HAERETEE:

REBREAREICET SERRRIEL LR R

International Randomised Controlled Trial of Immune Tolerance Induction

[ 2hk])

FLHHRE:
CRM Hay, EP Mauser—Bunschoten, DM DiMichele

ERITIFIZER S IL—7-

T Abshire, G Auerswald, HM van den Berg, N Ewing, A Glomstein, A Gringeri,

L Teague, N Haya, WK Hoots, J Ingerslev, G Kenet, T Kisker,
C Male, PM Mannucci, C Negrier, P Ockleford, K Peerlinck, P Petrini,
G Rivard, B Saxon, E Santagostino, M Siimes, C van Geet, and A Yoshioka

#iE . EROfEMNFSEMRAVEREFEZEILZER
b KM K RIHFFEE (The North American Haemophilia Research Society)

CRMH_”Protocols”Word97. 22.711,,2002: Website: www.itistudy.com
% 2 hkekET 01092005
% 2 lREBET 2670172006



http://www.itistudy.com/

B DT oo et e e e e e e e e e e et e e eate e e et et e et e taanteeaanteeaanteenaneeeenneeeanneeeannaeaans 3
S et ee e e e e e ee—eeeaateeeaateaaaateaeateeaa—aaaa—eaaantaeaanteesanteeanteannneeeaaneeeannesenneranne 4
BB ST oo e e e et e et e e et s e e e s e et aaaat e e —esantsanteenateaanesareeeateesntesnseseaeenneeanneans 8
BT B B BT 2 DD AR oo oeeeeeeee et et e et e et e e et e e et e e e e eeesmeeesnnesesnesenanesennesennesennneean 9
B R T A S DR .o e e e et e e e st e e e et e e e s e e e eraeeesaneeesnesesanesesanesenanesesneeennneean 9
B D B R U Rl e e 11
T AR e e e e e e 11
Rty b RS RRR RO RRRRRRRRRN 13
T & (R, BB, B E S 0T oot e e 13
e [ = 1117 =Y = SRRSO S URURRRRRPR 14
BT B ST ATETE (1 T 1) oo e e e e e e e e e e e e e e e e 14
B VI R - B A DT .o oot e e e e e e e e e e e et e e ee e e e e e eeseeeneeeeaseereeeeaeeaaeans 15
BRI T IEAE L T L O VBT oo e e e e e e e e 15
LT L R S D T T e et e e e e e e e e e e e e e e e e e e e e e e e e e e e 16
A T T e D T T e et 16
R TE: & T T EE e oo et 16
A BT B O T et 17
B B D A8 T ettt e et et e e ae— e et e aateateaaten e eaeaarenns 19
TBIERR ), TR, B0 T 0D T 25 o eoee oo oo oo e e e e e e e e e e e ae e e e e eeeeeaeeeaeeeae e 20
B B D T 1 e ettt e et a et e e eaeeans 21
B B D T oo et e e e e e e e aaaa e 21
D TE et ee e e et e e e te e e et e e e et e e e a e e eate e e et e e e taeaaneaeaanesesaneeeeneeeennaeaanneeeaneeeanneeeanenn 22
B R T 0D B o 7 U L T e e e e e e a e 22
R B T T DT o 2 1 L 7 e ettt e e 22
B 2 A BT oo ettt e et et e et e et e e e et e et e e e eeeeeareeanaan 22
B 2 T oottt e e et e et e et et e et aaeeeteeeteeteeareeeeeaeeanans 22
A T DD T e e e 23
B VIR TR ZR DT TE e e e e e e e e e e e e e e e e e e e e e e e et eeeaeeee e e eaaeas 23
B VIR =B OO T TE e e e e e e e e e e e e e e e e e e et e e e e ee e e e aaeas 24



FIEIBHTIEE oottt et ee 26
B R B R ittt st et b et e e b e s aeebe s e nes 27
T—AREMESHUUTRBR oottt 27
BRRITEA T DB .ottt et 27
BB 1 BEITHTBHBITEDM .ottt nene 29
TR 2:ALUUETEER ettt 38
Wil 3 ELHPRE. MRI—TAF—4—BLUT —FLLeEe=FIJTZE—E . ... 42
FHIE 4(A) BRBRDTO =T U (oo 45
B 4B):AVEEA—BRERDTO—T Vb s 47
BB S EEGEEERDESAVIITATUTU = s 49
B 6:T—4REUEZAIV I ERBEDTORI= b 51
FIE 7 ARIEDERIELITT oottt s st s s sneens 54



FUHRE

Manchester = CRM Hay
University of Manchester Dept of Haematology,
Manchester Royal Infirmary,
Oxford Road, Manchester, M13 9WL, United Kingdom.
Phone (+44) 161 276 4727/4812.
Fax  (+44) 161 276 4814

E-mail: CHAY@fs3.scg.man.ac.uk Web: www.itistudy.com

New York DM DiMichele
Regional Hemophilia Diagnostic and Treatment Center,
The New York Presbyrian Hospital-Weill Cornell Center,
525 East 68" Street, Room P695,
New York, New York 10021, USA
Phone (212) 764-3418 Fax (212) 764-8986

E—mail: dmdimich@med.cornell.edu

Utrecht EP Mauser—-Bunschoten
Van Creveldkliniek,
Academisch Ziekenhuis Utrecht,
Heidelberglaan 100, 3584 CX Utrecht, Netherlands.
Phone 030-2508450 Fax 030-2505438

E—mail: E.MauserBunschoten@umcutrecht.nl



mailto:CHAY@fs3.scg.man.ac.uk
http://www.itistudy.com/
mailto:dmdimich@med.cornell.edu
mailto:E.MauserBunschoten@umcutrecht.nl

H &

G0 %% R ARTE (ITT) OIREX SR &L GRINSIV-BIE ML ATRAERE D70%LL ECHEVIIA
AEE X =L LI EEN TS (Mairiani® 19944F, Kreutzb 19954F, Mauser—Bunschoten®
19954F, Brackmann® 19964, DiMichele® 19974F), ITHEENR I 5L, VI T i
JE RN T EFLL, BEOQOLLIFIF EFALT A0, IBEE T E LT3,

VA 1725 N XA A e X —ZB 3 5F 2 DRIk, EELTC, mMARRRE 2 —0
B C ML 78k % 72 B2 72 o T FRAR O S VI 7341 2 I T2 IR A IS K 2 IR Ll e FREER )
ORI L OB D% H RIS ORE RIC LD O ThHD, ZOMFRITIE, EERREREA
LB Gk (ITR, Mariani®> 199448, GREE: LLF TEIBR Gk | 08, bR 00 2 70 45 15 8 ik
(NAITR, DiMichele®> 19974F FREE: : DL THEKRBR Gk ) LK) 36 JOR A S0 98 T 25 15 B ik
(GITR, Lenk® 19984F) 238 D03, ZNHDOAFFE T, BB RN ET DK B L OITI
FAEZATIO X G LGl )72 B ORPUCEHL COE LB L Tnd, BIIEH VLI TS
B2 TRITHRIEIZ DWW T Tl v belese FRERBR 13 72<, BeliZeiBRIEIC W TOE L —HL
T2, ITHRIED I BT HIR T BLOBUE A WGV TN D 2 e B IEOF R AY
(ZBIL, LTRSS,

ITHRZDGRERICEET SIEF

ITI JRIENK DT 57201 BB AR N1, ITHRERGR O v 2 —ETdH D, BlLERFD
AL F— I, TBIROMEIREGIE TR 21D F T ERBIM O )7 |28 e KE T,

JEk B gk L E BB Gk ClR kI, TRIEBRLARF DA e 2 —f 10BU/mL R LB DO KNI A E
(ZAHBIL Cu /2 (Mariani & 1994 4F, p=0.004, DiMichele & 1999 4, 2000 4, p=0.001), ITI
BAEBARIF DA e F—E7Y 10BU/mL A O H TITTERAL I RIT85 %, TR T2
YEOWIRNE 11 7 H ThHoT2, A e ¥ —fE2S 10BU/mL #8225 BE CITIRER = 1133%,
TRIEICER BN T D120 HIE157 A Thotz, TOMDELDMIEL, ITURIEE MG T DRED A
bE X —HEIG R TIER, BB DZO BB L X RBERBHRICHHZENREN TS
(Mauser-Bunschoten & 1996 4E, Kreuz © 1995 4),

ITHRIEZ BRI T HETOBEDA L X — B MEW A 2L, 1T FEEORRITE NS
SN TEEN, ITHRIEZBIG T HEOA b Z—EIZ 5L, BEDOA e Z— L IR
R IhERE D BIFRIEA 2R (Mariani & 1994 4E, DiMicheler® 1997 4E) , ITHRIEBIfAHEE D1
b X —{E2% 500BU/mL #2486 CEAEO Y G121E, ITTHEEIZ T2 S R <20
(Mariani & 1994 4, Kreuz & 1995 4, Mauser—Bunschoten & 1995 4, DiMichele & 1997
),



A H— TR LI BIT D72 BITHRIEZ BIG T RETHHE, ZNFETEIFELLNT
T2, ZAUT DWW TUEAERE & LT FERRARILIZ /2 ), A BB X — 03 g S ToD IT1 R ES
BRI T A ETOHBNEWIGEITIXIBENR L G W E I TVA (Marianirs 1994 4,

Kreuz & 1995 4) 23, fhOMFFEE 135 EL TV 5D (Mauser-Bunschoten © 1995 4, DiMichele &
1999 4£, 2000 4, fﬁf FEARANAT DN CODINNT, A eE X —DIFENHERS - E IS
ITI FEEZFIAR LT85 5121, BBVIIA 72 W DI EIZ LD 50 RIS LT e X —fE)
EHL DR, ITI féﬁa%ﬁrﬁﬁé@“é_%%mﬁéo ZDOXIIGANTIE, 1T FRIEISH LRGN
BAFCRRNA e H—EA 10BU/mL #8252 EME W, A2 eE X —{7% 10BU/mL K2 /&
TIAETEMANC ITI EEORBEZESE T, 1T FEOKRIIO fJREEE D ETHD,
N L TIEWRNAS, A BE X —fE235BU/mL ARi272 5 FE T ITI EIEDO B ERF D224,
AEMENEBIC B2 222N TO RO DEFHL) 35 (Mauser—Bunschoten & 1995 4F,
DiMichele & 2000 4), /SA/SZBRIE (CEAUTTEMAL B VIR 1-8K)) (2 kD AT~ Rk
FEIEE I, SBVINA AN OB 5258 HZ L1280, 1T BEIEDSEKIIL CT0D, Bk, F2i3E
FHOBNPNTEREIICLY, A2 X —E7 10BU/mL Rl 725 CITHRIED b Z RS -2
R—MFFEROREFIL, 1 H IET 2D E D TVvD (Mauser-Bunschoten & 1995 4F, Smith 5
1999 4, Rocino & 2000 4F) , fifi FI L7z 55 VILIK 1 B4 K| OFEFA OB - Bl LR Th 7228, iliEh=R
1% 88~100% CTHoT=EHAE SN TN,

FVILK - 5- mOVER DRI KT TR OV TORERIT—EL TR0, [EFRERE Tl
BHBOZ T EAEITA BB, BRI ITI RERMREE O/ ee 2 —{EA3 10BU/mL %iﬁﬁx
HEFE T, B EOZWEDRRIIRITE W ENREEIL TS (Mariani © 1994 4) ,

BRI R K R A B8 ClE, HBVIA 7O H &L B R ORRATEN T 528 i'@é‘féﬁ?ﬁlok
(DiMichele & 1999 4-& 2000 4, Lenk & 1999 4), Kroner (1999 42) 1245 ITI B EXIZ DUV TD
ABT F UL ADEEL, ITI FEHEFIBRR O A b2 — B2 10BU/mL R TiEEDA b 4 —
23 50~200BU/mL CTh-o7cBE TIX, 16HRIIREEVIR 1O i b &I BN RN L
ZoRL TS, IBIZ, ITIEEZ BT 2LARIZ, & ED 177BU/mL LA ECTh o7z A e & —
% 10BU/mL RIZIK F ST, Van Creveld DA &5 A B L -2k —MMFZETIE, 15
PRI 88% Tdh 7= (Mauser-Bunschoten & 1995 4F) , EER T, ZNHDBEE DAL EE X —
BN, ITI FIEZBA 4G 2 LARNC5BU/mL ARl AR F LTV e, ZofERIE, & EO BV -F
FUHNT L DVEREE, 727120 1T BEEBRLET DRI A e ¥ —fE% 10BU/mL KR TS5
TRIEIEIZOUWT, Smith(1999 4F)3 KUY Rocino (2000 4E) 23 &5 L=k SR EAIEE Ch T, 202 E
N5, 1T BIEZ BT 21212 ee X —fE% 10BU/mL RKHIIK TS5 (TELETHELT D)
ZENTELRGIE, ITI EIEORERITEH T 2B A O & LIIERAENSDEZE BTN
N



HHIEICA e E X —Z LT O BB T, B ERIIBS ICEAINL[REERHD
(Mariani & 11994 4E, Mauser-Bunschoten & 1995 4, Kreuz & 1995 4£) 23, ZHUUZ>WTiX
DiMichele I3 iHZME 2 TV (1999 4EL 2000 4F)

ITL BEECHE, EORBEOBMAE FA5ET 20, EOFRD DI BT SRR C& 57— 213
MU, PRREECR LT SEVIE & VDL, JOA S ICHA A MG TEHILE Kreur [IRIEL
TWBR, ZOF —ZTRFENARLOTIEARL, 6610 BH BT 5B RSB0
T2 (Kreuz & 1996 ), Fiz, MOBFIEE T, mflEE £ 08 R F-REHR 5 VITA 1544512 1
WC, RIS B L= Z 2 A LT (Smith & 1999 4F, Rocino & 2000 4F)

ZLDIRMEDA L e X —1%, ITI FEEEITRDRNTH BARIZHE T2, BEMEO A e ¥ —
MEECTEEL TOD ATEEM L 35,

REEBFEAFE

HREFDIEN Sy A, EPUEOLGITIX24ELL | SV - F72 135 IX K - ke i L 2 1
BLTHRIEERZEANT D, KIS DO BREZE TIE6~97 H UNICHRIEERERDD, HEHDHNIT
2L LEBETHEELDD, EEBET —FX—RL, WRLRST-2TOEREFEDI5%IL, 30
r A LINICE RIS L2 RIB L Q0D (Marianins  19944F) ,

HRERFOT- DI SDE VIR 1O 5 & 13D TE AL TH 5, Van Creveld F X Tl
251U/ kg DA E DO E VK 281238 AV 5 (Mauser-Bunschoten  19954%) . = Dt D15 HE1E
T, Bonn 5 & TIE100IU/kgD 5 VA %1 H 2[5 V5 (Brackmann®  19964F) , #]3b TAFHK
ST EBR B G T — X OENTRE R AE, — H BH &I 1001U/ kg DT TR IE IR A</ T72
i, IBRIZEIIL TWD, E HBEICEDIRFIEEZITROBRE, FOEIRD T —7 VO A
BLe B ABHLN, K EBICEDIRRIEEIT/OBT, 8%, TOHIRD T —T M 87,
KMFIRD DO 527725,

TRIEAE R L R ECTORM O F I EL 5 2 5 ATREMENRH L0 T, FIEEZRERY,
ITHRED H <, TTHEE F ORRGE X R BLS T 5 E T2V (Kreuzb 19954, Brackmann®
19964, Lenk 19994F) , VR DI H TREYLIE DR A LT E12IE, ZLD5GH, E R DI
FRRANTHI S, Ae ey — T EA-325, ZOVAZEFLERIRA 7 — 7 )V 2 4f 13 DITHE
EDO IR RKD R ETHY, Brackmann& DFRNLT LV —T 1%, FOLEIRD T —T V&2 H L0
£ 11972 (intensive) 7RI THRIEZ R A TUD,

KT, SEBERPEASNAEEHIC ITI AT T IS, FVIRFI2E5 T 50350 44
S5 (DiMichele & 1998 42) 73, EkJIITi R RAR LI~ T %, W, o A ITHEREZE



fel, IEW e PRGN HNDL127eDE T34 H UL E&2 T TRV 1 O & 5 &4 i 5
JFEN TRV TS (Mariani B 1994 4F, Kreuz & 1995 4E, Brackmann & 1996 4, Lenk &
1999 4F) . WERIEILZE DMMENFE S TS, AL ITIEEA AP LT, 5
VNI EAETRL T, FREERIIRD TRWZEDHE S TS (DiMichele 5 2000 4F),
BRI E R EATEIC OV TOE RIT—HL TR, @A EICEsEEF e Ani-5e
1L, SR ERITID BSER TEDLLITHDN, R ME A B 5 Ut R TE0iE
TODNEII B TIEAe W IR EICEDIERESF T, FOBEIRD T — T Va2 LW,
B BICEDIRE T AL O 5 T&D L Ebns, B RBEAICBIL T, EEA1L
BRIRERBRIZED, FlGcsnd e Bbind, HEICS N TELBEHIIIRES TRY, WF5t4E K
DIEEL-DITIZE R ) BB Th D,



SE X

1)

2)

3)

4)

5)

6)

7)

8)

9)

Mauser—Bunschoten EP et al. Low—dose immune tolerance induction in haemophilia A
patients with inhibitors. Blood 1995; 86: 983-988.

Nilsson IM et al. Induction of immune tolerance in patients with haemophilia and antibodies to
factor VIII by combined treatment with intravenous IgG, cyclophosphamide and factor VIII.
New Eng J Med 1988; 318: 947-950.

Brackmann HH et al. Immune tolerance for the treatment of factor VIII inhibitors—twenty
years of the Bonn Protocol. Vox Sang 1996; 70(suppll) :30-35.

Kreuz W et al. Immune Tolerance therapy in paediatric haemophiliacs with factor VIII
inhibitors. 14 years follow—up Haemophilia 1995; 1: 24-32.

Mariani G et al. Immune tolerance in haemophilia : principal results from the international
registry. Tromb and Haemost 1994; 72(1): 155-158.

Mariani G et al. International immune tolerance registry, 1997 update. Vox Sang 1999 ;
77(suppl 1) : 25-27.

DiMichele DM et al. Analysis of the North American Immune Tolerance
Registry(1993-1997) : Current practice implications. Vox Sang 1999; 77(suppl 1): 31-33.
DiMichele DM et al. The North American Immune Tolerance Registry : Practices, outcome,
outcome predictors. Thromb and Haemost 2000; submitted.

Lenk H et al. The German Haemophilia Centers. The German National Immune Tolerance

Registry. 1997 update. Vox Sang 1999; 77(suppl 1): 28-30.

10) Kroner BL et al. Comparison of the International Immune Tolerance Registry and the North

American Immune Tolerance Registry. Vox Sang 1999; 77(suppl 1): 33-37.

11) Smith MP et al. Immune tolerance therapy for haemophilia A patients with acquired factor

VIII allo—antibodies: comprehensive analysis of experience in a single institution. Thromb and

Haemost 1999; 81: 35-38.

12) Rocino A et al. Successful immune tolerance treatment with monoclonal or recombinant

factor VIII concentrates in high responding inhibitor patients. Vox Sang 1999; 77(suppl 1):
65-69.

13) Kreuz W et al. Successful immune tolerance therapy of FVIII inhibitor in children after

changing from high to intermediate purity FVIII concentrate. Haemophilia 1996; 2(suppl 1):
19.



HREMN E AR LDORE

BREM
o FEHEICIDITHRELARH REICIDITHIRIEDO AL, B RIICIZE S DHH, HKIRE
KOV LD EL

o ITIRERIHO TN FORR

R ED{RER
o EHBEICEAITHEEL, EABICIAITHRIELDS FLAEERERDN, RER R ThR
IR THD,

o [RHEICKAITUEEL, EHEICLAITIRELDG, 12 H2h5E (cost/effective) I B,
o Sl ODIBERIEICLATIRRIT RS,
o ITDEIEBIMEEEOA L eEX—EHIMEWGE AL, Ao eEX—NE WA LB RO R

BERTYSIOOBE

ZORBIL, FEREIELMRBICIVIT2), KRR TIX, BFEZ25H&ICIHBEE
(2001U/kgz g H ) FIIFARM BT L DIEHHE (501U/ kgZ i |2 3[R]) ~HEAE 2 (2RI 1T D,

Tik LA O FEAE M AR A B 1504 23 BRxt G &35, FIRHIBRITERT 72003, ITHRIED BHIAS
MDD EIRAEEE Tk T D, BRI DA DR LA ee ¥ — & fifiZ2200BU/mL,
IEEA5BU/mLET 5,

BEZRERLT%, BT A eE X —fEAN10BU/mLATE IR DET, 0T v RO/
(PCC, APCCX[ZNovoSeven) 17725, ZOHIM], BEDA e ¥ —fEEmEH, WET5 (HiE
4A),

AL E X —{EH10BU/mLA M (AR T L2 ZEDM RSV, T ORER%E 1 A LINICA v eE X —
EA10BU/mLA M ChHHIENE) — ERER TEILAIC, BEEZBIELBITL, ITUREZH
1675 ITHEEO BB ENS B EIEL, FEEr Z—ICBNWE b THREZMIC L) . EIES
BT OFTO 12 H LLINIZIE, 10BU/mMLAM DA e X — R 2O FIeilHY | fLdkiEIn T
LR DD, A EE X — RS THOH24 A LINIZA L B X —E2310BU/mLA IR T
LRV, EAEAEITE T, ZORBRODIESED (HiE4A) ,

AR 2B F151E, ManchesterlZ®HAMFIEE 2 —03, F/IMBIEEZ W TIT729,



ZOFEERATHIEED, 1) B OMEE, 2) @5 -z WAL E  7a—F L Hukk
R, 3) AL EE X —ENEBU/ mLA B X 5 D%, NTUAL THAELEIV T 5ZL08TED,
ZDT, ZIVHD R A DMENTIE R ARG I E D2 L3, IR RIS T2 NOOR 7O
BEINHIENTED,

ZOMFZE T, intention to treatiTh & SWTHMNT Z4T7097-0, ITHEIER A% IZRBREZ T IR L
BEX, ZOHBITHS T, REKRI LA 2S5, RIS IILIZ A TORFITONT, 16K
TR DR DB Dk 2 72K A 12DV T DR AT /29,

A EE S —iHK, T i$%75§%3&@%i’§%ﬁﬁfcﬁ“if‘ AN ORISR G- BEA A FHT 1TI
FRIEE T 5, ITHRIEDR RO L5812, BN 7o 5 &4 TR # 5 & £ CHlig 35,
TRABEGIXITHRIERS TR 127 H F'aﬁrﬁufv;%bfﬁf;bh, ZOM, A X —FFIIOWTHEI L
17729,

ITHEEZBRIG T DS, FrZERIRDO DO 5NN EEZ255120%, HOEIRD 7T —7T v Ef AL T
17092855, AN OFEEFEIZOWTIE, A e X —3ERLITHEED BRI AT 5T
REMENH DD T, FERNCEEERT D,

HERE T 1%, “T0OCICHAS R FELT- A Z AW, EER SO/ e 2 —HIE A2 R fllE 'y
S —CHeRZELT729, (FT0°COWREEDMEH TERWIFZEE X, Hayt® - X IDiMichelefd 1%
THEHLE L TIZLWY)

T—=HDIEI, A7 —Fy b, B AIEFHEE (CRF)IZEVT729,

oW, il EIIEOMEEZE S, HOWITHZRNEAZE B (IRB) OB LELT
%)o

MY HmERDFH

o BVIKFRALIEATLE 253 0l U722 3R AR B LW T 52 <R A RIL ET
ITIROZENTELIRANEH T DL,

o HITAA/SRIEE (PCC, APCC, rVlla) BMT72 2528,

e BethesdaiEIZLAA L EE X —DHIEMN F[HET, BethesdaiERB LOVE VAR EIZOWTD
i B BT NS TNDHT L,

10



BEOFERNEE TRV E#E

BEOFERNEHE

1)
2)

3)
4)
5)
6)
7)

FER M ARA (FVI: C<0.01 1TU/mL)

WEOAeEX—EN 5 BU/ml~200BU/mLOFHIZHHZEN, ITHREZBHMGTDE
TITHERSNTNDZE,

ITHRIEBIAAIFIC, A2 B X —E2N0BU/ ML CHHIEN, —HERIN TNDLIE,
AR =324 A RAFAET DT,

ITURIEZBRAGET DR, m Tk CHHI L,

BLETITE AP LEICID R EZSE TNDHIE,

TR RO BEN DY, BRFRDU 7 F U HRE A THDHI L,

PRV E#E

1)
2)
3)

4)
5)
6)

7)
8)
9)

FRAE TR 7 T E A D i AR A R (F: C=0.011U/mlL)
ITDEEBIMAETIS, A eE =N HRIZIERLIZL D,
ITHRVEBRAGLARTIZ, W EDA e Z— D mfEA35 BU/mLAM X 13200BU/mLA# 2.
HHD,
ITUERIEBRIAIRFIZ, A eE X —(EA3 10U/ mLEL DD,
ITURIEBRGGIEIS, A e X —DIF(EN247 A LI EDOL D,
I T UREZEmT A, avFazxrsas K (2r AMICEALLEEE L8
Ay HDHNE2 mgkgF 721360 mg/ A #Bx I HEE G Licga) . 7T AT
V. vouT7 A7 7R, mARRE S e T UEIC K D RHNRE mEIENE
BWEITO D, HDHWE, 7aT7 AV AN T AERITNERBEE N5 H 0,
ITURIEZ BRAA T DR DM, TRz BALH D,
Zaha— LI EEOENG O,
ZHIZIZ, ITHRIEZRAT-ZEDHLHE D,

R AR
ZOMFFEREARIE, National Coordinating Investigator Network|ZEEMEa &=, AFFEIZSIN

L7=AF22 8 1%, Manchester 3L New York OfffZEtL 2 —BT RANA RS HZENTE

%)o

TR REARE L, B HRER S EEEEA T TEH Y — RO E L TdhDHManchester
DTt 2 —I2&0, BAEAILR TS,

KETIE, FrEDOTREERICIE T LTl AR B DIRRIMTHO DI 83— A TN,

11



New York {Z National Study Coodinating Centerz g%\ 5 T & ChbH, ZDE X —DHHEIX, 1)
KEINOM TR, 2) KERNOBFZEIC LB RS DORLY, 3) Manchester (2T Z 7 T&EZR
VK EFFEE Do DREDBE B2 —, 4) KEWFFEE HofFle 22—, 5) KENGE
FOPEHBRIRORFEES, 6) KENOIFE X —nb0T —Z AR L OVE IR 35
TIZEATI29,

EEREEEICBITAAA e X —RIEMEOMEZRIX, 4% Utrecht @ Van Crevelkliniek (ZF%
BEINTWDHFRHIE 2 —I2X0iTbins,

12



BRAE

SRR, BEER MELBI

28R

H M AIRIEE B2 —1X, S #IlZ Manchester F£721% New York (ZHAMFE B 2 — 128 8k L72
FHUERDR, Fo, ERENOFBRICB T AL B S (Ml NFEEZ BS) ORRES2
FHUTZBI, ZOMFEE, ~V TR E S (E2) [ZEE DWW TEMSRITIEZRBR0,

PR Z B 2 OKEFEOAE —, B EREEADEE ~OMRIE B L ORI 2 — D572
2 43:4% 2 (complete center registration form) ZAFZEt 7 —%EIZ 5L, 2O S EI - B
BET, website (277 BATEH/ ATV =R HEND, (AT —RIFFIBR L Z—HICRRD
B, ZONAT—=RIZED, IBR =L A — PR EICN A R T 2L TED
www.itistudy.com~T7 7B AT HIELINA[REL R D,

ZDwebsite TlL, EFHIEFIREENERET — 22 AN THIENARETHD . ZDwebsitelZ
%, G0 E BB Z 35729 O (notice board) R 7 B ha— /L DFT LWV ELHE
FIDPGRS N TUVD,

BEDRE

X G RE OB EIZITIEME L% R ICKL T, AFZEICB T2 L RIE O 79 O &k} (study
information sheet) Z#RAEL 22T AT, ZOEEHTIE, ZOIBEIEDBENTZHEN T
%o LEIZLDAEREZART DR, ZOWFIEICSINT D&% BE T 572D I B2 725 Y 72 IRf fH]
2B 2 2T IR b7 BIRPED BE R T 2O O OIEHIL, ZOE DI L
THEHEINTZH D TRTUTADR, ZOEMIE, —MHEL TERS I BE T & RN,
ZOMXOMELE BRI ANLNRNWZERHY, BEBENHWDLSFEICI> Citdis iz
HLO TR TUTRDIRNDLTHD, B ETIC, BEICHZHEROFEME LI, 0
IZEDIAENE, MBHLWTIER LD R ANLERTIERBR0, [FEZEOIE —0 1THIX
B DERIRFLET 7 AV HPIRAFL, D IRUIAFTE B #— IO TRE T 5, ZOREHDOaE —
I, BT Rk ~IFRFEILR

BEDEE

R EFH LU TORPELEAT - T BB L HE LR, /=R HESILTORWIEEIC
X, RxDREE X —TA e ¥ — %W E T 5, Internet explorer 4 F721X512LY
www.itistudy.comlZ& DB ERICMBERBEIHA R THIZL T, I A40 BEkT D,
www.itistudy.com?>5, TEFHIHRE TR (CRF) IZEE# T 2720 D2 —F — e~ =27 LA HEIT
1FHZLINTED,

13


http://www.itistudy.com/
http://www.itistudy.com/
http://www.itistudy.com/

(B4 2 LT DRBE T OVTIL, BRI E R e I %, FAXEIC A Z—Fy M VT
W =T IUE, TN =R AT LTtk EBIZEEREIT LIRS
FAXHDWIE - A— /ML Tk fEn 5,

FAX (+44) 161 276 4814

BT —H A7) . www.itistudy.com

KEOMFFEHE 1, ManchesterlZE#AE T 52N LW AT, ROFB S ICIVEE IR
UH— R ERT HTENTED,
FAX (212) 746 8986

SO T \RZEFTS ZEITOVTHRFRARE VI —WMREZESDERRERTD L. BE
tUR—TAVEES—EZAELEBEDOLGATY, BHIEIES Hh (BREEOTE
BVYEEORMEEL) CORMRICHEELEMN>BEICOVTIEK, ER LOERMLET
—ANERENDCEITHD, EREN=T—2(F, BEOEELORYZRET S50
[TERASNhD.

BUEAZTRIORBE

BERIFIZA e 2 —E3 = 10BU/mLO AL, HEAERAEIT B L OITHRIEZBIGL TlIRbr
W, ZOBREOHIMIE, ARG # (PCC/APCC/rVlla) VT, 2T < RICLDIRIRALT
Do

AL X —EA10BU/ mLATIC 2D ETEA, /e ¥ —EE2HET 5, BHEZEIELBIML,
ITHREE BT DR10 17 A LINIZIE, 10BU/mLA MDA e F—Ei D7 Eb 20 FIuicdh
DB DD, HEAERAEIT B L OITHRIEDBLAIX, A eE 2 —DFEZ 2L Thb240 H LA
WIZ, BB DA e ¥ —0310BU/mLAN G AR N LIZRHI T2,

REEREAEEATD

220 10BU/mL KD A e s —iaEFAIEFREFICA N LI, BE %, 50IU/kgD
VIIA 551 2 8 (2 3[R -4 B IR IRIEL,  2001U /kgZ 4 H 11013 5-9 5 1R~ 24 1)
(7%, BEVEZEHIFAIZIT709, 581, BIEKRS58ED 20% N TR D, %0 RTAN
BAINDD, HANNISNOBEHIZ IR N (LS DHET, HIRA O GE2EHT5
ZEL, ZOWRBIEE T Do IS RIUD TEZ B LA SO HED FLAEIZ-OVTIE20
HIZF#HL ThD,

14


http://www.itistudy.com/

ITUEERR A, Bethesda IEA VT, AL EE X —N[atEERBET, 218, 48, BLOZH L%
IZAB A e Z—ZHE T 5, A e Z—0 kL=, 16 H| _naiwéjﬂf ZXhEvI
K F DA RSB AT E LT, A Z— DA iERT 5,

BVIEF A DFESE

ITHRIEICH WD EVINA F A OFIRE BN, TIREOHIR TikD 5, FinEIIEE 286k
FTHETIS, ITHRIEITHE 328200 Th<{Z&, BAELEUS Z2AT2O B, HVIA -+ Ofd
(£ /7m—T VHURRH BsF-HH 2 G5 L [RIARIZ von Willebrand [ DA 2L %) 23
FUALTEUSIT D72 Th D, ZOFHRIPNELILTRRNIRY, EAEZLITITRDIR, FEE
Z2IRY, WFFeIf 2@ e, WSRO FE IR 2 WH 28,

B R BE A T T D720, ITHRIEZT7e) BN A OFHA KEE T T H2 4130
FHZBET TIEL, BAIOFIHO KERA T L, 1) B s iz 85, 2)€/7a—F bk
FESLELA, 3)von Willebrand [K-f-% & Tefifa A, D3 >DRR577 V) — DKM DL H 4
%%ﬁ—é von Willebrand [K+%& T8l TiL, & /70— ViR R LA o 2T

BEHORBUAN S F D, 1T FRIEHIRIC A2 RESE LU BF L, BRIk 284
DB OWTINT T BT T 50T, ZOJHRBEITHBRETIEL T, 25
PEBR T _ETH D,

RO IR ITRIEE L2, $720 5, 3 1RO B F-FH A BEA 55 2 A~ D
B, BB A ORI DL E, £7213F /7 m— TV HiARE S i A b ok S oo 28
HIIAERSND, PUPSHIZE THWOLILTW DI 7220FE i O VI - RF o fif FlIT AR S
%)o

AERAAMICREL-HIMDEE

BRI AU L OTRIR 21T 7208813, BAEER O REY, PCC, APCC, rVllais LUt E
727 2 VIR S A FH 9%, SRBREIRTI RS B L 72 HY L oD VAP L FH T i 9 oo ek FH 1
ITHRIED Ll 2 AS /i S EH 2 Lid e LB g, sBRHIFIC B - D722 77724
TOIREIE, SEFIHE TSR T D28, ZOEEHE, <t HR I LOWF R OMHTIZ W
N

15



ITHEED S i

ITHRIED WL, ITHRIED A A ELIRWEEZ B2 12, AIREZRERVEET 2 R&ETH D,
UL ERIRD T — T L SR DI YIE ST A L2720, SRAIB 58— B IS H sk 2l Ao T2 Al
X, O LEIRDNS OB 5N ATREL 725 FC, AIBEZR IR KA B AR S OI TR IE A KT 528,
OB I TURIEE T DI EN RN SIS =540, R 2B O 5 PRI A
S D,

AVEER—BRDMHERAE

W72 o> HYE (Bethesda FEHEVE T 0.6BU/mL Al £7213% @ Nijmegen Z V£ T 0.3BU/mL i)
IZEDHID TALeE X —EMELTRD LI THH 14 A LLNIZ, Bethesda 1EIZED A EE X —DH]
ExAT)e TORGERPIZNEDYEITIE, 501U/kg DEEVIA T 28 5L T, VAT DRI R Z 1]
TET D, BILERA 66% AT OYIFHEDOEH AT, 66% LA EOYIRHEL/2DE Ty A EICREILE
ZHIET A0, [EUROME LR T EEITA e —HLHET 5, A e F—EE R RO H]
EVL, 72 R OU A 27U MR A E W2 ICH1T9,

VLA D EIIN RN IE F AL (BAFHEN =66%) LIzZENBOLNZHE, 1 » A UNIZ, *exeD
BB Z—IZBWT, 72 KB O U4 a7 MARZ @ T-112, 501U/kg O VIIA 1% 5-
L CHERHIORIEEITHIZE,

PRI E AL L7 (< 6 B ATl (o F = AX—TOMRAD), ITHEE AL &
AAvee 2 — a2 NET 5, I E A (Z6W5M]) 75 F T34 H 1 -3 o | & % #
WLATRD,

VIR0 -8 36 L ONE RN TEFAL LI 8123 (v F = AZ —TOMERAY) , ITURE
WEIILT-b D LWL, VLA 1D 584 TR 5- 8 F T T 5 (WiERIE B L O
G- EIZOWIITHEZZROZL),

AVEES—HEDESR
T2HER D UA T 2T TN BIFORIATIRSToRA T, BV F ORI E AL (= 688 [H]) L,
[ =R EH AL IFHEN 2 66%) LIc e a [ Aoee 2 —iEk LERT D,

HREELTHRE
w1 B E DRI AAT 7 BE O, FVIA 1 O 5 BA MR T2, K BIRFEE O BE 1T,

16



VIR -0 [EUY 28 & P60 oD T f b (= 66 % OB, = 6] 23558 L= 30d =92,
1B T, #5842 PR 58 (20-301U/kg X 3[E]/HE)IZTiF 5,

EHEICEDIBREIT RS T BEDRA e X —{H R EHES TR, IROEHIZ, 37 HE)T
TG &AM T 5,

ROOATRFIX 1001U, Keg,/ HZH 5

WOAMMIZL, 501U Keg,/ HE#& 5

ZOWRDOAAEMIZ, 28 #IZ 501U,/ Kg/ Hax#h-

Z D%, 20~301U, Kg DT BLRy#H 582 2 3[E#% 5

W NDITHRELZ =TT BEL, /REEEE 1, A% BLO8, H 12, Bethesda £I2X5 1
A —fEE (501U/kg D VA - D% 512 5%) VA T OB E 2| E T 5, (19HDOITHE AR
NDAVEEA—BREZDFTERLZSMOIL)

CH BRI T, A eE X —DE R LIRS TR B 5280695, & EIR#EEECIE, 378
ZNT CTHEVIR DR G&82 L -%(2, THhERGLZHET 2, TR, BF P ee
B =L S E S TNS 124 H Bk L T2 b2 HUE b7, PRI 548 T
REBREKE T I 00RCThD, B HEOIREEZTIZEBETIX9r A M, KHEOREE % BE
TIX 12 7 AT, BEVIE O TG &I EDIEEETT29, LOIOEWRTHD, WT IDIRE
BEEATRSTBEITONTY, (e X —DiHKR 12 7 A X ITHREZ VI, falba8lss
T2

FHHRETIE, 20~30IU/keZBIZ3EIRET 5, $92501UE R 5T 3,
(THHE, KEIZETAAFARLER/NDNA(TILE)

AUEES—B RO ({84 (B)ZSHR)

A e H—FREO I/ MEE BHHER T 5723, A bE X =N 5 LTt OBRE L TR # 5
D12 HRMNZDOTZ0, B ORMEBILET 5, ZDOMIE, Bethesdalkl J:%)/(‘/I:I:“5~0)?E'J”Ek
FEVILR F- DRI EROBEEZATVY, BB T IR IR HE 35, [EUERE R O] E
501U, Kg OHFEVIN &4 5L CIT729, 720 DOT 4 27 7Mo%z, Aot 5(—9:@
IRDOBEEATR), FRHOREZTDEL, 72RO AL 277 MR 2B 151247729,
STZODIRERETIL, ZNHORERFHIL, 198 DA B4 —FRER O TERITRT IO
B0 D,

17



W R £ PR 580615 125 H LINIC, A2 e X —OF3 2 x4 HER RGN
Sl 2 LINICHERZ MR T D720 ORELZHEITIZE,
2[BLEGE L TTT 72 o 7oAl 3 B4 (BethesdaffE #E74 C0.6BU/mL A £7215% D Nijmegen 215 T
0.3BU/mLATE LV ORFZE D FEHEIZ R A e 2 — [, VI 7O BEINCGRIE T, R o8
i, HDVIZNORRIRFHCADNTZHE) OHAIIE, [A e —F5 ) LHIET 5,

18



AVEES—BHEOER (CORBRITETIER) : TLOBAEERLEET 5.

ITHERERR THO 12 » AN, iP5 EOREYE( EiRESBoZLl) Tlree X —fEcho, 21

LI ORIk 2 B T 2B 772 > 7 I E TH VLA - O [ R AME (IS <66%) 56,

ITHRIER T 12 7 H IS, e EOFEMETA e X —falETHHN,
218 F i 7= M A CHE VIR F D [EH R DMEW (< 66%) S5 A

WF2E EORAETA L e Z—[atE THhAN, ITHEEKRT12,H % (REBR&T) 122

STRRA CTH VA O Y- O EHE D RSN 5,

MTEERDAIVEES—BRERDTIER

2 LIN D@ % 38 T

WLANIZAT 2

TRGANZOHIH (H) i EITIRE A5 FH S TIRE
1 ArkEF— ,  [EIE qrees— | ER

2 Arees— ,  [EER —
3 Arees— ,  [ER AeeH— | [EEHE

4 = T —
6 AreEy— AR AveEH— [
9 Avees— [ AveEH— , [ERE
192 AVRES—% Al AVEES—* [

PR U

%) RO E X — R (e X —) IR RIET DL,
HERORT

ROWT NP OEE, BB T35,

oA EEZ—DHRL THhB1247 A4,
BRI L= & B S 7=

o (L EE X — R LI,

o DO T, 23 & 2 DI TR L% F Il L 7= IRF,
o B ET VL EAN NI TIRED H IR A Ay E LT,

19




AR, ARAK, B RDOEER

AEALTH:

337 A MOITHREOHIKINIZ, 120D 74T 2T Uk #IEE BRI TR TR ALY,
VI - DI ER 7366 % LA _EOHIFRHE TG 6L ETHHZ LIk, foee s —iHk
DHERINT 6%, AR E) ) L EET D,

AEREB - RDBA.ARAREEET D,
337 H MDITHREDHIFMNIC, TERHDHVNTH /IR D E R Z T -3 2L R D> 725
Ao

EJ el
334 H M DITHRIED HIFINIZ W T, ITHR LR 4637 H #0256 H O HIMIZHk I 51k
ER—EDOIR TN, BYELZWIENHZEDIENEEIC, 64 H BIHETAIZ20% RO T D8
Ao ZHUL, ITHRIERMOIFITREIr H, i&337H THHILaEHRL TW\D, e S —
EABBU/mLLL FITAR F L7 A 13, TRIEARIE T L 72\, 3B A H IESH D0 E 90 0%, 7t
G DRI 5

EYelES
IO T A I LIS 6,

BB RTh :
SBRAE T T HINT 2,

AL Z—EASBU/mLAT AR T, [N ERA366 Yo Atis D HWIFFHE, IS 6 ¢ M AR Th
0%, FVIA I EDIBERH T, 6 ARO AT~ R Ik EE=IZ127 H MO T
¥ 5-O ] Zanamnestic responselZ DAL B X —35BU/mLEL EIZEEINL 7256 % TR 43 A%
D EERT Do

337 A B DITHRIEASE T LIZBEA DI LD EHRA TS/ WERE 1T L TO I, H45 IR
OHEEFTI,

20



HEROHIE
BRI OERIZLD, ITHRIEIR LI LTSI 613, BBRE P IET 57, FEH
BZEDIGHRIE D I BIZEDIGRIE~E ESETHDRY,

HLERIRDSD O 53 B BBFNE, T —T /VHSROEGYEICRRBLTIZY, BT —T /LA Ha)
VERGENRHHOT, THNEEO RN ERVITIEEE R 2/ GEENH 5, ATHEZRRY,
ETOEPZOWT, 1RRO PR AR T 23D HNT 2T e b0, R ERIR SO 5
HHERZRVE AL, 222 W ELPH T 1T REE R 22 LIIBm RSN, 1BE SO
HETMkAE L C 2 [ DL I R S AT A k35,

Taha— VRO WA, BB UL ERSREBRO T 1L 2 FHE T 55084103, e P
ELTHEW, ZOIORGAITE, FHEa—T A3 —F =L L TIHE WD, T OB,
intention to treat *L CHLEE T 57-, FIEOBAIZHVIES, ZOETOEREITIBELRFIEL
THEHTS 1D,

RERORE

T =%, A F—F s EOBEBFAIEFREZFICANTHIE, AJSNIcT —Z2 ISk
T Manchester |ZFRE 5T — X — R —(Z%H5D, Manchester (ZFXE T 5T —F P —/—|Z
X0, FIEGIOEBRIUIE T E =S =S, E- A=V EIIFAXIZEY, ZHLZT —X
[ZOWTOEEELE A2 DBFIZOVTORENIATR) NESTERNAE LT B BRI RS
2o

HEDLNTZT —H 5B LT, STODIRIERHIOW T O A 2, B RS, FERRIZHON
T ZAT729, ZRHDFERICOWTIE, IRORIZERI T T ETHD,

WFFExt G BT OFEM, TTHRIEIZHE L7 VLK 7 OFER, IR o oTEE, 1 ee s —
fill, SEVILA] DRI L5

o IE R DATREME D H D OF RO FEE, BRN AT — 7 ARE LERYER L O T —7
JVLIANDFEGLSE, FERIFIN O APE B, ZOMOFHERERLLHRTHIL,

21



e

HERRIDE=RULY

RERABRAAT DRI, IROEEIZOWTHIET 2L,
o ¥R, KHE
o VIR 1-3 1 (1B, TU/ml)
o (UEEH—E (BU/ml) 2[EIHIE

ABRAEPOE=SILY

BB

BRI H—IZBW T, A EE X —3 10BU/mL KIS FLIZZ e MERRSINDET, 24 # A
MAREELLTEH LA e X —EEZHE T 5, ZD1E H DR, 10BU/mL KDt
X — A AR LINICH) — EER T 528, 25 B ORERHE AR LINIC, BIERBIMN 24T, ITI
FIEA BT D, ITI FIEDOBMEAEIL THENDL LI ebIX, FEa—T 3 —& — T3 BR D
D HIZOWTHR RIS ZE,

BAERBIMR
TROBRBEIRO T EXEBROZL,

BRAEFEIDFER
. AL BEH— S5 VITEA] - EVITA -1
AT E i i o
BRSNS AT BU/mL Ve RATE
BH AR EE X X * (2[5 F i)
23 X
437 X
AreeZ—att b #iz * b
A X * (2] i)
ENNE NN e eyt
. X X
430 fi
iﬁrﬂ,ﬂ;ﬁﬁimﬁim‘é@ y » N
37 H 5
ITHEER#
3,6,9, 127H1% 8 “
ITDEE w
125 1% X X 8

gl XL XA e X — R A O MR R B R T AL,
#: BethesdaiEIZ LHMNE TRtk > T- DAL b B Z—1E L OfERRIT, 16 EIZEHT 57 IEICEIVITAD,

22




B E R A DR AS ISR IEINC A ST RIS, B G BA T D80, AELANICA e X — VIR -0
[N =R A E D,

TR TR DBRERHNCOWTE, 1THO“BROMRE"DHAESZRT 5L,

A1EEZ—DRIE

WIS IR B 2 —I2B\W T, T BEBLS 0, 2, 4ZICA v ee 2 — A HlE T 5,
ZO%Y, 4AlfEIC, AU —EEZRIE T 5, 2EMEKECA U EE Y — 2R ERO DD, T2
Faﬁ@?ﬁ“/;?'ﬂ\ﬂ;ﬁf'ﬁ%%b\f:?’ﬁ VIR 1D [EIUR AR E T D, 72 ReH DT AT 27 T N
% EERZE e DIE, RO z_ﬁwytt“&%ﬁmﬁumi\ [ DORE LFIC &I
1192827257259, BV 1 ORIMLEENEF L WIFRHER66%LL 1) 35F T, 17 A &2
AW ET DN, BULROMELFCEXITA b —lLIE TS, BURNEFLLZE, ¥
BN A RE 35, IR IEFL (Z6KH) 35 ET (v F=AX—TCTOMRAEY) . 37 AT
IR ZWE T D, TR L, BEIERE I O 78 EFL L2562, fbie 32,
Z D%, B TE T35 HBICA e — A RIE S 2, sBHIF I, A ee 2 — IR
STED | EFALSIZEICER DS RAE 7RI R S 720 LI G139t 2 —ICEiig 3528,

A e X —EOWNEIL, Bethesda FEHEVEF7-1E Nijmegen V542 HWTIT789, ZOHFZEICIHB
T, Bethesda FEHEVETIX 0.6BU/mL A, Nijmegen 2575 Tl 0.3BU/mL AR DA wFatk s
ﬁ_éo

R RICBITA A e X — ORI, FRHE X —IZLDMERN YA TH D, M
B #—1X, ITHHRERMGRT, F)D C2RIOMEIZLD A e ¥ —[at: | SRR SR, BX
UITI%?&%{&T 124 H % GRERIE T EE) O 3HF DA L e X — A MR35,

R E B2 — RS O AR IRIE, —T0°CTRAFL, ZDRENRERZK T L7212, Van
Creveld Kliniek @ Dr. E Mauser-Bunschoten 23N E{L& & D ED LR E B H—~, RTAT A
AzFEDTIZEIR CTEAMNTHIL,

KEDIGHR L F =D EE, RIAT A %550 THi/AE Danny Ringer 5BIZ% 432, 22T,
I E B Z— SR TR E R D CERT T A7 OB IRE DM T s,

FEVIEFE IR ZEDBIE
FEVILIA - [EUX 2R (FH AN 122V, (R, KI501U/ kgD VLA 1 D% 571, BILO¥ 515
~30%3 % O EVIE ORI EMENSEFHEIZIV RO 5, BUCROHEIE L, T2RF[OT AT 27Tk

23



IR 2 BRI TR0 2L,

BRAA % RBEARFHAMEZ B VIR - (rVIL: SQ) AT TIRIEIZ W358, IR E 721340
HDOWE XTI AIEICEVIT29, F2IENIBSCHS 1V SQEAFL T, 1BHEICIV VI
FEPE T HZE, WU RD2RVEE O 1BHEIC L OREEE Wi &1L, 2o
FO[ENT 28 & =k O I TE ik S 3 iRed Tt/ M EHI S AL FTREME D D,

EFREINRET, EFHIRHED66% L A B %S5, SBVIIA o LA IR, SV -F#
HE11U/kg240 0.021U/mL (2%) D IITHD,

FEVIEF3 B EADBIE

AL EEZ =N FERITH L TWVBNEINITHONTIL, FEVIK F 2L D168A 720 17721
VAL 2T U M A E R I TR TR A ISR W CEE VLA - O i S IEF b L= 2 &2 kv
B3 2, PR OMRAIL, HVIIK 1% 501U, Kg #% 5L TIT72), BRI, FI5E L 2—I128
WTITZ29,

ITI FRIEN B AR 7R % B VIR 18441 (rVI: SQ) 2 W36, 3RO aEE AW CHIIE S
B0, BHHWIENIBSCHOBIEZ 72 8 Yl 70 8 An1-#E 2 5 VLA - (e VIT: SQ) 2 W THIE 3%
Z&,

BVILA ORI ENATRETHIVE, BEiET —H% www.itistudy.com D E 1 FIEH 5 E (CRF)
~ FUTAANTHIECKY, YR Z R R T 52N TED, Fio, ERIFRF O 56T
—2EFAXTIUL, HHEO—E 2% L CTEX 5, FHRHOFHEIX, v F = A X —Digtt
S =Tt b, FEHIOFESRIL, B4 S BRHILNICAIGEE v ¥ —lciisshb, ~
VT AL —THRH OFERE RO S D £ T, WiRIRIESC TR E 513 Th v 2
& RO, MSLEHTE T LA FIV T, Win Non Lin DY 7 M EVIT729,

MR DOEREUL, IROIHIT,

B 5-Hi1, 1557, 1RF[#, 2, 4R, 6RFfHE], 24K5H]

EBHOHAICRELGT—4
R, IR FEVIIA #5855 VITA] 1 I E fiE 5 #2512 BEU 7 P ] & i R BOZ DR TR 23 4 BT
D%, WITFEH T 25 A~FAXT D0, B2 =Moot 5N RAT =R JNT, 74T
EHEANTHIEIZED, BREZF R T 22E, 20D OFRSITIROEY THD,

A2 —F s www.itistudy.com

Fax: Manchester:(+44)161 276 4814

Fax: New York  (212) 746 8986

24


http://www.itistudy.com/
http://www.itistudy.com/

HEtEMT, RHABLUT—2DOREL

BB

a2 —2—Z XD EAE L IX, ManchesterDHF5E Y % — 03 i/ IMbiEE W TIT729, 20K
TEICEY, ST oDIRBRIEICHL, 1) A4 —D5BU/mLU FEZNE#BZ L0, 2) VA
T DORKNDZ AT EEZ T AL THAEZIZEITHT 5283 TED, F/ MBI 2R kT4
ELTITR W, B — T TR0,

BHA

FHEIRRNT AT 22O BEOAGEIE, 5 DITHEFIED R RIZFE L THD, UL, @HAEDITI
PRIEIC L DIBIEBINL, AEICIVELIEOND, ZEE LT, ST oDIRERERIOA PHED T A
REHE N RITRARDEEZONDD, ZOEEHRE T DD 4372 U E BRI 20,

MO BEORRX, ARSNIZFHSUIEESWIZEGEEZ VY, nQuery AdvisorY 7 b VW THT
ST, IBRBHRZHIETH L CRVEEHRLCZHE L, MEEREZHELIETOHMTHL, 1HED
FEBIES % 7561, ITHRIERLA9r H % OB 5 B O R E ANRLE280%, K5 BEEOEAY
ARE50%EAE LG G, EFMROREMEEZRDODDICHNLNLB ST IHET, Wil

HKMEES%E LI, 2REM OO 711380% TH 5 (EF AP —FE 3.00), ZOFHE
T, 97 H LRICHIE T DREFNT NS D LE LTz, ZOH T YA XD L, LN IZED
T2 ODH AT IC L > CHIER ZSNDR N ) DENTR =2 B EICAND,

— iR B R AR AR

HRZFLETICET MOV, WWIEICLDT —Z DRV OEEEZZEL T, Cox LA
ANP=RET Va2 T2, ZREI3HNS, 1R AE) GRERFE TR T, ARt #— LAt
ek =027 MR 5) IZOWTE, ZEHEVATAyZEYREZHWTIT) (ZZThH, %
127 =2 DR BHHATREM R H DT THD) .

FRE R

BREOME SR A RIS AT, SEE ZBREMRET 5. ZOPETIE, SRS 28
BRE T D RIS D DOT, 527 AR TOR, $72, e RN AT/ 281
$0, MR LNSDICINEEL2D, MO NET — 4 BRR CELS AR NMTabh s L
ICED, Roe e EEITHIEIHE T T2 ATHEMEL B2 515,

25



BRI FRBR N 1/ 31 A T2 L& L2/ 31 AU T2 L& T (5041 & 10051 23 S 28 Ba 45 2 A5 72 IR IR D TE 2
7o LTce&EID) | DD, 2B BIIT AT ZENTREIITND, EITSND DI, TR )
DENIE LIRIR RN ELETORR TH D, ZOMHTTIL, O'Brien & FlemingD FHEA B
D0, ZO%E, MOTE T U ARDIVUX RN ZELHE T 5, £o, BIELLTOH HHIZRA
KIS T NIE, REFEISNIZATIE DR T e 272 < 952812725 (O'Brien PP &
Fleming TR(1979) A multiple testing procedure for clinical trials. Biometrics 35, 549-56),
AT ] OFEASL OB IATERBEL O WIFHE LV 361 > 2, ZNODOPREIENTIZ T — 5%
BTSNV REA RIS TEESIL, AESNR, ZOZEBE SO EIEENIILL TD LS
IZFELL S D,

FfEMTIEE
1) PR L OBy Eh =R,
2) ITIREBR A DR 15512 D Wik,
3) ST ODIRFEREDO KT E IR,
4) STeOOIRFEEOFIR RO M5, BYYE & OARE B $x 510 .
5) ITHEIER I % D127 A BIZHRIT A EE X —D R,
6) Trooo B,
a) IRFRIELRLEN R, S TR/ Hi2 DM,
b) BRAAREA e Z—{f, B, SRIERAITRDIZDOHIH,
C)MEDA L F— I E, PR, fE TR R512D WM,
DITREZBIIG L T2 DA e 2 — D e afl, IR, %% WA 512D HIH,
e) (e S —2 R WLTZRF D i, iR, i+ 212D WM,
DA EEZ =% L CRBITURIEA B AT 2120 VLA 712 X105 B, ITHRIE
DRI,
7) FRolom g3
a) W= RFI DOFEHH (von Willebrand (K73 A A, £/ 7m—F L RFREH], Bs1
FLx BUAL) , RREDR, T 12D B,
IAHE NI BLL TG/ s, RN ERREN T HI2 D HIfH,
) IRIETIIORES, BEhE, T 5120 M,

fTHERF R
WE PR RBR DO RERF e N RO KT ICRBE T2 Z b b0 EDL, BERBINTEDL L)
WZ2eduE, (BEFZERA B E LTAT e ha—Lo—fé b, BEOREEIT. KRR

26



BR &ATRERETE & TR, Blx Db DELELET D,

BEZRR

WHIESLZR, #RRAL, AR, DHERROARICE LRETT 2 BT, EEEARN
O BTG, ZOEEZAERIT, 3 NOERNTEE, IHECSNT 548E 160 BT
W R, FROT—ZE Y X — L ERERBRE R o TEBICH I DM HE, BT
B L > THEpk S D, EEZBOREDO S LIZ, TOMD “IRAG A LN =7 EH
Zhled, ZOEEEAERIT, IRERNIEEORRICET 2 FHITOWTOMEHEREZ A
ERAR

T—AREHEZSIVITERE

AEFEGEE=F—L, PR EE=4—T2HWNT, 7 ¥ LT =FI T EEENRT
BND, ZOMENLESNT-ZT —HZOWTE, T — ¥ ZeMET=X) VT RESIZE-T, KA
DEWER OFHILEIEARICE=H—T DT ETHD, v T =AY —DOifFE 2 —1%, ERO
FEXWHESZZROZL) AL T, BERAFFLR(SAE) 27 — 2 Zate=2I 7 EEB =
T D, T —HREME=LV T RERIT, TR TOREELETNT 5 (HiE6 &2 Mo
), v TF 2 A=W X — L EHEICH I LT, T AT =) T BESIT,
INLOAFRFRRICOWTHEZ TL, BEZBREFRIEEITRET D, OO AEFSR
2l % DHFFEE TR E L, S E O e ERR M E B S~ ST 52 LT ERIREOR
ETHD,

EJCNI AR 7o i e NS/ S = EXY B WL A ) 72 ) v S B DN Y= S = B R o { OB 5 =
ZIET D, SIZODIEREFICB W THFRROBEERRICRERAED AL AL R
NS T SEDRIMENL, T2 LT =2V I RBEOE0LE, HEEERICHD,
ZOT —HZEMT=LV T REEARIT, ZOMEEBIZIB W TR B, 7272 LIFFEIC
BNV NDOBEFAZIC L > THERR S TS (LM Aledort##% (B K), B BrietZHiz B L O
Alan Giles#i% Th5), 7 — 2R E2MET=F2) 7 BFERIANITEF AL, ZOFTRDL
Ni-Zt%, ik, Fax, E-Mail T D NFEITIEZ D,

ARICEATSAH

HEF—21%, KATEEEEZOWMPEEL, VIR AR —~bEE0ES 2, FEEHIEAT 2358
ENATONIBERET, R COVERO LD MG EAER T 20, ZOREEL KRR
— BT AT ECTHD, AR =M AR A L TR T — 2, BEER
D0, ROVPHIZE, FREFICEEE D, ZOREFEONEIT, ERIREEOREELGH

27



DTHD,

ZDOMIEDOFER, HHNITHE ROV 72D —0h, EEEERITHRZRLIS, MBIZEEDHD
UWNTH L T B0,

ETOTRATYHDOEEL, EEEZERICI-TREESND, BEZEESOETOEEL, T/RHK
WDILZELH L2 DT E Thd, MR >T- 2 TDO NI, BRSO TOFITMIZENT,
EBRITIIIE LV —T DA N—L L TT VT 7 Xy MEIZYANMIFL#E S, Bishbs TETH
Do

Fex DR Z—IE, BEOBRBRZHINTAFRLTH RV, FERIIEIZ DN TORERE
Prii %, EEEZEROREEZGEEUIMIAR L TUIR LR,

28



AR 1:BEFICHT HBHAXEDH CREM)

CHEEE ~

OIRT=DBFSANTEIEMAIH A T, it (R 24 7 A LN, SBVIIAFI2%4 5 mfEo A
Ve —="EAEUELL, ZOA e =B ED I EICED, IEm AT TR, FHVIIA - RAI O
FHIFZN TRV ELT, ZOA L REX —IZLD, H7RT-OBFSAO BRICEZS H oM
X2 DIED W T, BRSO CTHREEZ RV ET, AU X—2 A T 220D 81, HED
DHEMELGITIRIETT DT, b BEIREETRIRETT,

B, A EEZ— DRI TIE, Wb “ 5 WAL (ITD 7 LFHEN DB R EEZ VW ET, i
EEREDIDIX, IROGIERNER LI EVIIA 722 B, BRI DZEEEWRLET,

2L DBE, RIEERIIRE kg H720 50~200 HALOEVIIK 4, BIZ3[EE/-13 0 B N
HZEIZIVITRWE T, SBVIA F O BARR e & 5 Pl T 28I DWW T, <o T
F A, ZOWEIE, EBOLOIRFIERMOTREIELDS RV FIED, RN REFETHIaRIE
Dy, BIHARDIZOOMZETT N, BAETIE, —FOWRBRIED T BMULOIERELVLEN THD)
ZEUABHIIHV ER A,

[EFR e EARMIE L, R EREZEANTLHNT, &E 33 AW, (KE1FaH720 50 HALO
S VITA] -2 (2 3IBIVE A AR 1kg 721 200 HEAZO FEVINA 245 H RSS90 07 152 el o i
JeCT, SIEEAREER LI, HRIOBTSAITDOEZRNLFIEFNT 12 4 H IR Ak
BT HZERVET, HRT-OBFIAMIZOMRICETHLE LM ThAI B bivE
ER

ZOWIETIL, SRICOBFIAMMIZOIORFEEART Y 2— N O— F IR IZEIF T ET,
BEAEAEITL, 20 B a—F— TR “a BT T, BBl ER, s, B, 5
A= — Lo THTRDONDDTHVER A, RIERBEOESR BELT =y 7T 572012, FHVIK
FELA e —EE I E T D7D D MIERE TR D DN AT Y 2 — VLT3 > TT b
WET, ZOFFEEFTROMIM, HR7-OBIRIZLY, W obfli> TODEIR O RIKIZ 2O F Hiil T
203, HHNIEAME OANEIER HZENTEET,

BHIRTZDBFENEBIMSELTLTOWTRIEZT ORI, ROFEIZOVTRIBELTIN,
ZOWFETIRBETDIGIRIES, MORETREFDIZO DIRFRIEIVL R VB LA EE A, 20
WP THRALSNDIGRIEITA e —DPEbRE H YL L TRY, OIGRIETHL /S A/ 2" L
TESERVET, HRIZDOIBFSANZOMTRIZSINT DI ENBEERNE 22T D2 LT HE )

29



HHNFEEAN, EOINCTNIEA L EEZ—DIRENRLSEH N THDLD, HDHWTH-EFhH
HITHLNINZ DN TIOMZENDFFOILIZHTEDS, Tk, OB FIAZIITHIELENTEDHD S
HAILER o IFELLRVEIE, HRTZDOBFSANRIERERRIELZ TG E,H50EZD
WEFEICBINE T ZOVEREZ T 556800, MOV T, MIBREZITROZLE, ZZL TS
MAIRIRE B 2 —If7<ZETT,

BIRT=DAXA, ER, ZBIMERIEBEOLET, E9F, bobLLDEMREFHTDOIT, MAHT
TR M ESCHD ST/ NERHEIZR) ZEE MG/ T RSN,

BB -REEDRAE CKE)

HMREMDT=-HDEHALRZ
REFTREANE Y D EBRAY 2 SE4E 5 (L i FRERER

ORI FED B : S0 B 1S AEZORENIIZECSINT 5859, BEWLTHET,
ZOHBET, BYIANTHOHNIINLL T T, EEMAFAEZEIS, A e —DFEN
24 H Kb O D], 5-100 R AL BN ThHTHTT,

BrSATIIEZ IS, 1EZ20TERIE~FIFITONET, 1OREIEITE A 501U/kg %
WIZ3EE L, 2007691 Tlx 2001U/kg OFEVIIN %4 B 1EFAVET, ZOHFFED B AT,
ST2ODIREIEDRRICIDNICEH N THDD, HDWIL—H OIREIESMITEN T E R T
HIETT, BFIUFRBRICHKII L WIGE, ERITEOIRBEIENA N THRWERRINAET,
337 A B A ANERTET, bL, HRTeOBFIADIRENKRI LIS 12IE, foee
B —DEFREEMGRT DI, JIEHkE, 9-12 » A, BIC3[EOFE VI #5521kt L £3,

TR EEFIITEED MAIFAD/NEOR) 33%NA e X —5FRAELET, /ey —L&
IFXHURDZET, K OIRIED 7= DI ST LI B VILA -2 R L CHEZh IS L £,

MAR CTALEE X —%F L TS T, IEMD7=0 128k 2 Z2IEEIEDNH VBN ETA, Zh
HOTRRIETIE, il /e TED LM AE BN TEEE A,

ZORER, arha—) )L LW O G OHED S E TRV ET, L22i->C, BUETIE, fE%H
BRIV A e —2 PR TN, B O, ELEMMEE T H5RIELS L TOET,
TR LT, RRBITLNNOHEE LT E (COSEI TR L2 VIIA - T9) 258k L 72
{BpoTZlDFEHTT, ZOREEIE, BITXLZOWEEENTLIDEL LD ET, BHICh
TZOMKRE L CAMNE IS OB IR TR T H LIS LD, ER T AZEN TEET, S E A AR

30



B, R, ZOBREICHOGNTEELL, £ERELTORIIRIZFETCII TN, EOIGHR
EREROIIIT, OB HABPENLR2ODIZONTE, > THER A,

EDXHRT LW TIRONDY: B T- DB TS, B RICLDIERIEEIMEH RIS L%
EANEIEZ BT BHNS 150 ADBESADL NERYET (501U / kgD 55 VI 7% 18 (2 3[]
W5 75 A& 2001U/kg OFEVIIA 1245 H WD 75 N) o ST20DIREEIEDO A ME, 1RIFIZKED
THETOHR, AOHE, FRE, BHICOWT, BRLET, HR7-0BFSACHNWD VA
T ORI, HRT=OBFIAOEBREOHEIZILIZBN> TRODILET, WA OREEZ KX
EEFHIENE, HBHIHRIEGRD N ES A, RIERTRIIEMIL, HRT-DBFSADAE
=N WSV TG, 24 7 H LLNIZATRRbIVET,
OIRT-OBFEAPA LS —E RN L2 HET, HINIB FEXAORBE T ILT5ET,
FIXZOIEEN BB SN ET, BEW 33 » AROREEREEEZETT5ET, 20
BRI SN E T, HARTZDBFEANTESTOIRBENRIILIZEIL, 1RRE LD Thb At
X — NI LT EIDE R T D701, SHIT 12 » A R, BIZ3EIFHEVIE -5 WA IREE
ML E£7, Efjill\*%ﬂﬁ?ﬁ?—?zl/%ﬁ)\bfb\é%/a\&iqj»D%%HEUJ?~?/I/7§>EE)@\!i%%ﬂ)ﬁ#
5, A OAEMIZ 2T, ZNLIRIE, BVIK -2 5 U7t O B VIR 1O J) 4 & 50 23
EFLTHET, BLOWEIZ3E 251U/kg OHEVIA DN —F 4% 52T HETOM, 84, 1
WAL ET, A e X —BEEORE RN TTOS 1, A UNIZ, A eE X —ORIEERRIEL
BV 7 D EINCEEAZHE L ET, BUENIER THOZENFROOILTMHL2I LN, Al
H—HRLIZZE D AR T D HBYT, HVIIA oM FRIEE 3 H PRz #%I12, 5V
K7D OMREZITRVET, bL, BEUENER TRWEEIEL, EWILT2ET, 1A%
2, ZOMEAREL TITWET, bL, I IER ERDLIRWEGAICE, EF{LT25FET3
i H Z LI O A 2R LA T2V ET,

AEEEDHDFIZE : ZOMFZEICBINT HZLICE T, HART-DBFEMTEHERGRITR 5 L13H
DEEA, LL, BFIANLAEEZ =R 572720, HLOTERH LW IO FRHIC
VLA 8K WD T IEN AT REE 2 D81, BHIRTeD B TSNS TR E T &R L7

HETY, mﬁff4‘/tl:“5~%ﬁ?”éd\'ﬂ IRBWTHRERERZE DO E A EOEKD
BUREEE R 280 IDBAEFNDL FHIGEDTZOIL, ZOIRFEEEZSEL TITRIZ
EZTEET,

FIREEDH D ERYELARIR : H7R 7= DI FS AT, TR EH2 0L 72 68 Tl H i & 88 B D 7
EEATET, NMRURE /NS D0, MR ZenHVET, T TOZEL T, &
Ci@bf:%%ﬂ)ﬁ@%{%fﬁf‘%é%é\%&b?:E‘hbi‘, ZEBILES T, FriCEm M ERREITROZE
TiE, FLFIRD DD G 21T /20 % B AR E T 5 ENLBERGAbHVET, TLFHIRD T
“—Tﬂ/@i‘ﬁk 2EY, FHIUICE DA PIEANBY £, HOFIRD T —T L O AL, BFSAD

31



XI.

XTI.

TRIRENMRELET, ZOEEOREORIL, AR TA et ¥ —%2H 32588 T/ AT
LD H M E RO fERRMEZ R FTREMER BV ET, SHIZ, HOFIRN OO 5448 % 1T 7o 7l
1%, ABEDBSMEEZREYE IR LT, PUEME O H2, BLOLHLEARY T —T L DikE
RN ERLIR DT BBV ET,

COMDIEE : H7R - DB F SN, REERGNRIEZZIT WLz EIEETEET, H
DO, BT, HRTEOBFIANI O IBEROIRNRIE ERRIEA T HZ a3 A
ZEHTEET, AV Y —E2H T DD HEVIE T L TR LZRNZES O il A R E S 2
ZENTELHANZHNDIELTEET, LNLARRE, ZIHO8ANL, BVIA 1 X0b A2
&<, mERBENEELET,

FLERDOBUERET : ZOWF LD DAFHNTZW DR DIEICOWTH R TR E T, Fo, ST
DBFISADH TCIIMEIZSNET, EOZELLHEREZZFD, R TOH TR CEHIHH
AT O T — 2D DB R ILE T, _wﬁnﬁ%{”ﬁﬁkénéwﬁ:@é%& BT
IZBWTTYH, HRTDBFISADH LEEIZLET, LML, ZOEHEICES THIEITLY,
HEicLy, MR NE AL BRIIXLT, izl Wxt@k%ém 2OV TEFfi
MRERTDZEEFFAILIZZ R0 ET, bL, ZOFRELLELNTIHERNARSINILEIC
%, H7RT=DOBFIAZELRIPORFETHIEILERTA,

FFRICEAE AR E OIS IMNL -2 LIV EBEZ - EIL, WIRDBZAT DL TH
STh, ZOHEEN DOfEH AL _;é@%@ﬁ@@ﬁ%f&;é_&m&%éWcﬁu\BED
MESNEE A,

%Fnﬁllﬁ?“élﬁlﬁﬁi()‘ﬁ% CEBHEEOHR  Hiel- OB FIAVOEBLIRRICETEZH T 5
= Fifi T, ZORERIIIFZEICB W TOBHRIZDBFENDOBINARDHE DL
RBHDHNTA TO)%%F‘? ZEELCEELZ, L, SHBBMOEERICESZ 3B IUE, F3mF5E
(B LB E SR LIS AT, EE T2 emTEET,

, R

ZDOFFERD AR P —:

EETDHEANEZETDERENRBI: HRT-DOBTIADZOWFE~OBINL, BHEALLDOT
T, B7eTlE, WOTYH, HRl-OBFEANIOWTOWNIZEE T IETHZENTEET, FDOZ LIz
JO AR EZHTe A LBV ET A, T2, IZBWTERBRIT 2DV )5
RIEIZOWTHIIIT OO Z EITHVEE A,

32



XIIm.

XIV.

XV.

HENBEEEZBESBIOAERE =FHE : O RITHENEELZ BSICIVEESH, F-
HKRINTZH DT, iR NEAERESDOICFEKFE (a reprentative of that board from research
subject’s protection office) I%, A DEMFEEMFICHRIFE EL COHIT=OMHEFNZ DWW TR L E
¥, Mgk N EZ B S FE R T,

ﬁﬂﬂ%%%%?é%ﬁﬁ CEAESDEM: HR1-OBFISADOHYLIERIL, HRT-DOBFIAITET
, ZOWFFEZ KR Z DN TDHIRT-D BB 5 2 5 W REME DA D H 5 L ME Hia
A?Lt@—m, BIRTATBIATHILEBPLEL,

MAEMNBEDEERMNNEDES : H727-1, BAFADRIEEDAL —BLOWIEX 538 D3
K ANMEDBESHIEL, F-2nbr il BT EL,

FIEE~DEL: L OLARIONITEEL, HIRT-0OBFSADOEMICH L TREZLET, £/,

BRI, HIRT-DBFIANZOZEIC BN TR RE LD L RE L E LI,

33



ERRICLSRBEREARKICEHT SHEE L LB R IREAER

BEICHT HERAXE oK 20004 88 31H

BEIADT AR

DR R FRIC 7R - DB SAES MU CEL ZEEBRAWT 5720 O HE L £, 20

FFAI 2T BINEIME IR T ID DENS, 72 2O TN A ZET RS T=D0s, ZOWFSE
WIZE DL ENE ENDDNE IR NESBRETHIEN 0O TEETY, E97y, REEH
FCTIBRL E T EREERIRSBH A>T RN, £, el BEndiebid,

ZDZEIZONT, HIRT-ORKNRERE BLOEN DT DERMELGEL G- TTZEN, 4300
BIRNWZERMADNED, EHICELOERELHEAE, AR B2 — O Y AR i | 2
WTTREVY,

W ERE FH 7% =2 (Consumers for Ethics in Research:CERES) 1%, [ESFMFFEEH 27~ 1V H)—T 1
YIEFITLTOWET, 2OUV—T7 Ly M, BRRIFZEICOWTOSHIZELDIFRBENILTHY,
BTN LT DEMIT OV THENLTCOET, 28 —I3, CERES, FAEH 1365, mFv
N160BW2 b, AFTEET,

B, HEEOEFSANBENzOM?

BIRT=DIBFSANTEIERMATHATT D, FilL, HVIEF A e F—2Fio TWDHIENRFE R
SNFELE, ZOAEE X —IX, BFSADOHMOIEEE T 58, BVIKOEH 28z, F
o, IRRED TR L E T, A e X —2 R o8, AR CIIEEI D TH A4
WMEGEDTIOREPHE TT, A EE X — T TEHIRY RN IR R&ETT,

147 E D, FVNZKRT 5 eEX—%2H L TODHI50 N\OZEGIZZOMFEICSINT 52 L4 FBJE
WL TPETT,

E BRI TINFZE (International Immune Tolerance Study) 1%, ERR e 1k PSS BEOL LT, £
EDOZEOWEE L TR LS T ET, ZOMFFRITV )7 2 56 VLA - $ 41 oo i 32
IR SN b O TIEHD EH A,

COBHREDHHIIEfFIH?

VLA -1 > e 2 —Z B BR T2 DB TR DN DIRIEIZIE, Whdh i ma s AL
WEFENWET, RETEREIDIX, ROBRIERD, FEINTZHIR 228N, WALRDHT
EEEWLET, ZOZEIZED, AeeZ—ITHAL, BEITE A 726 L TEFIZKINT 58
N ET,

(R 1kgdh 72050 HANZ D B VIR 1208 2 B[ 928 D5, R 1kgd 720200 Hifr 245 H H

34



WAHLDETORE 2 DIGFEIENZNETITHWOITEELTZ, KB4 OB TIL, 15EH L6
5127 AT, BVIA FICEELRVET (bbb, ZNODOBEDOA e X —3HR L) 23,
FOEGIEZ R T BE O —MIXEREER T D ETIZ2FLL EOTRIRENB LT L7225 AT REMEA B
FT, A EEX—EHTHIELD100620%I1%, WFRD TEREDOA L e X —52H 3 5ZEHT
BV, FIE TG ANFVEIIX LRSS TEER A,

COWHEICSMLIIEES, SELIZMAARIZDHM ?

FEVILA 7 OBAR ) 5 & G IZ W T o TV ER A, 1TFEHLNITHIDE DDA
FAEDREIZA L e —1REE T DI DIEER R ik le > TWE T, ZHOOIRRIEL
DI TN @ O R BRI LT N ETIA TR TV ERE A,

i EICEDIBRIE T, A EICEDERIELVS RIBFRICRI T2 RN HVET R, 2
OIRFIEITI LY B IS T2 M ERHVET, T, —H OIREIEDMUOIGRIEL VLT
WAZLHEUSEREAIZOWTIE, FxITEnETAL

EBSITWIZEIE, B BAREATHHIT, 337 AR, HVIAE 742 3EHATE 1kgd 7250 H
NEESEfE B 1EIAE 1kgdh 720200 AT EST L, ERL 3, SR ER LT, HiRTeDB 1
SAEBIfex 12, A B OIRRETRVET,

ZOMFETIE, HRIZOBFIANE, STeODOEEGEART Y a—LDIHDOEDIZ, BAEAIZEIF
FoNET, T7bb, HRTEOBFEATEHRICEDIREEIIERH RICIDBEEZIT 5L
N, EAEZIZETTBNDEWOZETT (TE, a1 RIF DI, L, STeoDIERExE
HNZHEUNC T 52 LRI T D70 AT, BEALO FikiTarva—4
— &AW TIT oL, FiRlREREIIE#ERICEVIT2bn DD TIEHV EE A, HVIKTD
i LS e —(ER E D MER AL, FEERDOESLBAET =y 7§ 52RO BI
e AT Y 2=V (AIZ1BEDIZLTE D TR b ivET, ZOMEOHIH, B F-SAREFEE>TWD
BHAH D VIR B 2ot 1 Tl 9757, DU NTI 7272 D4R 7= 5 S 0 55 VIR - B~
BETHIENTEET,

MY B EIZKHFREED HABIRIE KA A ?

T =T NEREL TORNBFISADIHEO AN, ol EARREOT-O DFEVIR 1D 5
BIOMIBRAR ORI E TG T D720, TR T —T VOFAPULELRD 56050 E
T o ZOAT—T WL, $5r AMBRE LRI CTRE, RIIEBEIMEA 7O FRI# 5 ICb v E
T o ZONT—T VO ANIT LG EE T CIT72bN AR R ThDT2D | T X TONEFIRIC
HEERRINE 2 BN ET, £, FDOBFEANZOHIE~DBINOFEIAZDL T, MIEEA
FIEHELTOHWET, BN T —T /WD fERMEE, YYEE T A LT ERI OB G032
EIRBTE, BONIANT =T NERETHZETT,

35



COMDEEESMT B LIKEHFE

ZOMFFRIZEINT HZEZFET DRI, IROFIZONWTESE XTI, SEERRIEIT A
bE X —{RROIEYEN IR T IETHDTWD, HIel=BN OWFFEICBINT DR E T ENTH)
57, HRT-OBFEANIIREERIRIEEZTOET, ZOHE TITeb U biRERIEIXth o5
BERPIEIOLEN OB ATREMEN DY F9, ZOMFZE CIREESNDIRIRIEIL, A eE X —DHERR
ZHMELTRY, tOIREIETHL /NA /A LT R ET,

BIRTEDOBTENE, BHEZOMIECSINUIZZ L DRIEEZ T RV ATREME S SV £ 328, &

DINTTIUTA L EE X —DIFEIT LV R A TH D), F-LOBENIZDONT, ZOWFFEH
DIFRDIVTZEIGRD, FR, O ESZTHRREMENH ET, ZOMIEITSINT DB, ST
DB FEAPIBREZZ T TOAIARF B2 —I2, 5500 EHEE T 528, A ETI0LE
B MR A 24772028 (HIC1E]) &220 3, 72720, HR7=DIBFSANZOMFEIZSINL
IRNTHRIE ERE NRIEEZ T DI L2 LT, ZOMRRAE SRPEah T b T,

FLOLMEERN /RO BRICEATTHA SN ?

ZOWFED T a2 N T TOAHIM, B2, ZOTREIEICEILIIZEL TR il s
WHTLUVMERPEONLZENHVET, ZOLIRGAITIL, HRT-OBFIADIREIZHT->T
WAERNE, EOZLaHR T GEELET, £z, HRTNIOMRICE F-SAZMKEL THINS
WHZEERLETDMNEINIIONT, HRTEFEEWVLET, bL, SRINZOMFEEZ T IT5Z
LERDDHGENL, BT OB1IADIREEZL TWDERNL, S0 FSADEHEZ )
SLEETHIETHONT, Hl-OREZBIEVLET, bL, -0 a ke 522715
A, Hiel=l, BIEDOREZEICEA L CHELZ A BV LET,

F2, HRT-OBFSADIBEIZHT=> TWBIERNN, ZOWMEEZFIET 5280, Bl 13
MNZESTIRBFRED BN EWD T2 T A2 T B 72 BRI, [EEIXIEREOFIEE D F7,
ZOERN (B / E213 0 0 1XFOF B EZTHAL, HRT-0BASADE LAk D720 [ i

PN LET,

B, FEICSHLETAELRSELO L, ?
ZOMFRIZBINTHZ LT ERICEDLDTY, HRITE, HRT-OBFEAICOWTET
IO E, WO THEZOH AR T 227, PILESELHERDRHVET,
WFFE~DBMEIHT DL, FOWBRBELZ—DHRT=DBA SR RITHIRFEICH LT
BB R 5.2 5 A,

Fo, HIRIZOBFSADIRIFEEIT> TODIERNE, FEZHFIETH2ENBFIAICESTRE
DOFEEEIRDERECT-RAZIE, I T 2HERIZ AL CTOET,

36



A BN DB of=B ?

DU U8B N Z N o726, ZOMEEIIC SRR FS A DR HERL
358

ZOMIRICBMT DI TREZHEFZIEDOII LD TH- T, HERIEK T EHS
(ABPI) DHARTAANZHERL THESNE T, ZOTARTADat’—x, BRDIZEDEL B
FET, bL, BREOBFEANHENOBELICIVEEELZZ I -HAT, S 13k TH)
(legal action) Z4T) HAMEAARFIZZLIZRVET, HEOA IO T, HARTNIONFEHIHICZ
FI2EDIRIERRE O FIEIZ O TR E B oo Rf L, B e mERERY —e 2
(National Health Service) @A I CFHRRL T F XV,

COHRIZEMLI-CELDRHEETFONETH,?
ZORFEHIRNCHIRT- DB FSANC DN TED LN TOFERIT, BB TFLNET,
M Z =05t 2 —ITEL NI B S ADEFIFLERN DG LI I 72 D HIC
DN, HERTORRIIMAERE ZEA= T LT ThET, LIER> T, ZOEHRIXEA
T, BIICAH— 2y M O T Z — ICBL<ONATERBESA T, 20T —Xi%,
IFESFha—NMEEINT- X FROLLREEE VT, EICK LS TI ¥ — Ry TS
AVET,

T EEHELTWL Y Z—id, FEEEAEEOMBOMHFRE & bi2, RETRTA
FIEORREANZ DN T OES DT — X 2 S5 BEIEEEICRIL L F 7,

CELDRBELTVAEMIICOMEICBMT B LICKYERMTZILLNERITTNS M ?
MAIE ' & —1%, ZOWFGEHEID, B X —RNZOMRIZBINTHZECET 28 HEEn 72
IO SFNNEZITET, HNTK T DA SHANTHVER A,

b, BRT-OBFISANIOMRICSINT HZ LTI ST, ROBREDECT-LEITE, b
ISR FEARRR DR DR BESIVET,

bipl-oaA s, BRESMERIEBFEWVWLET, AR Z—OREIZ2, 2Ll O
WAEEIZLEPRLIRNT TS,

FREAT> OB DF

W

WFE T /17

OB EEFORMZR->THEE, HVNREITINET, bL, HRTD, HRT-OB-SA%
ZOMFIZSMETLZLICONWTREE 52585100, ZOMPIEL, B4 LFREED=
v—%E=L B ET,

WHEE 4

AR

37



HE 2:~ ALV E

il

BN RET D EAEY AN T DD E AN DB

TAVTUR, ALY R OE 18 [a] WMA A TERR, 1964 456 H
FUROH 29 [7] WMA fTIEIE, 1975 4F 10 A
AZ)T, R=ADH; 35 [B] WMA #2TEE, 1983 4 10 A
Tk, JLEEDF 41 [0 WMA 2 TIEIE, 1989 4E9 A
r 7 7V B FNE, ~—ty M ARDH 48 [l WMA R TEIE, 1996 4 10 H

N % DREREZ ST HZ LM ERTOME M T D, RANE, ZOMEMERDT-OIZ, By DOmMs ROo%
BT HETHD,

WMA OY2x—7EBEIL, IROEBEDRFEZFAOFH —DORRLFLT DLV FECTEAMIZHE
BEAbE 5, Fio, EOEBEMMBELETIE, [EMIL, BFOFERNBIOEMAZR
HEZ 5950 D5 B A b O AT REME DO H D EIRICEL T, BEDORIZRDTZDICORITENTRETH
LHIEEFL TN,

BNt G ET HEAEY I RIL, 22, IREBLO TR0 FEowEE, HKORKBIY
RN DWW T OESFEZ H L LT nbian,

A HOERIZBWTIL, Ky OZWiny, IR FEIX TR TEL, MO GERELED,
ZDOZEE, BRCEAYFERIFZEDSEICH T ESD,

&P OHEAIHFIRITIL SN, ZOMFEIT, REMIZITERE X R ELTZEZRICH 5 IR
bhE RIS LT HEAYZLFZED BT, BINRARERIZEE DD DBKHHOITIRED
72O THDHIEFHINTLE, ZOARER H BRI FEINH ThH - T, RO RERDENIES
TIIRZWE BRI W CEEMMEO /2 W EFIIFFZEE O RNTIE, AR KB ZFRD 72T

AU ECAN YA AN

BRET T2 MAT S AT REME D H DM FE DB B E RIS WTUE, FFRIDIEENLETHY, Fe,
MBS B O Z S ER SR ALE 7R B7a0, GREE: X)

FERENTOMFRORIRZ NFITIGH 5280, BHERmEaaifd, NEOMAZRO LN Z

38



EIMARE THHDOT, WMAIE, BRI RET HIEAY FHINFRICHEE DL T X TOERMOfR#HEL
T, OIS EZRE L ZNOOEIER, 4% 0 SHESMETSNRTIUTRBRN, 22T
FRIUTHORLE YL, 2R OERICZES> TOREOOL DI TE RN RS2
FUTeD7e W ERTE, BEOEFEOLEIZEITS, HFE, REBSLIOREL EOELEZRNR,

1.EXFH]
EhE Rt RET DIEAEYFHINFIEIL, — AN Z T ANBILTODEE R RN RE, #EIcAT
DIT-AFIEEICBITHFEER, B LR D NIRRT I LD 58 72 Rk I I S<h O ThelT v
X757,

bRt G eI D & OWFFEDOFI I LML, FEERFHI (SR ICRE S, ZFEERGHE
L, MR ERE BLOBEEEZS ST AR =0 DML LT, FrillEmIN e Z B IR
Sh, B, AV PBI U EZZ T RTERBRW 2720, ZOMNILIZZ BRI, WFER
FiSNDEDIERE, FANZIE> TORITITRBR0,

bRt G ETDEAYTFRIIZEL, BHFEREZS O NZE- T, BIRAICHE ) DH 5 E R
BHEDOEREOLLIZB N TOHRTHOIRT U D2V IO R Th D, e M2 BT,
WICEFHERER TOEIIHY, e TDOMEDOWRE DR ERHoToL L THEDHERE
ZIFR L THRAET R,

bR R ET DIEAY FHINITRIL, ZONFEO EEMEZHERF [T V15U AT LS L
T ZTIRIT IR, BHERNITATHIZLIZTER Y,

T RTOEAEYFHINZEL, BERE IO N2 IR LT, PRTEORERE TRRICE > T
W ET IR B W TEEIE DRV EARIBFFEL O FICIE, RARZRXBIZFED 2T T
IRBTRN,

WERE DY H 3 DN DT N TaFoMENNL, FICHESNRTITRERO MR E DT T A
—EHHEHL, TOHK, RO EIZDIEOARD TN, BEOZDO AL THIIED 5
A L5 B e /NRIZR O D120 121, HHPL TR FERAMRURTIUTRBIR,

EATE, EhE R RET DRIV T, BfEabo TERMEEZ TR TE 56 ISMNIN7ELZ1TS
TEAFELPER HRETHDH, LIV DFFRIDBfERIEDRENENI ZEN G- T80, BT
TV 7RDHFFED 1T _ETHD,

WHERCR DR RITERL UL, BRI RO IEMVEE TR GV HD EERDOIZDIZ, TOESIC
HHNTWDIFANIHES TORWBFFEDHAE 252 1 F AN TIIZRBIRW,

39



bR R ETHIIIEICRBWTIE, BRE L, TOMED B, ik, PHRENDFIEE, BFENE
7oL LN WERIEB L ORI ONWTHo R E # 2 5 25720 iR 7e b0, g 5R
FX, ZOMIEE~OZMEWHHBEZLD, ZMLTHTH, WO THLZDREZREIT 5 H B
HHEVIEWE 52D N2 T R b720, F DO 2T, ERNFHERE OB HEEICLD 74+
—AR-artU M, BELITFHR CAFTRETHD,

MAERE DDA T A — AR -2 NEARHERIC, R, RS M2 OERICEKAF L7 BRRIC
HOYE, FTRAEISNTRIET2ZL0HL5GIERFITEE LR T IER BN, 2D X578
G, A7 r—LR-artrNE, ZOMRIZED S TR, Lnd BIZFELZmE O EREFRIC
T2 L O R W ERIZE > TRELIRIT TR B,

EROSEREN H DB AL, 274 — AR 2LV NI, ZOEOBEICHEST, RGN
AT RE B BRI RIS N #, 55V RS ThBID, A2 74—k
e MRS AR TR A, ZOEOERICTHEST, FEHDBIEIC LB A
BREICLDIF AT ORDYITID, TR, REEENORBEEZEONLG AT, REEE OER
RAHDDOFEEATFTHEIMNC, RHAFHDBOREE R ULRDR,

WHZeat 2213, O E S ICHE SN COAREMNEENEICE TN TWRITIISRS T, /-
ZOREFEE, ZOESICHLEANFANGEO DO THDHZ L2 /R LR IUTRLRN,

I.5MBELTOT7EEV DL -ERHEERKZE)
AN DIGIRIZERL T, BrLWZWrik-Cia B E N A m o8, @EDRIE, /135N ORI
7B EERIDVEIMI L7255 A1, g B BICHWD IO LT iE e ben,

HLNHTIEIZEY, BIDFREMEOHLZE, fubrlt, BIORRSZ, SATOREOBWTERLL
OEFRIEIC LR R &3 LR B L7221 LT 726700,

WPTRDEFIIZEICIE N T, EOBEL—XIRBERHIUTENEE D T—BTO R E LIS
NCWDEZWIEB L ONREIEZ T HZEN TEDLVIRIEN 52 bR T I 726720, ZHUE,
SERESIVIZZZ W LS DV MR FEIEDMFAE LR W ST B BE I 35 1T D IRIEME 7T o — R O A B
ST DL TR,

HBEPIFIEICSINT AL B THZLICL T, BEXERMOBERIZIL THHIT OB TERS
AN

ERNA L 74— LR o B e bBI W ENRE ) THHEE 2 H5E0E, TOWREICEET5

40



Kepl 72 % 1 OFEARFRIDE 2 IR X CTHHMNL L= EE SR 2 DT80, EEREHH
DOZEEAG LT IR 570,

EERTIE, BTLWEFHERA 0L\ HiE ST, BRI A ML L TOr 7 ST 52
ENTED, LNLIDSE, ZOMFERFHFISND, DI, BHITH L TZE B L ONER I T
DR HDEN ATREME DD ZITIE S LS 5EIZ RO,

Il. ErEXRELI-IEBRHEEMZHITFRGERKRMEEMFHTIR)
R ZETIEZE MO LAER SR A0S 55 81218, ZOEAMZFIIIIENESIL TS
WBRE DA B L OMERE DO HEEE L2 Db ZENERMI DO T,

WRBRE X, B2 AD, FITEE CTERE BN ZDEEDOFRRLEEBRORWGEES, BREIE
BIZIOZEIZSINT DL DO TRIT U520,

WHIEE DDVIMIIET — LI, WFFEZ Rl DT ENHIRE (A F IR0, 2hzd
1B RETHD,

ERE B E LA RICB T, WBRE OEANCx T 2R E LD, B2, S mfzs a2kl
THEAESE IR,

41



B 3:ELUHMRE. BRI —T AR —E2—B&UVT—2LRehE=SFITE&

B—%

Dr CRM Hay : Manchester Haemophilia Comprehensive Care Centre,

University Dept of Haematology, Manchester Royal
Infirmary,

Oxford Road, Manchester, M13 9WL, UK.

Phone: (+44) 161 276 4727

Fax:  (+44) 161 276 4814

Home: (phone/fax) (+44) 925 75 5173

E-mail: CHAY@fs3.scg.man.ac.uk

Dr Donna M DiMichele : Regional Hemophilia Diagnostic and Treatment Center,
The New York Presbyterian Hospital-Cornell Medical Center,
525 East 68th Street, Room P695,
New York, New York 10021, USA,
Phone: (212) 746-3418 Fax:  (212) 746-8986

E-mail: dmdimich@med.cornell.edu

Dr EP Mauser-Bunschoten : Van Creveldkliniek,
Academische Ziekenhuis Utrecht,
Heidelberglaan 100, 3584 CX Utrecht, Netherlands.
Phone: 030-2508450 Fax: 030-2505438

E-mail: E.MauserBunschoten@umecutrecht.nl

42


mailto:haemophilia@man.ac.uk
mailto:dmdimich@med.cornell.edu
mailto:E.MauserBunschoten@umcutrecht.nl

International Study Co-ordinator

Janet Goldstone : Manchester Haemophilia Comprehensive Care

Centre
University Department of Haematology
Manchester Royal Infirmary
Oxford Road Manchester M13 9WL, UK
Phone (+44) 161 276 4178  Fax (+44) 161 276 4814

Email: janet.goldstone@cmme..nhs.uk

Data Manager
Jason Keegan : Manchester Haemophilia Comprehensive Care Centre

University Department of Haematology

Manchester Royal Infirmary

Oxford Road Manchester M13 9WL, UK

Phone (+44) 161 276 6724  Fax (+44) 161 276 4814

E-mail : Jason.keegan@cmmec.nhs.uk

US Study Co-ordinator
Ilene Goldberg, RN : Regional Hemophilia Diagnostic and Treatment Center

New York Presbyterian Hospital-Weill Cornell Center
525 East 68th Street, Room P695

New York, NY 10021

Phone (212) 746-3463 Fax (212) 746-8986

Email: igoldber@nyp.org

43


mailto:janet.goldstone@cmmc..nhs.uk
mailto:Jason.keegan@cmmc.nhs.uk
mailto:igoldber@nyp.org

Data Monitoring Committee:

Prof L Aledort : Mount Sinai School of Medicine.
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Template for Monitoring Serious Adverse Events.
Centre No: Patient No.
Date SAE received by Manchester:
Date Reported To Data Safety Committee:

Date Initial Response Expected from Data Safety Committee:

| Event Date:

Hospitalised: Yes / No Admission Date: Discharge Date:

Details of Event:

Comments from Data Safety Committee and further enquiries:

Response from Central Study Coordinating Centre To DSC enquiries:
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Decision from Prof Louis Aledort (delete as required)
Date:
SAE: Yes / No Study Related: Yes / No

Product Related: Yes /No

Decision from Prof Alan Giles (delete as required)
Date:
SAE: Yes / No Study Related: Yes / No

Product Related: Yes /No

Decision from Prof Inge Scharrer (delete as required)
Date:
SAE: Yes / No Study Related: Yes / No

Product Related: Yes /No

Final DSC Decision from Chairman (delete as required)
Date:
SAE: Yes / No Study Related: Yes / No

Product Related: Yes /No

Chairman’s Recommendations (if any):

| SAE resolved: Yes / No Date Resolved:
| Adverse Event Reported to Investigators Date:
Principal Investigator signature: Date:
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