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    Abstract

The effects of different calcium-mobilizing agents on cell death were characterized in NG108-15 neuroblastoma x glioma hybrid cells. Carbonyl cyanide p-trifluoromethoxyphenylhydrazone (FCCP) increased the cytosolic Ca2+ concentration ([Ca2+]i) and caused cell death. Thapsigargin (TG) not only increased the [Ca2+]i and caused cell death but also induced neurite outgrowth via activation of phospholipase A2 and cytochrome P450 epoxygenase. In contrast, bradykinin increased the [Ca2+]i, but had no effect on cell morphology or cell death. Cell death occurred by two different mechanisms, one of which was caspase-3–dependent and the other caspase-3–independent. Caspase-3 activation was Ca2+-dependent, whereas neurite outgrowth was Ca2+-independent. TG- or FCCP-induced caspase-3 activation occurred at the same time, but the cell death induced by TG was delayed. TG treatment did not enhance the generation of nitric oxide or cAMP or secretion of glial-derived neurotrophic factor or neurotrophin-3, but activated sphingosine kinase. Furthermore, inhibition of sphingosine kinase accelerated TG-induced cell death, and exogenous sphingosine 1-phosphate (S1P) protected cells from FCCP-induced cell death by about 60%. These results indicate that, in these cells, depletion of intracellular nonmitochondrial or mitochondrial Ca2+ stores causes cell death, that TG activates phospholipase A2 and sphingosine kinase, and that arachidonic acid induces neurite outgrowth, whereas S1P delays cell death.
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