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Elucidation of the Significance of KDM2B in Drug Resistance of Colorectal Cancer
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To further improve standard chemotherapy for advanced colorectal cancer

(CRC) patients, the molecular basis behind its acquired dug resistance should be clarified. Here, we
have examined how KDM2B, an H3K4me3-eraser, could enable CRC cells to become resistant to
anti-cancer drugs. To this end, human CRC-derived HT-29 and SW620 cells were transduced with shRNA
or cDNA for KDM2B. From our results, it is indicative that a lower expression of KDM2B is implicated

in their resistance to 5-FU along with an increase in H3K4me3 level. Our comprehensive epigenetic
analysis revealed that KDM2B negatively regulates genes involved in detoxification such as AKR1B1
and AKR1C1 through the modulation of H3K4me3 level around their transcription start sites.
Consistently, their inhibitors sensitized KDM2B-depleted CRC cells to 5-FU. Together, our findings
strongly suggest that KDM2B plays a vital role in acquired drug resistance of CRC, and thus might be

a promising molecular target for its chemotherapy.
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