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Recently, analyses on inhibitor development according
to concentrate in previously untreated patients (PUPs)
from two national cohort studies have been published
[1,2]. A similar analysis has been performed on the
first 4 years of data collection of the European Hae-
mophilia Safety Surveillance System (EUHASS) project
[3]. Together with the initial report from the RODIN
study published in 2013 [4], these publications pro-
vide data on a very considerable number of patients,
almost exclusively originating from Europe.
Reporting to multiple registries is common, and a rare

disease such as haemophilia is no exception. Although
the FranceCoag study [1], the UKHCDO study [2] and
the EUHASS study [3] excluded patients overlapping
with the RODIN study from their analyses, the addi-
tional overlap between the EUHASS, the FranceCoag
and UKHCDO studies has not been previously reported.
The analysis of non-overlapping data from the EUH-

ASS study has the potential to contribute to the on-
going discussion about the perceived increased inhibitor
risk associated with the use of specific recombinant Fac-
tor VIII concentrates. Thus, we hereby provide addi-
tional analyses of the data from the EUHASS study.
Data on inhibitor development in PUPs were col-

lected from 1 October 2008 to 1 January 2013 from
57 European centres participating in the EUHASS

study [3]. The design of the EUHASS study was
described previously [5,6]. In short, data on inhibitor
development in PUPs with severe haemophilia A
(FVIII < 0.01 IU dL�1) were reported every 3 months
and data on the number of PUPs reaching 50 exposure
days without developing an inhibitor were collected
annually for each concentrate used. Inhibitors were
defined by two positive tests according to the local
laboratory. Patients with a titre equal or higher than 5
BU in the two-first two positive tests were defined as
high titre inhibitors.
Month and year of birth were collected for inhibitor

patients only.
Inhibitor incidence according to concentrate used

was calculated for each concentrate used. To exclude
overlap with the RODIN study, data on 120 patients
reported until 1 October 2011 from centres participat-
ing in RODIN were excluded (Table 1). Subsequently,
data on 55 PUPs from French centres and 44 PUPs
from UK centres were excluded to provide the data on
the 198 PUPs reported to EUHASS only. Details on
inhibitor development according to concentrate type
and brand for patients reported in the different studies
and to EUHASS only are shown in Table 1.
Since the classification of high titre inhibitors in

EUHASS is based only on the results of the first two
tests, the proportion of high titre inhibitors in EUH-
ASS is slightly underestimated. Overall 68/108 (63%)
inhibitors reported were high titre inhibitors [cumula-
tive incidence 16.3%; 95% confidence interval (95%
CI) 12.9–20.2]. After exclusion of data reported in
other studies, the overall cumulative incidence of high
titre inhibitors was 14.6% (95% CI 10.0–20.4).
In the 198 patients reported to EUHASS only, the

risk of inhibitor development of patients on Kogenate
Bayer or Helixate NexGen was similar to that of
patient treated with Advate.
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Appendix: Collaborators for EUHASS study

EUHASS centres, alphabetical order, 2 people
per centre: Director followed by main data
submitter (if there was one apart from the
Director)
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don, UK; David Bevan and Bella Madan, St Thomas’ Hospital, London,
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Milan, Italy; Jean Francois Schved and Florence Rousseau, Hopital Saint-

Eloi, Montpellier, France; Karin Kurnik and Christoph Bidlingmaier, Dr.
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Hanley and Kate Talks, Royal Victoria Infirmary, Newcastle, UK; Marios

Antoniades, Nicosia General Hospital, Nicosia, Cyprus; Ezio Zanon and

Emiliano De Bon, Azienda Universitaria Ospedaliera di Padova, Padova,
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Paris, France; Chantal Rothschild and Marcelline Matingou, Necker

Hospital, Paris, France; Annarita Tagliaferri and Gianna Franca Rivolta,
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Marchesini, Ospedale Santa Maria della Misericordia, Perugia, Italy;
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Prague Motol, Prague, Czech Republic; Sandra Lejniece and Gunta Kluce,

Riga Eastern Clinical University Hospital, Riga, Latvia; Frank Leebeek
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Medical University of Vienna, Vienna, Austria; Christoph Male and
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Zurich, Switzerland.

Haemophilia (2016), 22, e36--e79 © 2015 John Wiley & Sons Ltd

e38 LETTERS TO THE EDITORS

 13652516, 2016, 1, D
ow

nloaded from
 https://onlinelibrary.w

iley.com
/doi/10.1111/hae.12764 by U

niversity O
f M

alta, W
iley O

nline L
ibrary on [08/11/2022]. See the T

erm
s and C

onditions (https://onlinelibrary.w
iley.com

/term
s-and-conditions) on W

iley O
nline L

ibrary for rules of use; O
A

 articles are governed by the applicable C
reative C

om
m

ons L
icense


