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            Abstract
We propose a DNA-hairpin model for the processivity of telomeric-repeat addition. Concomitantly with template-RNA translocation after each repeat synthesis, the complementary DNA repeat, for example, AGGGTT, loops out in a noncanonical base-paired hairpin, thus freeing the RNA template for the next round of repeat synthesis. The DNA hairpin is temporarily stabilized by telomerase and the incoming dGTP but becomes realigned for processive telomere synthesis.
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                    Figure 1: Telomerase.[image: ]


Figure 2: Telomeric repeats.[image: ]


Figure 3: The structural cavity and flexibility of TERT accommodate the DNA-hairpin loopout.[image: ]


Figure 4: A DNA-hairpin model for repeat-addition processivity.[image: ]
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Structural differences between p66 and p51 subunits of HIV-1 RT and unfolding of the Î²-linker.
After superposition of the palm domains in p51 and p66 (PDB 1RTD)29, the movement of the thumb (green) in the two subunits is morphed. The Î²-linker (pink) between the thumb and palm domain (made of three Î²-strands) is unfolded in the p51 subunit. (MOV 757 kb)


Animation of the DNA hairpin model.
At the end of each cycle of repeat addition, while the RNA template (dark red) and DNA primer (orange) hybrid is translocated together, the 3â€² end of DNA remains in the active site of TERT (shown as an outlined pink oval), and one telomeric repeat, e.g. AGGGTT, is looped out. The underscored T, which is recognized by TRBD as a signal for pausing DNA hairpin formation, is highlighted in olive color. Binding of the incoming dGTP stabilizes the hairpin loopout and also promotes the DNA realignment for the next round of repeat synthesis. (MOV 1349 kb)





Rights and permissions
Reprints and permissions


About this article
[image: Check for updates. Verify currency and authenticity via CrossMark]       



Cite this article
Yang, W., Lee, YS. A DNA-hairpin model for repeat-addition processivity in telomere synthesis.
                    Nat Struct Mol Biol 22, 844â€“847 (2015). https://doi.org/10.1038/nsmb.3098
Download citation
	Published: 04 November 2015

	Issue Date: November 2015

	DOI: https://doi.org/10.1038/nsmb.3098


Share this article
Anyone you share the following link with will be able to read this content:
Get shareable linkSorry, a shareable link is not currently available for this article.


Copy to clipboard

                            Provided by the Springer Nature SharedIt content-sharing initiative
                        








            


            
        
            
                This article is cited by

                
                    	
                            
                                
                                    
                                        Orchestrating nucleic acidâ€“protein interactions at chromosome ends: telomerase mechanisms come into focus
                                    
                                

                            
                                
                                    	Neal F. Lue
	Chantal Autexier


                                
                                Nature Structural & Molecular Biology (2023)

                            
	
                            
                                
                                    
                                        Structures of telomerase at several steps of telomere repeat synthesis
                                    
                                

                            
                                
                                    	Yao He
	Yaqiang Wang
	Juli Feigon


                                
                                Nature (2021)

                            
	
                            
                                
                                    
                                        How DNA polymerases catalyse replication and repair with contrasting fidelity
                                    
                                

                            
                                
                                    	Wen-Jin Wu
	Wei Yang
	Ming-Daw Tsai


                                
                                Nature Reviews Chemistry (2017)

                            


                

            

        
    

            
        





    
        

        
            
                

    
        
            
                
                Access through your institution
            
        

        
            
                
                    Buy or subscribe
                
            

        
    



            

            
                

    
        
        

        
        
            
                
                Access through your institution
            
        

        
            
                Change institution
            
        

        
        
            
                Buy or subscribe
            
        

        
    



            

        
    


    

    
    

    
        
            
                
                    
                        
                            Advertisement

                            
    
        
            
                [image: Advertisement]
        

    


                        

                    

                

            

            

            

        

    






    
        
            
                Explore content

                	
                                
                                    Research articles
                                
                            
	
                                
                                    Reviews & Analysis
                                
                            
	
                                
                                    News & Comment
                                
                            
	
                                
                                    Current issue
                                
                            
	
                                
                                    Collections
                                
                            


                	
                            Follow us on Twitter
                            
                        
	
                            
                                Subscribe
                            
                        
	
                            Sign up for alerts
                            
                        
	
                            
                                RSS feed
                            
                        


            

        
    
    
        
            
                
                    About the journal

                    	
                                
                                    Aims & Scope
                                
                            
	
                                
                                    Journal Information
                                
                            
	
                                
                                    Journal Metrics
                                
                            
	
                                
                                    About the Editors
                                
                            
	
                                
                                    Research Cross-Journal Editorial Team
                                
                            
	
                                
                                    Reviews Cross-Journal Editorial Team
                                
                            
	
                                
                                    Our publishing models
                                
                            
	
                                
                                    Editorial Values Statement
                                
                            
	
                                
                                    Editorial Policies
                                
                            
	
                                
                                    Content Types
                                
                            
	
                                
                                    Posters
                                
                            
	
                                
                                    Web Feeds
                                
                            
	
                                
                                    Contact
                                
                            


                

            
        

        
            
                
                    Publish with us

                    	
                                
                                    Submission Guidelines
                                
                            
	
                                
                                    For Reviewers
                                
                            
	
                                
                                    Language editing services
                                
                            
	
                                Submit manuscript
                                
                            


                

            
        
    



    
        Search

        
            Search articles by subject, keyword or author
            
                
                    
                

                
                    
                        Show results from
                        All journals
This journal


                    

                    
                        Search
                    

                


            

        


        
            
                Advanced search
            
        


        Quick links

        	Explore articles by subject
	Find a job
	Guide to authors
	Editorial policies


    





        
    
        
            

            
                
                    Nature Structural & Molecular Biology (Nat Struct Mol Biol)
                
                
    
    
        ISSN 1545-9985 (online)
    
    


                
    
    
        ISSN 1545-9993 (print)
    
    

            

        

    




    
        
    nature.com sitemap

    
        
            
                About Nature Portfolio

                	About us
	Press releases
	Press office
	Contact us


            


            
                Discover content

                	Journals A-Z
	Articles by subject
	Protocol Exchange
	Nature Index


            


            
                Publishing policies

                	Nature portfolio policies
	Open access


            


            
                Author & Researcher services

                	Reprints & permissions
	Research data
	Language editing
	Scientific editing
	Nature Masterclasses
	Research Solutions


            


            
                Libraries & institutions

                	Librarian service & tools
	Librarian portal
	Open research
	Recommend to library


            


            
                Advertising & partnerships

                	Advertising
	Partnerships & Services
	Media kits
                    
	Branded
                        content


            


            
                Professional development

                	Nature Careers
	Nature 
                        Conferences


            


            
                Regional websites

                	Nature Africa
	Nature China
	Nature India
	Nature Italy
	Nature Japan
	Nature Korea
	Nature Middle East


            


        

    

    
        	Privacy
                Policy
	Use
                of cookies
	
                Your privacy choices/Manage cookies
                
            
	Legal
                notice
	Accessibility
                statement
	Terms & Conditions
	Your US state privacy rights


    





        
    
        [image: Springer Nature]
    
    © 2024 Springer Nature Limited




    

    
    
    







    

    



    
    

        

    
        
            


Close
    



        

            
                
                    [image: Nature Briefing]
                    Sign up for the Nature Briefing newsletter â€” what matters in science, free to your inbox daily.

                

                
                    
                        
                        

                        
                        
                        
                        

                        Email address

                        
                            
                            
                            
                            Sign up
                        


                        
                            
                            I agree my information will be processed in accordance with the Nature and Springer Nature Limited Privacy Policy.
                        

                    

                

            


        


    

    
    

        

    
        
            

Close
    



        
            Get the most important science stories of the day, free in your inbox.
            Sign up for Nature Briefing
            
        


    









    [image: ]







[image: ]
