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Introductory statement

Alnhibitors are the most
cogent unresolved problem
In patients with severe
hemophilia A



L Ref:
Inhibitors 1.UKHCDO 2004, J. Thromb Haem

pd prods infusions 2.UKHCDO report 2007
rec prods infusions

1977 -1999:
276 inh total

2004 -2007:
846 inh total
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AThe systematic review was performed
to compare the incident rate of
iInhibitors in PUPs with haemophilia A
treated with pd- or r-FVIII.

I 2 113 patients from 24 studies were
included

Al 170 treated exclusively with pd-
FVIII,

A943 with r-FVIII;
Amedian age: 9.6 months



Study name Statistics for each study

Event Lower Upper Inhibitor incident rate
rate limit limit
Lusher 1550 {A) 0.02% 0.004 0.177
Lusher 1530 (8) 0.158 0.052 0.352
Addiego 1333 0.281 0.157 0,282
Peerlink 1333 0,080 0,023 0,149
Schimpf 1395 0.022 0.001 0.268
Ye= 1357 0,027 0.004 0,168
E1 Alfy 2000 0.120 0.033 0.212
Mauser-B. 2001 0.237 0.148 0.282
Escuriola-E. 2004 (FD) 0.211 0.124 0.235
Morado 2005 (PD) 0.500 0.228 0.775
Goudemand 2008 (FD) 0,113 0.055 0,218
Gringeri 2008 0,097 0,032 0,261
Gouww 2007 (FD} 0.212 0,147 0.257
Chalmers 2008 {PD) 0,105 0.087 0,180 pd FVl” 148
Strauss 2008 (FD) 0.0822 0.058 0.121
Bidlingmaier 2009 (FD) 0.213 0.147 0.212
pd-FVIIl o4 0.108 0.200 <>
Lusher 1933 0,190 0,118 0.291
Bray 1994 0,222 0,150 0,242
Rokicks-M. 1359 0.042 0.008 0.244
Courter 2001 0.317 0.224 0.414
Yoshioka 2003 0.273 0.188 0.420
Escuricla-E. 2004 (R) 0,282 0,228 0,507
Kreuz 2005 0,135 0,057 0,286
Morado 2005 {R) 0.237 0,128 0,358
Goudemand 2008 (R) 0.214 0.225 0.413
Gowaw 2007 {R) 0.200 0,232 0.278
Polimann 2007 0.188 0,082 0.447
Chalmers 2008 (R} 0.256 0.27% 0.441
Delumeau 2008 0.028 0.002 0,322
Musso 2008 0,077 0,011 0,391 .
Strauss 2008 (R) 0.209 0.113 0.356 rFVI“ 266
Bidlingmaier 2002 (R) 0.327 0.214 0.454
r-FVIII 0,268 0,226 0.310
Overall 0,220 RS 0,285




Is The Incidence Increasing?
Limits of available studies

Non - homogenous study Non - homogenous study
populations: designs:
severity (<1/ < 2/<5%) prospective/retrospective
mutation type frequency and method of
ethnicity Inhibitor testing

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




SIPPET PROJECT SIS

SURVEY OF INHIBITORS IN PLAEMA-FRooUCT ExPoEED TODOLERE

SIPPET STUDY

(Survey of Inhibitors in Plasma-Product Exposed Toddlers)

Primary Objective

To  assess the Immunogenicity of
VWEF/FVIII and of rFVIIlI  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




Study design

Interventional
Non-Profit
Investigator-initiated

Pivotal

Open label

Parallel group

Randomised versus comparator
Multicentre and international

Phase IV



4/ p % \ :
NHIBITORS 1N PLaEMA-PRooucT ExPosen TonlLiPs

Main Enrolment Criteria

Negative inhibitor measurement at both local and
central laboratory at screening

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

0]

minimally exposed (<5 EDs) to blood components ,
namely whole blood, fresh frozen plasma, packed red

blood cells, platelets or cryoprecipitate




sippET PROJECT U

SURVEY OF INHIBITORS IN PLAEMA-FRooUCT ExPoEED TODOLERE

Study treatment

Patients will be randomised to receive one
product of 2 classes of products :
Products

belonging to the :
class of rEVIII Products belonging

concentrates to the class of

(first, second plasma -derived
and third FVIII concentrates

generation), not containing von
containing Von Willebrand factor
Willebrand factor




14 ~ ‘
SIPPET PROJECT [y
RVEY OF INHIBITORE 1N FLABMA-FRODUCT ExPoseD ToDoLERSs -

EnrollmentStatus
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SPECIAL ARTICLE
European Association for Haemophilia and associated disorders (EHAD)

European principles of haemophilia care
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Principle 9: Management of inhibitors

The management of patients with haemophilia and
inhibitors is based on:
e timely diagnosis of inhibitor development and
thorough tollow-up;
eradication of inhibitory activity;
treatment of bleeding events;
prevention of bleeding during surgery and
prophylaxis of haemophilic arthropathy. 17
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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.

HAEMOPHILIA THERAPY



Material and Methods

Centres No of
. . tient
W TER Is a retrospective, Amsterdam. Holland S S3
multicentre and . ’
multinational study. 2T -
Firenze, Italy 3
wll European centers. 3 .
_ _ arcelona, Spain 6
w/1 patients with La Coruna, Spain 2
hagmophlla A, who Paris, France 19
underwent ITI treatment Tehor, PorilGa 1
using any type of FVIllas r-—————— 1
Immunizing agent, with T =
availability of data in the 12/ T#00. €Y e
months before and after apoll, taly
the 12 months after ITI Nimes, France 2
treatment, were enrolled. [TOTALS &

HAEMOPHILIA THERAPY



Type of product used for IT]

A Patients given recombinant FVIII only =
54 (76.1%)

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

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

I 1 patient switched from plasma derived to
recombinant factor

I 5 patients switched from recombinant to
plasma derived factors.






