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                    Abstract
In the present study, we have shown for the first time that a plant steroid, diosgenin, causes an inhibition of the growth of fibroblast-like synoviocytes from human rheumatoid arthritis, with apoptosis induction associated with cyclooxygenase-2 (COX-2) up-regulation. Celecoxib, a selective COX-2 inhibitor, provoked a large decrease in diosgenin-induced apoptosis even in the presence of exogenous prostaglandin E2, whereas interleukin-1β, a COX-2 inducer, strongly increased diosgenin-induced apoptosis of these synoviocytes. These findings suggest that the proapoptotic effect of diosgenin is associated with overexpression of COX-2 correlated with overproduction of endogenous prostaglandin E2. We also observed a loss of mitochondrial membrane potential, caspase-3 activation, and DNA fragmentation after diosgenin treatment.
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                    Abbreviations
	Ac-DEVD-AMC:
	
                    = N-acetyl-Asp-Glu-Val-Asp–7-amino-4-methylcoumarin

                  
	Ac-DEVD-CHO:
	
                    = N-acetyl-Asp-Glu-Val-Asp-aldehyde

                  
	COX:
	
                    = cyclooxygenase

                  
	Δψm:
	
                    = mitochondrial membrane potential

                  
	DAPI = 4':
	
                    6-diamidino-2-phenylindole

                  
	DMEM:
	
                    = Dulbecco's modified Eagle's medium

                  
	ELISA:
	
                    = enzyme-linked immunosorbent assay

                  
	FCS:
	
                    = fetal calf serum

                  
	FLS:
	
                    = fibroblast-like synoviocytes

                  
	IL:
	
                    = interleukin

                  
	JC-1 = 5:
	
                    5',6,6'-tetrachloro-1,1',3,3'-tetraethylbenzimidazole carbocyanide iodide

                  
	MTT = 3-(4:
	
                    5-dimethylthiazol-2-yl)-2,5-diphenyltetrazolium bromide

                  
	PBS:
	
                    = phosphate-buffered saline

                  
	PGE2:
	
                    = prostaglandin E2

                  
	RA:
	
                    = rheumatoid arthritis.
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