







    Skip to main content




    
        
        Thank you for visiting nature.com. You are using a browser version with limited support for CSS. To obtain
            the best experience, we recommend you use a more up to date browser (or turn off compatibility mode in
            Internet Explorer). In the meantime, to ensure continued support, we are displaying the site without styles
            and JavaScript.


    




    

    
            

            
                
                    Advertisement

                    
        
            
    
        
            
                [image: Advertisement]
        

    


        
    
                

            
        

    
        
            
                
                    
                    
                    
                        
                        
                            
                                
                                [image: Nature Medicine]
                            
                        
                    
                    

                    
                    	
                            
                                View all journals
                            
                        
	
                            
                                Search
                            
                        
	
                            
                                Log in
                            
                        


                

            

        

        
            
                
                    
                        	
                                    
                                        Explore content
                                    
                                
	
                                    
                                        About the journal
                                    
                                
	
                                        
                                            Publish with us
                                        
                                    
	
                                    
                                        Subscribe
                                    
                                


                        	
                                    
                                        Sign up for alerts
                                    
                                
	
                                    
                                            RSS feed
                                    
                                


                    

                

            

        
    


    
    
        
            
                	nature



	nature medicine

	articles

	
                                    article


    
        
        
            
            
                
                    	Article
	Published: 01 July 2002



                    Revascularization of ischemic tissues by PlGF treatment, and inhibition of tumor angiogenesis, arthritis and atherosclerosis by anti-Flt1

                    	Aernout Luttun1,2 na1, 
	Marc Tjwa1,2 na1, 
	Lieve Moons1,2, 
	Yan Wu6, 
	Anne Angelillo-Scherrer7, 
	Fang Liao6, 
	Janice A. Nagy8, 
	Andrea Hooper6, 
	Josef Priller9, 
	Bert De Klerck3,4, 
	Veerle Compernolle1,2, 
	Evis Daci5, 
	Peter Bohlen6, 
	Mieke Dewerchin1,2, 
	Jean-Marc Herbert10, 
	Roy Fava11, 
	Patrick Matthys3,4, 
	Geert Carmeliet5, 
	Désiré Collen1,2, 
	Harold F. Dvorak8, 
	Daniel J. Hicklin6 & 
	…
	Peter Carmeliet1,2 

Show authors

                    

                    
                        
    Nature Medicine

                        volume 8, pages 831–840 (2002)Cite this article
                    

                    
                    
                

                
                
    
    

    
    

                
            


        
            Abstract
The therapeutic potential of placental growth factor (PlGF) and its receptor Flt1 in angiogenesis is poorly understood. Here, we report that PlGF stimulated angiogenesis and collateral growth in ischemic heart and limb with at least a comparable efficiency to vascular endothelial growth factor (VEGF). An antibody against Flt1 suppressed neovascularization in tumors and ischemic retina, and angiogenesis and inflammatory joint destruction in autoimmune arthritis. Anti-Flt1 also reduced atherosclerotic plaque growth and vulnerability, but the atheroprotective effect was not attributable to reduced plaque neovascularization. Inhibition of VEGF receptor Flk1 did not affect arthritis or atherosclerosis, indicating that inhibition of Flk1-driven angiogenesis alone was not sufficient to halt disease progression. The anti-inflammatory effects of anti-Flt1 were attributable to reduced mobilization of bone marrow–derived myeloid progenitors into the peripheral blood; impaired infiltration of Flt1-expressing leukocytes in inflamed tissues; and defective activation of myeloid cells. Thus, PlGF and Flt1 constitute potential candidates for therapeutic modulation of angiogenesis and inflammation.
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                    Figure 1: Therapeutic angiogenesis and arteriogenesis with PlGF in the ischemic myocardium and limb.[image: ]


Figure 2: PlGF stimulates, whereas anti-Flt1 inhibits vessel growth.[image: ]


Figure 3: Anti-Flt1 mAb inhibits inflammation but not angiogenesis in atherosclerotic plaques.[image: ]


Figure 4: Anti-Flt1, but not anti-Flk1, inhibits arthritic joint destruction.[image: ]
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