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Analysis of the mechanism of hypoxia-inducible factor cascade regulation by
Fra-1 in esophageal squamous cell carcinoma.
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We confirmed suppression of HIF-1a expression in a Fra-1 knockdown model
using an esophageal squamous cell carcinoma (ESCC) cell line, and observed high expression of HIF-1
o in a hypoxic environment. In a HIF-1a knockdown model, we confirmed suppression of changes in
cell function and enhancement of 5FU sensitivity. We confirmed a positive correlation between high
HIF-1la expression and tumor growth using a mouse subcutaneous implantation model.

We revealed that Wnt/p -catenin pathway-related proteins are downstream regulatory proteins of HIF-1
a , and revealed direct binding between B -catenin and HIF-1a in ESCC cell lines.

Furthermore, the results of immunostaining using preoperatively untreated esophageal cancer
resection specimens showed that high HIF-1la expression is a factor that worsens the prognosis of
esophageal squamous cell carcinoma.
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Hypoxia-inducible factor la (HIF-1a ) stimulates the progression of oesophageal squamous cell carcinoma by activating the
Wnt/p -catenin signalling pathway.
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Hypoxia-inducible factor la (HIF-1a ) stimulates tumor progression of Esophageal squamous cell carcinoma by targeting Wnt/
B -catenin signal pathway.
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