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                    Abstract
To investigate the mechanism by which nitric oxide (NO) induces cell death in colon cancer cells, we compared two types of colon cancer cells with different p53 status: HCT116 (p53 wild-type) cells and SW620 (p53-deficient) cells. We found that S-nitrosoglutathione (GSNO), the NO donor, induced apoptosis in both types of colon cancer cells. However, SW620 cells were much more susceptible than HCT116 cells to apoptotic death by NO. We investigated the role of extracellular signal-regulated kinase 1/2 (ERK1/2) and p38 kinase on NO-induced apoptosis in both types of colon cancer cells. GSNO treatment effectively stimulated activation of the ERK1/2 and p38 kinase in both types of cells. In HCT116 cells, pretreatment with PD98059, an inhibitor of ERK1/2, or SB203580, an inhibitor of p38 kinase, had no marked effect on GSNO-induced apoptosis. However, in SW620 cells, SB203580 significantly reduced the NO-induced apoptosis, whereas PD098059 increases NO-induced apoptosis. Furthermore, we found evidence of cell cycle arrest of the G0/G1 phase in SW620 cells but not in HCT116 cells. Inhibition of ERK1/2 with PD098059, or of p38 kinase with SB203580, reduced the GSNO-induced cell cycle arrest of the G0/G1 phase in SW620 cells. We therefore conclude that NO-induced apoptosis in colon cancer cells is mediated by a p53-independent mechanism and that the pathways of ERK1/2 and p38 kinase are important in NO-induced apoptosis and in the cell cycle arrest of the G0/G1 phase.
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	CDK:
	
                    cyclin-dependent kinase

                  
	DOX:
	
                    doxorubicin

                  
	ERK1/2:
	
                    extracellular signal-regulated kinase 1/2

                  
	FACS:
	
                    fluorescence-activated cell sorter

                  
	FBS:
	
                    fetal bovine serum

                  
	GSNO:
	
                    S-nitrosoglutathione

                  
	JNK:
	
                    c-Jun N-terminal protein kinase

                  
	MAPKs:
	
                    mitogen-activated protein kinases

                  
	NO:
	
                    nitric oxide

                  
	PBS:
	
                    phosphate-buffered saline

                  
	PI:
	
                    propidium iodide

                  
	Rb:
	
                    retinoblastoma

                  
	RT:
	
                    room temperature

                  
	SDS:
	
                    sodium dodeocyl sulfate

                  
	SRB:
	
                    sulforhodamine B

                  
	TBS:
	
                    Tris-buffered saline

                  
	TBS-T:
	
                    Tris-buffered saline–Tween 20

                  
	TCA:
	
                    trichloroacetic acid

                  
	VSMC:
	
                    vascular smooth-muscle cells
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