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Elucidation of the mechanism of maintenance and fluctuation of circadian rhythm

by anticancer drugs focusing on NADP(H)
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Sulfasalazine, an xCT inhibitor, has recently attracted attention as a

potential novel anticancer drug that is able to affect cancer cells and drug-resistant cancer cells,
such as cancer stem&#8211;like cells (CSC). However, previous reports suggested that anticancer
drugs change the circadian rhythm, and elucidation of the mechanism is an Important theme for
clinical use of chronomodulated chemotherapy. In this study, it was confirmed that sulfasalazine
oscillates the 24-hour variations of clock genes in culture cells. In addition, circadian rhythm is

maintained depending on dosing time of sulfasalazine, and that NADPH/NADP is involved. These results
of this study may be considered to be important findings for clinical use of chronomodulated

chemotherapy.
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