





    
  Skip to main content
  




  

    

      
        
          
              
    

    
  
    
  
    
  
      
  
  
    


  



  


  
  



  



  



  

          

        

      


      
        
              

      
        
          
                       

         

      

     
    
      
        
          [image: BMJ Journals]

                  

      

      
                  
            
                
    

    
  
    	Subscribe
	Log In 
More
	

    
  
    
  
    
  
      
  
  
    Log in via Institution
Log in via OpenAthens
Log in via CCMG  


  
  



  
      
  
  
    Log in using your username and password

 For personal accounts OR managers of institutional accounts



  Username *
 



  Password *
 




Forgot your log in details?Register a new account?

Forgot your user name or password?




  


  
  



  



  






	Basket 
	Search 
More
	

    
  
    
  
    
  
      
  
  
    
  Search for this keyword 
 






  


  
  



  
      
  
  
    Advanced search  


  
  



  



  







  



  

            

          

                

    
        
      
                [image: Journal of Medical Genetics]
      

            
          
    

    
  
    	Latest content
	Current issue
	Archive
	Authors
	About

  





    
  
    
  
    
  
        

    
  
  
    
  
    
  
      
  
  
    
  Search for this keyword 
 






  


  
  



  
      
  
  
    Advanced search  


  
  



  



  


  
  


  
        

    
  
  
    	 Close
More
	

    
  
    
  
    
  
        Main menu

    
  
  
    
  	Latest content
	Current issue
	Archive
	Authors
	About



  


  
  



  



  






	Subscribe
	Log in 
More
	

    
  
    
  
    
  
      
  
  
    Log in via Institution
Log in via OpenAthens
Log in via CCMG  


  
  



  
      
  
  
    Log in using your username and password

 For personal accounts OR managers of institutional accounts



  Username *
 



  Password *
 




Forgot your log in details?Register a new account?

Forgot your user name or password?




  


  
  



  



  






	BMJ Journals

  


  
  




  



  



  

      

          

          
  
        
      
        
          You are here
	Home
	Archive
	Volume 46, Issue 5 
	Point mutations and a large intragenic deletion in SPG11 in complicated spastic paraplegia without thin corpus callosum


        

       
      
          
            Email alerts
          
        

      

          

            
          
        
          
            
                                                                                                  
    

    
  
    
    
    
    
      
        
  
      
  
  
    
    
  
    
    
      
        
  
      
  
  
    Article Text
  


  
  



      

    

    
    
      
        
  
      
  
  
    Article menu 
  


  
  



      

    

  
  
   
  
  


  


  
  



      

    

  
  
   
    
  
    
    
      
        
  
      
  
  
    	Article 
Text
	Article 
info
	Citation 
Tools
	Share
	Rapid Responses
	Article 
metrics
	Alerts


  


  
  



      

    

    
    
      
        
  
      
  
  
    [image: Download PDF]PDF  


  
  



  
      
  
  
    Letters to JMG


  


  
  



  
      
  
  
    
      Point mutations and a large intragenic deletion in SPG11 in complicated spastic paraplegia without thin corpus callosum

        
  

  


  
  



  
      
  
  
    [image: Loading]

  
    
  
      
  
  
    	C Crimella1, 
	A Arnoldi1, 
	F Crippa1, 
	M L Mostacciuolo2, 
	F Boaretto2, 
	M Sironi3, 
	M Grazia D’Angelo4, 
	S Manzoni4, 
	L Piccinini4, 
	A C Turconi4, 
	A Toscano5, 
	O Musumeci5, 
	S Benedetti6, 
	R Fazio7, 
	N Bresolin1,8, 
	A Daga9, 
	A Martinuzzi10, 
	M T Bassi1

	[bookmark: aff-1]1
Scientific Institute E. Medea, Laboratory of Molecular Biology, Bosisio Parini, Italy
 
	[bookmark: aff-2]2
Department of Biology, University of Padova, Italy
 
	[bookmark: aff-3]3
Scientific Institute E. Medea Laboratory of Bioinformatics, Bosisio Parini, Italy
 
	[bookmark: aff-4]4
Scientific Institute E. Medea, Neuromuscular and Neurorehabilitation Unit, Bosisio Parini, Italy
 
	[bookmark: aff-5]5
Department of Neurosciences, Psychiatry and Anaesthesiology, University of Messina, Messina, Italy
 
	[bookmark: aff-6]6
Laboratory of Clinical Molecular Biology, Diagnostica e Ricerca San Raffaele, Milan, Italy
 
	[bookmark: aff-7]7
Department of Neurology, and Institute of Experimental Neurology (INSpe), San Raffaele Scientific Institute, Milan, Italy
 
	[bookmark: aff-8]8
Dino Ferrari Centre, IRCCS Ospedale Maggiore Policlinico, Mangiagalli e Regina Elena Foundation, Department of Neurological Sciences University of Milan, Italy
 
	[bookmark: aff-9]9
Dulbecco Telethon Institute at the “E Medea” Scientific Institute, Conegliano Research Center, Conegliano, Italy
 
	[bookmark: aff-10]10
Scientific Institute E. Medea, Conegliano Research Center, Conegliano, Italy
 

	Dr M T Bassi, Laboratory of Molecular Biology, E. Medea Scientific Institute, Via D. L. Monza 20, 23842 Bosisio Parini, Lecco, Italy; mariateresa.bassi{at}bp.lnf.it




  


  
  



  
      
  
  
    Abstract
Background: Hereditary spastic paraplegia (HSP) with thin corpus callosum (HSP-TCC) is a frequent subtype of complicated HSP clinically characterised by slowly progressive spastic paraparesis with cognitive impairment and thin corpus callosum (TCC). SPG11, the gene associated with the major locus involved, encodes spatacsin, a protein of unknown function.
Methods: Different types of mutations were identified in patients with the complex form of HSP (cHSP) including TCC. We screened a series of 45 index patients with different types of cHSP with (n = 10) and without (n = 35) TCC.
Results: Ten mutations, of which five are novel, were detected in seven patients. Of importance, three out of seven mutated patients present with cHSP without TCC. Among the novel mutations identified, we characterised a large intragenic rearrangement deleting 2.6 kb of the SPG11 gene. The rearrangement is due to non-allelic homologous recombination between Alu sequences flanking the breakpoints.
Conclusions: These findings expand the mutation spectrum of SPG11 and suggest that SPG11 mutations may occur more frequently in familial than sporadic forms of cHSP without TCC. This helps to define further clinical and molecular criteria for a correct diagnosis of the SPG11 related form of cHSP. In addition, the intragenic deletion detected here, and the mechanism involved, both provide clues to address the issue of SPG11 missing mutant alleles previously reported.




  


  
  



  
      
  
  
    


  



  


  
  



  
      
  
  
    https://doi.org/10.1136/jmg.2008.063321

  


  
  



  
        Statistics from Altmetric.com

    
  
  
    
  


  
  



  
      
  
  
    


  


  
  



  
        Request Permissions

    
  
  
    If you wish to reuse any or all of this article please use the link below which will take you to the Copyright Clearance Center’s RightsLink service. You will be able to get a quick price and instant permission to reuse the content in many different ways.

  


  
  



  
        

    
  
  
    
  


  
  



  
      
  
  
    

View Full Text
  


  
  



  
      
  
  
    Footnotes
	▸ An additional figure is published online only athttp://jmg.bmj.com/content/vol46/issue5
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