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    Abstract

        Autophagy is a response of cancer cells to various anticancer therapies. It is designated as programmed cell death type II and characterized by the formation of autophagic vacuoles in the cytoplasm. The Akt/mammalian target of rapamycin (mTOR)/p70 ribosomal protein S6 kinase (p70S6K) and the extracellular signal-regulated kinases 1/2 (ERK1/2) pathways are two major pathways that regulate autophagy induced by nutrient starvation. These pathways are also frequently associated with oncogenesis in a variety of cancer cell types, including malignant gliomas. However, few studies have examined both of these signal pathways in the context of anticancer therapy-induced autophagy in cancer cells, and the effect of autophagy on cell death remains unclear. Here, we examined the anticancer efficacy and mechanisms of curcumin, a natural compound with low toxicity in normal cells, in U87-MG and U373-MG malignant glioma cells. Curcumin induced G2/M arrest and nonapoptotic autophagic cell death in both cell types. It inhibited the Akt/mTOR/p70S6K pathway and activated the ERK1/2 pathway, resulting in induction of autophagy. It is interesting that activation of the Akt pathway inhibited curcumin-induced autophagy and cytotoxicity, whereas inhibition of the ERK1/2 pathway inhibited curcumin-induced autophagy and induced apoptosis, thus resulting in enhanced cytotoxicity. These results imply that the effect of autophagy on cell death may be pathway-specific. In the subcutaneous xenograft model of U87-MG cells, curcumin inhibited tumor growth significantly (P < 0.05) and induced autophagy. These results suggest that curcumin has high anticancer efficacy in vitro and in vivo by inducing autophagy and warrant further investigation toward possible clinical application in patients with malignant glioma.
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        ABBREVIATIONS: NF-κB, nuclear factor κB; mTOR, mammalian target of rapamycin; ERK1/2, extracellular signal-regulated kinases 1 and 2; p70S6K, p70 ribosomal protein S6 kinase; PTEN, phosphatase and tensin homolog; MEK1, mitogen-activated protein kinase/extracellular signal-regulated kinase kinase 1; DMSO, dimethyl sulfoxide; 3-MA, 3-methyladenine; PI3K, phosphatidylinositol 3-phosphate kinase; PD98059, 2′-amino-3′-methoxyflavone; TUNEL, terminal deoxynucleotidyl transferase dUTP nick-end labeling; AVO, acidic vesicular organelle; GFP, green fluorescent protein; LC3, light chain 3; PARP, poly(ADP-ribose) polymerase; TNF, tumor necrosis factor; PBS, phosphate-buffered saline; siRNA, small interfering RNA; PP1, protein phosphatase type 1; PP2A, protein phosphatase type 2A; Atg, autophagy-related gene.
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