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ÅInhibitors are the most 

cogent unresolved problem 

in patients with severe 

hemophilia A 

Introductory statement 
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pd prods infusions  

inhibitors  

rec prods infusions  

2004 - 2007:   
846 inh total  

1977 - 1999:  
       276 inh total    

Ref:  
1.UKHCDO 2004, J. Thromb Haem 
2.UKHCDO report 2007  
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Systematic Review 
Journal of Thrombosis and Haemostasis, 2010; 

8: 1256ï65 



ÅThe systematic review was performed 
to compare the incident rate of 
inhibitors in PUPs with haemophilia A  
treated with pd- or r-FVIII.  

ï2 113 patients from 24 studies were 
included 

Å1 170 treated exclusively with pd-
FVIII,  

Å943 with r-FVIII;  

Åmedian age: 9.6 months  



pdFVIII: 14.8 

rFVIII: 26.6 



Non - homogenous study 
populations:  

severity (<1/ < 2/<5%)  

mutation type  

ethnicity  

pre - treatment (PUP/MTP)  

therapy regimen 
(prophy/on demand)  

Limits of available studies  

Non - homogenous products  
(>/< purity, +/ -  von Willebrand factor)  

Non - homogenous study 
designs:   

prospective/retrospective  

frequency and method of 
inhibitor testing  

different observation 
periods  

Crude vs. cumulative 
incidence  

 

Is The Incidence Increasing? 



Primary Objective 

To  assess  the  immunogenicity  of  
VWF/FVIII  and  of  rFVIII  concentrates  
by  determining  the  frequency  of  
inhibitor  development  in  PUPs  and  
MBCTs  in  the  first  50  EDs  or  in  the  first  
3  years  from  enrolment,  whichever  
comes  first  

4 

SIPPET STUDY 
(Survey of Inhibitors in Plasma-Product Exposed Toddlers)  



Study design 

 Interventional 

 Non-Profit 

 Investigator-initiated 

 Pivotal 

 Open label 

 Randomised versus comparator 

 Parallel group 

 Multicentre and international  

 Phase IV 

3 



Main Enrolment Criteria 

Male subjects  

Any ethnicity  

Age <6 years  

Severe haemophilia A (FVIII:C <1%), as confirmed 
by the central laboratory  

Negative inhibitor measurement at both local and 
central laboratory at screening  

Previously untreated (0 EDs to any FVIII concentrate 
or blood products)  

or  

minimally exposed (<5 EDs) to blood components , 
namely whole blood, fresh frozen plasma, packed red 
blood cells, platelets or cryoprecipitate  
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Patients will be randomised to receive one 
product of 2 classes of products :  

Study treatment  

  Products 
belonging to the 
class of rFVIII 
concentrates 
(first, second 
and third 
generation), not 
containing Von 
Willebrand factor  

Products belonging 
to the class of 
plasma - derived 
FVIII concentrates 
containing von 
Willebrand factor  

FVIII/VWF Arm  Recombinant Arm  
6 



Enrollment Status 
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RESPONSE 

TO ITI 

PATIENT- 
RELATED 
Factors 

AGE 

ANAMNESTIC RESPONSE  

HISTORICAL INH PEAK  

INH TITER AT ITI START  

GENE DEFECT 

EPITOPE SPECIFICITY  

INFLAMMATORY STATE  

TREATMENT- 
RELATED 
Factors 

ITI REGIMEN  

INTERRUPTION OF ITI  

INTERVAL FROM INH  

AND ITI  

INDWELLING CATHETERS  

TYPE OF CONCENTRATE 



THE ITER STUDY  

IMMUNE TOLERANCE 

INDUCTION IN HAEMOPHILIA 

A PATIENTS 

 Gringeri A, Scalone L, Mantovani L, Rocino A, Altisent C, 
Astermark J, Diniz MJ, Fijnvandraat  K, Klamroth R , Lambert T, 
Lavigne-Lissalde G, Lopez Fernandez M-F, Morfini M, on behalf 
of the European Haemophilia Therapy Standardization Board. 



Material and Methods  

ωITER is a retrospective, 
multicentre and 
multinational study.  
ω11 European centers.  
ω71 patients with 
haemophila A, who 
underwent ITI treatment 
using any type of FVIII as 
immunizing agent, with 
availability of data in the 12 
months before and after 
the 12 months after ITI 
treatment, were enrolled.  

Centres No of 
patients 

Amsterdam, Holland 3 

Berlin, Germany 4 

Firenze, Italy 3 

Barcelona, Spain 6 

La Coruna, Spain 2 

Paris, France 19 

Lisbon, Portugal 1 

Malmö, Sweden 1 

Milano, Italy 15 

Napoli, Italy 15 

Nimes, France 2 

TOTALS 71 



Type of product used for ITI 

ÅPatients given recombinant FVIII only = 
54 (76.1%) 

ÅPatients given plasma-derived FVIII 
only = 11 (15.5%) 

ÅPatients taking both plasma derived 
and recombinant FVIII during ITI = 6 
(8.5%) 

ï1 patient switched from plasma derived to 
recombinant factor 

ï5 patients switched from recombinant to 
plasma derived factors. 




