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Elucidation of EVI1 molecular network in pancreatic carcinogenesis
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Pancreatic cancer typically manifests a very poor prognosis. The precise
mechanism of pancreatic carcinogensis is still unclear. Although an activating point mutation of KRAS is
an early event in pancreatic carcinogenesis, it remains unclear whether KRAS mutation is solely
responsible for initiation of pancreatic carcinogenesis. By tracking potential transcriptional regulators
of gastric epithelial genes in pancreatic neoplasms, we found that overt expression of ecotropic viral
integration site 1 (EVI1) oncoprotein is a hallmark of human pancreatic cancer and its precursors. In
pancreatic cancer cells, EVI1 poses the oncogenic role by upregulating KRAS expression through
suppression of a potent KRAS suppressor, miR-96. Results suggest that EVI1 oncoprotein and KRAS mutation
converge on activation of the KRAS pathway in the early phase of pancreatic carcinogenesis and implicate
EVI1 and/or miR-96 as candidate early markers and therapeutic targets in pancreatic cancer.
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