
WFH2016

Po
st

er
 

P
re

se
n

te
d

at
:

The PedNet Study Group
Clausen N, Århus; Platokouki H, Athens; Altisent C, Barcelona; Williams M, Birmingham; Oldenburg J, Bonn; Auerswald G, Bremen, Nolan B, Dublin; Thomas A, Edinburgh; Escuriola C., Mörfelden-Waldorf; Königs C., Frankfurt; Molinari AC, Genova; Chalmers E, Glasgow; Muntean W, Graz; 

Mäkipernaa A, Helsinki; Van Geet Ch, Leuven; Liesner R, London; Alvarez MT, Madrid; Ljung R, Malmö; Chambost H, Marseille; Santagostino E, Milan; Kurnik K, Munich; Rivard G, Montréal; Rafowicz A, Paris (Le Kremlin-BÎcetre); Pérez Garrido R, Seville; Petrini P, Stockholm;  Kenet G, Tel 

Hashomer; Carcao, M, Toronto; Claeyssens S, Toulouse; Fischer K, Utrecht; Cid A, Valencia; Kobelt R, Wabern; Van den Berg HM, Director PedNet registry. 

The PedNet study group is supported by unrestricted research grants from Bayer, Baxter Healthcare Corporation, Novo Nordisk and Sobi Biogen. 

Based on inhibitor titer at diagnosis
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Background: Inhibitors are a frequent side effect among previously untreated patients (PUPs) with severe haemophilia 

A affecting up to 30% of patients. FVIII replacement is still effective in patients with low-titer inhibitors, while by-

passing therapy is required for bleeding control in those with high-titer inhibitors. Immune tolerance induction (ITI) is 

the only proven strategy to eradicate inhibitors, however no standard protocol exists for all patients and treatment 

optimization is highly warranted.

Aim: This study is aimed at describing the clinical status and the real life management of a large unselected cohort of 

children with severe haemophilia A and inhibitors followed-up for at least 3 years after inhibitor development.

Methods: The REMAIN study is a satellite observational study of the PedNet Registry including all children with severe 

haemophilia A (FVIII<1 IU/dL) and inhibitors. Previously untreated patients born between January 1990 and December 

2009 were consecutively recruited from 31 haemophilia treatment centers in 16 countries. Data on bleeding frequency, 

treatment of bleeding episodes and details on ITI (regimen, doses, product) were collected from medical files and 

laboratory data retrieved from local laboratories. 

Eligible patients with severe HA and inhibitors         
n=266

According to follow-up data 6 had transient inhibitors and were excluded

Patients with severe HA and clinically relevant inhibitors
n=260

Patients with severe HA and inhibitors with complete treatment data
n=241

19 patients (7%) were 
lost to follow-up and no 

treatment data after 
inhibitor development 

were available

127  (49%) had low-titer 133 (51%) had high-titer

Based on inhibitor peak reached during the follow-up period 

69 (26%) had low-titers 191 (74%) had high-titers

Patients with severe HA and inhibitors with complete treatment data

n=241

Patients who underwent ITI during the follow-up period

n=212 (88%)

130/133 high-titer
(98%)

82/127 low-titer
(65%)

 In this cohort of 260 unselected children with severe hemophilia A and inhibitors the proportion of low- and 
high-titer inhibitors at diagnosis was similar

 During follow-up 46% of low-titer inhibitors converted to high-titer upon FVIII re-exposure and high-titer 
inhibitors represented 75% of cases at the end of follow-up period

 A high proportion of patients underwent ITI both with low- and high-titer inhibitors

Conclusions
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