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Fig. 8 Overall survival of patients with acquired hemophilia
In univariate analysis for overall survival, the following variables were tested;
sex, associated disorders, inhibitor type at diagnosis, infectious complication,
immunosuppressive therapy, and hemostatic therapy. Of these, three variables had
a significant influence on the overall survival; presence or absence of infectious
complication (Fig. 8A), response to immunosuppressive therapy (Fig. 8B) and
response to hemostatic therapy (Fig. 8C).

EnLHnI L, EMHEIERER I X b B R SmE, BEREA VY —BEOREHE S
L AABEMEA D B 2 b, EROMESBILE  ® 3B REMER A OB H0IIT - 78,
DFBICE D 52 ERE, WO»OEREA 2 OREBI OV TIRZICAEZ VS, #
FHEEING, FHEHOYER CIREREN 23, AUBVIIRFETETH D s,
FRTHERMICEEL VB I 6, & AXEILARA BEICHATHIMAER I 208
B COBPED 2y Fu—LDBBETHLE  HZ0RAEED, AUSVIIET AT 54
Bbii, kehbids, BVIIRFESEE£XET S



152

HAMmELm#EeeE H19% $£15

GAT2DA Ve EY =D DIFhED, &
WoltlJeEThD, —H, BECELTHIE
MRk & MRS O W TOREHUNE &
%, $ixbb, [LMEECIIREEIKRD 2 4
vy, BREM, kme=s Y v, 8EHO
BIROEED Y £ 3 v 7 EOMRETERED, £
7o, GENIHIBE CREXORIR, #58, &
EHIRE, X6, VX ve 7oL Yok
HRENES TV S, 9%, FECHET AR
MIOWKERINE I LEITLD, #2DiEEER
DR, DT Z DIGEIE I I NS
EVHAREI N D,

# O AREMREETICHY, B
Wi w i BARMEIE MY &FFEE DAkt T,
o7 U= FRAEKIBAVE Wi E
BOKES CEHBLET |

X #

1) Cohen AJ, Kessler CM : Acquired inhibitors : Baillieres Clin
Haematol 9 : 331-354, 1996,

Franchini M, Veneri D : Acquired coagulation inhibitor-
associated bleeding disorders : An update. Hematology 10 :
443-449, 2005.

3) Hay CR : Acquired haemophilia. Baillieres Clin Haematol
11 : 287-303, 1998.

Kessler CM, Nemes L : Acquired inhibitors to factor VII,
in Rodriguez EC and Lee CA (eds) : Inhibitors in patients
with haemophilia. Blackwell Publishing, 2002, 98-112.
Green D, Lechner K : A Survey of 215 non-hemophilic
patients with inhibitors to factor VII. Thromb Haemost 45 :
200-203, 1981.

Bossi B Cabane ], Ninet J, Dhote R, Hanslik T, Chosidow
0, Jouan-Flahault C, Horellou MH, Leynadier E Liozon
E, Pouchot J, Robin JB, Sanderson F, Schaeffer A, Sicard D,
Staikowsky F, Wechsler B, Zittoun R : Acquired hemophilia

2

~

4

=

5

fa3

6

=

7

8

9

10

11

12

13

14

15

16

17

~

=

o

=~

~—

)

)

)

)

Rty

~

due to factor VIII inhibitors in 34 patients. Am ] Med 105 :
400-408, 1998.

Delgado J, Jimenez-Yuste V, Hernandez-Navarro E Villar A ;
Acquired haemophilia : review and meta-analysis focused on
therapy and prognostic factors. Br ] Haematol 121 : 21-35,
2003.

Collins P, Macartney N, Davies R, Lees S, Giddings ], Majer
R : A population based, unselected, consecutive cohort of
patients with acquired haemophilia A. Br ] Haematol 124 :
86-90, 2004.

Collins PW, Hirsch S, Baglin TP, Dolan G, Hanley J,
Makris M, Keeling DM, Liesner R, Brown SA, Hay CR :
UK Haemophilia Centre Doctors’ Organisation : Acquired
hemophilia A in the United Kingdom : a 2-year national
surveillance study by the United Kingdom Haemophilia
Centre Doctors' Organisation. Blood 109(5) : 1870-1877,
2007.

B BiE HE—8, NEHBT, & % bN  HEA
BeR) AU B 2 MIEEREBIH R A v L E Y —DEE,
Mg ks 14 : 107-121, 2003

Morrison AE, Ludlam CA, Kessler C : Use of porcine factor
VIII in the treatment of patients with acquired hemophilia.
Blood 81 : 1513-1520, 1993.

Matsumoto T, Shima M, Fukuda K, Nogami K, Giddings
JC, Murakami T, Tanaka I, Yoshioka A : Immunological
characterization of factor VIII autoantibodies in patients
with acquired hemophilia A in the presence or absence of
underlying disease. Thromb Res 104 (6): 381-8, 2001.
He—EBL, B &R BREOEFR AT B 3£
LHE VI AT B DHE O 05 LN E— . BRI
¥ 46 : 91-98, 2005.

Green D, Rademaker AW, Briet E : A prospective,
randomized trial of prednisone and cyclophosphamid in
the treatment of patients with factor VIII autoantibodies.
Thromb Haemost 70 : 753757, 1993.

Wiestner A, Cho HJ, Asch AS, Michelis MA, Zeller JA,
Peerschke EI, Weksler BB, Schechter GP : Rituximab in the
treatment of acquired factor VIII inhibitors. Blood 100 (9) :
3426-3428, 2002.

Stasi R, Brunetti M, Stipa E, Amadori S : Selective B-cell
depletion with rituximab for the treatment of patients with
acquired hemophilia. Blood 103 (12) : 4424-4428, 2004.
Field JJ, Fenske TS, Blinder MA : Rituximab for the
treatment of patients with very high-titre acquired factor
VII inhibitors refractory to conventional chemotherapy.
Haemophilia 13 (1) : 46-50, 2007.



Hh, 14 hHEII B R FIEEERTFA v L ¥y —OEEICHT 5 3 FRIORERE—TFRET MY 25— 153

A 3-year consecutive survey on current status of acquired inhibitors

against coagulation factors in Japan —analysis of prognostic factors —

Ichiro TANAKA*!, Kagehiro AMANO **2, Masashi TAKI***, Toshiaki OKA ***, Michio SAKAI*®,
Akira SHIRAHATA**®, Noboru TAKATA**7, Junki TAKAMATSU**8 Hideyuki TAKETANI*2?,
Hideji HANABUSA ** © Satoshi HIGASA** !, Katsuyuki FUKUTAKE **?, Teruhisa FujI*?,
Tadashi MATSUSHITA ** %, Jun-ichi MIMAYA ***, Akira YOSHIOKA*" ¥ Midori SHIMA*!21

Key words: acquired inhibitor, acquired hemophilia, autoantibody, survival analysis

In order to assess the current status of patients with acquired inhibitors against coagulation factors in
Japan, a questionnaire survey has been conducted for three years. Of 56 cases from 42 facilities, 55 were
acquired hemophiliacs with anti~factor VIII antibodies aged 12 to 85 years (median 70). Autoimmune
disease and malignant tumors accounted for about one third of associated disorders. Subcutaneous and
muscle bleeds were the predominant manifestations of the disease, although a certain degree of serious
bleeding was observed. Maximum level of the inhibitor antibodies ranged from 1.1 to 758 Bethesda
Units/m! (median 29.5), and more than half of the antibodies were detected together with factor
VI activity. While bypassing agents were mainly used for hemostatic treatment, prednisolone alone
or in combination with other immunosuppressants was used in most of cases for immunosuppressive
therapy. Of 40 evaluable cases, inhibitor antibodies disappeared in 21 cases, whereas 9 cases did not
achieve remission, and 10 cases died. Statistical analysis revealed that three factors, such as infectious
complication, response to the hemostatic therapy, and response to the immunosuppressive therapy had
a significant prognostic value on survival analysis. These data suggest that infection control might be

important as well as the hemostatic control for managing the disease.



1 eEY—DIEVLMRFEED
S, S - FilFicHIFD
B EFHETEEDHARS LY

HAEMZIEMFSF R E RS RMRRER

O BRmigEnYS
http://www/jsth.org



HAMMigIE P EAHIRE LR R RIMRREIS

WFOEY REREBT M EET WM EREAT, HE RS WE R
W, KL EBHKY, BE B0 EREET BIHEAT, Hh—m,
SMRM—2 EE LT T

TEHBAERFRESRIM AR M - EHARE
PHREMAEERRERFH

BB T v FERKEREN RN B
LR SRR R

P ERERKRENRF

O B R AR R &

7 B B R R e g 46

SRR KFER TR R R

" k@b m TR

O R R MR A

& RESIERRENER
TRESEEI &b R MR R

T AR M S F AR E B & MR A LTS
TTHA M L P AEHEEEE BN RHEHER

R
T U EDIT o oeereereennrtre ettt e e r e e e e e e 3
O. HA RS A IEREDTGIE oo errrrererrrrrreeeerermnimmmiitrttre it se e 4
3. BERFRUANNERIC U BERTRIBIDIRISE - orvreerrrrerreesieeeniennn 5
4. FIEIR R RIBHEEEIRE DI E - vvrererererrrereemrrr et 8
5. BOETIARMRICH U CTHERTTHEAREBE TR - ooveeerereesesseeeenns 10
6. DDAVP (BfBEFRAETLY Y, FRAETUYVE") OFER e 11
SZ ﬁk ...................................................................................................... 1 2



1-EES OEVIARBEOAMLM, L& - FWICHYIRERFHEEEDH IR T1

Bk, GRITAFTA4 23, BRRMAERMEL RTRZMBINE D S ICEESNIRETH D,
LaL, MAREEOHKA ZHMICH LT, &/NE o CRERTFEMEHEL, ®
FLANV & ERSE LI h e PRHEIOR LoHEIRIE, BB LERTREELEY, 20
BRI, BEHR0O L) 2EEOBVIIERICN LT3 TICREDOVLED 2113 VEE
HFRAOTREIThbTnE 2, BERFLAVIEH 2BEDELHE-THREILTWVD
&, BRNATVOERABOBBTEERLFEHBRME IR L2V E, BLE5 W
EIHIMOBERDRAEPEEOHRERICAE) L IADPRENIE, ZERDHD, TR
FESEIC BV TORBETH S, THICH LT, b L 8T ST 28~ Hif <028 7 Bl fy 4
EROWMTRFORVLERLRENIELT20% 618, BHOBE - HELHRE LA
ROLBH RRBSLETHHH, LB LERL EH,S NS ORBOEMITBRIZIZHEE
THbD. —H, 5000 A& MEHEBREH 1,000 L ORHTHEL ST T ARSE OB K
rELLE, BENRERTHAHEEII 2V, —BEREOALZ LT, HOEEHZL - M
BOWMAEELIT) BERABLUTREIC, TEL2T b, o3 CEHARMES S L2
23 L,

ZITHRERTIE, BRROHARKTA v EBEIL, bHFEOMAKREMENERICESS
BEMEERTFHARESA K94y (UT, A FIA4 )2 KET2EE L Ki4
I3 2A0BLNZAEZF VEFHRELTWED, MKFHICBI2H%LE
HrEET T, REATESEICBNC [BYL2BETIEBEZECRLA O | EE
DB ENUREEZ OGNS, UT, BIAFI4 0 TOEHEBHERTRTH, BKF4 K54
YORTRBEINTOLNEFIL, SHROBRBOERH 2 MERER OBYE, B2
EFYAOHBUZEY, BHEYUGTSNEINELOTHY, kL TSEOREMRT DT RN+
T2 D TiEZR v, T, BUA FI 4 U ~DERBLTOEMIBWCEIIRROBE
BEBTRIET A ODTEZL, COHNCEELTHELTTOLLENH 5.

RIAFTATid, k% O CIFR - LBICBY 2 GER TR ORS HEL EMHIC
AT, MIMEEORHE, WH, Fl, BLLRECOLBOEERY, BEAEHRTACY YD
ARz EHMmz RSV I2EZEROBBEOEERICOWTH BOFHOBA» O+ 42i5E 4 3
PENRH 5,

WHEEOEKRLZEAMHEL LT, @RS B8BEERFIZT28E (e y—) okt
Vb, MERDOA ey —0% (i, MEERS 25 B RICRET L EhLEED
MAREE BT, EHRICA Yy —DRER TS —F L8N H 5T,

HAE DL RIMAHEBEE T T 2 WHAREE—HOME T B X HNBOHTBESEERTH

E1) AEER-DOHREBDIFEICNE, COHC KRS LB et GAREFEELAAIER
5. [1 s —REARMOEREE T SLMEES T K512 | 8RB0 &

3 R



D 4

5D fEEECIEREOEA CIMAFEBEIE S EOBUARNEHEDRERIMA L i
FEALL T A b 00, BEEOHEIHMBOMAEELZT CHBEIEORELPHIETLZ 8
W7 = LAV, —F, BT T EERMARAE T 5 EHmFsmE s R
POEBINTEY, MEERELHBIET 2RSS 2 LREShTWEY) . FHHRRER
SHBRRHBEOEENIGREL LTHNESITOR2 2 6N, SHETEEII>V
Tid, HDAETER SN TV IRIHRBMEORED SO TRE 2L, JOBKIZHS FS
AV %2RBT S,

B, FHAFITAVEMEREMBEROAL ST, BRI BV TR RENE
BT ABICAFIHTED Z LR SHIEREINTWED, BV A K54 2 BwTHm?
WEOERICH AL, BENICEMEICHBRT A LEE L.

EIRAEE4 A BT, NERER4A DO S WO MEREMMRICB VT, {1 EEd
—DRWEEIIH LHETOR TS HTFEEIIOWT, HIVERREHES L UBImANE -
Fiego, HERTLANV (K= 2@ b5 70o00) L5, 588, AR s
TREL, BA, AREFEHICBWCENEFNZEENEEZ LN EFETEH L

—F, BEALHRIE BHSCEEMEREEY, XEO/NEMBEFERICBII2ELHS,
ZOMENSN OO £ BE L LT, MARBREOHMEES X CREFZIT 2 KHEOFH-
MBBRICLESE SNAEEMN L EEZERF L ERE L.

DEESHATZBRA, AREEEIIBCT, BERFLAVEERT L0 LELEEE
BEME, RE - FEOHEEIIOWT, HEBICBWTAY v ¥F— P2 s h a5
(F) 2 ERLL 72

WIABRBEERLE LI F A= ML 2+0 55 21T, AL /BRT—%T 588
SEHE—LTRLE. —F, BASHVINRIZOABESWAEBEIZIOWTELIHREE
2, Ay —DhVIEREE ST A2HIREN A FI74 V2R LA BRI N-
T4 DEF BT 245, BLORE, i o ERE CORBRMAZ &I L ) WeEE
PEATHZLERFIIEEL, REECHMIC—ZEOEE D )/

RIEW, HAFIAVEROFHBZODWTERESA TS BEERF LAV E BAERRFEIC
BLTERBICERY SOICENL, BEMIIRIETREEEL ML, SHomeEE: L
7z.



1EER- ORVMAREEORMHIM, NS - FICHUSRBRFHEREOHINT 1>

RHAKIAVEBOTIRIEMCHEL BERFLAVERT L L L, SERS5RETE
DbobbtHOLNLRATTICZOMEFRET 2 L F T L L L
BHAFTALABBT [R—F A 5 L EBEOFECHERST 52 L 2851, WET
BT 2 [FrmsiE | E KRS 3.

BEVIIEF  LERSE (BA)=4E (kg) XBEL—27 L~ (%) x0.5
FIXEAF LERSE B =H4FE (kg) xHEV—Z L0 (%) x
[075-1] (- REVIIRFOLERSED 1.5-2{58)

FEHECREND R — I AZE CORBIZGORE, WARBIH LT
FIXRTEHETEHEORSHBIIoVTIR, EVIIRTOM2ELT 5.

BlE%d &2, R1-BICMARBEICBY 52 HMMoMImeE:, F4f - LB IZBY 28H%
BRI OWT, BRACBW TR S h s BEN 2RSS ELER L. mAmE, SEEICHE
FiEEZLELTAEERDINIPESE, SBRIC/EIND, P%E SERECBITLAMMN
MOFFEISERERICHAAIUTEEETH 525, FICFH - ABIC BT 5V EL BERT
VAVIIZRRFEI—TH W S OBERHTEESLETH S, B, PEEEZOHLIFAL
NOBEOEBRMOEF LAV EZRICANT, BERFLALVEZRETLIIENZF LW

MAFEEH L TEVIIAFEZRBIXKTF2 K- 5 2%5 LgE, FRFOmEH
DOEMWE, REER (EBRIEI10-1558B) 2 V-2 E LTHRAET T2 (V-2 25
#5%, METREFRSE 2o B AORTEN). —RIERSILE VIIETF T3y
B-10MFHIEE, FIXEFTHUBHMBEETHILEIOLNTVED, fto THEN % HETR—
TABG T HEIIBVT, REEMOMPEFEFHEEE (UEF 7 7HEVD ) 28D
BRfE %R

LBERORIL o THEINZBE5BEH T THLERTH Y, B4 0ERATHHETL
NVEELS— LGV ORETHIENET Ly, — RSB TCIREA L LEESH1 Y
DERMEENE (, —FHERBLIUSHERE CREEN ) OBBOEE IS VO T
EET.

ERORMNOFHICBE L T, BRLAENSATVOEEENHEEYA LI EXLITLIE
b, BAETHCONL E2GEKRTHANIE, 2508467, S00HAL, 1000 B0 3HAE A
HHOT, FEEBRPRARLLFEOZILO LR VBEZBRVTL, Thbdd T ARG
b, FIEET@ACSE CEALLRETCTLELERL(HKSTELLICTET LA
v

5 G



&1 mEHMOMFEE

1) B3ESPIHm

& CBEEIBESYEFD
% 20- 40%03@@(3%3% 1 ERS5T 5, BEbmE? |3
DIBE(: 40-80%DEHTBIRLT 1 EIRSTS. LigE |3
ERICEUTEEC—IRTLAILE 20-80%DRE TR
%i!b 12 55 24 BEOERE THIERE L Z TEMRS
11D,

5. HERMHICED
§§'}7éﬁ’3iﬁ Cld [RENE -
FHIDRICHE > THRBAETD.

2) BPSPtHm

BEAHMICE U TREETS.

R BROZHERELL
2. BEmHmEY FEAE LTA
BIRE L, REERDDD, 12
BREBOR—-S R8s, Fi3EEm
FHMICECTHRRSETD.

3) Ot

BEREICTEmUEFNEERE— BT LUALE 20-
40%&E0 1 EREYDH. EFREIURUT 12-24 BESIC
1-2 K595 &r&EAvE, OBMNMEOHM OERN
BILRDHMOBHIFBERE— AT LUAILE 40-60%E
L. 12-24 KBBIC 3-7 BERSTS.

FSxFY LR 1B 15-25 me/
keZ 1 H2-3mMOROKSERL
E1E10mg/ke 1 H2-30
DEEEE{TD.

BBEPE/NG, OB/IMEOHMm,
OFRBCERBBEEESHVE
BRONMS, ABIEREEERTD.

4) HeEtm

BEE—JAFUAIE B80-100%&E L. ERICHLT
12-24 KgE(C, tl%d 3-7 A ERSTS. BULL
(FBAEFMICAE U TS 2T S, HmERICIEL THE-
PIETD. KICREDBRETS.

EEEBNMECH L THIORS
ACEUTITS.
ABRICTITD.

5) BAZEOBZND
HDHREHMm

THEEHIMCEUTITS.

ABRICTITS.

6) BT

FAAETHDH, KELmELRE, BAEOMECHY U
CIREFEE—-IRFUAILE 20-40%& U, ERICHELUT
12-24 KE\IC 1-3 B/IRS 9 2.

TEEEDHETNH'HDIBAFTE
HMOBRBECEL, ARNgESE
ERTS.

7) #Hm

BRIRRSICTRAZHERT . BHRLEE FSRFY LA
B (1@ 15-25 mg/kg # 1 B 2-3 @OKORSF il
1810 mg/kg & 1 B 2-3 @) ORSET>THLEML
BLSERERE—IBEFLANILE 20-40%& L, ERIC
RUT 12-24 KW, 1-30BKkR579 3.

BEOBSP, ﬁm]b\&ﬁ?%i;‘%ﬁ
FABEMRICTITS

8) PREREVMER

BEOBAREBEAKRESHOKNEN (HDVIEER) #*
L. FEREORFEITS. FBEBULHVLGAREEY—2
BT LAZE 20-40%IC, BREHSBECMRSEBEY
21BGlF, 40-60%E8RIC, FRICKRUT 12-24 B
BlC, 1-3808R5TS

gg*#ﬁh&@&%(&%%‘f@é

9) BiF

ERICHUTEE RS TRFUANIE 80-100%& UTH
SWIETIN E—IRFUNIL 100%ZEE LT
R—S 5% 12 BESICTD.
BRIMEEICHH - LT B.

1 BEEESEL, kM| D

T TEROBH CIINBICLD DY
= b X MERBORECERET

10) 545

BIMOMAREICEUD. ARRBICG UGBS RiE
92, L. C<EBRUVRITROBANN, BETHMm,
BHOOBRSICELTIT>THRL.

BRIESBLUSNIABTAREE T 5.

11) BEEPatim

BE LS TBEFUAILZE 100%E Lieissi@genitgan
S0, BAEEBARE—~IBRFUNVRE 100%E8E &
LT2D RSB % 12 HEEICITD. BIES7 B
&L, WHE - PETD.

ABEARETD.

12) LR
IRBRITH

BELEHU, EPHMCERRTFLVE 50-100%E 183
£3 1 B&EFTDH. BECHUZEDH CT A+ v U/ HEDR
BZ{TD. BRECHEEAHMLSEES A TH—ER
FIFBBARRE T 51755,

AL ROTREAH MOV #REY
HEREETDCEHPEVDTE
REETD.




®o Fifi-WEY LB IHTRE

1)-1 SERVAR (R, CIREMD
1UMER)

I EES—ORVIARBEDAM LN, 0E - FHICHURERTFHEFEOI (R T

FRBRSTREPREL D
XFY LB 1 E 15-26me/kg
%1 H2-3E0rRkSskld
18 10mg/kg Z 1 H2-38
DFEZ(TS.

-2 sEFbamk (ke VIBZEHS
Ba)

NBICHUT, BEE—IBRFUNILE 20-
80%N SERL T, IMBERIC 1 @RS D.
SARBRICIRUT 12-24 BEEIC 1-3 B
BNRSTS.

FSRFH LB MEI5-25
mg/kg # 1 B 2-3 BOK0OR
S5%FrIE 18 10me/kgZ 1 H
2-3BOEFEHATS.

2) BEEAN (RROBOER)

EFICARRBICL U CBRE—JRFU
~AJUE 20-40%& LT 1 BiRS T D, EH
BRBEETIHO>CVDEAR SXAEE
FEEDBICEDED.

3) SHLE - \Fi

R3S

PHERIELRADBRORSEF
W ETD.

4) BRHIFW

FSTRFULANILB0-100%ZEEE Ulcks
FEEs L, 5-10 HRBET 2. WRES
FOABRE COMBEE—oE 100%ZER
IC12-24 BEBICR—SAREZITDN.
REBUCRERIEZRETS. BYREMNG
#®iF BBLCHUTAERE—IRTFULUNIL
20-80%NSB/IRLT 24 BEBHLE 3
O/ RS ERRT D,

5) BEIE - B3NS - B - BRSO
2ERRTFM :

S TRFUANILB0-100%ZEEE UK
BEE®Ee U, 5-10BBUERRETD. @
HERHRERRICE—IE 100%ZERIC
12-24 BABICR-SARSZETID, B
BUTHESIZHREL, BBITNUTHHE -
kgD,

E2) MHOHAOERERICROLT, #5rOBFHRRENINHRL TH5RIVIES,

H LIS

E3)
x4)

x5)
E6)

HPOERTEL L EBTEENITHhE D - £35S PRBICHM £#4)3E T target joint ICHIAE
BELTRS B84 EE R LA LEL, taget jointilH i 3 HMICHE L TRISEIHYS
2 ETOHTRENEBRICE S HWI EHE L, FHHERIECEIABMAROLEEbE
Bah3,

BESHMIC S G 3EESRSRICOVTIERESE, 80%UEDE—ITEFULANNFBEEENDZ
ENBH oW, BEZD ULLBERAEOUERICDVWTIRFEEA TWS,

RO, FSxFHLREER - HEAT 2 ERERICHER S W AURIBHCC (Y, KEEE
RIOHEMED H 5 L O—MOCBREE IR TVS.

E—7{E150-200% #BA 54 EBEISARICE S HWE D ICEBET 3.

MAERBEICN L THENS (Thh HEFHLE, BHARIMLE - FHCHVLTE, —RICEED
BEORSICE VIEMFIRETERVEENEL, ZOXIBEEETS.

7



®R3 BEWLE - NFHICBIIHBEERFLANI

EeEnzER 20-40%E4F

PECHUT 12-24 BI%IC 1 @
R 40-80%EH% onateled
55 - TEHLE RS, WINEET - BAELECS
PURSHIREE iR 40-80%ER UT 12-24 Kt 1-4 B
A 40-80%EHR HBLEUC 12-24BHE

BIRER, PORIRDT —FIL, et BEIECT 12-24 BIE
DRAT—TI - meEsarae | LEORSICGUT20-80%ER |75 gey

SEBE R 40-80%EHE eri

MEFRBEPFH - LBXZFTI2BICLIFLERVO R FETH ), BERTFESEY —F
i, —ELANVICHERET S, T42bb b 7EEZ BRI LR AMELTITY. K-35
A5 (BI) & FrpcdR 5 (£ 8REE UTCH CRU M 7H2RO L) ICHEHAGL
EEAOREHMRICBVCTEVIIRFLER, o570/, HE, HbETHIZonT
CIOREHUEFRDON TS (R4). KHERERIFESC, BREKBWIELfThbhTsY,
BEOREVFHTRCIC L ) BITIREREETH L + 5 7T 100%I21ED 2 L XL AT
b1 MRHEEEONEFHN - LBORSHIRBOHICALLCVE. JORER—F
OHMEMRIAFBONTEY (R4), FLBANOBHELI BT LIENTELAILBY
TEChTEBY, SERFEREL -, —ZLNVICHR T BOREE LTHkE SRS,
LAyL, SERCEEMNL2ERELELTA0T, TELLTORFEEMEDILED b & I1247F
I ENEF L,

Bk, $TEELTHLANEBL DL ELBAELY KT A TLEEER, &
¥ )75 2 AME (mlkgh) 2388812, ) Y VR TR EEFROCEERET 2. B,
AN 3 2 B BIKFEORINIE BABREICE Lo, WiV — FOR b BEITRVEML
WKHERT 22 E0TRET). BEREOHERIUTORIZLS.

WIEHEE (Ukgh)=2179 A (mlkgh) x BEEF L~ (U/ml)
VT T Y AMEREREERAEIC RS 54 HVIIET T24-34mlkg/h O HH, %

IXEFTid3.8-43mlkgh D#H & SN THEH 2D, — AN IIEREF A 7T LOBMED
ER LT, MPFEHREGEETFREAICL 58 VIIETF Td3-4Uke/h, MIFHREIXE



EREB—-DUZ 6| EX

EDHAR 74

s
3
72

UCHD) (XASE'GL L OAS/18/d[U0'0YDOl'SPUIL/ /A1) £ IBA HEQWO S E o I SRR ON VY ZLAT

=
++W %LE-0 (Q) sa50p ‘K1eBins jo
= s {payioads Jou Jequinuy g | 2dA pue eyydoweey Jo Aleass 'S|0JJUOD [BOLIOISIY
! SNog [BUOIPPE J0} Pa :
o % ;..m_wrccmm%%m_ _Uw%cmm_u MMW (51) SwuauzSTIpE 80P 1NN [0 | 10} PAUITEW S[0AUOD AIBBIns | Ui aA0ads0lg ‘Al fane | SEEH OlIRVEDRL
awes (e) : pue (g | +) v ejiydowseH
[
e LShL suoyes|dwos Buipas|g (8) 18
m A1sbins *S|OAUOD [eoLoISIY
.m Lt %TG+ (L jw N1) LAep [8n8] {IIAS ) ofpaedouo Jofeus <m_=.caoEmmc UM aaoadsonay ‘Al A_w>m.._ 8661 lpadwe)
(01) [ene| pausep o} Alep palsnipe 8S0p ‘IO | piiw JO 81BI9POW '818A8S
L4 %9~ | (NN uswainbal 10108) fel0)
. Yol b~ S{2A8 [1iAd UBNoiL (01) 1D uo wnwiui | AieBuns o adA pue eyydowsey R—— 2661
oL 7 550D 2101 10 sam | SB awes sybinony desy o) paisnipe ‘|g | o AlBAsS o} paUDIeW S|OAUOD ARSI
+10%56) %ol By %_v Ewbbwb_yz_cmm k_m_uom\u (£) 19ne) palisep 0 Afrep pelsnipe asop ‘10 | Aiebins Jolew 'y eyydowse Wi 8AR08dSOId Al 19977 ZHmouREN
L !
0sAD suoneoydwoo Buipsslg
5 (9) subnos; %0p-0€ dewy 0} paisnipe |9 y )
%ET+ s|aney [(JA4 ybnoa {SSILOIODAOUAS BIOM €1 JO BUIU ‘pPajiouod
St A Aiebins 'y elydowsey a1enes | ‘aa110adsold ‘Al |9AB7] 7861 Aemeyrer
%G~ B (1) Wwewasnba @:owm (L) %05 dasy 0} Aiep paisnipe 8sop '10
aues SUOISNSUR.: poo|g

(UBnou) %00L-09 dasy 0 'ig | Aebins jo adAl pue eyiydowsey
vl 9000=d awes siseIsoway Jo Ruess oy payojew SjoauoD
- ‘Alefins Jofew 'y eyydowaeH

"Poj0AuU0D ‘uado ‘aayoadsoid 9002
PaZHUOPUBL-UOU ELER Jerewbupig

%LE— Wwawannbal Jo1oe %001-09 daay 011D

(21) 1ora)

(sAep 0i—/ 0 6 10} Aiabuns uswaoeidal sauy "SJORUOD [EOLOISIY

#h
B
=
&
3
2
i
e
5
e
|
&
5
,ﬂ'll.vo
s
o
]
Ayl
\
{

el %SGE~ paaisap 1e sybnoy deay 03 paisnipe ‘|g . 6661 UBUINYDS
B i) JuswBNDBI JODB | oo sap o) Aiep paisnipe asop i | 10 Y [B10} UM § EiiydoweEH | yim 8ARoadsold i [2A9
%8y~ uoyonpay aH
%6E-TL— suoIsSnysues pooig (81) 1D UO WNWIUIL i ) ) .
%Y+ s[aAd] 11IAd UBNOJL | (2) jons palisep o) Alep paisnipe asop |0 | v By L} S | paziwop 19A87
%9E-LE~ Juaweinbal Joj0e4
e . N T —
e AARMA T (ST HEH EREE ueﬂm %M\@M%H BLE B8

BHO (10) HEB= (19) EEHLc—NeARINMWLE0REMYT 2

9




BB 10
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7Y ARBAENRE W L (1.8-6mlkgh), BVIIEFOZ )75 v A5 % #is+ 2
WOMRANIA R DI EFNERT VS Z L1020 4 e, e ORSHEEIEH <
THELRTHY, EBOBRGUSH 2> TRBEEMHFERTF LAV E=F ) Vv 7 LN REE
THETHNETHS. T/, HFHMBHEVHE, MEHICHHEE (V) i—BHICE
LCEAL, FPITURMPETTDIENHHIEHE, BIEIEETR-5 A5
ETB0EOMBRLEL 2256055,
ZLOMRIIBCTHZOBESVINEFF -3 SIXRTERYELICNET S 2 & 18
KW THVOT, ERICBV TR KR — T AMIEBEZIC80-100% O F FIEHAE S fL7e
EEDAPTT2ERIIE=5 ) V365 EOTERITH & B,

E7) HPETRELRFIATOLVY, BIEFERABKETHHOEEE8.4mi/ke/h & PRI
ENMETH TS,

200847 ABERDECHERTRZBERFEM»REICT D2,
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1.000 &1 (10mb) 1.000 &f (40mi) | 1.000 81 (2.5mb) 1,000 &1 (5mb)
TFvIalL ’
I53 MET - Bb* - -
(WP DZH

T ERREMEOZBICED 1 /A PIUBDICEFENZEEERN 2008 £LDBBSN-T &I,
¥ 60 & (VWF : RCo) /mL D VWF #ZA TS,
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Btk (4 v eE8 =) FRET22ENHLD. COARBREITIRI6-21%2, DIt
Tl14.8-65% ) EMESNTVEY, BECHEED L \WEFE (Previously untreated
pmmmJmm)Ksﬁé4yzey—%&%@iﬁﬂvuzkﬂ%tﬁ%énfw%wﬂk
. ERMMARBEE TS IXETFEA Y LEHER —HoBETEIX HFIHT 5
4V VY —HRET S, ZOERREENTL5-27% (EERTEI%) WD, bFET
1£3.5-52% D) LHEIRTWS, —H, [ ey —HHBET 5 LB ORERTRAO
AR CETL, BEREOEELRER SN, RS HELE ERZHEL
%5h.

. A VeV Y —REREOSKERIY L EFRBOBRRE LTS vy -l L g
KiE% ST A S VIT (IX) BT 2 REEFIER L Tk & & 5234 /S AR MRIE & AT
BT B4 Yy — &AL, S5TIkMLVGET 2EAEOS VI (IX) HFEH%
W EA D RAIREE L A% 5 13719 —F AMHmEEUSAOERE LTEA Y e ES —OHEK
L AR E L GEEAEA (Immune Tolerance Induction: ITI) ik H 5 (F1). ZDI b5,
AHAFIALr3EL LA veEY — B RA T 2 SRR RS OSBRI F AT OLE
MEE I E S Ao 2 b D TH Y, ITHEEDS L CRRELKROEEICOVWTEFALTY
v, BB, 4 v Vs —REREOT AREGRICOV TR ARMRIEMFERR— AN
ek s MEFRESE CEMBREOREARY A FJ 4~ (http//www.jsth.org/02indices/gakul-~
3.php) A B L TV ZZ& 2w,

%1 (VEEy—FEMRFEECHTDEE

A U < [F RO L IETE Ed i e g lepvd o Ey—HkERnE UaR
: ?;Q@g@g’fﬂ%ﬁ - REBEYA (Immune Tolerance Induction : 1T HX

0 b 2 S AEE (LB B R MHRED A v N—F b b 2 ), IAREMEDOA
Vot ooz, ERSOBERTOIYS Y AEEI LA, FIA YRR L)
IVFVALANEFRICETWEIE® Y L — Fid The UK Haemophilia Centre Doctors’
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YRES—BRITA N T A 2 RA LT 5 Agency for Health Care Policy and Research
(AHCPR) (Bl Agency for Healthcare Research and Quality (AHRQ)) O %125 7 1) 18)
D (R2). hB, HAFIA Y ONEESBOTE T Y ADRESLHHEFED MBI L b
EbDIBLDTHY, KA FIA VB3R B HRIRETENLEFETH 5.

R2 IETFVALNLBLTETNE SV ESDIL—R

A la EHORMERLLEMEOATTF UV

(4] PIEL EB—DDMERM LIRS

lla DPELEBH—DDELFY A N HEFR GefERt)
B b DELEDH—DDKL FY A U ENTHERBITR

Iit KETFYA VENCIERBNVTRIAR (L - 1588 - EHITD)
c v BFIROWS - BR - BRER

(Agency for Healthcare Policy and Research (AHCPR) 1992 60))

Elff Mt b ¥4 (The International Society on Thrombosis and Haemostasis ; ISTH ) 247
fRH#{LE B4 (The Scientific and Standardization Committee : SSC) @ Factor VIII and Factor
XMEBROBED 1M, 4 ey —OREHEE VIT IX) BF A ST 2
BEESRE RS (anamnestic response) 12 & - T, SBethesda 847 (BU)/ml %35 & L <4+
5. bbb, HVII IX) AFRAOKEMEC O »P2bLT, {1 ey —@EF—EL
TSBU/mMIAR@TH B D% T — L AK 45— (low responder) & L, —BEET% 5BU/ml LLE
Lholb D% NA VAR S~ (high responder) &35 (LY 5 X : Grade C, Level
V). %8, BiECEBERRERIER VA, BAA FI4 2 TIHSBUmMIEZ N A L AR & —
WEDHIEETH, F72, 41 VLS =IOV TH A Y ¥ —DRIGHEOHHIZE |
T, SBUMmlkizEAfiA ¥y —, SBUmMILLE*BENlA ey -3

LRAETAFTA VB B S ABH L ERE 70 b O Y E EA RS (activated
prothrombin complex concentrates ; aPCC) b L { B BEFHB I ER NS B S VIR F
(recombinant activated factor VIL : rFVIIa) #A %463, /-, EEOHIM & 13FIEL % B
bLAHBBELRTTHMOS 2 EHLMETCHAMNMME Bk L, KFHEIEF LD,
DLLFMB LT NLHNTHHMENS <, EMEESTFH SN FHEET oL 45,



