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Study on small-molecule modulators of pancreatic cancer metabolism
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Pancreatic cancer is a highly aggressive disease, and development of more
effective therapy is desired. In the present study, we i1dentified two compounds which modulate
metabolism of pancreatic cancer cells. Compound A inhibits mitochondrial respiration chain complex
111, and Compound B inhibits glycolysis.

On the other hand, MTH1 is a hydrolase of oxidized purine nucleoside triphosphates, which attracted
attention as a potential cancer therapeutic target. Recently, we identified new MTH1 inhibitors by
chemical array screening. Proteomic profiling of small-molecule inhibitors revealed mechanistic
differences among chemically distinct MTH1 inhibitors. In addition, overexpression of MTH1 did not
rescue cells from MTH1 inhibitor-induced cell death, and siRNA-mediated knockdown of MTH1 did not
suppress cancer cell growth. Taken together, we conclude that the cytotoxicity of MTH1 inhibitors is
attributable to off-target effects and that MTH1 is not essential for cancer cell survival.
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