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Molecular basis of oncogenic mutation-associated resistance to endoplasmic
reticulum stresses and their applications to cancer chemotherapy
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Tumor microenvironment is clinical circumstances where endoplasmic reticulum
(ER) stresses tend to accumulate. Acquired resistance to ER stresses is one of key steps during
cancer progression. In this study, we found that oncogenic mutations of gene “ X" render resistance
to ER stresses via suppression of ER stress-induced Bim, a proapoptotic Bcl-2 family protein.
Furthermore, we carried out a phenotypic screening for compounds with the ability to cancel
resistance to ER stresses and fount that exportin-1 inhibitors can overcome the resistance.
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