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WEFERE SR OMEEE (Fn30) @ e A E A (Immune Tolerance Induction; ITI) #EEHFDA b
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LTI AR THD Z ERBRENT-, £/-, b ARz T, v e B X —71F
FEFTOHE VI K7D I RIEBUCE T 2G5 1T o7 & 2 A A v B B X —BakE s X
ST by B ARIZENA SR, ITT F O VITT K JAEBEC L 2 B PR IC S
ENIHOND I EERBRTHRERTH T,

WFZE R RO EE (3537) : The changes of inhibitor IgG subclasses during the course of Immune
Tolerance Induction (ITI) therapy were examined. The data obtained suggested that both
IgGl and IgG4 subclasses were useful for the monitoring of therapeutic effect of ITI.
Using the thrombin generation test, hemostatic effect of factor VIII in the presence of
inhibitor IgG was examined. The thrombin generation pattern varied by the recognition
site of inhibitor IgG. These data suggested that there might be a difference in the

prophylactic effect of regular infusion of factor VIII concentrate during the ITI.
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VTR O I AP V5 L B ] [R] - L1 oD i AR
ELEHITRELLHIMELTEY, BFOQOL I
MeFEiIZm ELTWD, LaL, ZhbEER
TRANC X DM FEIE PR AET HHLH
VITT K7 [RAFEHAR (LR A B EZ—) 1%,
—HHBET D EZ0RBEICHET LN
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LT, 2ThETHREEREAN (Inmune
Tolerance Induction; ITI) JEENRFRL DI
TEED, ITL IIREDIEFI D 72 5T
FETDHZ NG, BRI H1h
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KELRBEDO—DOTH D,
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Tz, bbb ITHIC RSO BEICE
WTC, B VI [® BRI G-1% O FRFHE VI
R F-IEMENBRRBIC L > T8 b+ L
% FLHY U7~ (Haemophilia 10, 341-346, 2004),
INHMARBE CBEINSGA v EEH
—DFETFTOE VI K IEMERE I
RIEOBIERDA = AL ZRBT 5 b
DTHDHN, TOFEAMINVELERH SN E
W AHFZETIL, A v b BEX —|Zx 5 5
FAE DN FIEBD A N =X L ERAT5H Z
& T, A e BF RIS T T A inR
ANTTV—FMSTHIEEHNET D,
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(1) ITIHD 1gG Y7 7 T ZADOHEE DT
O %A e B X — R MR A6 & xt
GrL L7, 6 % 3 6% H 84 44kDa % 3875k L .
3 1% H $4 44kDa & L $4 72kDa D jlj# % iRk
L7z, ITI BRAAFFOFEERIL 6-17T 5%, 1 B E
H—HENG ITI BlthE COMMIL 4. 5-15
H ITI BHAERTO A b B ¥ — & fE1E 5-532
BU/ml THhH-o7z, ITI BRLARFD A v B B X —
12 <0.6-3.9BU/ml, ITI BHLAE DA B E
2 — e fElE 0. 9-1, 818 BU/ml Tdh -7, ITI
DREFEIX 6 BIH 3B TA b EX =2k
L. 260E#kkih <, 1,818 BU/ml % T.L&F
L7~ 1% ITI 21k L7z (Table 1),

case 1 2 3 4 5 6

ITI BHARAE R (4F) 6 17 14 9 8 7

ITI ETOHM (4F) 4.5 15 10 8 7 6
BRAAR A eE 2 — - 0.8 0.9 2.0 3.9 -
B A i foe v 75 346 | 532 5 62 460
Rz 7 AN H/L H H H/L H H/L
it R W | ks e e | e

@A v e BX—liDRIEIL Bethesda
ET, A e X =N OREIZA &/
Tay MNET, Ao e EX—Ig6 727 F R
ORTEIZ~NVAF X —B e k 1g6 V-
7T AE ) 7 u—F iR %E - ELISA
HETITo 77,

2) £ e X —(FETFTOHE VIII K10
B I Zsh B HN BT D Mat

O x5 A b B X —RAMAR A4 Fl 2 x5t
Gl Lz, 20955 2060%H 8 44kDa % %%
L. 780 26% L84 72kDa Z Rk I 2H AT
»HoT- (Fig. 1),
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Fig1 The binding sites of alloantibodies  to FVII

QFik  HFHREMENS T 0T A4 AT T A
ZANTA e EX—1g6 ZRERLT-15. F
VITT B RZMMETHRL, 5 BU/ml &7
D EDITHHEEEZITV, AR v B X —IAE
PAERR LT, & IS RIEICH 2720 1 U/ml
DY areFr MEVIIIRFZHIML.37C
T 10, 30, 60, 120 7yfH., MR L7-%%. b~=
VB Aa—7T hua v U AR &R E
L7z, har B EgRBRONT A —2—L
L T. LT (Lag Time) . ETP (Endogenous
thrombin potential) ., PH (Peak height) .
TTpeak (time to peak) ZfHH L7z (Fig.2),
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Fig.2 Thrombin generation of normal plasma
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SN ™~ A s . P 30 Inhibitor titer 10
717\7)‘\ 1gG3 {ii{ﬂ(ﬁ%l\ﬁif%of_o ITI 1ﬁ\ e IgG1
Areed—LERAPRALNTZ4ABITIEEL ® 1gG2
LT 1g64 234 > & B X —F AT L TE 20 o leGd .
L7z, R 57 1 TIE 1864 & s \ 5
& HIT 1g6l MFHNT E5H U7z, ITI OIBER o
RoOE=HY 7L LTIg6l BLW 164 23 '
FHTHL Z Lavrmeaniz (Fig 3~8), -
e st ——1 |,
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Fig4 Anti—-FVII IgG subclass (case 2)
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R 2 ok T R T & B D 5 b i ¢ o
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