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                    Abstract
We have recently shown that quinoxaline 1,4-dioxide (QdNO) derivatives, namely 2-benzoyl-3-phenyl-6,7-dichloroquinoxaline 1,4-dioxide (DCQ), 2-benzoyl-3-phenyl-quinoxaline 1,4-dioxide (BPQ) and 2-acetyl-3-methyl-quinoxaline 1,4-dioxide (AMQ), suppress the growth of T-84 human colon cancer cells. Here we show that the growth-suppressive effects of QdNOs are due to their ability to induce cell cycle arrest and/or apoptosis. While AMQ blocked more than 60% of cells at the G2/M phase without inducing apoptosis, DCQ caused a significant increase in apoptotic cells with no noticeable effects on the cycling of cells. Treatment with BPQ resulted in G2/M cell cycle arrest and induction of apoptosis. With regard to the effects of QdNOs on molecules that regulate apoptosis and the G2 to M transition, both BPQ and AMQ inhibited the expression of cyclin B, while DCQ significantly decreased the levels of Bcl-2 and increased Bax expression. Next, we investigated whether transforming growth factor-beta1 (TGF-β1) and/or extracellular signal-regulated kinase (ERK) mediate the antiproliferative and apoptotic effects of QdNOs in colon cancer cells. Interestingly, the above QdNOs increased differentially total TGFβ1 mRNA expression and decreased TGFα mRNA and ERK phosphorylation. None of these QdNOs induced changes in TGFβ-2 mRNA expression. The addition of a specific inhibitor of MEK greatly enhanced apoptosis in cells treated with DCQ, suggesting that the inhibition of ERK phosphorylation may explain, to an extent, the apoptogenic effects of this compound. Taken together, these findings provide insights into possible molecular mechanisms of growth inhibition by QdNOs that could aid in their evaluation for anticancer therapy.
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	AMQ:
	
                      2-Acetyl-3-methylquinoxaline 1,4-dioxide

                    
	BPQ:
	
                      2-Benzoyl-3-phenylquinoxaline 1,4-dioxide

                    
	DCQ:
	
                      2-Benzoyl-3-phenyl-6,7-dichloro quinoxaline 1,4-dioxide

                    
	DMEM:
	
                      Dulbecco’s modified Eagle’s medium

                    
	DMSO:
	
                      Dimethyl sulfoxide

                    
	ERK:
	
                      Extracellular signal-regulated kinase

                    
	FBS:
	
                      Fetal bovine serum

                    
	JNK:
	
                      cJUN-N terminal kinase

                    
	MAPK:
	
                      Mitogen-activated protein kinase

                    
	NGF:
	
                      Neuron growth factor

                    
	PI:
	
                      Propidium iodide

                    
	QdNO:
	
                      Quinoxaline 1,4-dioxide

                    
	TdT:
	
                      Terminal deoxynucleotide transferase

                    
	TGFα:
	
                      Transforming growth factor alpha

                    
	TGFβ:
	
                      Transforming growth factor beta
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