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            Abstract
The C-type lectin dectin-1 activates the transcription factor NF-κB through a Syk kinase–dependent signaling pathway to induce antifungal immunity. Here we show that dectin-1 expressed on human dendritic cells activates not only the Syk-dependent canonical NF-κB subunits p65 and c-Rel, but also the noncanonical NF-κB subunit RelB. Dectin-1, when stimulated by the β-glucan curdlan or by Candida albicans, induced a second signaling pathway mediated by the serine-threonine kinase Raf-1, which integrated with the Syk pathway at the point of NF-κB activation. Raf-1 antagonized Syk-induced RelB activation by promoting sequestration of RelB into inactive p65-RelB dimers, thereby altering T helper cell differentiation. Thus, dectin-1 activates two independent signaling pathways, one through Syk and one through Raf-1, to induce immune responses.




            
                
                    

    
        
            
                
                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: Dectin-1-mediated signaling activates Raf-1 to control cytokine expression and modulate TLR-mediated signaling.[image: ]


Figure 2: Syk signaling induces NF-κB activation, whereas Raf-1 induces formation of inactive p65-RelB dimers.[image: ]


Figure 3: Raf-1 counteracts RelB activation to induce IL-12p40 and IL-1β expression and to limit CCL17 and CCL22 expression.[image: ]


Figure 4: RelB repression affects NF-κB and RNA polymerase II recruitment differently at the IL12B, IL1B, CCL17 and CCL22 promoters.[image: ]


Figure 5: Raf-1 signaling affects binding of canonical NF-κB subunits to transcriptional regulatory elements of the IL10, IL12A, IL23A and IL6 genes.[image: ]


Figure 6: Raf-1-mediated acetylation of p65 regulates IL-10, IL-12p35, IL-23p19, IL-6 and IL-12p40 expression.[image: ]


Figure 7: Raf-1 signaling controls cytokine production and skews T helper cell differentiation toward TH1.[image: ]
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