







    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

	articles

	
                                    article


    
        
        
            
            
                
                    	Article
	Published: 01 January 1997



                    Holt-Oram syndrome is caused by mutations in TBX5, a member of the Brachyury (T) gene family

                    	Quan Yi Li1,2, 
	Ruth A. Newbury-Ecob1,2,3, 
	Jonathan A. Terrett1,2Â nAff4, 
	David I. Wilson5, 
	Andrew R.J. Curtis5, 
	Cheong Ho Yi1,2, 
	Tom Gebuhr6, 
	Philip J. Bullen5,7, 
	Stephen C. Robson7, 
	Tom Strachan5, 
	Damien Bonnet8, 
	Stanislas Lyonnet8, 
	Ian D. Young2, 
	J. Alexander Raeburn2, 
	Alan J. Buckler9Â nAff10, 
	David J. Law6 & 
	â€¦
	J. David Brook1,2Â 

Show authors

                    

                    
                        
    Nature Genetics

                        volumeÂ 15,Â pages 21â€“29 (1997)Cite this article
                    

                    
        
            	
                        2057 Accesses

                    
	
                        681 Citations

                    
	
                            9 Altmetric

                        
	
                    Metrics details

                


        

    
                    
                

                
                
    
    

    
    

                
            


        
            Abstract
Holt-Oram syndrome is a developmental disorder affecting the heart and upper limb, the gene for which was mapped to chromosome 12 two years ago. We have now identified a gene for this disorder (HOS1). The gene (TBX5) is a member of the Brachyury (T) family corresponding to the mouse TbxS gene. We have identified six mutations, three in HOS families and three in sporadic HOS cases. Each of the mutations introduces a premature stop codon in the TBXS gene product. Tissue in situ hybridization studies on human embryos from days 26 to 52 of gestation reveal expression of TBXS in heart and limb, consistent with a role in human embryonic development.
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