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Search for new diagnostic and therapeutic targets in esophageal intraepithelial
neoplasia: the role of interaction between macrophages and esophageal squamous
epithelial cells in carcinogenesis
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We observed that infiltrating macrophages (M@ s) were upregulated in
esophageal precancerous lesions. Based on these findings, we established a coculture assay using
human esophageal epithelial cells (Het-1A) and human acute monocytic leukemia cells (THP-1)-derived
Mp s to study the roles of Mg s in esophageal carcinogenesis. In this study, we performed cDNA
microarray analysis between monocultured Het-1A and co-cultured Het-1A with THP-1-derived Mg s, and
found that CSF3/G-CSF expression was upregulated in Het-1A under co-culture conditions. Het-1A was
found to express G-CSF receptors. Recombinant human CSF3/G-CSF (rhCSF3/G-CSF) induced cell migration

and modulated GSK-3a /B -B -catenin signaling in Het-1A. Moreover, phospho-3 -catenin (Ser675)
expression levels were increased, and translocation of this protein from the cytoplasm to the
nucleus was induced by rhCSF3/G-CSF. These results indicate that CSF3/G-CSF signaling may contribute
to early esophageal carcinogenesis.
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