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RESUMO

O carcinoma de células escamosas de pénis (CCEP) acomete homens
principalmente em paises em desenvolvimento, mas tem apresentado aumento de
casos também em paises desenvolvidos. No Brasil, o estado do Maranhao
apresenta a maior incidéncia, sendo considerada uma das maiores do mundo. Na
sua complexidade, os fatores de risco incluem baixas condigdes socioecondmicas,
presenga de infeccbes sexualmente transmissiveis (ISTs), infeccdo por
papilomavirus humano (HPV), fimose, inflamag¢des cronicas e tabagismo. O
presente trabalho visa avaliar a expressdo de genes associados a inflamagéo nos
tecidos tumorais e adjacentes, ndo tumorais, de pacientes com CCEP. As amostras
foram coletadas de 11 pacientes submetidos a penectomia, totalizando 22 amostras
(tecido tumoral e tecido adjacente ndo tumoral). As amostras foram armazenadas
em RNA latter™ e mantidas a -80°C até a extracdo de DNA para detecgdo e
genotipagem viral por PCR Multiplex e PCR Nested. O RNA foi extraido para analise
da expressao de genes inflamatérios por RT-PCR. O perfil sociodemografico
mostrou que a maioria dos individuos tem baixa escolaridade, residem no interior do
estado e tém idade média de 61,45 anos. Na deteccado do HPV, inicialmente, 54,5%
das amostras foram positivas para HPV, apresentando os subtipos mais frequentes:
6, 43 e 40, e menos frequentes: 16, 42, 50 e 72. As amostras negativas (n=7
pacientes) foram reanalisadas por PCR Nested, sendo que 6 pacientes positivaram,
em pelo menos uma das amostras teciduais, determinando uma frequéncia de
81,8% das amostras positivas para HPV. A analise da expressdo génica mostrou
que o tecido tumoral apresentou maior expressao dos genes inflamatdrios,
comparado ao tecido adjacente. Entretanto n&o houve correlaggo com o
estadiamento dos pacientes. Observou-se correlagcédo entre a expressao de NFKB e
idade, presenca de fimose e IL17. O gene da via TGFB apresentou correlagédo com
a idade dos pacientes. O perfil de expressao entre os pacientes foi variavel, mas os
genes TGF-[J, IFN e NFkB mostraram-se super expressos. Subdividindo as
amostras de tecido em HPV positivas e negativas no tecido tumoral e adjacente,
observou-se maior expressao nos tecidos tumorais HPV+ para NFKB e TGFB. Os
dados preliminares ratificam a relevancia do HPV na carcinogénese peniana e a
analise de genes inflamatoérios colabora na compreensdo do mecanismo tumoral e
na deteccao de possiveis alvos terapéuticos.

Palavras-Chave: Inflamacé&o; tumor; expresséo génica; Papilomavirus Humano.
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Abstract

Squamous cell carcinoma of the penis (SCCP) primarily affects men in developing
countries, but an increase in cases has also been observed in developed nations. In
Brazil, the state of Maranh&o has the highest incidence, being considered one of the
highest in the world. In its complexity, risk factors include low socioeconomic status,
presence of sexually transmitted infections (STls), human papillomavirus (HPV)
infection, phimosis, chronic inflammation, and smoking. This study aims to evaluate
the expression of genes associated with inflammation in tumor tissues and adjacent
non-tumor tissues of patients with SCCP. Samples were collected from 11 patients
who underwent penectomy, totaling 22 samples (tumor tissue and adjacent
non-tumor tissue). The samples were stored in RNA latter™ and kept at -80°C until
DNA extraction for viral detection and genotyping by Multiplex PCR and Nested
PCR. RNA was extracted for analysis of inflammatory gene expression by RT-PCR.
The sociodemographic profile showed that most individuals had low educational
attainment, lived in rural areas of the state, and had a mean age of 61.45 years. In
HPV detection, initially, 54.5% of the samples were positive for HPV, with the most
frequent subtypes being 6, 43, and 40, and the less frequent ones being 16, 42, 50,
and 72. The negative samples (n = 7 patients) were reanalyzed using Nested PCR,
with 6 patients testing positive in at least one of the tissue samples, resulting in
81.8% of the samples testing positive for HPV. Gene expression analysis showed
higher expression of inflammatory genes in tumor tissue compared to adjacent
tissue. However, no correlation with patient staging was observed. A correlation was
found between NFKB expression and age, presence of phimosis, and IL17. The
TGFB pathway gene showed correlation with patient age. Expression profiles varied
among patients, but TGF-B, IFN, and NFkB genes were overexpressed. When
subdividing tissue samples into HPV-positive and HPV-negative in both tumor and
adjacent tissues, greater expression of NFKB and TGFB was observed in
HPV-positive tumor tissues. Preliminary data reinforce the relevance of HPV in
penile carcinogenesis, and the analysis of inflammatory genes contributes to

understanding tumor mechanisms and identifying potential therapeutic targets.

Key: Penile, Cancer, Brazil, HPV
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