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The purpose of this study was to elucidate the suppression mechanism of
oxidized lipid-dependent cell death induced by GPx4 deficiency by SMS2 and to demonstrate whether
SMS2 has antioxidant function in vivo. As a result, we clarified that localization of SMS2 at the
plasma membrane is important for suppression of cell death by GPx4 deficiency. In addition, we
showed that the DAG acyltransferase and DAG lipase pathways were involved. Furthermore, in order to
demonstrate that SMS2 suppresses cell death by oxidative phospholipid metabolism in vivo, we used
liver-specific GPx4/SMS2 double-deficient mice and examined the effects of SMS2 on the oxidative
stress load on the liver. As a result, it was suggested that lethality due to liver damage induced
by administration of concanavalin A was significantly enhanced in GPx4/SMS2 double-deficient mice.
These results demonstrate for the first time that SMS2 has the activity to metabolize oxidized

lipids in vivo.
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