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Identification of a histone modifier that affects pancreatic cancer progression
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Pancreatic ductal adenocarcinoma (PDAC) is a deadly disease where virtually all tu
mors harbor mutations in KRAS and other tumor suppressor genes. Though recent studies provide evidence tha
t epigenetic changes, as well as genetic mutations, are involved in the initiation and progression of canc
er, the impact of epigenetic alteration in PDAC is yet to be determined.Here we focused on the histone H3
Lys 27 (H3K27) demethylase KDM6B. KDM6B is a putative tumor suppressor and previous reports have shown tha
t KDM6B is upregulated under oncogenic KRAS mutations and activates tumor suppressor pl6/CDKN2A, thus indu
cing oncogene-induced senescence (OIS) in premalignant lesions. In this work, we identified a novel tumor
suppressive mechanism by KDM6B, distinct from the KRAS-KDM6B-pl6 mediated induction of OIS. We provide evi
dence that loss of KDM6B-C/EBP axis enhances tumorigenesis in PDAC cells.
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