







    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 1982



                    Globin structural mutant α125Leu→Pro is a novel cause of α-thalassaemia

                    	Michel Goossens1 nAff2, 
	Kathleen Y. Lee1, 
	Stephen A. Liebhaber1 nAff3 & 
	…
	Yuet Wai Kan1 

Show authors

                    

                    
                        
    Nature

                        volume 296, pages 864–865 (1982)Cite this article
                    

                    
        
            	
                        113 Accesses

                    
	
                        132 Citations

                    
	
                    Metrics details

                


        

    
                    
                

                
                
    
    

    
    

                
            


        
            Abstract
The duplicated human α-globin structural loci lie on chromosome 16 and are arranged in the order 5′ α2−αl 3′. Although the most common molecular mechanism for α-thalassaemia is deletion of segments of DNA that contain one or both of these α-globin structural loci1, two molecular lesions that are not due to gross gene deletion have been defined. In one, a point mutation in the termination codon of the α2 gene results in the production of an elongated α-globin chain2,3. As only a small amount of the mutant globin chain is produced, α-thalassaemia results. The second lesion, which is caused by a 5-base pair (bp) deletion in the first intervening sequence of the α2 gene, results in abnormal mRNA processing and α-globin chain deficiency4. We now describe a novel mechanism for α-thalassaemia not involving deletion. A single nucleotide mutation in the coding region of the α2 gene results in the substitution of proline (Pro) for leucine (Leu) in a region of the H helix of the α-globin chain, which is critical for αl−βl contact. This probably impedes α1−β1 dimer formation, the initial step of haemoglobin tetramer assembly, and produces an α-thalassaemia phenotype.
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