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                    Abstract
The extracellular domain of the receptor tyrosine kinase Tie2/TEK (exTEK) has been used as an angiopoietin decoy to study the role of angiopoietins in the tumor–host interactions, using a syngeneic model of experimental metastases and subcutaneous tumor. Soluble exTEK secreted by transfected tumor cells inhibited HUVECs from forming tubes in Matrigel. ExTEK-transfected C26 colon carcinoma and TS/A mammary tumor cells displayed reduced growth rate when injected subcutaneously, and reduced ability to form experimental metastases when injected intravenously. Immunohistochemical analysis of tumors and metastases showed increased leukocytes infiltration and signs of inflammation in exTEK-secreting compared to parental tumor, as well as impairment in neo-vessel growth and organization. However, while neoangiogenesis eventually rescued in the subcutis, it failed to organize in the experimental metastases of exTEK-secreting tumor, contributing to the hampering of metastatic growth and to increased mice survival. The reactive infiltrate of C26TEK contained a different percentage of leukocytes and was responsible for the tumor inhibition. In fact, leukopenia induced by γ-irradiation of recipient mice or injection into interferon gamma (IFN-γ) gene knockout (GKO) mice resulted in reduced mouse survival and an increased number of lung metastases. On the other hand, interleukin (IL)-12 treatment prolonged the survival of mice bearing subcutaneous C26TEK but not of those bearing lung metastases, suggesting that IL-12 could exert further antiangiogenic effects at the site where the tumor can restore neoangiogenesis. These results show in vivo that reduced angiopoietin availability at the tumor site induces a local inflammatory response and impairment of neoangiogenesis which act synergistically to limit tumor growth and metastasis.



                    
    


                    
                        
                            
                                
                                    
                                        
                                    
                                    
                                        This is a preview of subscription content, log in via an institution
                                    
                                    
                                        
                                     to check access.
                                

                            

                        

                        
                            
                                
                                    Access this article

                                    
                                        
                                            
                                                
                                                    Log in via an institution
                                                    
                                                        
                                                    
                                                
                                            

                                        
                                    
                                    
                                        
 
 
  
   
    
     
     
      Buy article PDF USD 39.95
     

    

    Price excludes VAT (USA)

     Tax calculation will be finalised during checkout.

    Instant access to the full article PDF.

   

  

  
 

 
  
   
    Rent this article via DeepDyve
     
      
     

   

  

  
 


                                    

                                    
                                        Institutional subscriptions
                                            
                                                
                                            
                                        

                                    

                                

                            
                        

                        
                            Fig. 1A–D[image: ]


Fig. 2A,B[image: ]


Fig. 3A,B[image: ]


Fig. 4A–E[image: ]


Fig. 5A,B[image: ]


Fig. 6A,B[image: ]


Fig. 7A,B[image: ]


Fig. 8A,B[image: ]



                        

                    

                    
                        
                    


                    
                        
                            
                                
        
            
                Similar content being viewed by others

                
                    
                        
                            
                                
                                    [image: ]

                                
                                
                                    
                                        Steps in metastasis: an updated review
                                        
                                    

                                    
                                        Article
                                        
                                         04 January 2021
                                    

                                

                                Jamal Majidpoor & Keywan Mortezaee

                            
                        

                    
                        
                            
                                
                                    [image: ]

                                
                                
                                    
                                        TGF-beta signal transduction: biology, function and therapy for diseases
                                        
                                    

                                    
                                        Article
                                         Open access
                                         19 December 2022
                                    

                                

                                Yan Tie, Fan Tang, … Huashan Shi

                            
                        

                    
                        
                            
                                
                                    [image: ]

                                
                                
                                    
                                        Co-targeting CD47 and VEGF elicited potent anti-tumor effects in gastric cancer
                                        
                                    

                                    
                                        Article
                                         Open access
                                         27 March 2024
                                    

                                

                                Kaiqi Zhang, Yuan Xu, … Kai Yin

                            
                        

                    
                

            
        
            
        
    
                            
                        
                    

                    

                    

                    Abbreviations
	AEC:
	
                      amino-ethylcarbazole

                    
	ELISA:
	
                      enzyme-linked immunosorbent assay

                    
	HRP:
	
                      horseradish peroxidase

                    
	HUVEC:
	
                      human umbilical vascular endothelial cell

                    
	i.v.:
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	s.c.:
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	TBS:
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