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To evaluate the expression of MET and HGF in ESCC, comparing their expression in tumor and its respective non-tumor surrounding mucosa.

RESULTS

CONCLUSION

REFERENCES

METHODOLOGY

PERSPECTIVES

Projeto Gráfico: Serviço de Edição e Informação Técnico-Científica / INCA

Funding Sources: INCA, Ministério da Saúde, FAPERJ and CNPq. 

1 1,2 1 1Haonne Abboud , Luis Felipe Ribeiro Pinto , Isabela Martins Gonzaga , Sheila Coelho Soares Lima
1 Programa de Carcinogênese Molecular, CPQ, Instituto Nacional de Câncer.

2 Laboratório de Toxicologia e Biologia Molecular, Departamento de Bioquímica, UERJ.

ALTERATIONS OF MET-HGF PATHWAY IN 
ESOPHAGEAL SQUAMOUS CELL CARCINOMA
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Esophageal cancer is among the ten most 
incident and lethal tumors in the world, ranking 
6th in incidence and 5th in mortality among 
men.
Esophageal squamous cell carcinoma (ESCC) 
corresponds to more than 80% of esophageal 
cancer cases in Brazil and worldwide;
The main risk factors for ESCC development are 
alcohol and tobacco consumption, similar to 
head and neck tumors, as laryngeal squamous 
cell carcinoma (LSCC)
The high lethality of esophageal cancer is associated with a late diagnosis, leading to ineffective 
treatment. This demonstrates the need for detection of biomarkers and new therapeutic 
approaches for this disease.

• Among the most promising signaling pathways in tumors of the gastrointestinal tract, the one 
activated by the binding of hepatocyte growth factor (HGF) to its receptor MET stands out.
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In ESCC, only MET variant 2 is overexpressed in comparison with surrounding  tissue and its 
expression levels could be a good biomarker for ESCC diagnosis;
HGF is also overepressed in ESCC, but showed no correlation with MET expression.
Expression of MET variant 2 was positively correlated with the methylation status of intragenic 
CpG sites.
Although ESCC and LSCC share the same risk factors, we observed no changes in the expression 
of  MET variants in LSCC.
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ESCC Patients included in this study were admitted in the Brazilian National Cancer Institute 
between December 2012 and June 2013;
Samples were subjected to RNA extraction using RNeasy® Mini Kit (Qiagen) followed by  
reverse transcription reaction for cDNA synthesis;
The expression of two variants of MET gene were evaluated by quantitative PCR (qPCR) using 
specific primers for each variant;
The clinical-pathological data of the patients were collected from their medical records.
Samples were subjected to DNA extraction using DNeasy® Blood and Tissue (Qiagen) followed 
by DNA modification using EZ DNA Methylation-gold.
Converted DNA was used for amplification of specific intragenic CpG regions of MET by PCR and 
finally submitted to pyrosequencing by Pyromark Q96.

• Collect clinicopathological data and correlate with MET expression, methylation and  patient`s 
survival;
 Immunohistochemistry for MET;
 In silico analysis of MET differential splicing.
 Evaluate the methylation profile of LSCC samples.
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