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[Abstract] Heat stroke (HS) is a serious life-threatening disease caused by heat injury and characterized by a core body
temperature >40 °C with central nervous system dysfunction and multi-organ failure. The main pathophysiological manifestations of
HS are the thermal acute phase response and thermoregulatory imbalance. Proteins are particularly sensitive to heat, and the thermal
environment can cause massive protein denaturation, resulting in the deposition of unfolded and misfolded proteins in the cytoplasm,
causing cellular dysfunction and even death. The unfolded protein response (UPR), mainly divided into the endoplasmic reticulum
UPR and the mitochondrial UPR, is an important physiological process that helps proteins to fold correctly or degrade irretrievably
denatured proteins. This paper summarizes the regulatory mechanisms of UPR, the relationship between UPR and severe diseases, as
well as the relationship between HS and UPR to provide new ideas for the treatment of HS.
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