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• For person with severe Haemophilia in Europe 
– Supply usually not an issue 

– Costs of treatment increasing 

• Risks 
– 30% risk of developing an antibody to FVIII 

• Do all products have this risk? 

• Is there a recombinant vs plasma product difference? 

– What is the risk of inhibitors in previously treated 
patients? 

• Is there a difference between products 

• Are there any other significant adverse events? 



Pharmacovigilance 

• Voluntary by health professionals and patients 
– Often not used 

– Too busy, not aware of the scheme 

– Believe adverse event well known 

– Publish own series first 

– Do not report until certain 

 

• Mandatory by manufacturers 
– Post marketing surveillance 

– Small  

– Selected patients 

 



Pharmacovigilance  
Need in Haemophilia 

• Large multicentre 
– to detect rare events 

– rare disease 

• Simple 
– Busy clinicians 

– Multicentre 

– English not first language 

• Prospective 
– Avoid recall bias 

• Single scheme for all products 



EUHASS 
(European Haemophilia Safety Surveillance) 

• Adverse event surveillance scheme 

• European, multinational 

• Sentinel centres 

• Prospective 

• Electronic 

• English language only at present 

• Started 1st Oct 2008 
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EUHASS Participating Centres n=72 



EUHASS Reportable Events 

• Inhibitors 

• Transfusion transmitted infections 

• Allergic reactions 

• Thromboses (DVT or PE, MI or Stroke) 

– Within 30 days of concentrate administration 

– No concentrate within 30 days of the event 

• Malignancies 

• Deaths 



Patients for Surveillance 

• Haemophilia A and B – all severities 

• All VWD 2, 3 and severe type 1 (<15% RCo) 

• Other rare disorders:  
– Fibrinogen defects 

– Deficiencies of II, V, VII, X, XI, XIII 

– Combined deficiencies of V+VIII, II+VII+IX+X 

– Alpha 2 anti-plasmin deficiency 

• Acquired disorders excluded 

• Female carriers with low FVIII/IX levels included 
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First 2 years data 

• 01.10.08-30.09.10 

 

• 64 haemophilia centres 

• 27 European countries 

• 23,811 patients  



Patients Under Surveillance 

Total Severe Concentrate 
treated during 

the year 

Haemophilia A 12408 5323 6968 

Haemophilia B 2622 872 1215 

VWD 2 2610 369 

VWD 3 376 244 



Total Severe Concentrate /FFP 
treated during 
the year 

Afibrinogenemia 47 30 

Hypofibrinogenemia 92 15 

Dysfibrinogenemia 315 11 

Factor II deficiency 15 9 2 

Factor V 336 65 17 

Factor VII 1307 286 113 

Factor X 346 74 44 

Factor XI 1569 230 29 

Factor XIII 136 78 67 

α2 antiplasmin 4 0 

Factor V+VIII 40 9 8 

Factor II+VII+IX+X 19 4 4 



Concentrates used 
59 different products 

• Recombinant 

– Advate 1934, Kogenate 1279, Helixate 855, Refacto AF 689 

– Benefix 763 

• Bypass agents 

– FEIBA 157, Novoseven 292 

• Others eg 

– Emoclot DI 322, Fanhdi 386, Immunate 410, Octanate 145 



Adverse events reported 

Year 1 Year 2 Year 3  
(up to 8 Oct) 

Centres reporting 
 

50 64 73 

Allergic/Acute reactions 26 28 27 

Transfusion transmitted Infections 0 0 0 

Inhibitors – first occurrence  50 45 41 

Inhibitors – Recurrence 5 11 6 

Thrombosis within 30d of concentrate 13 15 13 

Thrombosis with no concentrate in 30d 9 10 6 

Malignancies 32 51 34 

Deaths 48 65 75 

TOTAL 183 225 202 



deriving cumulative incidence from 
 the EUHASS registry 

 

 

Nr of new inhibitors* 

 

Nr new inhibitors + Nr completed 50 ED 

 

 

*Inhibitor: 2 positive tests 

 

 



Inhibitors in Severe PUPS 
Recombinant vs Plasma FVIII 

(Years 1 and 2) 

Concentrate Inhibitors/PUPS Incidence 
% 

95% CI 

Recombinant 35/138 25 18-33 

Plasma 4/15 27 8-53 



Inhibitors in Severe PUPS 
Recombinant FVIII Concentrates 

(Years 1 and 2) 

Concentrate Inhibitors/PUPS Incidence 
% 

95% CI 

A 17/41 41 26-58 

B 4/11 36 36-69 

C 12/56 21 12-34 

D 1/13 8 0-36 

E 1/13 8 0-36 

F 0/4 0 0-53 



Inhibitors in Severe PTPs  (I) 
(Years 1 and 2) 

Concentrate Inhibitors/pt yrs Incidence 
Nr/1000 ptyrs 

95% CI 

Haemophilia A 16/7060 2.3 1.3-3.7 

Haemophilia B 2/1282 1.6 0.2-5.6 

PTP: > 50 ED with FVIII/IX 

 

18 in PTPs with severe haemophilia (16A, 2B)  

  



Allergic/Acute events 

Event Number 

     Rash / urticaria 29 

     Vasovagal / hypotension 8 

     Anaphylaxis 4 

     Other 13 

TOTAL 54 

34 of the events occurred within 10 min of product administration 

38 were graded as definite or probable 



Thromboses within 30 days of concentrate 
(Years 1 and 2) 

Event Number 

Myocardial infarction  5 

Angina 1 

Stroke 4 

Transient ischaemic attack 1 

Deep Vein Thrombosis (DVT) 6 

Pulmonary embolism 4 

Phlebitis / port thrombosis 6 

Other  1 

TOTAL 28 



Thrombosis in FVII deficiency 

Event Age 
(years) 

FVII level (%) Product Time between 
last dose and 

thrombosis  (hr) 

Surgery 

Stroke 50 0 Plasma VII 3 Yes 

DVT 40 1 PCC 1 2 Yes 

DVT 63 18 PCC2 24 No 

PE 64 14 rVIIa 3 Yes 

DVT 17 0 rVIIa 12 Yes 

DVT * 78 0 Plasma VII 48 Yes 

* Year 3 event 



Malignancy 
(Years 1 and 2 only) 

Malignancy Number 

Hepatocellular carcinoma 18 

Gastrointestinal 19 

Lung 11 

Urogenital 14 

Haematological 9 

Other 12 

TOTAL 83 



Deaths 
(Years 1 and 2 only) 

Cause of death Number 

     Liver related 25 

     Intracranial haemorrhage 17 

     Malignancy (excluding liver) 24 

     Cardiac 9 

     Bleeding (excluding intracranial) 9 

     Other 29 

TOTAL 113 



www.euhass.org 



    Site visits by country (n=56) and number of visits (6,585) 

www.euhass.org 



European Haemophilia Centres n=420 
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The Future 

• EUHASS will continue 

• Funding is unclear 
– Immediate from EAHAD 

– Longer term EU/Industry 

• Other countries 
– Canada, South Africa, Australia 

• Pharmacovigilance remains essential especially with the 
introduction of longer acting concentrates 

• ?User level reporting 

• Haemophilia community system is complementary and does 
not replace industry and regulatory systems 
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