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Reducgion of heavy metal toxicity through the endoplasmic reticulum signaling
cascade
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Treatment with salubrinal (Sal), an inhibitor of endoplasmic reticulum (ER)
stress, showed the distinct effects against heavy metal cadmium (Cd)-induced toxicity depending on
the cell types. Exposure of lung alveolar epithelial adenocarcinoma cells with Cd induced ER stress
response and autophagy, and treatment with Sal reduced the viability of adenocarcinoma cells. In
malignant progression of lung alveolar epithelial adenocarcinoma cells subjected to prolonged Cd
exposure, treatment with Sal decreased cell proliferation and high cell motility. Treatment with Sal

suppressed Cd exposure-induced cell death in neuroblastoma cells in similar to renal proximal
tubular cells. The inhibitory expression of cell death promoting CHOP and activation of autophagy
might play a role in the protective effects of Sal in neuroblastoma cells. Model animals such as C.
elegans and zebrafish were found to be useful for studying heavy metal exposure-induced ER stress
and oxidative stress.
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