







    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 Genetics]
                            
                        
                    
                    

                    
                    	
                            
                                View all journals
                            
                        
	
                            
                                Search
                            
                        
	
                            
                                Log in
                            
                        


                

            

        

        
            
                
                    
                        	
                                    
                                        Explore content
                                    
                                
	
                                    
                                        About the journal
                                    
                                
	
                                        
                                            Publish with us
                                        
                                    
	
                                    
                                        Subscribe
                                    
                                


                        	
                                    
                                        Sign up for alerts
                                    
                                
	
                                    
                                            RSS feed
                                    
                                


                    

                

            

        
    


    
    
        
            
                	nature



	nature genetics

	letters

	
                                    article


    
        
        
            
            
                
                    	Letter
	Published: 31 August 2008



                    Loci on 20q13 and 21q22 are associated with pediatric-onset inflammatory bowel disease

                    	Subra Kugathasan1,2Â na1, 
	Robert N Baldassano3,4Â na1, 
	Jonathan P Bradfield5, 
	Patrick M A Sleiman5, 
	Marcin Imielinski5, 
	Stephen L Guthery6, 
	Salvatore Cucchiara7, 
	Cecilia E Kim5, 
	Edward C Frackelton5, 
	Kiran Annaiah5, 
	Joseph T Glessner5, 
	Erin Santa5, 
	Tara Willson8, 
	Andrew W Eckert5, 
	Erin Bonkowski8, 
	Julie L Shaner5, 
	Ryan M Smith5, 
	F George Otieno5, 
	Nicholas Peterson1, 
	Debra J Abrams3,4, 
	Rosetta M Chiavacci5, 
	Robert Grundmeier9,10, 
	Petar Mamula3,4, 
	Gitit Tomer8, 
	David A Piccoli3,4, 
	Dimitri S Monos11,12, 
	Vito Annese13,14, 
	Lee A Denson8, 
	Struan F A Grant5,9,15 & 
	â€¦
	Hakon Hakonarson5,9,15Â 

Show authors

                    

                    
                        
    Nature Genetics

                        volumeÂ 40,Â pages 1211â€“1215 (2008)Cite this article
                    

                    
        
            	
                        1698 Accesses

                    
	
                        242 Citations

                    
	
                            13 Altmetric

                        
	
                    Metrics details

                


        

    
                    
                

                
                
    
    

    
    

                
            


        
            Abstract
Inflammatory bowel disease (IBD) is a common inflammatory disorder with complex etiology that involves both genetic and environmental triggers, including but not limited to defects in bacterial clearance, defective mucosal barrier and persistent dysregulation of the immune response to commensal intestinal bacteria. IBD is characterized by two distinct phenotypes: Crohn's disease (CD) and ulcerative colitis (UC). Previously reported GWA studies have identified genetic variation accounting for a small portion of the overall genetic susceptibility to CD and an even smaller contribution to UC pathogenesis. We hypothesized that stratification of IBD by age of onset might identify additional genes associated with IBD. To that end, we carried out a GWA analysis in a cohort of 1,011 individuals with pediatric-onset IBD and 4,250 matched controls. We identified and replicated significantly associated, previously unreported loci on chromosomes 20q13 (rs2315008[T] and rs4809330[A]; P = 6.30 Ã— 10âˆ’8 and 6.95 Ã— 10âˆ’8, respectively; odds ratio (OR) = 0.74 for both) and 21q22 (rs2836878[A]; P = 6.01 Ã— 10âˆ’8; OR = 0.73), located close to the TNFRSF6B and PSMG1 genes, respectively.
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                    Figure 1: Linkage disequilibrium (D) between SNPs at the 20q13 locus in the control cohort together with the corresponding Haploview gene track.[image: ]


Figure 2: Colonic TNFRSF6B expression and serum DCR3 concentration.[image: ]
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