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            Abstract
Over-expression of erbB-2 is associated with shortened survival of patients with lung adenocarcinomas. We demonstrated that human lung epithelial cells, overexpressing erbB-2, formed tumours in nude mice only when high levels of transforming growth factor (TGF)-alpha were produced (E6T cells). To define the role that TGF-alpha production played in induction of tumorigenicity, a non-tumorigenic TGF-alpha-negative clone of ErbB-2 overexpressing cells (E2 cells) was transfected with an expression vector for TGF-alpha (E2alpha cells). Transfected clones produced TGF-alpha at 11-25% of the level produced by the E6T cell line. Tumorigenic E6T cells transfected with a TGF-alpha antisense vector (E6TA cells) expressed only 6% of the TGF-alpha level of the parental cells. Clones of E6T, E6TA, E2 and E2alpha were inoculated into athymic nude mice to measure tumorigenic potential. E6T cells formed tumours with a 70% efficiency. E2, E6TA and E2alpha cells failed to form tumours. The levels of EGFR were similar in non-tumorigenic E2 and tumorigenic E6T cells but higher in E2alpha and E6TA cells, and ErbB-2 were greatly overexpressed in an E2alpha clone. In vitro, ErbB-2 co-immunoprecipitated with EGFR in lysates of unstimulated E6T and E2alpha TGF-alpha-producing cells, indicating that the lower TGF-alpha levels were sufficient to induce in vitro heterodimerization. These studies suggest that induction of the tumorigenic phenotype depends on achieving a threshold level of TGF-alpha sufficient to activate downstream signalling by ErbB-2 containing active heterodimers.




            
                
                    

    
        
            
                
                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 24 print issues and online access
$259.00 per year
only $10.79 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
        



    

                
                    
                


                
                    
                        
        
            
                Similar content being viewed by others

                
                    
                        
                            
                                
                                    [image: ]

                                
                                
                                    
                                        LKB1 drives stasis and C/EBP-mediated reprogramming to an alveolar type II fate in lung cancer
                                        
                                    

                                    
                                        Article
                                         Open access
                                         28 February 2022
                                    

                                

                                Christopher W. Murray, Jennifer J. Brady, â€¦ Monte M. Winslow

                            
                        

                    
                        
                            
                                
                                    [image: ]

                                
                                
                                    
                                        A TNFR1â€“UBCH10 axis drives lung squamous cell carcinoma dedifferentiation and metastasis through a cell-autonomous signaling loop
                                        
                                    

                                    
                                        Article
                                         Open access
                                         21 October 2022
                                    

                                

                                Zuoxiang Xiao, Gongping Shi, â€¦ Yinling Hu

                            
                        

                    
                        
                            
                                
                                    [image: ]

                                
                                
                                    
                                        Lineage-restricted neoplasia driven by Myc defaults to small cell lung cancer when combined with loss of p53 and Rb in the airway epithelium
                                        
                                    

                                    
                                        Article
                                        
                                         21 October 2021
                                    

                                

                                Jasmine Chen, Aleks Guanizo, â€¦ Daniel J. Gough

                            
                        

                    
                

            
        
            
        
    
                    
                
            

            
                
Author information
Authors and Affiliations
	Department of Pathology, Marlene and Stewart Greenebaum Cancer Center, University of Maryland at Baltimore, 21201, USA
AW Hamburger


Authors	AW HamburgerView author publications
You can also search for this author in
                        PubMedÂ Google Scholar



	A FernandesView author publications
You can also search for this author in
                        PubMedÂ Google Scholar



	M MurakamiView author publications
You can also search for this author in
                        PubMedÂ Google Scholar



	BI GerwinView author publications
You can also search for this author in
                        PubMedÂ Google Scholar







Rights and permissions
Reprints and permissions


About this article
Cite this article
Hamburger, A., Fernandes, A., Murakami, M. et al. The role of transforming growth factor alpha production and ErbB-2 overexpression in induction of tumorigenicity of lung epithelial cells.
                    Br J Cancer 77, 1066â€“1071 (1998). https://doi.org/10.1038/bjc.1998.178
Download citation
	Issue Date: 01 April 1998

	DOI: https://doi.org/10.1038/bjc.1998.178


Share this article
Anyone you share the following link with will be able to read this content:
Get shareable linkSorry, a shareable link is not currently available for this article.


Copy to clipboard

                            Provided by the Springer Nature SharedIt content-sharing initiative
                        








            


            

            
        





    
        

        
            
                

    
        
            
                
                Access through your institution
            
        

        
            
                
                    Buy or subscribe
                
            

        
    



            

            
                

    
        
        

        
        
            
                
                Access through your institution
            
        

        
            
                Change institution
            
        

        
        
            
                Buy or subscribe
            
        

        
    



            

        
    


    
        
    

    
    

    
        
            
                
                    
                        
                            Advertisement

                            
    
        
            
                [image: Advertisement]
        

    


                        

                    

                

            

            

            

        

    






    
        
            
                Explore content

                	
                                
                                    Research articles
                                
                            
	
                                
                                    Reviews & Analysis
                                
                            
	
                                
                                    News & Comment
                                
                            
	
                                
                                    Current issue
                                
                            
	
                                
                                    Collections
                                
                            


                	
                            Follow us on Twitter
                            
                        
	
                            
                                Subscribe
                            
                        
	
                            Sign up for alerts
                            
                        
	
                            
                                RSS feed
                            
                        


            

        
    
    
        
            
                
                    About the journal

                    	
                                
                                    Journal Information
                                
                            
	
                                
                                    Open access publishing
                                
                            
	
                                
                                    About the Editors
                                
                            
	
                                
                                    Contact
                                
                            
	
                                
                                    Special Issues
                                
                            
	
                                
                                    For Advertisers
                                
                            
	
                                
                                    Subscribe
                                
                            


                

            
        

        
            
                
                    Publish with us

                    	
                                
                                    For Authors & Referees
                                
                            
	
                                
                                    Language editing services
                                
                            
	
                                Submit manuscript
                                
                            


                

            
        
    



    
        Search

        
            Search articles by subject, keyword or author
            
                
                    
                

                
                    
                        Show results from
                        All journals
This journal


                    

                    
                        Search
                    

                


            

        


        
            
                Advanced search
            
        


        Quick links

        	Explore articles by subject
	Find a job
	Guide to authors
	Editorial policies


    





        
    
        
            

            
                
                    British Journal of Cancer (Br J Cancer)
                
                
    
    
        ISSN 1532-1827 (online)
    
    


                
    
    
        ISSN 0007-0920 (print)
    
    

            

        

    




    
        
    nature.com sitemap

    
        
            
                About Nature Portfolio

                	About us
	Press releases
	Press office
	Contact us


            


            
                Discover content

                	Journals A-Z
	Articles by subject
	protocols.io
	Nature Index


            


            
                Publishing policies

                	Nature portfolio policies
	Open access


            


            
                Author & Researcher services

                	Reprints & permissions
	Research data
	Language editing
	Scientific editing
	Nature Masterclasses
	Research Solutions


            


            
                Libraries & institutions

                	Librarian service & tools
	Librarian portal
	Open research
	Recommend to library


            


            
                Advertising & partnerships

                	Advertising
	Partnerships & Services
	Media kits
                    
	Branded
                        content


            


            
                Professional development

                	Nature Careers
	Nature 
                        Conferences


            


            
                Regional websites

                	Nature Africa
	Nature China
	Nature India
	Nature Italy
	Nature Japan
	Nature Middle East


            


        

    

    
        	Privacy
                Policy
	Use
                of cookies
	
                Your privacy choices/Manage cookies
                
            
	Legal
                notice
	Accessibility
                statement
	Terms & Conditions
	Your US state privacy rights


    





        
    
        [image: Springer Nature]
    
    © 2024 Springer Nature Limited




    

    
    
    











    [image: ]







[image: ]
