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Abstract: Introduction: Squamous cell
carcinoma (SCC) of the oral cavity and
oropharynxisacommon neoplasm, frequently
associated with human papillomavirus
(HPV) infection. This research investigates
the prevalence of HPV in SCC biopsies,
exploring its relevance for the etiology and
prognosis of this disease. Objectives: To
explore the prevalence of findings suggestive
of HPV in oral and oropharyngeal SCC,
especially in relation to the identification of
markers of poor prognosis and preventive
and therapeutic strategies. Methodology:
The searches used articles published between
2019 and 2024 in the databases: PubMed and
BVS, using the descriptors: “Prevalence”;
“Human Papillomavirus”; “Squamous Cell
Carcinoma”; “Mouth”; and “Oropharynx’,
combined with the Boolean operator “AND”.
Results: Of the 59 articles found, only 7 were
selected for this study after excluding studies
that did not follow a systematic or literature
review methodology, were published before
2019, had incomplete text or duplicates.
Conclusion: In summary, the data analysis
highlights the association between HPV and
oropharyngeal cancer. Although anaplasia
and multinucleation are not significant
predictors, the need to investigate markers
of poor prognosis in the HPV-positive
subgroup is evident. The interaction between
HPV-16, smoking and alcohol emphasizes
the importance of integrated approaches in
prevention and treatment. The role of the
TERT promoter as a potential prognostic
marker deserves attention. Feasible clinical
assessments in screening for HPV-OPSCC
underscore the importance of early
surveillance. These results emphasize the need
for further research and multidisciplinary
collaboration to understand and effectively
manage HPV-related oropharyngeal cancer.
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INTRODUCTION

Squamous cell carcinoma (SCC) is the
most common type of cancer in the oral cavity
and oropharynx, accounting for a significant
portion of the morbidity and mortality
associated with head and neck cancers (5).
Several risk factors have been identified for
the development of SCC, including smoking,
alcohol consumption and, more recently,
infection with the Human Papillomavirus
(HPV) (1).

HPV is a DNA virus that infects epithelial
cells of the skin and mucous membranes,
and is known mainly for its association with
anogenital cancers (7). However, its implication
in head and neck neoplasms, particularly in the
oropharynx, has been increasingly recognized
(2). Studies have shown that HPV infections,
especially type 16, are strongly associated with
a distinct subgroup of oropharyngeal SCC,
characterized by a specific biological and
clinical profile (3).

The prevalence of HPV in biopsies of
oral cavity and oropharyngeal SCC varies
significantly between different populations
and geographic regions (5). This variation
may be attributed to differences in virus
detection methods, patient selection criteria,
and regional risk factors (4). Therefore, it is
crucial to investigate the prevalence of HPV
in specific settings to better understand
its contribution to oral and oropharyngeal
carcinogenesis (5).

The aim of this study is to determine the
prevalence of HPV in biopsies of oral cavity
and oropharyngeal squamous cell carcinoma,
analyzing the presence of the virus and its
possible implications in the development and
prognosis of these neoplasms. In addition,
we intend to discuss the importance of HPV
detection as a potentially useful biomarker for
the prevention, diagnosis, and personalized
treatment of patients with SCC.
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METHODOLOGY

This study is based on the status of Preferred
Reporting Items for Systematic Reviews and
Meta-Analyses, descriptive and quantitative
approach (PRISMA). It was searched in
the PubMed and BVS databases to select
relevant studies published in quantitative and
descriptive form since the earliest available
date between 2019 and March 2024.

The descriptors used were: “Prevalence”;
“Human papillomavirus”; “Squamous cell
carcinoma”; “Mouth”; “Oropharynx”. These
were combined with the Boolean operator
“AND” to form the search strategies.

The group members, mutually and
independently, extracted data from the
selected articles such as: experimental design,
objective, results, outcomes and conclusions
relevant to answer the research question of
this review.

Of the 59 studies found, studies that did
not have a systematic or literature review as
a methodology, published before 2019, with
incomplete text and duplicates were excluded.
After full reading, only 07 articles were
selected for the development of this study.

RESULTS

To write this systematic review, 7 articles
were selected from the 59 found, according
to the inclusion and exclusion criteria.
Among the selected articles, three presented
systematic review and meta-analysis studies,
according to Wierzbicka et al. (2023), Yang et
al. (2023), and one previous review; one was
only a meta-analysis, according to Makvandi
et al. (2022); one clinical trial, according
to Scott-Wittenborn et al. (2023); and one
clinical pathological case study, according to
Molony et al. (2020)”
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DISCUSSION

Considering the epidemiological and
histological aspects, Makvandi et al. (2022)
performed a meta-analysis to evaluate the
prevalence of Human Papillomavirus (HPV)
and co-infection with Epstein-Barr Virus
in oral and oropharyngeal squamous cell
carcinomas. The analysis revealed that co-
infection with Epstein-Barr can potentially
aggravate the progression of squamous cell
carcinoma, reinforcing the importance of
simultaneous detection of these pathogens for
more effective clinical management.

Similarly, Menezes et al. (2020) investigated
the emerging risk of oropharyngeal and oral
cavity cancer in young people in Brazil, related
to HPV-associated subsidies. This study
highlighted a significant increase in cancer
risk among young people, underscoring the
need for prevention strategies, such as HPV
vaccination. In association, the systematic
review and meta-analysis by Wierzbicka et
al. (2023) discussed the transmission and
clearance of HPV infection in the oral cavity
and its role in oropharyngeal carcinoma. The
study highlighted that HPV persistence is a
critical factor in the progression to cancer, and
strategies to interrupt virus transmission are
essential for the prevention of oropharyngeal
carcinoma.

Similarly, Yang et al. (2023) conducted a
systematic review and meta-analysis on the
combined effect of HPV exposure, smoking,
and alcohol on the risk of oral squamous cell
carcinoma. The results showed that exposure
to HPV, especially when combined with other
risk factors such as smoking and alcohol
consumption, significantly increases the risk of
oral cancer. The research also highlighted the
need for further studies with diverse samples to
confirm these findings.

In this sense, Molony et al. (2020) analyzed
tumor cell anaplasia and multinucleation as
prognosticators in oropharyngeal squamous
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cell carcinoma. The research demonstrated that
the presence of anaplasia and multinucleation
is associated with a worse prognosis, providing
a solid basis for the use of these histological
indicators in the assessment of disease severity.
Thus, Scott-Wittenborn et al. (2023) saw
the need to evaluate the feasibility of clinical
evaluation in individuals at increased risk of
HPV-associated oropharyngeal cancer. The
study revealed that robust clinical approaches
and continuous monitoring can improve early
detection and management of at-risk patients,
highlighting the importance of a proactive
approach in clinical surveillance.

From the comprehensive analysis of
the studies, it is possible to confirm the
importance of HPV in the etiology of oral
and oropharyngeal squamous cell carcinoma.
Early detection and continuous monitoring,
together with prevention strategies such as
vaccination, are crucial to improve clinical
outcomes. Histological markers, such as
anaplasia and multinucleation, are valuable for
predicting prognosis and must be considered
in clinical evaluations. The combination of risk
factors, including HPV, smoking and alcohol,
increases the complexity of the management
of oral carcinoma, requiring multidisciplinary
approaches and additional research to validate
the results obtained.

CONCLUSION

This review addressed the prevalence
of Human Papillomavirus (HPV) and its
association with oral and oropharyngeal
squamous cell carcinomas, highlighting the
complexity and importance of viral factors
in the etiology of these types of cancer. The
reviewed studies provide a comprehensive
overview of how HPV infection contributes
to the development of these carcinomas, with
clear evidence that HPV is a significant risk
factor for disease progression, especially when
combined with other factors such as smoking
and alcohol consumption.

The integrated analysis of these studies
confirms the significant association between
HPV and oral and oropharyngeal cancer,
highlighting the need for prevention strategies,
such as vaccination, and the importance of
early diagnosis and clinical follow-up. In
addition, the role of additional factors, such as
smoking and alcohol consumption, must be
considered for more effective management and
a multidisciplinary approach in the prevention
and treatment of these carcinomas. Continued
research is essential to refine diagnostic
and prevention strategies, aiming to reduce
incidence and improve clinical outcomes for
affected patients. However, to provide more
scientific evidence, further controlled and
high-quality studies are needed that associate
HPV with the development of SCC in patients
of different ethnicities.




REFERENCES

1. LIMA, T. E Perfil de proteinas expressas em amostras de saliva de individuos com céncer de boca através da técnica
de SDS-PAGE eletroforese. 2023. 96 f. Trabalho de Conclusio de Curso (Bacharel em Farmdcia) - Instituto de Ciéncias
Farmacéuticas, Universidade Federal de Alagoas, Macei6, 2021.

2. MAKVANDI, M,; et al. Prevaléncia do Papilomavirus Humano e Co-Infec¢do com o Virus Epstein-Barr em Carcinomas de
Células Escamosas Orais e Orofaringeas. Asian Pacific Journal of Cancer Prevention, v. 23, n. 11, p. 3931-3937, 2022. DOL:
10.31557/APJCP.2022.23.11.3931.

3. MENEZES, E. D. S.; et al. O risco emergente de cincer de cavidade orofaringea e oral em subsidios relacionados ao HPV em
jovens no Brasil. PLoS One, v. 15, n. 5, p. 0232871, 2020. DOI: 10.1371/journal.pone. 0232871..

4. MOLONY, P; et al. Anaplasia de células tumorais e multinucleagio como prognosticadores no carcinoma de células escamosas
orofaringeas. Head & Neck Pathology, v. 14, n. 3, p. 606-615, 2020. DOI: 10.1007/s12105-019-01081-7.

5. PEREIRA, V. G. N. S; et al. CARCINOMA DE CELULAS ESCAMOSAS NA LARINGE POR INFECCAO PELO
PAPILOMAVIRUS HUMANO. Revista Contemporanea, v. 4, n. 4, p. e3868-e3868, 2024.

6. SCOTT-WITTENBORN, N; et al. Viabilidade da avalia¢ao clinica de individuos com risco aumentado de céncer de
orofaringe associado ao HPV. Head & Neck, v. 45, n. 1, p. 95-102, 2023. DOI: 10.1002/hed.27212.

7. SILVA, J. B. D. Prevaléncia de HPV em tonsila de individuos sem cancer. 2020. Dissertacido (Doutorado) - Universidade de
Sao Paulo.

8. WIERZBICKA, M.; SAN GIORGI, M. R. M.; DIKKERS, E. G. Transmissdo e depuragido da infec¢do pelo papilomavirus
humano na cavidade oral e seu papel no carcinoma orofaringeo - Uma revisdo. Reviews in Medical Virology, v. 33, n. 1, p.
€2337,2023. DOI: 10.1002/rmv.2337.

9. YANG, Z.; SUN, P; DAHLSTROM, K. R.; GROSS, N,; LI, G. Joint effect of human papillomavirus exposure, smoking and
alcohol on risk of oral squamous cell carcinoma. BMC Cancer, v. 23, n. 1, p. 457, 2023. DOI: 10.1186/s12885-023-10948-6.




