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The study for the mechanism of 5FU-resistance based on the metabolism of 5FU
inbreast cancer cells
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The importance of 5FU in the treatment of breast cancer has been increasing

recently. Therefore, we investigated the mechanism underlying the resistance to 5FU, focusing on the
changes in the 5FU metabolism using breast cancer cell lines, and found that in 5FU-resistant
cells, the metabolism of 5FU changed to decrease the intracellular levels of fluoro-uridine
monophosphate (FAUMP), which is the active metabolite of 5FU, and to increase the synthesis of
thymidylate. We also found that the resistance to 5FU in 5FU-resistant cells was reversed by the
inhibition of TP by tipiracil. Tipiracil is a component of TAS-102, the anti-cancer drug for
metastatic colorectal and gastric cancer and has been already used in clinical practice. Therefore,
combination therapy with 5FU and tipiracil would be easy to incorporate, and we believe it will be a
promising therapy for breast cancer.
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The mechanism of acquired 5FU-resistance differs according to the different metabolism of 5FU in breast cancer cells
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