





    
  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 43, Issue 12 
	Comprehensive diagnosis of Rett’s syndrome relying on genetic, epigenetic and expression evidence of deficiency of the methyl-CpG-binding protein 2 gene: study of a cohort of Israeli patients


        

       
      
          
            Email alerts
          
        

      

          

            
          
        
          
            
                                                                                                  
    

    
  
    
    
    
    
      
        
  
      
  
  
    
    
  
    
    
      
        
  
      
  
  
    Article Text
  


  
  



      

    

    
    
      
        
  
      
  
  
    Article menu 
  


  
  



      

    

  
  
   
  
  


  


  
  



      

    

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


  


  
  



      

    

    
    
      
        
  
      
  
  
    This article has a correction. Please see:
	CORRECTION - February 01, 2007


  


  
  



  
      
  
  
    [image: Download PDF]PDF  


  
  



  
      
  
  
    Electronic letters


  


  
  



  
      
  
  
    
      Comprehensive diagnosis of Rett’s syndrome relying on genetic, epigenetic and expression evidence of deficiency of the methyl-CpG-binding protein 2 gene: study of a cohort of Israeli patients
        
  

  


  
  



  
      
  
  
    [image: Loading]

  
    
  
      
  
  
    	Y Petel-Galil1, 
	B Ben-Zeev2, 
	I Greenbaum1, 
	M Vecsler3, 
	B Goldman3, 
	H Lohi4, 
	B A Minassian5, 
	E Gak3

	[bookmark: aff-1]1Danek Gertner Institute of Human Genetics, Sheba Medical Center, Tel Hashomer, Israel

	[bookmark: aff-2]2Child Neurology Department, Sheba Medical Center, Tel Hashomer, Israel

	[bookmark: aff-3]3Sackler School of Medicine, Tel Aviv University, Tel Aviv, Israel

	[bookmark: aff-4]4Program in Genetic and Genomic Biology, Research Institute, Hospital for Sick Children, Toronto, Ontario, Canada

	[bookmark: aff-5]5Institute of Medical Sciences, University of Toronto, Toronto, Ontario, Canada


	Correspondence to:  E Gak  Danek Gertner Institute of Human Genetics, Sheba Medical Center, Tel Hashomer 52621, Israel; Eva.Gak{at}sheba.health.gov.il




  


  
  



  
      
  
  
    Abstract

        Background: Despite advances in the characterisation of mutations in the MECP2-coding region, a small proportion of classic RTT cases remain without recognisable mutations.

        Objective and methods: To identify previously unknown mutations, a quantitative assay was established, providing estimates of MECP2_e1 and MECP2_e2 expression levels in peripheral blood. A systematic analysis of an Israeli cohort of 82 patients with classic and atypical RTT is presented, including sequence analysis of the MECP2-coding region, MLPA, XCI and quantitative expression assays.

        Results and conclusion: A novel mis-sense mutation at ca 453C→T (pD151E), resulting in a change of a conserved residue at the methyl-binding domain, and a rare GT deletion of intron 1 donor splice site are reported. It is shown that various MECP2 mutations had distinct effects on MECP2 expression levels in peripheral blood. The most significant (p<0.001) reduction in the expression of both MECP2 isoforms was related to the presence of the intron 1 donor splice-site mutation. Using quantitative expression assays, it was shown that several patients with classic and atypical RTT with no mutation findings had significantly lower MECP2 expression levels. Further research on these patients may disclose still elusive non-coding regulatory MECP2 mutations.

      
	MECP2, methyl-CpG-binding protein 2
	MLPA, multiple ligation-dependent probe amplification
	PCR, polymerase chain reaction
	PSV, preserved speech variant
	QtPCR, quantitative PCR reaction
	RTT, Rett’s syndrome
	UTR, untranslated region
	XCI, X chromosome inactivation
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