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Strategy for prevention of acquired resistance and overcoming of natural
resistance to decitabine in colorectal cancer cells
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Colorectal cancer cells acquired resistance by the long-term exposure with a

DNA methyltransferase (DNMT) inhibitor, decitabine (DAC). In acquired resistant cells to DAC, the
expression of dCK (active enzyme of DAC) decreased. Acquired resistance to DAC was partly improved
by another DNMT inhibitor, azacytidine, which is metabolized into active form by different enzyme
from dCK. On the other hand, the mechanism of natural resistance to DAC in colorectal cancer cells,
which originally showed resistance to DAC, was different from that of acquired resistance to DAC. In

natural resistant cells to DAC, synergistic cytotoxic effects were observed when DAC was treated
with WNT signal pathway inhibitor or anti-cancer drug, oxaliplatin.
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