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Summary


We have recently described a novel mutation screening technique for the diagnosis of type 2B von Willebrand’s disease (vWD). Analysis involves the use of a synthetic universal heteroduplex generator (UHG). To test the validity of the technique, we have applied UHG screening to seven type 2B vWD patients of previously unknown genotype. Characteristic heteroduplex patterns for Arg543Trp and Val553Met mutations were found in three patients and one patient, respectively. A fifth patient gave a novel pattern and direct sequencing revealed a hitherto unreported candidate mutation (Ser547Phe) 8 bases downstream of an “identifier” deletion in the UHG molecule. The two remaining patients gave normal heteroduplex patterns; an Arg578Gln mutation was identified by PstI digestion in one individual and no mutation could be identified in the sequence covered by the UHG in the final patient. Using a combination of UHG technology and restriction analysis, over 85% of type 2B vWD patients can be rapidly diagnosed by genotype.






 

[bookmark: ]

[bookmark: N10A9C]
	
References


	
[bookmark: BR_1]1 

            Bidwell J, 
          

            Wood N, 
          

            Clay T, 
          

            Pursall M, 
          

            Culpan D, 
          

            Evans J, 
          

            Bradley B, 
          

            Tyfield L, 
          

            Standen G, 
          

            Hui K. 
          
DNA heteroduplex technology. In: Advances in Electrophoresis 

                Chrambach A, 
              

                Dunn MJ, 
              

                Radola BJ. 
              
eds 
VCH Press; Weinheim: 1994: 311-351 









	
[bookmark: BR_2]2 

            Bidwell JL, 
          

            Clay TM, 
          

            Wood NAP, 
          

            Pursall MP, 
          

            Martin AF, 
          

            Bradley BA, 
          

            Hui KM. 
          
Rapid HLA - DR-DW and DP matching by PCR fingerprinting and related DNA heteroduplex technologies. In: Handbook of HLA Typing Techniques 

                Hui KM, 
              

                Bidwell JL. 
              
eds 
CRC Press; Boca Raton, FL: 1993: 99-116 









	
[bookmark: JR_3]3 

            Wood N, 
          

            Tyfield L, 
          

            Bidwell J. 
          
Rapid classification of phenylketonuria genotypes by analysis of hetero-duplexes generated by PCR-amplifiable synthetic DNA. Hum Mutat 1993; 2: 131-137 





CrossrefPubMedGoogle Scholar





	
[bookmark: JR_4]4 

            Wood N, 
          

            Standen G, 
          

            Hows J, 
          

            Bradley B, 
          

            Bidwell J. 
          
Diagnosis of sickle cell disease with a universal heteroduplex generator. Lancet 1993; 342: 1519-1520 





CrossrefPubMedGoogle Scholar





	
[bookmark: JR_5]5 

            Wood N, 
          

            Standen G, 
          

            Old J, 
          

            Bidwell J. 
          
Optimization and properties of a UHG for genotyping of haemoglobin S and C. Hum Mutat 1995; 5: 166-172 





CrossrefPubMedGoogle Scholar





	
[bookmark: JR_6]6 

            Wood N, 
          

            Standen GR, 
          

            Murray EW, 
          

            Lillicrap D, 
          

            Holmberg L, 
          

            Peake IR, 
          

            Bidwell J. 
          
Rapid genotype analysis in type2B von Willebrand’s disease using a universal heteroduplex generator. Br J Haematol 1995; 89: 152-156 





CrossrefPubMedGoogle Scholar





	
[bookmark: JR_7]7 

            Ginsburg D, 
          

            Evan Sadler J. 
          
Von Willebrand disease: a database of point mutations, insertions and deletions. Thromb Haemost 1993; 69: 177-184 





Article in Thieme ConnectPubMedGoogle Scholar





	
[bookmark: JR_8]8 

            Langdell RD, 
          

            Wagner RH, 
          

            Brinkhous KM. 
          
Effect of anti-hemophilic factor on one stage clotting tests. A presumptive test for hemophilia and a simple one stage anti-hemophilic factor assay procedure. J Clin Lab Med 1953; 41: 637-642 





PubMedGoogle Scholar





	
[bookmark: JR_9]9 

            Laurell CB. 
          
Quantitative estimation of proteins by electrophoresis in agarose gel containing antibodies. Anal Biochemistry  1966; 15: 45-52 





CrossrefPubMedGoogle Scholar





	
[bookmark: JR_10]10 

            Furlong RA, 
          

            Chesham J, 
          

            Peake IR. 
          
The combined use of monoclonal antibody-based enzyme-linked immunoabsorbent assays (ELISA) for factor VIII antigens (VIII:Ag) and von Willebrand factor antigen (vWF:Ag) for the detection of carriers of haemophilia A. Clin Lab Haematol 1988; 10: 295-305 





CrossrefPubMedGoogle Scholar





	
[bookmark: JR_11]11 

            Zuzel M, 
          

            Nilsson IM, 
          

            Aberg M. 
          
A method for measuring plasma ristocetin cofactor activity. Normal distribution and stability during storage. Thromb Res 1978; 12: 745-754 





PubMedGoogle Scholar





	
[bookmark: JR_12]12 

            Enayat MS, 
          

            Hill FGH. 
          
Analysis of the complexity of the multimeric structure of factor VIII related antigen/von Willebrand protein using a modified electrophoretic technique. J Clin Path 1983; 36: 915-919 





CrossrefPubMedGoogle Scholar





	
[bookmark: JR_13]13 

            Raines G, 
          

            Aumann H, 
          

            Sykes S, 
          

            Street A. 
          
Multimeric analysis of von Willebrand Factor by molecular sieving electrophoresis in sodium dodecyl sulphate agarose gel. Thromb Res 1990; 60: 201-212 





CrossrefPubMedGoogle Scholar





	
[bookmark: JR_14]14 

            Fedirici AB, 
          

            Stabile F, 
          

            Canciani S, 
          

            Miyata JL, 
          

            Ware JL. 
          
New mutation Ile(546) → Val in a family with type IIB von Willebrand disease characterized by spontaneous platelet aggregation, thrombocytopenia and normal levels of ristocetin cofactor. Thromb Haemost 1995; 73: 1170 Abstract 1033 





PubMedGoogle Scholar





	
[bookmark: JR_15]15 

            Rabinowitz I, 
          

            Randi AM, 
          

            Shindler KS, 
          

            Tuley EA, 
          

            Rustagi PK, 
          

            Evan Sadler J. 
          
Type IIB mutation His-505→Asp implicates a new segment in the control of von Willebrand factor binding to platelet glycoprotein lb. J Biol Chem 1993; 269: 20497-20501 





PubMedGoogle Scholar





	
[bookmark: JR_16]16 

            Hilbert L, 
          

            Gaucher C, 
          

            de Romeuf C, 
          

            Horellou M-H, 
          

            Vink T, 
          

            Mazurier C. 
          
Leu 697→Val mutation in mature von Willebrand factor is responsible for type IIB von Willebrand disease. Blood 1994; 83: 1542-1550 





PubMedGoogle Scholar










 









    
  

  
    
      
        


      

    

    
      
        
        


      

    

  


  

  
  
    
      
      
    
    
      
        
        
      

    
  




  
  
    
      
      
    
    
      
        
        
      

    
  



  







    
    


















  






      

      

  
    Top of Page
  

  
    
      ©  Georg Thieme Verlag KG | 
      
      
        Imprint |
        Privacy policy statement |
      
      Smartphone Version
      

      
        Your Current IP Address: 18.207.224.173
      

    

    

  




      


  
    
  
  
  
    
    
      
        
        
        
        
      
      
      
      
    
  
  




    

    






    

    
      
        
      
    

    
    


    
      
      
      
    

  