







    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]
                            
                        
                    
                    

                    
                    	
                            
                                View all journals
                            
                        
	
                            
                                Search
                            
                        
	
                            
                                Log in
                            
                        


                

            

        

        
            
                
                    
                        	
                                    
                                        Explore content
                                    
                                
	
                                    
                                        About the journal
                                    
                                
	
                                        
                                            Publish with us
                                        
                                    
	
                                    
                                        Subscribe
                                    
                                


                        	
                                    
                                        Sign up for alerts
                                    
                                
	
                                    
                                            RSS feed
                                    
                                


                    

                

            

        
    


    
    
        
            
                	nature



	letters

	
                                    article


    
        
        
            
            
                
                    	Letter
	Published: 01 April 2010



                    IL25 elicits a multipotent progenitor cell population that promotes TH2 cytokine responses

                    	Steven A. Saenz1, 
	Mark C. Siracusa1, 
	Jacqueline G. Perrigoue1, 
	Sean P. Spencer1, 
	Joseph F. Urban Jr3, 
	Joel E. Tocker4, 
	Alison L. Budelsky4, 
	Melanie A. Kleinschek5, 
	Robert A. Kastelein5, 
	Taku Kambayashi2, 
	Avinash Bhandoola2 & 
	â€¦
	David Artis1Â 

Show authors

                    

                    
                        
    Nature

                        volumeÂ 464,Â pages 1362â€“1366 (2010)Cite this article
                    

                    
        
            	
                        5649 Accesses

                    
	
                        453 Citations

                    
	
                            7 Altmetric

                        
	
                    Metrics details

                


        

    
                    
                

                
    
        Subjects

        	Interleukins
	Multipotent stem cells
	Parasitic infection
	T-helper 2 cells


    


                
    
    

    
        
            
                
                    
                        
                    
                
            
            This article has been updated

        

    
    

                
            


        
            Abstract
CD4+ T helper 2 (TH2) cells secrete interleukin (IL)4, IL5 and IL13, and are required for immunity to gastrointestinal helminth infections1. However, TH2 cells also promote chronic inflammation associated with asthma and allergic disorders2. The non-haematopoietic-cell-derived cytokines thymic stromal lymphopoietin, IL33 and IL25 (also known as IL17E) have been implicated in inducing TH2 cell-dependent inflammation at mucosal sites3,4,5,6, but how these cytokines influence innate immune responses remains poorly defined. Here we show that IL25, a member of the IL17 cytokine family, promotes the accumulation of a lineage-negative (Lin-) multipotent progenitor (MPP) cell population in the gut-associated lymphoid tissue that promotes TH2 cytokine responses. The IL25-elicited cell population, termed MPPtype2 cells, was defined by the expression of Sca-1 (also known as Ly6a) and intermediate expression of c-Kit (c-Kitint), and exhibited multipotent capacity, giving rise to cells of monocyte/macrophage and granulocyte lineages both in vitro and in vivo. Progeny of MPPtype2 cells were competent antigen presenting cells, and adoptive transfer of MPPtype2 cells could promote TH2 cytokine responses and confer protective immunity to helminth infection in normally susceptible Il25-/- mice. The ability of IL25 to induce the emergence of an MPPtype2 cell population identifies a link between the IL17 cytokine family and extramedullary haematopoiesis, and suggests a previously unrecognized innate immune pathway that promotes TH2 cytokine responses at mucosal sites.
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                    Figure 1: IL25 elicits a c-Kitint-GFP- and c-Kitint-GFP+ cell population in the GALT.
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Figure 2: IL25-elicited c-Kitint cells promote TH2 cytokine-dependent responses  in vivo. [image: ]


Figure 3: IL25-elicited c-Kitint cells show multipotent capacity.
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Figure 4: Progeny from IL25-elicited c-Kitint-GFP- cells promote TH2 cell differentiation.
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