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A chemical genomics approach to elucidate the regulation of unfolded protein
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The cell has an adaptive system against endoplasmic reticulum stress called
unfolded protein response (UPR). The discovery of novel proteins that regulate the UPR and the
elucidation of their mechanisms will lead to the development of therapeutic targets for diseases. In

this study, we performed a comprehensive screening for proteins that regulate the UPR using a
compound library and UPR reporter cells and identified TRPV1l and VEGFR2 as candidate proteins. Our
data suggest TRPV1 activates the UPR by altering ion concentrations in the ER, and VEGFR2 suppresses

the UPR by contributing to the IRE1-XBP1 pathway.
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