelling errors and to conform to

correct scientific English may wish to use the Language Editing service available from

Elsevier's Language Services.
Submission

Our online submission system guides you stepwise through the process of
entering your article details and uploading your files. The system converts your article
files to a single PDF file used in the peer-review process. Editable files (e.g., Word,
LaTeX) are required to typeset your article for final publication. All correspondence,
including notification of the Editor's decision and requests for revision, is sent by e-

mail.
Submit your article

Please submit your article

via https://www.editorialmanager.com/canep/default.aspx.
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Referees

Please submit the names and institutional e-mail addresses of several potential
referees. Please do not recommend referees that you have collaborated or written
papers with in the last five years. For more details, visit our Support site. Note that the

editor retains the sole right to decide whether or not the suggested reviewers are used.
Preparation
Queries

For questions about the editorial process (including the status of manuscripts

under review) or for technical support on submissions, please visit our Support Center.

New submissions

Submission to this journal proceeds totally online and you will be guided
stepwise through the creation and uploading of your files. The system automatically

converts your files to a single PDF file, which is used in the peer-review process.

As part of the Your Paper Your Way service, you may choose to submit your
manuscript as a single file to be used in the refereeing process. This can be a PDF file
or a Word document, in any format or lay-out that can be used by referees to evaluate
your manuscript. It should contain high enough quality figures for refereeing. If you
prefer to do so, you may still provide all or some of the source files at the initial
submission. Please note that individual figure files larger than 10 MB must be uploaded

separately.
References

There are no strict requirements on reference formatting at submission.
References can be in any style or format as long as the style is consistent. Where
applicable, author(s) name(s), journal title/book title, chapter title/article title, year of
publication, volume number/book chapter and the article number or pagination must
be present. Use of DOI is highly encouraged. The reference style used by the journal
will be applied to the accepted article by Elsevier at the proof stage. Note that missing

data will be highlighted at proof stage for the author to correct.

Figures and tables
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Please ensure the figures and the tables included in the single file are placed
next to the relevant text in the manuscript, rather than at the bottom or the top of the

file. The corresponding caption should be placed directly below the figure or table.
Peer review

This journal operates a single anonymized review process. All contributions will
be initially assessed by the editor for suitability for the journal. Papers deemed suitable
are then typically sent to a minimum of two independent expert reviewers to assess
the scientific quality of the paper. The Editor is responsible for the final decision
regarding acceptance or rejection of articles. The Editor's decision is final. Editors are
not involved in decisions about papers which they have written themselves or have
been written by family members or colleagues or which relate to products or services
in which the editor has an interest. Any such submission is subject to all of the journal's
usual procedures, with peer review handled independently of the relevant editor and

their research groups. More information on types of peer review.

Revised submissions
This section describes the revised submissions process for this journal.
Use of word processing software

Regardless of the file format of the original submission, at revision you must
provide us with an editable file of the entire article. Keep the layout of the text as simple
as possible. Most formatting codes will be removed and replaced on processing the
article. The electronic text should be prepared in a way very similar to that of

conventional manuscripts (see also the Guide to Publishing with Elsevier). 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.
Article structure
This section describes the article structure for this journal.
Sections

Divide your article into clearly defined and numbered sections. Subsections
should be numbered 1.1 (then 1.1.1, 1.1.2, ...), 1.2, etc. (the abstract is not included in

section numbering). Use this numbering also for internal cross-referencing: do not just
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refer to 'the text'. Any subsection may be given a brief heading. Each heading should
appear on its own separate line.

Introduction

State the objectives of the work and provide an adequate background, avoiding

a detailed literature survey or a summary of the results.
Material and methods

Provide sufficient details to allow the work to be reproduced by an independent
researcher. Methods that are already published should be summarized, and indicated
by a reference. If quoting directly from a previously published method, use quotation
marks and also cite the source. Any modifications to existing methods should also be

described.
Theory/calculation

A Theory section should extend, not repeat, the background to the article
already dealt with in the Introduction and lay the foundation for further work. In contrast,

a Calculation section represents a practical development from a theoretical basis.
Results
Results should be clear and concise.
Discussion

This should explore the significance of the results of the work, not repeat them.
A combined Results and Discussion section is often appropriate. Avoid extensive

citations and discussion of published literature.
Conclusions

The main conclusions of the study may be presented in a short Conclusions
section, which may stand alone or form a subsection of a Discussion or Results and

Discussion section.
Appendices

If there is more than one appendix, they should be identified as A, B, etc.
Formulae and equations in appendices should be given separate numbering: Eq. (A.1),
Eq. (A.2), etc.; in a subsequent appendix, Eg. (B.1) and so on. Similarly for tables and
figures: Table A.1; Fig. A.1, etc.
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Essential title page information

Title. Concise and informative. Titles are often used in information-retrieval

systems. Avoid abbreviations and formulae where possible.

Author names and affiliations. Please clearly indicate the given name(s) and
family name(s) of each author and check that all names are accurately spelled. You
can add your name between parentheses in your own script behind the English
transliteration. 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 refereeing and publication, also post-publication. This responsibility includes
answering any future queries about Methodology and Materials. Ensure that the e-
mail address is given and that contact details are 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.
Word Count

Please include word count details on the title page of your manuscript. This
should be a summary of the word counts of the abstract, the total manuscript (excluding
references, tables and figures), and the word count for the highlights (highlights should

be no more than 80 characters).
Highlights

Highlights are mandatory for this journal as they help increase the
discoverability of your article via search engines. They consist of a short collection of
bullet points that capture the novel results of your research as well as new methods
that were used during the study (if any). Please have a look at the example Highlights.
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Highlights should be submitted in a separate editable file in the online
submission system. Please use 'Highlights' in the file name and include 3 to 5 bullet

points (maximum 85 characters, including spaces, per bullet point).
Abstract

Cancer Epidemiology requires a structured abstract for original research
papers (maximum 250-300 words), short communications and descriptive short
communications from local or regional registries (maximum 150-200
words). Please use these headings for your abstract: Background, Methods, Results,

Conclusion.
Cancer Epidemiology requires unstructured abstracts for reviews.

Non standard abbreviations must not be used in Cancer Epidemiology
abstracts (structured or unstructured). Letters, Commentaries and Editorials do not

require abstracts.
Graphical abstract

Although a graphical abstract is optional, its use is encouraged as it draws more
attention to the online article. The graphical abstract should summarize the contents
of the article in a concise, pictorial form designed to capture the attention of a wide
readership. Graphical abstracts should be submitted as a separate file in the online
submission system. Image size: Please provide an image with a minimum of 531 x
1328 pixels (h x w) or proportionally more. The image should be readable at a size of
5 x 13 cm using a regular screen resolution of 96 dpi. Preferred file types: TIFF, EPS,

PDF or MS Office files. You can view Example Graphical Abstracts on our information

site.
Keywords

Immediately after the abstract provide a maximum of five keywords, to be
chosen from the Medical Subject Headings from Index Medicus. These keywords will
be used for indexing purposes.

Abbreviations

Define abbreviations that are not standard in this field in a footnote to be placed

on the first page of the article. Such abbreviations that are unavoidable in the abstract
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must be defined at their first mention there, as well as in the footnote. Ensure

consistency of abbreviations throughout the article.
Acknowledgements

Collate acknowledgements 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. List here those individuals who provided help during the research

(e.g., providing language help, writing assistance or proof reading the article, etc.).
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 xxxx, yyyy]; the Bill & Melinda Gates Foundation, Seattle, WA [grant number

zzzz]; and the United States Institutes of Peace [grant number aaaa].

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, it is recommended to include

the following sentence:

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.
Math formulae

Please submit math equations as editable text and not as images. Present
simple formulae in line with normal text where possible and use the solidus (/) instead
of a horizontal line for small fractional terms, e.g., X/Y. In principle, variables are to be
presented in italics. Powers of e are often more conveniently denoted by exp. Number
consecutively any equations that have to be displayed separately from the text (if

referred to explicitly in the text).
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Footnotes

Footnotes should be used sparingly. 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.
Artwork
This section describes the artwork for this journal.
Electronic 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, Symbol, or use 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 separately.
Size the illustrations close to the desired dimensions of the published version.
Submit each illustration as a separate file.

Ensure that color images are accessible to all, including those with impaired

color vision.

A detailed quide on electronic artwork is available.

You are urged to visit this site; some excerpts from the detailed

information are given here.
Formats

If your electronic artwork is created in a Microsoft Office application (Word,

PowerPoint, Excel) then please supply ‘as is' in the native document format.

Regardless of the application used other than Microsoft Office, when your

electronic artwork is finalized, please 'Save as' or convert the images to one of the
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following formats (note the resolution requirements for line drawings, halftones, and

line/halftone combinations given below):
EPS (or PDF): Vector drawings, embed all used fonts.

TIFF (or JPEG): Color or grayscale photographs (halftones), keep to a minimum
of 300 dpi.

TIFF (or JPEG): Bitmapped (pure black &amp; white pixels) line drawings, keep
to a minimum of 1000 dpi.

TIFF (or JPEG): Combinations bitmapped line/half-tone (color or grayscale),

keep to a minimum of 500 dpi.
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.
Color artwork

Please make sure that artwork files are in an acceptable format (TIFF (or
JPEG), EPS (or PDF), or MS Office files) and with the correct resolution. 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 online (e.g., ScienceDirect
and other sites) regardless of whether or not these illustrations are reproduced in color
in the printed version. For color reproduction in print, you will receive information
regarding the costs from Elsevier after receipt of your accepted article. Please

indicate your preference for color: in print or online only. Further information on the

preparation of electronic artwork.

Figure captions

Ensure that each illustration has a caption. Supply captions separately, not
attached to the figure. A caption should comprise a brief title (not on the figure itself)
and a description of the illustration. Keep text in the illustrations themselves to a

minimum but explain all symbols and abbreviations used.

Tables
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Please submit tables as editable text and not as images. Tables can be placed
either next to the relevant text in the article, or on separate page(s) at the end. Number
tables consecutively in accordance with their appearance in the text and place any
table notes below the table body. Be sparing in the use of tables and ensure that the
data presented in them do not duplicate results described elsewhere in the article.

Please avoid using vertical rules and shading in table cells.
References
This section describes the references for this journal.
Citation in 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 recommended in the
reference list, but may be mentioned in the text. If these references are included in the
reference list they should follow the standard reference style of the journal and should
include a substitution of the publication date with either 'Unpublished results' or
'Personal communication'. Citation of a reference as 'in press' implies that the item has

been accepted for publication.
Reference links

Increased discoverability of research and high quality peer review are ensured
by online links to the sources cited. In order to allow us to create links to abstracting
and indexing services, such as Scopus, Crossref and PubMed, please ensure that data
provided in the references are correct. Please note that incorrect surnames,
journal/book titles, publication year and pagination may prevent link creation. When
copying references, please be careful as they may already contain errors. Use of the

DOl is highly encouraged.

A DOl is guaranteed never to change, so you can use it as a permanent link to
any electronic article. An example of a citation using DOI for an article not yet in an
issue is: VanDecar J.C., Russo R.M., James D.E., Ambeh W.B., Franke M. (2003).
Aseismic continuation of the Lesser Antilles slab beneath northeastern Venezuela.
Journal of Geophysical Research, https://doi.org/10.1029/2001JB000884. Please note
the format of such citations should be in the same style as all other references in the

paper.
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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.
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), year, 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.
Preprint references

Where a preprint has subsequently become available as a peer-reviewed
publication, the formal publication should be used as the reference. If there are
preprints that are central to your work or that cover crucial developments in the topic,
but are not yet formally published, these may be referenced. Preprints should be
clearly marked as such, for example by including the word preprint, or the name of the
preprint server, as part of the reference. The preprint DOI should also be provided.

References in a special issue

Please ensure that the words 'this issue' are added to any references in the list

(and any citations in the text) to other articles in the same Special Issue.
Reference management software

Most Elsevier journals have their reference template available in many of the
most popular reference management software products. These include all products

that support Citation Style Language styles, such as Mendeley. Using citation plug-ins

from these products, authors only need to select the appropriate journal template when
preparing their article, after which citations and bibliographies will be automatically
formatted in the journal's style. If no template is yet available for this journal, please
follow the format of the sample references and citations as shown in this Guide. If you
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use reference management software, please ensure that you remove all field codes

before submitting the electronic manuscript. More information on how to remove field

codes from different reference management software.

Reference style

Text: Indicate references by number(s) in square brackets in line with 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 Jones [8] obtained a different

result ....'

List: Number the references (numbers in square brackets) in the list in the order

in which they appear in the text.
Examples:
Reference to a journal publication:

[1] J. van der Geer, J.A.J. Hanraads, R.A. Lupton, The art of writing a scientific
article, J. Sci. Commun. 163 (2010) 51-59. https://doi.org/10.1016/j.Sc.2010.00372.

Reference to a journal publication with an article number:

[2] J. van der Geer, J.A.J. Hanraads, R.A. Lupton, 2018. The art of writing a
scientific article. Heliyon. 19, e00205. https://doi.org/10.1016/j.heliyon.2018.e00205.

Reference to a book:

[3] W. Strunk Jr., E.B. White, The Elements of Style, fourth ed., Longman, New
York, 2000.

Reference to a chapter in an edited book:

[4] G.R. Mettam, L.B. Adams, How to prepare an electronic version of your
article, in: B.S. Jones, R.Z. Smith (Eds.), Introduction to the Electronic Age, E-
Publishing Inc., New York, 2009, pp. 281-304.

Reference to a website:

[5] Cancer Research UK, Cancer statistics reports for the UK.
http://www.cancerresearchuk.org/aboutcancer/statistics/cancerstatsreport/, 2003
(accessed 13 March 2003).

Reference to a dataset:
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[dataset] [6] M. Oguro, S. Imahiro, S. Saito, T. Nakashizuka, Mortality data for
Japanese oak wilt disease and surrounding forest compositions, Mendeley Data, v1,
2015. https://doi.org/10.17632/xwj98nb39r.1.

Reference to software:

[7] E. Coon, M. Berndt, A. Jan, D. Svyatsky, A. Atchley, E. Kikinzon, D. Harp,
G. Manzini, E. Shelef, K. Lipnikov, R. Garimella, C. Xu, D. Moulton, S. Karra, S.
Painter, E. Jafarov, S. Molins, Advanced Terrestrial Simulator (ATS) v0.88 (Version
0.88), Zenodo, March 25, 2020. https://doi.org/10.5281/zenodo.3727209.

Journal abbreviations

Journal names should be abbreviated according to the List of Title Word

Abbreviations.

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 video file's content. In order to ensure that your video or animation material is
directly usable, please provide the file in one of our recommended file formats with a
preferred maximum size of 150 MB per file, 1 GB in total. 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. Note: 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.
Data visualization

Include interactive data visualizations in your publication and let your readers

interact and engage more closely with your research. Follow the instructions here to
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https://www.issn.org/services/online-services/access-to-the-ltwa/
https://www.sciencedirect.com/
https://www.elsevier.com/about/policies-and-standards/author/artwork-and-media-instructions
https://www.elsevier.com/researcher/author/tools-and-resources/data-visualization

136

find out about available data visualization options and how to include them with your

article.
Supplementary material

Supplementary material such as applications, images and sound clips, can be
published with your article to enhance it. Submitted supplementary items are published
exactly as they are received (Excel or PowerPoint files will appear as such online).
Please submit your material together with the article and supply a concise, descriptive
caption for each supplementary file. If you wish to make changes to supplementary
material during any stage of the process, please make sure to provide an updated file.
Do not annotate any corrections on a previous version. Please switch off the "Track

Changes' option in Microsoft Office files as these will appear in the published version.
Revised Manuscripts

Authors who have been asked to revise their manuscript by the Editors should
submit a file which clearly shows the changes that have been made using the 'track
changes' function or text highlighting, and a clean copy of the revised manuscript (i.e.
a file which contains the revised manuscript without any highlighting). Authors are
requested not to upload a copy of the original manuscript when they submit their
revised manuscript. Authors are also asked to revise their manuscript within 60 days,
unless otherwise agreed with the Editors. Manuscripts that are not revised within this
timeframe may be considered as new submissions by the Editorial Team if they are

subsequently re-submitted to the journal.
Research data

This journal encourages and enables you to share data that supports your
research publication where appropriate, and enables you to interlink the data with your
published articles. Research data refers to the results of observations or
experimentation that validate research findings, which may also include software,
code, models, algorithms, protocols, methods and other useful materials related to the

project.

Below are a number of ways in which you can associate data with your article
or make a statement about the availability of your data when submitting your
manuscript. If you are sharing data in one of these ways, you are encouraged to cite

the data in your manuscript and reference list. Please refer to the "References" section



137

for more information about data citation. For more information on depositing, sharing

and using research data and other relevant research materials, visit the research data

page.

Data linking

If you have made your research data available in a data repository, you can link
your article directly to the dataset. Elsevier collaborates with a number of repositories
to link articles on ScienceDirect with relevant repositories, giving readers access to
underlying data that gives them a better understanding of the research described.

There are different ways to link your datasets to your article. When available,
you can directly link your dataset to your article by providing the relevant information

in the submission system. For more information, visit the database linking page.

For supported data repositories a repository banner will automatically appear

next to your published article on ScienceDirect.

In addition, you can link to relevant data or entities through identifiers within the
text of your manuscript, using the following format: Database: xxxx (e.g., TAIR:
AT1G01020; CCDC: 734053; PDB: 1XFN).

Research elements

This journal enables you to publish research objects related to your original
research -- such as data, methods, protocols, software and hardware -- as an

additional paper in a Research Elements journal.

Research Elements is a suite of peer-reviewed, open access journals which
make your research objects findable, accessible and reusable. Articles place research
objects into context by providing detailed descriptions of objects and their application,
and linking to the associated original research articles. Research Elements articles can

be prepared by you, or by one of your collaborators.

During submission, you will be alerted to the opportunity to prepare and submit
a manuscript to one of the Research Elements journals.

More information can be found on the Research Elements page.

Data statement

To foster transparency, we encourage you to state the availability of your data

in your submission. This may be a requirement of your funding body or institution. If
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your data is unavailable to access or unsuitable to post, you will have the opportunity
to indicate why during the submission process, for example by stating that the research
data is confidential. The statement will appear with your published article on

ScienceDirect. For more information, visit the Data Statement page.

Prior to Submission Cancer Epidemiology will consider manuscripts prepared
according to the guidelines adopted by the International Committee of Medical Journal
Editors ("Uniform requirements for manuscripts submitted to biomedical journals”,

available as a PDF from https://www.icmje.org). Authors are advised to read these

guidelines.

All manuscripts submitted to Cancer Epidemiology are subject to peer-review.
Authors may request fast-track peer-review in the covering letter which accompanies
the manuscript. Fast-track peer-review is at the discretion of the Editors and authors
must provide a justification for requesting this in their covering letter. Manuscripts
which are not selected for fast-track peer-review will automatically be reviewed through
the journal's usual procedure. Authors must indicate whether they would like the

manuscript to be rejected if it is not accepted for fast-track peer-review.

Previous Publication Submission of an article implies that the work described
has not been published previously (except in the form of an abstract or as part of a
published lecture or academic thesis), that it is not under consideration for publication
elsewhere, that its publication is approved by all authors and tacitly or explicitly by the
responsible authorities where the work was carried out, and that, if accepted, it will not
be published elsewhere in the same form, in English or in any other language, without

the written consent of the Publisher.
After acceptance
Online proof correction

To ensure a fast publication process of the article, we kindly ask authors to
provide us with their proof corrections within two days. Corresponding authors will
receive an e-mail with a link to our online proofing system, allowing annotation and
correction of proofs online. The environment is similar to MS Word: in addition to editing
text, you can also comment on figures/tables and answer questions from the Copy
Editor. Web-based proofing provides a faster and less error-prone process by allowing

you to directly type your corrections, eliminating the potential introduction of errors.
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If preferred, you can still choose to annotate and upload your edits on the PDF
version. All instructions for proofing will be given in the e-mail we send to authors,

including alternative methods to the online version and PDF.

We will do everything possible to get your article published quickly and
accurately. 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. 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.
Offprints

The corresponding author will, at no cost, receive a customized Share
Link providing 50 days free access to the final published version of the article

on ScienceDirect. The Share Link can be used for sharing the article via any

communication channel, including email and social media. For an extra charge, paper
offprints can be ordered via the offprint order form which is sent once the article is
accepted for publication. Corresponding authors who have published their article gold
open access do not receive a Share Link as their final published version of the article
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