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Alarm signal by dead cells activated progressive properties of tumor cells.
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A mechanism for migration and invasion of tumor cells under oxidative stress
is not well understood. Here, we focused on a membrane receptor, G2A, that is activated with
oxidized lipids, and it was found to be associated with the migration and invasion of glioma cell
lines, U251 cells, and U87 cells. An oxidized linoleic lipid, 9(S)-hydroxy-octadecadienoic acid,
is a potent ligand for G2A that is produced under the oxidative environment. The G2A activation with
the ligand enhanced the migration and invasion through the epithelial-mesenchymal transition-like
process of the cells in vitro, whereas the G2A-knockdown abolished them. The orthotopic and
heterotopic xenograft mouse bearing G2A-knockdown cells significantly diminished tumorigenic and
metastatic events and notably extended the survival compared to that bearing G2A-overexpressing
cells. These data suggest that G2A suppression might be an effective therapeutic strategy to prevent
glioma invasion.
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