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The effect of ionizing radiation on secretory phenotype of cancer-associated
fibroblasts and its impact on cancer pathophysiology
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Recent evidence suggests that cancer-associated fibroblasts (CAFs), which
are the most abundant cell type in cancer stroma, and CAF-derived secretory factors play important
roles in various aspects of cancer pathophysiology. This study was aimed to understand how ionizing
radiation influences on CAFs and their secretory phenotype. We revealed that X-irradiation to mouse
embryonic fibroblasts (MEFs) increased the number of senescent cells, which are reported to have
similar characteristics to CAFs. This event was accompanied by the induction of multiple cytokines.
We also found that X-irradiation enhanced cellular oxidative stress level and NADPH oxidase 4
protein (NOX4) was in part responsible for it. Furthermore, our data suggested that NOX4 was not
involved in the induction of secretory factors in irradiated MEFs.
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