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            Abstract
Bcl-2 family of proteins regulates apoptosis by controlling mitochondrial membrane permeability. We have previously shown that the voltage-dependent anion channel (VDAC) plays a crucial role in apoptotic changes of the mitochondria and its activity is directly regulated by some Bcl-2 family members, including Bcl-2/Bcl-xL and Bax/Bak but not Bid. Here, we showed that in isolated mitochondria, Bim induced loss of membrane potential and cytochrome c release like Bax/Bak, with these changes being inhibited by an anti-VDAC antibody. In addition, microinjection of the anti-VDAC antibody significantly reduced Bim-induced apoptosis. Study using purified proteins indicated that Bim directly interacts with the VDAC. Immunoprecipitation analysis revealed that Bim interacts with the VDAC and the interaction is remarkably enhanced during apoptosis. An experiment using liposomes indicated that Bim enhanced VDAC activity, as did Bax/Bak. Furthermore, Bim (but not tBid) was able to induce apoptotic changes of yeast mitochondria in a VDAC-dependent manner, and also induced the lysis of red blood cells, with this effect being inhibited by the anti-VDAC antibody. These results indicate that Bim has an ability to activate directly the VDAC, which plays an important role in apoptosis of mammalian cells.
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	BH:
	
                    Bcl-2 homology

                  
	BK:
	
                    bongkrekic acid

                  
	CsA:
	
                    cyclosporin A

                  
	cyt. c:
	
                    cytochrome c

                  
	Î”Ïˆ:
	
                    mitochondrial membrane potential

                  
	NRI:
	
                    normal rabbit IgG

                  
	PT:
	
                    permeability transition

                  
	RBCs:
	
                    red blood cells

                  
	Rh123:
	
                    rhodamine 123

                  
	tBid:
	
                    truncated Bid

                  
	VDAC:
	
                    voltage-dependent anion channel
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