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Elucidation of the upstream regulatory mechanism of UCHL1-HIF-1 pathway in
cancer microenvironment and development of the pathway for enhancing

radiosensitivity
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Cancer cells under hypoxic environment activate hypoxia-inducible factor
(HIF-1), resulting in enhancing malignant phenotype. We identified UCHL1 as a novel upstream
activator of HIF-1 through an original genetic screening strategy. Furthermore, we revealed that the
UCHL1-HIF-1 pathway is responsible for distant metastasis of cancer and leads to poor prognosis of
cancer patients. In this study, we aimed to elucidate the upstream regulatory mechanisms of the
UCHL1-HIF-1 pathway. In addition, we elucidated that UCHL1-HIF-1 pathway contribute to
radioresistance of cancer cells via metabolic reprogramming and proved a rational basis for
targeting this pathway for radiosensitization.
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