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An investigation of histone modifications that modulate malignant properties of
pancreatic cancer.
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In this study, we have identified a novel KDM6B-CEBPA axis and revealed its
tumor-suppressive role in pancreatic ductal adenocarcinoma (PDAC). KDM6B is a histone demethylase for
H3K27me3, a repressive chromatin mark. We found that KDM6B was highly expressed in pancreatic
precancerous lesions PanINs, and that the expression of KDM6B decreased as the malignant grade
progressed. Notably, knockdown of KDM6B in PDAC cells enhanced aggressiveness, as shown by increased
peritoneal dissemination and liver metastasis in orthotopic transplantation model using nude mice.
Microarray and chromatin immunoprecipitation analysis imﬁlicated CEBPA for aggressiveness induced by
KDM6B knockdown. Indeed, CEBPA knockdown recapitulated the phenotypic change of PDAC cells after KDM6B
knockdown. Moreover, similar expression patterns of KDM6B and CEBPA in PDAC emphasized their functional
correlation. Together, our results propose a significant role for the KDM6B-CEBPA axis in the PDAC
phenotype.
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Loss of histone demethylase KDM6B
enhances aggressiveness of pancreatic
cancer through downregulation of C/EBPa.
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Reduced expression of histone
demethylase KDM6B promotes pancreatic
cancer progression through
downregulation of C/EBPa.
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