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We investigated the mechanism underlying 5FU-resistance, focusing on the 5FU
metabolisms, and found that fluoro-deoxyuridine monophosphate (FdUMP), which was active metabolite
of 5FU, was synthesized from 5FU only through the orotate phosphoribosyl transferase (OPRT) pathway.
Moreover, in 5FU-resistant MKN45/F2R cells, the inhibition of thymidine phosphorylase (TP) reversed
the resistance to 5FU. These results suggested that combination of 5FU and TPl is a promising

cancer therapy.
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