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The effect of insulin on endoplasmic reticulum (ER) stress was investigated. Insulin
protected cell death induced by ER stress and increased glucose-regulated protein 78
(GRP78) mRNA and protein levels. Insulin also significantly increased activating
transcription factor—4 (ATF4) protein level through PT-3 kinase/AKT pathway. The increase
of ATF4 protein by insulin was not due to transcriptional or transational up—regulation
but to a post—translational mechanism. Knockdown of ATF4 by siRNA significantly inhibited
GRP78 induction by insulin. These results indicate that insulin modulated ER
stress—induced GRP78 expression occurs via ATF4 up-regulation.
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