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    Abstract

        2,5-Dimethyl-celecoxib (DMC) is a derivative of celecoxib, a cyclooxygenase-2 (COX-2) inhibitor with anticancer activity in both preclinical studies and clinical practice, and lacks COX-2-inhibitory activity. Several preclinical studies have demonstrated that DMC has better apoptosis-inducing activity than celecoxib, albeit with undefined mechanisms, and exhibits anticancer activity in animal models. In this study, we primarily investigated DMC's cooperative effect with tumor necrosis factor-related apoptosis-inducing ligand (TRAIL) on the induction of apoptosis and the underlying mechanisms in human non–small-cell lung cancer (NSCLC) cells. We found that DMC was more potent than celecoxib in decreasing the survival and inducing apoptosis of NSCLC cells. When combined with TRAIL, DMC exerted enhanced or synergistic effects on the induction of apoptosis, indicating that DMC cooperates with TRAIL to augment the induction of apoptosis. To determine the underlying mechanism of the synergy between DMC and TRAIL, we have demonstrated that DMC induces a CCAAT/enhancer binding protein homologous protein-dependent expression of DR5, a major TRAIL receptor, and reduces the levels of cellular FLICE-inhibitory protein (c-FLIP) (both the long and short forms), key inhibitors of death receptor-mediated apoptosis, by facilitating c-FLIP degradation through a ubiquitin/proteasome-dependent mechanism. It is noteworthy that enforced expression of c-FLIP or silencing of DR5 expression using DR5 small interfering RNA abrogated the enhanced effects on induction of apoptosis by the combination of DMC and TRAIL, indicating that both DR5 up-regulation and c-FLIP reduction contribute to cooperative induction of apoptosis by the combination of DMC and TRAIL. Together, we conclude that DMC sensitizes human NSCLC cells to TRAIL-induced apoptosis via induction of DR5 and down-regulation of c-FLIP.

      
Footnotes
	
        This study was supported by Georgia Cancer Coalition Distinguished Cancer Scholar award (to S.-Y.S.) and Department of Defense VITAL grant W81XWH-04-1-0142 (to S.-Y.S. for Project 4). F.R.K. and S.-Y.S. are Georgia Cancer Coalition Distinguished Cancer Scholars.
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        ABBREVIATIONS: COX-2, cyclooxygenase-2; DMC, 2,5-dimethyl-celecoxib; TRAIL, tumor necrosis factor-related apoptosis-inducing ligand; NSCLC, non–small-cell lung cancer; c-FLIP, cellular FLICE-inhibitory protein; c-FLIPL, long form of cellular FLICE-inhibitory protein; c-FLIPS, short form of cellular FLICE-inhibitory protein; DR, death receptor; CHOP, CCAAT/enhancer binding protein homologous protein; siRNA, small interfering RNA; JNK, c-Jun N-terminal kinase; p-c-Jun, phospho-c-Jun; ER, endoplasmic reticulum; DMSO, dimethyl sulfoxide; PARP, poly(ADP-ribose) polymerase; HA, hemagglutinin; ChIP, chromatin immunoprecipitation; SRB, sulforhodamine B; SP600125, anthra(1,9-cd)pyrazol-6(2H)-one 1,9-pyrazoloanthrone; MG132, N-benzoyloxycarbonyl (Z)-Leu-Leu-leucinal.
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