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Dr. Eric von Willebrand 

1926 - first patient described died with her 4th  

menstrual period 



House of Hjördis - Föglö   





Von Willebrand Disease 

• most common inherited bleeding disorder 

– 1 in 1000 have VWD worldwide 

• excessive bleeding skin, mucous 

membranes 

• inherited ♀=♂, ♀ diagnosed 3:1  
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Von Willebrand Factor 

• essential for blood 

clotting 

• sticks platelets down to 

sites of vascular injury 

• carries and protects FVIII 

• missing/dysfunctional in 

VWD 



Approach to Diagnosis 

 

• Bleeding symptoms 

 

• Family history 

 

• Lab tests 

 



Bleeding Symptoms 

• Heavy periods  

• Nosebleeds 

• Bruising 

• Excessive bleeding from cuts 

• Oral cavity/post-dental procedure 

• GI bleeding 

• Post-operative 

• Post-partum 

• Joint and muscle bleeds (in severe cases)  

♀ 

♀ 



Assessing Bleeding Symptoms 

• Bleeding reported by normal individuals 

– bleeding in women is normal 

 

• How to distinguish between normal and 

abnormal? 

 

• Bleeding Assessment Tools (BATs) 

standardize the assessment 

– expert and patient administered 

– Self-BAT 



Family History 

• Not always positive in Type 1 VWD 

– incomplete penetrance 

• not everyone who inherits a VWF mutation has 

abnormal bleeding 

– variable expressivity 

• two affected members of the same family have 

different severity of bleeding 

 

• Usually positive in Type 2 and 3 



Inheritance  



Lab Tests 

• specialized blood work required, must be 
handled properly 

 

• VWF:Ag, VWF function 
(VWF:RCo/VWF:G1bM/VWF:CB), FVIII, multimers 
– VWF and FVIII affected by: 

• stress (crying, fainting, bleeding, infection) 

• exercise 

• pregnancy 

• medications (birth control pill) 

• age 

 

• genetic testing 
– most helpful for Types 2 and 3 

 
 



Best Time to Test for VWD 

• concerning bleeding symptoms 

– if acute bleed, levels can be normal 

• if positive family history 

– Type 1 VWD 

• school age, test earlier if symptoms or procedures 

– Type 2 

• can test babies if genetic testing available 

– 2N, 2B 

– Type 3 

• prenatal or at birth  

 



VWD Classification 

 

 

 
    Type 1 not enough VWF    70 - 80%   

    Type 2 

(2A, 2B, 2M, 2N) 
VWF doesn’t work     15 - 30% 

    Type 3        no VWF       rare          



Type 2 VWD 

• 2A – missing the “best” VWF 
– loss of HMWM (high molecular weight multimers) 

• 2B – missing the “best”  VWF AND low 

platelets 
– Platelet-type VWD 

• 2M – the “best” VWF doesn’t work right 

• 2N – VWF doesn’t protect FVIII 
– can be mistaken for hemophilia A 



Why understand and 

diagnose VWD? 

• Quality of life 

 

• Symptoms are treatable 

 

• Prevent bleeding during surgery and 

procedures 

 

• Harm from over-diagnosis as well 



New Diagnosis of VWD 

• register in CBDR 

• provide patient and family education 

– should other family members be tested? 

• involve GP, dentist 

• iron replacement if necessary 

• arrange desmopressin trial 

• book follow up 



New Diagnosis of VWD 

• establish individualized treatment plan 
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Treatment – General 

Medical 

• birth control pill (patch, ring) 

• tranexamic acid (Cyklokapron) 

 

Gynecology 

• hormonally coated IUD (Mirena) 

• endometrial ablation 

• hysterectomy 



Desmopressin 

• treatment of choice if effective 

• causes release of stored VWF (FVIII) 

• injection, nasal spray 

• fluid restriction 

• works for many patients 

• poor response 

• severe Type 1s 

• some Type 2s (2B) 

• Type 3s 

• response is short lived 

 

 

 

 



VWF Concentrates 

• plasma derived 

– VWF/FVIII 

– Biostate 

 

• recombinant 

– just VWF, can be combined with rFVIII 

– Vonvendi 



VWD and Prophylaxis 

• regular infusions of VWF concentrate to 

prevent bleeding 

 

• improves joint health 

 

• recurrent mucocutaneous bleeds 

 

• individualize tailored schedule 

 

 



Angiodysplasia 

• intractable GI bleeding 

• VWD patients at increased risk 

• does not always respond to VWF 

concentrates 

– higher, more frequent doses 

• novel agents 

– atorvastatin, estrogen, thalidomide 

 

 



VWD and Pregnancy 

• important issues to consider 



Before Pregnancy 
 

• correct iron deficiency 

– babies need iron 

• take prenatal supplements 

• healthy mom = healthy baby 



Before Pregnancy 

• adjust medications   

– stop birth control 

– consider tranexamic acid 

 

• meet with Hematologist, Obstetrician 

 

• discuss plan for delivery 

– what type of VWD is the baby at risk of 

inheriting? 

 

 



VWF Levels in Pregnancy 
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Labor & Delivery and  

Post-partum 

• team approach 

• plan in place 
– consider VWD type and 32 week levels 

– letter of recommendations to patients 

    

• risk of bleeding during delivery 

•     risk of delayed pph (~2 - 4 wks) 



Post-partum Blood Loss 

James et al, Haemophilia 2015 



Antifibrinolytics Decrease PPH 

Hawke et al, Haemophilia 2016 



Conclusion 

• accurate VWD diagnosis is important 

for optimal management 

 

• individualized treatment plan 

 

• areas of future focus 

– angiodysplasia 

– post-partum bleeding 
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