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Devglopment of novel anti-cancer agents targeting de novo pyrimidine biosynthetic
pathway
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The purpose of this study is to develop novel anti-cancer agents targeting de
novo pyrimidine biosynthetic pathway based on our recently-discovered DI-01 compound. DI-01 strongly
inhibited cell proliferation in a wide variety of human cancer cell lines, and showed a marked
synergistic effect when used with 5-fluorouracil (5-FU). Although DI-01 was poorly-soluble and
metabolically unstable, we successfully developed DI-148 with a good pharmacokinetic profile by a series
of structure optimization.
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