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            Abstract
An association between inflammation and cancer has long been recognized, but the cause and effect relationship linking the two remains unclear. Myc is a pleiotropic transcription factor that is overexpressed in many human cancers and instructs many extracellular aspects of the tumor tissue phenotype, including remodeling of tumor stroma and angiogenesis. Here we show in a Î²-cell tumor model that activation of Myc in vivo triggers rapid recruitment of mast cells to the tumor siteâ€”a recruitment that is absolutely required for macroscopic tumor expansion. In addition, treatment of established Î²-cell tumors with a mast cell inhibitor rapidly triggers hypoxia and cell death of tumor and endothelial cells. Inhibitors of mast cell function may therefore prove therapeutically useful in restraining expansion and survival of pancreatic and other cancers.




            
                
                    

    
        
            
                
                Access through your institution
            
        

        
            
                
                    Buy or subscribe
                
            

        
    



                
            


            
                
                    
                

            

            
                
                
                
                
                    
                        This is a preview of subscription content, access via your institution

                    

                    
                

                

                Access options

                


                
                    
                        
                            

    
        
            
                
                Access through your institution
            
        

        
    



                        

                        

    
        
        

        
        
            
                
                Access through your institution
            
        

        
            
                Change institution
            
        

        
        
            
                Buy or subscribe
            
        

        
    



                    
                

                
    
    Subscribe to this journal
Receive 12 print issues and online access
$209.00 per year
only $17.42 per issue

Learn more



Rent or buy this article
Prices vary by article type
from$1.95
to$39.95
Learn more



Prices may be subject to local taxes which are calculated during checkout



  

    
    
        
    Additional access options:

    	
            Log in
        
	
            Learn about institutional subscriptions
        
	
            Read our FAQs
        
	
            Contact customer support
        



    

                
                    Figure 1: Activation of Myc in Î² cells triggers rapid recruitment of mast cells to islet-associated stroma.


Figure 2: Myc-driven Î²-cell tumors do not expand in mice lacking mast cell function.


Figure 3: Myc-induced Î²-cell proliferation, transformation and de-differentiation are unaffected by mast cell status.


Figure 4: Expansion of Myc-induced tumors in mice lacking mast cell function is restrained by Î²-cell death, hypoxia and lack of elaborated vasculature.


Figure 5: Lack of mast cells impairs endothelial cell proliferation after sustained Myc activation.


Figure 6: Systemic cromolyn treatment induces hypoxia and apoptosis in established Myc-dependent islet tumors.
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