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We have shown previously that norephedrine (Nor), a basic drug, induces cell
toxicity that are associated with massive cytoplasmic vacuolation in SH-SY5Y human neuroblastoma cells.
To reveal the molecular mechanism underling cytotoxicity with vacuolation by basic drugs, we examined
alteration of gene expression profile during Nor exposure in the cells. DNA microarray and realtime PCR
analysis revealed that the genes for cholesterol biosynthesis were increased after exposure to Nor.
Concomitant with the observation, the master transcriptional regulator of cholesterol homeostasis,
SREBP-2, was activated by Nor.In addition, we found that the cell death by Nor could be squressed by
Nec-1s, an inhibitor of necroptosis. Furthermore, abrogation of SREBP-2 activation by inhibitor botulin
efficiently reduced the cell death by Nor.

Taken together, our results indicate that the excessive accumulation of cholesterol should underlie the
neuronal cell death by basic drug exposure.
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