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The role of hypermethylated homeobox gene IRX4 in pancreatic tumorigenesis in
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Epigenetic gene silencing b¥ aberrant DNA methylation is one of the
important mechanisms leading to the loss of key cellular pathways in tumorigenesis. In order to
clarify the significance of aberrant promoter hypermethylation of IRX4 (lroquois homeobox 4) in
pancreatic cancer, we have constructed a tetracycline-inducible IRX4 expressing system using
pancreatic cancer cell lines PK-1 and PK-9. IRX4 induction significantly suppressed cell growth and
caused apoptosis in PK-1 and PK-9. Because IRX4 is a sequence-specific transcription factor, we
tried to analyze IRX4 downstream events by performing microarray analyses using IRX4 inducible PK-1
and PK-9 cells with or without tetracycline. We found that IRX4 induction upregulated several genes
that had tumor suppressive functions such as CRYAB, CD69, and IL32. These results suggest that DNA
methylation-mediated silencing of IRX4 may contribute to pancreatic tumorigenesis through aberrant
transcriptional regulation of cancer-related genes.
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Zhaodi Gu IRX4, a hypermethylated gene in pancreatic cancer,
regulates expression of a subset of cancer-related genes. 77 2018
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