







    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: Leukemia]
                            
                        
                    
                    

                    
                    	
                            
                                View all journals
                            
                        
	
                            
                                Search
                            
                        
	
                            
                                Log in
                            
                        


                

            

        

        
            
                
                    
                        	
                                    
                                        Explore content
                                    
                                
	
                                    
                                        About the journal
                                    
                                
	
                                        
                                            Publish with us
                                        
                                    
	
                                    
                                        Subscribe
                                    
                                


                        	
                                    
                                        Sign up for alerts
                                    
                                
	
                                    
                                            RSS feed
                                    
                                


                    

                

            

        
    


    
    
        
            
                	nature



	leukemia

	original manuscript

	
                                    article


    
        
        
            
            
                
                    	Original Manuscript
	Published: 30 April 1998



                    Growth Factors and Cell Signaling
Regulation of p100 (NFKB2) expression in human monocytes in response to inflammatory mediators and lymphokines

                    	H de Wit1, 
	WHA Dokter2, 
	SB Koopmans1, 
	C Lummen1, 
	M van der Leij1, 
	JW Smit1 & 
	â€¦
	E Vellenga1Â 

Show authors

                    

                    
                        
    Leukemia

                        volumeÂ 12,Â pages 363â€“370 (1998)Cite this article
                    

                    
        
            	
                        681 Accesses

                    
	
                        28 Citations

                    
	
                    Metrics details

                


        

    
                    
                

                
                
    
    

    
    

                
            


        
            Abstract
The transcription factor NF-ÎºB plays an important role in the regulated expression of cytokines in human monocytes. A p100 subunit of NF-ÎºB has IÎºB-like properties by sequestering the p65 transactivating subunit in the cytosol of cells. In transient transfection assays we demonstrated that p100 has an inhibitory effect on the NF-ÎºB-dependent IL-6 promoter activity. In view of this finding, we studied the regulation of the p100 subunit in human monocytes in response to LPS, the inflammatory cytokines IL-1Î² and TNF-Î± and lymphokines. The results demonstrate that LPS, IL-1Î², and TNF-Î± induce p100 expression at mRNA and protein level while IFN-Î³, IL-3 and IL-4/IL-10 have no effect. The induction of p100 expression was shown to be mediated by a two-fold increase in the p100 transcription rate and a two-fold increase in p100 mRNA stability. Furthermore the p100 mediated upregulation was dependent on a tyrosine kinase dependent pathway rather than the protein kinase C pathway. NF-ÎºB is a complex of either p50 homodimers or a p50/p65 heterodimer. The latter is known to strongly autoregulate p100 transcription. We therefore examined the composition of NF-ÎºB induced by LPS vs the different lymphokines. LPS-induced NF-ÎºB showed a distinct p65 supershift whereas the composition of NF-ÎºB induced by different lymphokines did not show a change in p65. We conclude that the p100 subunit of the transcription factor NF-ÎºB is induced by different inflammatory mediators while lymphokines fail to induce p100 expression which may be caused by the induction of NF-ÎºB predominantly consisting of p50 homodimers.
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