





    
  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 47, Issue 9 
	The c.859G>C variant in the SMN2 gene is associated with types II and III SMA and originates from a common ancestor


        

       
      
          
            Email alerts
          
        

      

          

            
          
        
          
            
                                                                                                  
    

    
  
    
    
    
    
      
        
  
      
  
  
    
    
  
    
    
      
        
  
      
  
  
    Article Text
  


  
  



      

    

    
    
      
        
  
      
  
  
    Article menu 
  


  
  



      

    

  
  
   
  
  


  


  
  



      

    

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


  


  
  



      

    

    
    
      
        
  
      
  
  
    [image: Download PDF]PDF  


  
  



  
      
  
  
    Letter to JMG


  


  
  



  
      
  
  
    
      The c.859G>C variant in the SMN2 gene is associated with types II and III SMA and originates from a common ancestor

        
  

  


  
  



  
      
  
  
    [image: Loading]

  
    
  
      
  
  
    	S Bernal1, 
	L Alías1, 
	M J Barceló1, 
	E Also-Rallo1, 
	R Martínez-Hernández1, 
	J Gámez2, 
	E Guillén-Navarro3, 
	J Rosell4, 
	I Hernando5, 
	F J Rodríguez-Alvarez6, 
	S Borrego7, 
	J M Millán8, 
	C Hernández-Chico6, 
	M Baiget1, 
	P Fuentes-Prior9, 
	E F Tizzano1

	[bookmark: aff-1]1Servei de Genètica, Hospital de la Santa Creu i Sant Pau, and CIBERER U-705, Barcelona, Spain

	[bookmark: aff-2]2Servei de Neurología, Hospital Vall d'Hebron, Barcelona, Spain

	[bookmark: aff-3]3Unidad de Genética Médica, Hospital Universitario Virgen de la Arrixaca, Murcia, Spain

	[bookmark: aff-4]4Departamento de Genética, Hospital Son Dureta, Palma de Mallorca, Spain

	[bookmark: aff-5]5Servicio de Genética, Hospital Universitario de Asturias, Oviedo, Spain

	[bookmark: aff-6]6Unidad de Genética, Hospital Ramón y Cajal, and CIBERER U-728, Madrid, Spain

	[bookmark: aff-7]7Unidad de Gestión Clínica de Genética, Reproducción y Medicina Fetal, Hospital Virgen del Rocío and CIBERER U-702, Sevilla, Spain

	[bookmark: aff-8]8Unidad de Genética, Hospital La Fe, and CIBERER, Valencia, Spain

	[bookmark: aff-9]9Unitat Bases Moleculars de les Malalties, Research Institute, Hospital de la Santa Creu i Sant Pau, Barcelona, Spain


	Correspondence to Eduardo F Tizzano, Genetics, Hospital de la Santa Creu i Sant Pau, Sant Antoni Ma. Claret 167, 08025 Barcelona, Spain; etizzano{at}santpau.cat




  


  
  



  
      
  
  
    Abstract
Homozygous mutations of the telomeric SMN1 gene lead to degeneration of motor neurons causing spinal muscular atrophy (SMA). A highly similar centromeric gene (SMN2) can only partially compensate for SMN1 deficiency. The c.859G>C variant in SMN2 has been recently reported as a positive disease modifier. We identified the variant in 10 unrelated chronic SMA patients with a wide spectrum of phenotypes ranging from type II patients who can only sit to adult walkers. Haplotype analysis strongly suggests that the variant originated from a common ancestor. Our results confirm that the c.859G>C variant is a milder SMN2 allele and predict a direct correlation between SMN activity and phenotypic severity.
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