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Analysis of signaling pathway of novel lipid hydroperoxide dependent cell death
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Phospholipid hydroperoxide glutathione peroxidase (PHGPx) is an intracellular anti
oxidant enzyme that directly reduces peroxidized phospholipids From analysis of our tissue-specific PHGPx
knockout mice, we clarified that depletion of PHGPx can induce novel cell death via generation of phosphol
ipid hydroperoxide in several tissues. This novel lipid hydroperoxide dependent cell death can be complete
IK suppressed by addition of vitamin E. To clarify the mechanism of novel cell death pathway, we screened
chemical library and shRNA library using tamoxifen inducible PHGPx knockout MEF cells. We found six inhibi
tors and about 20 genes to suppress the novel lipid hydroperoxide dependent cell death.

Knockdown of target genes against inhibitors can be suppressed novel cell death. These identified genes we
re not different from that regulating apoptosis, necroptosis and autophagic cell death. These results mean
s that lipid hydroperoxide dependent cell death is novel programmed cell death.
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