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Determine the molecular mechanisms by which IREla, an ER stress sensor plays a
role in insulin secretion
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IREla is activated by the accumulation of unfolded proteins in the
endoplasmic reticulum to induce gene transcription of chaperones. 4p 8C, a well-known inhibitor of
IREla RNase activity, is commonly used to analyze IREla function during ER stress in cultured
mammalian cells. However, the off-target effects of 4p 8C remain elusive. Pancreatic B -cells
synthesize a large amount of insulin in response to high glucose stimulation, and IREla plays an
important role in insulin secretion from pancreatic beta-cells. To analyze the role of IREla in
pancreatic beta-cells, we examined insulin secretion after 4p 8C treatment. Unexpectedly, we found
4p 8C blocked the late stage of the insulin secretory process, independent of the IREla-XBP1
pathway. Our results indicate that 4p 8C has an off-target effect on insulin secretion in pancreatic

B -cells. These finding inform the researchers in the field that the use of 4u 8C requires the
special consideration for the future studies.
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