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Radiation therapy has emerged as an important therapeutic option for
advanced cancers. However, it is also known that some malignant tumors exhibit resistance to
radiotherapy. In addition, metastasis is the main cause of patient mortality as it is extremely
difficult to treat. Thus, understanding the characteristics of the cancer cell population that
exhibits radio-resistant and highlg invasive phenotype is fundamental for further developing
radiation therapy. Herein, we establish that invasive cell phenotype that leads to the metastatic
spread of pancreatic cancer is a discernible and persistent phenotype that is resistant to
radiation. This phenotype showed upregulation of nitric oxide (NO) production, and was effectively
targeted using a NO synthase inhibitor for improved therapy response in mouse model by reversing the

metastatic potential. Our results convincingly establish that inhibition of NO production is a
viable therapeutic option to improve efficacy of radiation therapy.
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