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                                                                                                                        Abstract

                                                            BACKGROUND AND OBJECTIVES: Type 2A von Willebrand's disease (VWD) refers to disease variants with decreased platelet-dependent function of von Willebrand factor (VWF) associated with the absence of high molecular weight (HMW) multimers. The candidate G1629R mutation, identified in an Italian patient with type 2A VWD, was expressed to confirm the relationship between phenotype and genotype. DESIGN AND METHODS: Plasma samples from the patient were studied after DDAVP or FVIII/VWF concentrate injections. Furthermore, an expression vector carrying the G1629R mutation was constructed by site-directed mutagenesis and transiently expressed in Cos-7 cells. The characteristics of the corresponding recombinant protein were analyzed. RESULTS: After 1-deamino-8-D-argine vasopressin (DDAVP) infusion, factor VIII and VWF activities increased and HMW VWF multimers were transiently observed in the patient's plasma. VWF activity increased only after administration of a dual FVIII/VWF concentrate. ADAMTS-13 activity did not change significantly before or after the therapies. Secretion, in culture medium, of the corresponding mutated protein (R1629-rVWF) was slightly decreased and this rVWF contained intermediate and HMW multimers. Furthermore, binding of R1629-rVWF to platelet GPIb was moderately reduced compared to that of the wild-type rVWF. INTERPRETATION AND CONCLUSIONS: Based on the DDAVP and in vitro expression results, we classified the G1629R mutation in group 2 type 2A mutations. Our findings could explain why DDAVP may only be partially effective and suggest that FVIII/VWF concentrates should be used in cases of prolonged mucosal bleeding and major surgery when functional VWF is required.
                                                            
                                                            

                                                        

                                                    

                                                    
                                                        


                                                                                                                                                                        
                                                            Figures & Tables
                                                        



                                                    

                                                    
                                                        
                                                            Article Information

                                                              



                                                                                                                        
                                                                
                                                                                                                                        
                                                                                                                                                    Vol. 89 No. 9 (2004): September, 2004 : Case Reports
                                                                                                                                                

                                                                





                                                                
                                                                
                                                                    
                                                                         
                                                                    

                                                                

                                                                                                                                                                                                
                                                                                                                                     

                                                            

                                                            
                                                                                                                        
                                                            

                                                                                                                                                                                    
                                                                
                                                                     
                                                                

                                                            

                                                                                                                        
                                                                
                                                                    Published
                                                                

                                                                
                                                                    2004-01-01
                                                                

                                                            

                                                                                                                        
                                                            
                                                                
                                                                    
                                                                        Published By
                                                                    


                                                                    
                                                                        Ferrata Storti Foundation, Pavia, Italy
                                                                    

                                                                


                                                                
                                                                    
                                                                        Print ISSN
                                                                    

                                                                    
                                                                        0390-6078
                                                                    

                                                                

                                                                
                                                                    
                                                                        Online ISSN
                                                                    

                                                                    
                                                                        1592-8721
                                                                    

                                                                

                                                                
                                                                    
                                                                         
                                                                    

                                                                

                                                            

                                                        




                                                                                                                
                                                                                                                                                                                    



                                                                                                                        
                                                                Article Usage

                                                            

                                                            


    
        Online Views

        232

    

    
        PDF Downloads

        56

    





    
    



            

        Statistics from Altmetric.com



        
            
                No Data
            

        





    

    





                                                            

                                                        

                                                    


                                                

                                                                                                
                                                    
                                                        
    	
            
                
            
        
	
                            
    

        



            
    
    
    
    
                        
	
            
                
            
        
	

            
                
            
        
	
        
        
    


                    



                                                    

                                                

                                            

                                        

                                                                                



                                            
                                                
                                                                                    
                    
                    
                        
                    

                
                                                


                                                
                                                                                    
                    
                        
                        
                            
                        

                    

                
                                                


                                                
                                                    
                                                                                                            
                                                
                                                
                                                                                                        
                                                




                                            


                                        

                                                                        

                            

                            
    
        
            
                How to Cite

                
                    ×
                
            

            
    
        
                        
            
                
                    
  1. 
L Hilbert, AB Federici, L Baronciani, S Dallagiovanna, C Mazurier. A new candidate mutation, G1629R, in a patient with type 2A von Willebrand’s disease: basic mechanisms and clinical implications. Haematologica 2004;89(9):1128-1133; https://doi.org/10.3324/%x.





                

                

                
                
  Copy Citation
  
  

                
                

                
                Choose Citation Format
                


                                        
                        	
                                
                                    Chicago
                                
                            
	
                                
                                    Harvard
                                
                            
	
                                
                                    Vancouver
                                
                            
	
                                
                                    Haematologica
                                
                            


                                                
                            Download Citation

                        

                        	
                                
                                    
                                    Endnote/Zotero/Mendeley (RIS)
                                
                            
	
                                
                                    
                                    BibTeX
                                
                            


                                            

                

            

        

    

    
            

        

    


                            
    
        
            
                Share Article

                
                    ×
                
            

            
                
                

                    
                        
                        
                            
                                Copy URL
                            
                        
                    

                

                
                
         

           
                

            

        

    



                                                                    
    
        
            
                Request Permissions

                
                    ×
                
            

            
                
                
                    To create an adaptation, translation, or derivative of the
                        original work, for commercial e-prints and printed articles further permission is
                        required.
 For
                        information contact: marketing@haematologica.org


                                        
                    Other types of copyright management, can be agreed with the Editorial office.



                

            

        

    


            
                        
    


 







  










    
        
            

            				
                                                                    
                                
					
Navigate

	Home
	Current issue
	Early view
	Archive
	About Haematologica
	Editorial Team
	Our policies





For Authors

	Author Guidelines
	Submit Manuscript
	Track Manuscript


For Reviewers

	Reviewer Guidelines
	Access Your Profile
	Access Your Tasks





For Advertisers

	Informations For Advertising


Education

	Review Articles
	Guidelines Articles


Privacy

	Cookie Policy
	Newsletter Privacy Policy
	Privacy Policy





More

	Rights & Permissions


	Web design
	Development



                                
                                    
                                
                                
                                
                                
                                
                                    
                                
                                


Copyright © 2023 by the Ferrata Storti Foundation | Web design ￫ | Development ￫


ISSN 0390-6078 print | ISSN 1592-8721 online
 





				

			                        

        

    

   
















 

