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Mechaism of circadian rhythm variations induced by anticancer drug exposure:
insisghts into hypoxia Inducible Factor (HIF)
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Chronotherapy can maximize the efficacy or minimize the side effects of
therapies via the administration of selected drugs at specific time points depending on the
circadian rhythms of the patients. However, drug administration can alter circadian rhythms, leading

to reduced effectiveness of chronotherapy. This study focuses on elucidating the mechanism of
circadian rhythm variation targeting the hypoxia-inducible factor HIF, using the XCT inhibitor
sulfasalazine. We confirmed that xCT inhibition induces circadian rhythm changes. Moreover, we
identified specific administration times where circadian rhythm is maintained or disrupted. These
findings are expected to contribute to the clinical application of chronotherapy for repeated
administration and the development of novel treatment strategies.
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Chronomodulated chemotherapy using an xCT inhibitor controls circadian rhythm by NADPH
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