







    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 Biotechnology]
                            
                        
                    
                    

                    
                    	
                            
                                View all journals
                            
                        
	
                            
                                Search
                            
                        
	
                            
                                Log in
                            
                        


                

            

        

        
            
                
                    
                        	
                                    
                                        Explore content
                                    
                                
	
                                    
                                        About the journal
                                    
                                
	
                                        
                                            Publish with us
                                        
                                    
	
                                    
                                        Subscribe
                                    
                                


                        	
                                    
                                        Sign up for alerts
                                    
                                
	
                                    
                                            RSS feed
                                    
                                


                    

                

            

        
    


    
    
        
            
                	nature



	nature biotechnology

	articles

	
                                    article


    
        
        
            
            
                
                    	Article
	Published: 01 August 2004



                    A simple method to cure established tumors by inflammatory killing of normal cells

                    	Gregory A Daniels1,2Â na1, 
	Luis Sanchez-Perez1,3Â na1, 
	Rosa Maria Diaz1,3, 
	Timothy Kottke1, 
	Jill Thompson1, 
	Maoyi Lai1, 
	Michael Gough1,3, 
	Mahzuz Karim4, 
	Andrew Bushell4, 
	Heung Chong5, 
	Alan Melcher6, 
	Kevin Harrington7 & 
	â€¦
	Richard G Vile1,2Â 

Show authors

                    

                    
                        
    Nature Biotechnology

                        volumeÂ 22,Â pages 1125â€“1132 (2004)Cite this article
                    

                    
        
            	
                        621 Accesses

                    
	
                        88 Citations

                    
	
                            10 Altmetric

                        
	
                    Metrics details

                


        

    
                    
                

                
                
    
    

    
        
            
                
                    
                        
                    
                
            
            This article has been updated

        

    
    

                
            


        
            Abstract
We describe a simple technology used to cure an established metastatic disease. Intradermal injection of plasmid DNA encoding a transcriptionally targeted cytotoxic gene, along with hsp70, not only promoted tissue-specific, inflammatory killing of normal melanocytes, but also induced a CD8+ T-cellâ€“dependent, antigen-specific response in mice that eradicated systemically established B16 tumors. This CD8+ T cell response was subsequently suppressed in vivo within a few days. The data demonstrate that deliberate destruction of normal tissue can be exploited to generate immunity against a malignant disease originating from that tissue. This approach obviates the need to identify tumor antigens and does not require complex isolation of tumor cells or their derivatives. In addition, it provides a model system for studying the mechanisms underlying the etiology and control of autoimmune diseases. Finally, despite targeting normal tissue, therapy could be separated from development of overt autoimmune symptoms, suggesting that the strategy may be valuable against tumors derived from both non-essential and essential tissue types.
*Note: In the version of this article originally published online, the name of one of the authors was spelled incorrectly. Mayoi Lai should be Maoyi Lai. This mistake has been corrected in the HTML version and will appear correctly in print.




            
                
                    

    
        
            
                
                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: Intradermal injection of Tyr-HSVtk plasmid DNA leads to expression in melanocytes.[image: ]


Figure 2: Immune consequences of Tyr-HSVtk + CMV-hsp70 intradermal injections.[image: ]


Figure 3: Intradermal delivery of Tyr-HSVtk plasmid DNA delays growth of established tumors.[image: ]


Figure 4: Repeated rounds of Tyr-HSVtk + CMV-hsp70 treatment cures established disease.[image: ]


Figure 5: Role of CD4, CD8 and CD25+ T cells in immune rejection of tumors.[image: ]


Figure 6: Specificity and suppression of the anti-melanocytic immune response.[image: ]
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