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Reported inhibitor incidence in FVIII PUP studies: comparing apples with oranges?

I. Scharrer and H. J. Ehrlich

Center of Internal Medicine, University Hospital, Frankfurt, Germany; and Global Clinical R&D, Baxter BioScience, Vienna,

Austria

4 1%, WEAE Haemophilia \Z48# & 1172 Wight &
Paisley ® “The epidemiology of inhibitors in haemo-
philia A: a systematic review” V% BUERVE B A 72,
HEEIZBWT, £ 2 ¥y —ORAIMATRER
B 2ROERGEIHETHY), 1 VeI —D
B AR 5 2 L3, BEIHEY) 2G2St
T5)ZTHMOTEETH LD, L2 LEHS, Wight
& Paisley OENTIZIZ TR\ DD DR
HY, WO OREEITHEL TV b,

#E 20 FEFOMEZBE LT, HADOBEHIZBIT
A YeEY —FE) A7 IS ROERIKE 2
WEERIZTZEPAL LI o7, ROERLR
TFEWLOPEIT D &, MARDOEERE, BIZT4
ROy AT, N, WIBRGHREO S, 5 VIIH T
(FVI) #ANDFEFZETH S @, & 5|2, BHEIMEET
D FVIL A >~ e ¥ ¥ —E@RAEDFEBHE S L O
JEAS, 4 e s —HIckE {EET 5, Wight
& Paisley O LIS L THRADPROBET L L
i, A ey — SR RRE  Ei LK
AR CTHE L TWwa AL, g (Tl shizf e
Yy —FEBIMHEE O A=DMEH S T 2 &l K345
CHRTA2bDTHL WML TV AHETH L, i

Correspondence: Inge Scharrer, University Hospital Frankfurt/
Main, Hemostaseology, Theodor-Stern-Kai 7, 60590 Frankfurt/M,
Germany.

Tel.: +49(0)69 6301 5051; fax: +49(0)69 6301 6738;

e-mail: scharrer@em.uni-frankfurt.de

Haemophilia (2004), 10, 197-198
© Blackwell Publishing Ltd.

ZIE, HEHEOLOMmD 128 LT, H—omiEik
FVII (pdFVIN) #4574 M L 7-FRRAERTIlx, #
¥ pdFVII A F 7213 B — 0 @5 1M 2 7
FVII (rFVID) #A % L723B L » kv s v e
Uy —RBHENHE SN TnD, L5 hTwn
%o KA E (PUPs) % A4 H.—o pdFVII #
K& H W78 © R0 EESITALT—F &
oTWhE)THY, ZORBTIIFVIIL ~NILAH
3% AqOEZE 1S FFMAANSI (INHDEE
D) BATFIASERETH 5 2> & o 72 BRI ITE R ITHE
RSN T2\, BERE R 724~ 8 HH (HhJefil)
BHZEINHBOAL VY —5ERITI 0% THo 72
EHBEENTWAS, 2D L) HRREBRTHES N R
Z, tFVIHEKI 2 JHW Lo ) EFH A Y Enz kK
BUEHER @5 THONIREE L T 2 03
UThHhsd, COL) HRHBENFEERTHL I LI,
RO HHS DT %o rFVILEA] % F\v: 72 PUP
HER GEHTTRET7260) TD A > b ¥ ¥ — 5543 i %
pdFVII A OFER @ & [AARIC, BAEIEE H Y
il SHLANICIRD &, A e ¥y —5E#13 22 ik
6B1D A TH - 72 [Baxter BioScience (£ —A MV 7T)
DT—=FT7ANNL], 4 Yy =D A7 i
21, 95%EFEXE (95%CI) @ _ERRfEz Fv 7212
INEHEBEANL LD QHEYTH S LIS
NTHY, ZOWMIEDYE, €0 EIRfEIL, pdFVII
KT 21.8%, rFVII AT 17.3% Th 5. LLT
Thrombosis and Haemostasis\Z gk & 117-Mannucci
Lo [FHEF~NOFHK] © OpTHELIZZ DO
ZOWVWTRD L) IR L TwE — [ZoRERZ

23



Full Translation: 1. Scharrer and H. J. Ehrlich

LTZDELZSHHIHL TV AEREDMORERL,
B TR OFREDTA > v ¥ ¥ —DF I RS
DOPENEN) BT L THEOEZE L2567
bOTIER ] MO rFVIL #5421 L, Bk
THA LT LMD 2 o A KRB 2 58
B, EAEMMREE BT A A4 ey —5E%
BENZEN 15%, 29% TH 720867, Zhbid
MannuccilB LD RIFESIE LW £ 2R L TWA G
PR T ICBS L CHFZE M CREEMEZ EIC Y v 7 &
LI ENTELLELTH, ERICID L) L
HOIFELREZ ETIE RV, Bl 21X, 606 % x5
EL7REBTA e EY =S 1560 (25%) %4
L7286, 95%C1x14.7~379%CTh b, 0% D,
HEENTVWAPUPSICBITAFVIIA YL ESY —D
TR\ D% ) OWED D 5 DIL, HoIcI, BFze
BB 2 WL oD EamiyEw &, BF7E 7 A
YEFLTCEHEDH# L SI2L 2D THY, BEEROD
57— ORBIXIZE A EATTRETH 5 LTk 133
]:“(\,\ZQ) (8)0

F72, ZoORMRE, EEMmekmnys ISTH) ©
FVIIEH] B & OFIXEANCET 2/NEEBE RO R L
—HTEHDTH S, 19994122 D/IFRERI, B
] R - 55 O S 5 % R 9% 9 2T PUPs 131t
BAHTIEZWY, BEHHD 150 H 2B 2 58
HHEEE (PTPs) BEMELH L &L b2, ZOH
B L 2B BERETH A ET AL ERE L0,
DRIFEDOEFE 7> T D ELimFLIL, FVITEH A
FLOWHEREZ 2D TH A% 51X, TOFVIIE
ANTEC FVIL 28 L CIHEMEEZ OB ETA v
Y —%2FRTHTHA)IEN)IEDTH AL 10
W, INSDMAEZER L %055, Rt F4 1%, pdFVII
B2 5 tFVIT EANZE) ) B2 72 PTPs (2B 5 A
YUY —DFE) AZIZET ALY 2 —f5EE
10720, ZO#EE, 5 OEHKRER (HE~=307 #1)
WBWTH 724 v e U7 =2 S w1
BIORTH > 720 L72A5> T, (FVITEANIY) D #: 2
72PTPs 2B} A de novo £ > v ¥ 7 — D354 IT R
THLGERTH Y, I HSIMAEHREH & &G
o 2 RIBFN O PR PEDFALL L TV B &) R & —
BTHLDTH S,

DiEo X 912, Wight & Paisley D 3¢ W 1& 1 >~

24

LYy —OEFIIETLIEREVWL Y2 —-Tldd b
A%, BEAHE NI, I NFTICESRTWAS
T=F Lo THEENLDLDTIE R\,

References

1 Wight ], Paisley S. The epidemiology of inhibitors in
haemophilia A: a systematic review. Haemophilia
2003; 9: 418-35.

2 Scharrer I, Bray GL, Neutzling O. Incidence of inhibi-
tors in haemophilia A patients — a review of recent
studies of recombinant and plasma-derived factor VIII
concentrates. Haemophilia 1999; 5: 145-54.

3 Schimpf K, Schwarz HP, Kunschak M. Zero incidence of
inhibitors in previously untreated patients who received
intermediate purity factor VIII concentrate or factor IX
complex. Thromb Haemost 1995; 73: 546-56.

4 Bray GL, Gomperts ED, Courter SG et al. A multi-
center study of recombinant factor VIII (recombinate):
safety, efficacy, and inhibitor risk in previously
untreated patients. Blood 1997; 83: 2428-35.

5 Lusher JM, Abildgaard CF, Arkin S et al. Human
recombinant DNA-derived antihemophilic factor in the
treatment of previously untreated patients with hemo-
philia A. JTH, in press.

6 Mannucci PM. Risk of inhibitor development after
intermediate purity coagulation factor concentrates: is
it truly low? Thromb Haemost 1995; 74: 990-7.

7 Auerswald G, Lusher ], Kreuz W et al. Outcome of a
prospective, multinational clinical trial in children
treated with a full-length, sucrose formulated rFVIII
product. Ann Hematol 2003; 82 (Suppl. 1): 11.

8 Ehrlich HJ, Bray GL, Gomperts ED. Comparison of
high responder inhibitor frequency in recent studies of
previously untreated patients with hemophilia A.
Thromb Haemost 1998; 79: 242-3.

9 White GC, DiMichele D, Mertens K et al. for the ISTH
subcommittee. Utilization of previously treated
patients (PTPs), noninfected patients (NIPs), and pre-
viously untreated patients (PUPs) in the evaluation of
new factor VIII and factor IX concentrates. Thromb
Haemost 1999; 81: 462.

10 Rosendaal FR, Nieuwenhuis HK, van den Berg HM
et al. A sudden increase in factor VIII inhibitor devel-
opment in multitransfused hemophilia A patients in the
Netherlands. Dutch Hemophilia Study Group. Blood
1993; 81: 2180-6.

11 Peerlinck K, Arnout J, Di Giambattista M et al. Factor
VIII inhibitors in previously treated haemophilia A
patients with a double virus-inactivated plasma derived
factor VIII concentrate. Thromb Haemost 1997; 77:
80-6.

12 Scharrer I, Ehrlich HJ. Lack of evidence for increased
inhibitor incidence in patients switched from plasma-
derived to recombinant factor VIII. Haemophilia 2000;
7: 346-8.





