95 Mutational and multimeric study in patients with types 2 von Willebrand’s Disease (vWD2)
Centres of expertise for rare diseases
Private database information : (for Eurordis only) - code : 95
Keywords :
Von Willebrand Disease type 2

Summary :
Functional, multimeric and molecular characterization of 10 unrelated patients with vWD2 attending to Centro Hospitalar Coimbra Haemophilia Centre.

Text :
VWD2 has the subtypes: 2N- defective binding of vWF to factor VIII and low FVIII/FvWAg ratio with mutations in the FVIII-binding domain (D), (D/D’-D3); 2A, 2B and 2M - discrepancy between the level of vWF:Ag and the vWF:Act or vWF:CBA. vWD2A have no high molecular weight vWF multimers (HMWM) and mutations in D/A1-A2. vWD2B is associated a thrombocytopenia, caused by gain-function mutations within D/A1. vWD2M is defined by a low platelet-dependent function with normal HMWM and mutations in D/A1. 
Aim- Functional and molecular characterization of 10 unrelated patients with vWD2 attending our Haemophilia Centre.
Methods- The vWF function was studied by ELISA; RIPA; multimeric structure of VWF SDS-agarose electrophoresis with automatic densitometry. vWF gene, exons 18-25 and 28 were studied by direct sequence of PCR fragments. 
Results- 4 vWD2N have FVIII:C/binding site mutations: 3 homozygous (Hmz) R854Q and 1 heterozygous (Htz) R816W. Among the 6 patients with a VWF:RCo/VWF:Ag ratio < 0.7 and absence of HMWM, 5 mutations were identified in exon 28, in the Htz state: 2A S1506L, I1628T and C1272F (not previously be described); 2B R1306W; 2M F1369I and S1378F. 
Discussion- 2N patients, R854Q, have a moderate phenotype; one was originally diagnosed as mild haemophilia A. In 2N R816W the Htz does not explain reduced FVIII levels and the absence of vWF:VIIIB. The absence of other mutations suggests a null allele. The new 2A C1272F mutation, located in the first cysteine of C1272-C1458 loop, probably . 2A mutations S1506L,(disrupt an important interaction region vWF/GPIb I1628T at D/A2 have multimer pattern according to the vicinity of ADAMTS13 Y1605/M1606. In 2M the abnormal multimer pattern is most probably due to mutation S1378F. In our experience, multimer analysis is very useful to draw the strategy for the vWF molecular studies in order to differentiate the VWD subtypes.
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