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Targeting endoplasmic reticulum stress as a novel

strategy for cancer treatment

LIU Yao-Fu"?, TAN Zheng-Zhi', TIAN Fang’, YANG Yi-Li">**
(1 Suzhou Institute of Systems Medicine, Chinese Academy of Medical Sciences, Suzhou 215123, China;
2 Peking Union Medical College, Beijing 100730, China; 3 Department of Pathophysiology, College of Basic Medical
Sciences, Zhengzhou University, Zhengzhou 450001, China; 4 International Centre of Genetic Engineering and
Biotechnology, China Regional Research Centre, Taizhou 225326, China)

Abstract: Endoplasmic reticulum stress is a cellular defense response to mutated or inadequately expressed
proteins. It is composed of multiple components, including unfolded protein response (UPR), endoplasmic
reticulum-associated degradation (ERAD), and autophagy formation. It has been revealed that tumor cells rely on
high level of ER stress response to survive and grow rapidly. It has also been shown that meddling UPR and ERAD
often induces inhibition of tumor cell growth. Of note, novel mutations are largely responsible for tumor cells to
become resistant to chemotherapeutics. It is conceivable that these mutations are able to further augment ER stress
response and make the cells more susceptible to inhibition of ER stress response. With the increasing understanding
of cancer mutations, their diversity, heterogeneity, and continuity, we believe that targeting the cellular response to
mutations represents a novel anti-tumor strategy that is worthy of being further studied and explored.
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