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RESUMO

Barreto ACM. Fatores associados aos desfechos clinicos e ao tratamento do
carcinoma de ceélulas escamosas de labio: estudo retrospectivo de coorte
[dissertagdo]. Aragatuba: Universidade Estadual Paulista (UNESP), Faculdade de
Odontologia; 2026.

Este estudo de coorte retrospectivo avaliou os desfechos clinicos e os fatores
associados ao prognostico de 198 pacientes com carcinoma espinocelular de labio
tratados em um centro de referéncia em oncologia bucal entre janeiro de 1991 e
dezembro de 2024. Foram coletados dados demograficos, comportamentais,
clinicopatologicos, terapéuticos e relacionados as comorbidades a partir dos
prontuarios, e os desfechos analisados incluiram recidiva, segundo tumor primario,
sobrevida global e sobrevida especifica da doencga. As analises de sobrevida em 2 e
5 anos foram realizadas pelo método de Kaplan—Meier e por modelos de regressao
de Cox, enquanto as associagdes com recidiva e segundo tumor primario foram
avaliadas por analises univariadas. Recidiva e segundo tumor primario foram eventos
pouco frequentes nesta coorte. A recidiva ndo apresentou associagao significativa
com nenhuma das variaveis analisadas, enquanto o segundo tumor primario foi
identificado em pequeno numero de pacientes e apresentou associagdes univariadas
exploratorias com faixa etaria, tabagismo, intensidade do tabagismo, hipertensao
arterial e classificagdo T. Na analise de sobrevida em 2 anos, idade superior a 65 anos
e ex-tabagismo foram associados a pior sobrevida global. Na analise de 5 anos, o
estagio clinico avangcado permaneceu independentemente associado a pior sobrevida
global e a pior sobrevida especifica da doenga. A carga de comorbidades, avaliada
pelo Indice de Comorbidade de Charlson, e as comorbidades analisadas
individualmente nd&o demonstraram influéncia independente consistente sobre
recidiva ou sobrevida. Esses achados indicam que o prognéstico de pacientes com
carcinoma espinocelular de labio é influenciado por fatores relacionados ao paciente
e ao tumor, com padrdes distintos conforme o periodo de seguimento e o desfecho
analisado. ldade avangada e ex-tabagismo foram associados a pior sobrevida global
em curto prazo, enquanto o estagio clinico avangado foi o principal determinante de
pior sobrevida global e especifica da doenca em longo prazo. Recidiva e segundo
tumor primario foram incomuns, e as comorbidades n&o influenciaram

independentemente o progndstico. De modo geral, os resultados reforcam a



importancia do diagnostico precoce, do estadiamento adequado, do tratamento

oportuno e do acompanhamento em longo prazo em pacientes com carcinoma

espinocelular de Iabio.

Palavras-chave: Carcinoma de Células Escamosas; Neoplasias Labiais; Prognéstico;

Analise de Sobrevida; Estudos de Coortes.



ABSTRACT

Barreto ACM. Factors associated with clinical outcomes and treatment in lip squamous
cell carcinoma: a retrospective cohort study [dissertagdo]. Aragatuba: Universidade
Estadual Paulista (UNESP), Faculdade de Odontologia; 2026.

This retrospective cohort study evaluated clinical outcomes and factors associated with
prognosis in 198 patients with lip squamous cell carcinoma (LSCC) treated at a
reference oral oncology center between January 1991 and December 2024.
Demographic, behavioral, clinicopathological, treatment-related, and comorbidity data
were collected from medical records, and the outcomes analyzed included recurrence,
second primary tumor, overall survival, and disease-specific survival. Survival
analyses were performed at 2 and 5 years using Kaplan—Meier curves and Cox
proportional hazards regression models, while associations with recurrence and
second primary tumor were assessed using univariate analyses. Recurrence and
second primary tumor were infrequent events in this cohort. Recurrence was not
significantly associated with any of the analyzed variables, whereas second primary
tumor was identified in a small number of patients and showed exploratory univariate
associations with age range, smoking status, tobacco intensity, hypertension, and T
classification. In the 2-year survival analysis, age older than 65 years and former
smoking were associated with worse overall survival. In the 5-year analysis, advanced
clinical stage was independently associated with poorer overall survival and disease-
specific survival. Comorbidity burden, assessed using the Charlson Comorbidity Index,
and individual comorbid conditions did not show a consistent independent influence on
recurrence or survival outcomes. These findings indicate that prognosis in LSCC is
influenced by both patient-related and tumor-related factors, with different patterns
according to the follow-up period and outcome analyzed. Older age and former
smoking were associated with poorer short-term overall survival, whereas advanced
clinical stage was the main determinant of worse long-term overall and disease-
specific survival. Recurrence and second primary tumor were uncommon, and
comorbidities did not independently influence prognosis. Overall, these results
reinforce the importance of early diagnosis, adequate staging, timely treatment, and
long-term follow-up in patients with LSCC.



Keywords: Carcinoma, Squamous Cell; Lip Neoplasms; Prognosis; Survival Analysis;
Cohort Studies
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1 INTRODUCTION

Oral cancer remains a major global health problem, ranking among the most common
malignancies worldwide and being responsible for substantial morbidity and mortality.
Approximately 400,000 new cases are diagnosed annually, and nearly 200,000
patients die from the disease each year.* Among oral malignancies, lip cancer
represents a frequent clinicopathological subtype, and squamous cell carcinoma is its
most common histopathological presentation, comprising more than 90% of diagnosed
cases. In Brazil, lip squamous cell carcinoma (LSCC) represents a substantial
proportion of oral cancer cases, with malignant lip lesions comprising approximately
25% of all malignant neoplasms affecting the oral cavity.>® This malignancy occurs
predominantly in men and shows a well-established predilection for the lower lip,
especially the vermilion border.>’

Chronic ultraviolet exposure is considered the main risk factor for LSCC,
particularly among individuals with outdoor occupations.>® Nevertheless, other
modifiable risk factors, such as tobacco and alcohol use, may also contribute to
disease development.>”® Compared with intraoral squamous cell carcinomas, lip
tumors are generally considered less aggressive and are often diagnosed at earlier
clinical stages, resulting in a more favorable prognosis.'®'3 The survival rate can reach
94% when the disease is diagnosed at an early stage.'"'? In these cases, surgery is
often performed alone, without the need for adjuvant therapy.'"'? However, the
presence of lymph node metastasis markedly worsens prognosis and may reduce
survival by up to 50%.%'2

Despite its generally favorable prognosis, LSCC outcomes may vary according
to clinical and pathological characteristics, including tumor extension, clinical stage,

lymph node involvement, treatment modality, surgical margins, recurrence, and the
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development of second primary tumors. Patient-related factors may also contribute to
clinical outcomes. In this context, comorbidities represent concomitant diseases or
conditions that coexist with the primary disease and may influence treatment planning,
tolerance to therapy, and prognosis.'*'® In oral cancer, comorbidities have been
associated with advanced disease, second primary tumors, and worse survival
outcomes.?'7-20 However, evidence specifically addressing their role in LSCC remains
limited, since most studies have focused predominantly on tumor-related prognostic
factors.?-2

A previous study from our institution by Biasoli et al. analyzed a 25-year
experience with LSCC and described the clinicopathological profile, treatment
outcomes, recurrence, and survival of patients treated at a reference oral oncology
center. Although that study provided relevant information on the clinical behavior of
LSCC, the institutional casuistic has since been expanded, allowing these findings to
be updated in a larger and more recent cohort. Therefore, the present study was
designed to complement and extend that previous report by reassessing patients with
LSCC treated at the same center, with emphasis on clinical outcomes, survival
patterns, and clinical and pathological factors, while also describing the occurrence of

comorbidities in this population.
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5 CONCLUSION

In conclusion, prognosis in patients with LSCC varied according to the follow-up period
and outcome analyzed. Older age and former smoking were associated with worse
short-term overall survival, whereas advanced clinical stage was the main independent
determinant of poorer 5-year overall and disease-specific survival. Recurrence and
second primary tumor were infrequent, and comorbidity burden did not show a
consistent independent prognostic influence in this cohort. These findings reinforce the
importance of early diagnosis, adequate staging, timely treatment, and long-term
follow-up, with prognostic assessment centered mainly on disease extent while also

considering relevant patient-related factors
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