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FEM D 284 282 LML & HIZHEA LN, £ >~
LV y—BiERIHT oMl kT 5L £
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Abstract

Establishment of a novel bypassing hemostatic treatment in hemophilia A patients with inhibitors

Keiji Nogami, Akira Yoshioka
Department of Pediatrics, Nara Medical University, 840 Shijo-cho, Kashihara, Nara 634-8522, Japan

Hemostatic management with inhibitors for acute bleeding in hemophilia A patients is currently

considered as a serious task for treatment. In recent years, the treatment of hemophilia A with inhibi-
tors includes three options: infusion with high-dose factor VIII concentrates, bypassing hemostatic
therapy, and immune tolerance induction therapy. Two therapeutic products used for bypassing
therapy, activated prothrombin complex concentrates (APCC) and recombinant factor Vlla (rFVIla),
have contributed significantly to improving the quality of life for these patients, However, many un-
solved problems still remain, including: (i) the monitoring of hemostasis; (ii) themostatic uncertainty
related to the number of doses per day; (iii) prognostic assessment: and, (iv) the economics of treat-
ment. We therefore anticipate the development of further effective and efficacious therapeutic prod-

ucts against factor VI inhibitors (new bypassing therapeutic products).

Key words: Hemophilia A, Inhibitor, Bypassing hemostatic treatment, FVIla
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Current Status of Hemostatic Treatment for Patients with Hemophilia and Inhibitors in
Overseas Guidelines: Towards the Establishment of a Domestic Guideline

Ichiro TANAKA and Midon SHIMA

Department of Pediatrics, Nara Medical University

Abstract The primary approach to the hemostatic management of patients with hemophilia and inhibitors includes
tr with bypassing agents or inhibitor neutralization with high doses of factor VI1I (IX) concentrates. The choice
of treatment for acute bleeding or surgery in inhibitor patients is dictated by the severity of the bleed, the current in-
hibitor titer, and the previous anamnestic response to factor VI (IX). In general, a certain consensus for the choice
of tre has been blished in overseas guidelines. [Inhibitor neutralization therapy is recommended in low re-
sponder patients with a current titer of less than 5 Bethesda units (BUYml, while nt with bypassing agents 1s
recommended in high responders with a current titer of more than 5 BU/ml as the first-line therapy. In high responders
with a current titer of less than 5 BU/ml, treatment with bypassing agents is chosen in minor bleeding, whereas the
therapeutic choice in severe bleeding or surgery is controversial. Many of the guidelines do not fix an order of priority
for the choice of bypassing agent, except for the recommend of recomt actuivated factor VII concentrates on
the Australian guideline. These issues have been reviewed in this article for development of a domestic guideline for
the treatment of patients with hemophilia and inhibitors.
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Key words: inhibitor, hemophilia, bypassing agent, inhibitor neutralization
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ZEME (LT, 1 veEs=) REFTED 4o
=L AVNAREECH L TiIThh 5 i
goeR, HOORERECGLUTARESEE VN
(x) BAFE£@ECHETI LI FuThhhe
TWEBETH LN, 41 v ey —FHMEMBE (L1
Ty A veEy—BE) cxd 5 kilEm o EH
HEFET Sy, FhiasEinboTiREY. THb
b, HMEKROHER E V- BEr A FOEREL L
12, 41 e —DHEHLHE vIn (1X) FEFRH =
TERIGHE VWA YEE S —HOBELERL - |
THERELRIRT 50BN S, —ic, fYEE 7 —
wEFOEME#RE LT, BEROE vin X)) BFW
ik b4 v e €y —chinfiiz (BITF, dhinfid), b
LB vIn (IX) BF2EE L TibMe dhnd g
A i (BUF, #44 < ZBEE) dTbhs T &n
Z\, oL, RETHEMSNIWNN (KT,
2 WH) &L Tilts TS A SRS viI BT (recom-
binant activated factor VII, (FVIla) BF| & EHEN 7ok
v WEERE (activated prothrombin complex con-
centrates; aPCC) #idh 4, @A TR TICEE L1 # 1)
Ty W+ ¥, =2 b3 NVTHEDW,2hODOHA ¥
{ rhnEEnTEY, BEEPA 207, £—2+ 351
TTRERNITHiITOH TS (Table 1). —H, b
HETIREER S LS ey —REDERET-T
OBk TH L, BEMEIEMFSFHEREERS
MAFEBEHT - - M H W IR R L7 o o —
rHEET O, WXL > TEOWERRS—B TV
EHMoMICE Y, £CT, HHETLSA vy —
W T D EMEROSE{EE Y 5 BT, B
BlmA M b Licii > TH A F 74 »OESHiTh
NTVWEECATHS, ToTRIEMBEMOEGMD
EF2ERET AL L bz, BREMEICLSA Y=
* s PWADH A K54 », kE, BRELEML I
S{EMiThbhiT v, AMTREBEREOAI K31 2%

254 2%

Table 1

HERET L b s, bMEOY A ¥ 34 ki T,
17y —BEIHT 5 ILMEMOBRN L MBS LR
Bl

1. HEOER

HA K4 Eicdh > TizEREHSZL, B
BEF—LTE AL S,

1. 1vEEY—DREY

gHvin (1X) ArusWmEcy+s/ vers—-o
Rt i B R RIE (anaminestic response) 2 £ = T
gEEnD, [EEMEENFS (The International Society
on Thrombosis and Hacmostasis; ISTH) Ol (k&
B £= Factor VIII and Factor IX /NE R &0 © 1 BEE
RIFRC L D 5 Bethesda Hf (BU) /ml ZWH & LT
high response inhibitor & low response inhibitor 12 [X5} L
Twa, Thbs, Fvin (X)) BFEROREeE
Cbihbod, { vEES—{liH—BL T SBUm &
i Td 5 & D% low response inhibitor £ L, —METH S
BU/ml 284 4 & ® % high response inhibitor & E & L
TLaY, #EicdEEDKFN%E 10BUmMI & LTV
A& D, R, LAETLEECHMALSBUmM £+
S5 10BUml &+ 50 T8, REIMAShZDHE
RThas, Lipl, WBELF BUMLIZT 20 THERLE
RPEKELED-TL A0, COERREYA F54 >~
e TAROUEETS S, HE ISTHODECH -
RIETHAON A F 34 Pl 2" 3+~Ts5
BUmMI THE—ANTWLWAC L0 S, Sl bHETLH
1 F54 »FSTOBRMLBLEDOS, &1, §
BU/ml % high response =& L@ low response 1= &4 D
BIZOVWTIRISTH ORE T OIS h Uit <, &
HoH4 Fa42PmB BRTE—FELTOWEL, &
Sz, B $ 3 high & L < (4 low response inhibitor &
Vot BBE, K K54 vick->Tidhigh 6L < (32
low responder ¥, high & L < [4 low responding inhibitor

The overseas guidelines for treatment of patients with hemophilia and inhibitors

Country Title of guideline

Organizer

Australia
FIX products"’

Evidence-based clincal practice guidelines for the
use of recombinant and plasma-derived FVIII and

Australian Health Ministers” Advisory
Council (AHMAC)

United Kingdom

| IX inhibitors”

Ty patients with haemophilia and inhibitors"

The diagnosis and management of rncior_\’lil and

ltalian guidelines for the diagnosis and treatment of

The UK Haemophilia Centre Doctors’
| Organisation (UKHCDO)

The lalian Association of Haemophilia
Centres (AICE)

Canada

hibitors”

Suggestions for the management of factor VIII in-

The Association of Hemophilia Clinic
irectors of Canada (AHCDC)
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LS kS RENRIE - TV, KETURE TR
Zfmic, HEORBAENA VAR —BLVO -V
aftvy—2t—L, SBUmM 2~ f VAR F—&
HhEocEETS, B, 1VE vy —-hil b5,
EDEA ey —LMAMES 7 &Ly —DOEEICOL
ToH—-NALBTHIY, GADHA K314 KRR
BRTEA A ey —ORGHOERICNS-T, Wa
OHRA SBUMI &1 5 LOME Y,

1. EEESE

WMo WEREIC L - THEHERNED- TSI ED
o, REFOEROGHETHS, Hllz vy — FONE
OIS TIE, minor & L < i3 major bleeding &
+ %60, mild & L < (2 limb/life-threatening bleeds & 43
Hi1 2 6O, mild-moderate & L ¢ i3 severe bleeds & ¥
ZLONXAESETHAN, BLT WEEOHMER
FAENI AL I T R 2 B RlfiEtE D & 5 il %
®HL, enPAORES SV IRPEEOHIM L RHNT
ZHEIcH B, —H, FRHMTINNET-TVS
HAFIA vRRNEGHVA, 2003 Fice—2TH
Bk o M5 WS 25 “Inhibitor Management
Strategies: Surgery’ (BJF, o—=&H) TRELLT
BEABNFEROSMEE L TRRESH CRmFERE D
Fi7, BOGH-S AR, PHEME /o kkE
£ hEBEFR, o RETH. PIEEBRE, BmE
ek, MBLUERR. AUHL ANSERENE L UEBK
EHELFREERLTVLEY,

. ¥#HoRR

{f vy —BEOBEHME - R FHHOBERICI
ADROMY, A& ThimEs <4 S2AFGELS
I, B@ROHA K34 yTROOBEOEIICMT ST
WTYXLEF7a—F ¢ — FTELTULS LOHBL,
BRIk >Tit, DHMOERER, QBFHOA v EE
7 —ill, ORERERGED I >OBHICEDSFFHNT
WELOHEL,

1. O—LbAKRIT—

o= LAY Y-TRECOH A F54 v THMOW
ERIcorbs FOHRENB—RIRE T TVE™
(Table 2). PHIMECHFHRICMT 2z 7 YA IRE
Luwdl, o—p 2y ¥—TiME FRE kims s
TE, A NARECE<TEFNTHE I LnEEDN
5. Textbook of Hemophilia i=i}, To—v 24 v ¥y —7
REFENREEZMOYT, HAROE vl BFRA 8
EMc@ERATICLHRENELEbNE | toiCR
50, BAOHA P34 PBBLETL—FED 4

Major bleeding/Surgery
. Bypassing agents’ Porcine

=5 BU/m]
1
Fvill

Minor bleeding
1. Bypassing agents

High responder

Fvi
2. Bypassing agents

Major bleeding/Surgery
1. HD FVIIl/Porcine

<5 BU/ml

Minor bleeding
|. Bypassing agents
2. Porcine FVIII

Major bleeding/Surgery
HD FVIII

<5 BU/ml

Minor bleeding

HD FVII

Table 2 Treatment option for bleeding or surgery in patients with hemophilia and inhibitors on the overseas guidelines
Low responder

AHCDC
Canada 2000"

—
oo

puon
plion

1

AHCDC: The Association of Hemophilia Clinic Directors of Canada, AICE: The Italian Association of Haemophilia Centres, UKHCDO: The UK Haemophilia Centre

Doctors' Organisation, AHMAC: Australian Health Ministers’ Advisory Council, HD FVIII (IX): high doses of factor VIII (IX) concentrates, BU: Bethesda unit

;=)

n

2. HD FVII after plasma ex-

change’ Immunoadsorption

1. Bypassing agents
1
2. HD FVII (IX) after plasma

2. HD FVIII after plasma ex-

2. HD FVII (IX) afier immuno-
adsorption

1. Bypassing agents

. Bypassing agents

Bypassing agents

Bypassing agents
Bypassing agents

2. Porcine FVIII

1. HD FVIII (IX)
2. Bypassing agents
1. HD EVIII (IX)
2. Bypassing agents
Bypassing agents

2. HD FVII (IX)
Bypassing agents

1. Bypassing agents

HD FVIIl (surgery Bypassing agents

only)

1. HD FVIII (IX)
2. Bypassing agents

2. Bypassing agenls

1. HD FVIII (IX)

1. HD FVIII (IX)

2. Bypassing agents
2. Bypassing agents

. HD FVIII (IX)
Not staved

AICE
Italy 2005"
UK 2006

AHMAC
Australia 2006"

UKHCDO
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YHABBOoNTVS,

2. N LARY— (EHhi4 v EES =)
REDS » £ EF =M sBUmM KO A LAFR Y
F-BETH, WEECIEL THEBIRET-TwAY
A V54 2B (Table 2)". BEHMEFICRTXT
DHAFFA4 2 THA R AURMBB - BIRLE LTS
M, ChidfpRricEC a6 LhgvERSHINSAF
WA T4 EBEL THChn, bLChE
WZEMA (Immune Tolerance Induction; ITI) @4 fEL
T, A2 —-0OLREBILILDLBHPSHTY
&3

—4, EEHNG L 3FHoBEE. ELond ¥
4 v THhHNGEEE—BRELTUEN, #—2+ 3
NTOHAFFA TS AZMH, &< I2FVIla
WHIEZHERZ L TUVWAE™ (Table 2). ¢4 +¥ AWk I H~
PO ST I F L RAZ LV ED S,
A=A bSYTODIEF 7 AERICLEETA RS54 2T
i3, (A Lrafy F—oBECH vin B-FR5EE/
TEDIEBIIANETHS (NavEry PBEIZoW
THREEROZIEFZAFHL)] 20U L ->THAEY,
Fhical, EEOH A F 342" T, TsBUMmM KK
OWFEHMTIRO—LRR =L S LAY
F—iztdhbod, BGRARSE vVIIETUAFEES N
5] LidEhTED, 12V TDHAFSA " Th,
[FAEOFE vin 0x) EFusEEGHns L <
AFRcR-TERENS | LIdkkzhTVWs, ohs
REUMECa v 425K LR Thitn
F oA LSl DS, IR IR T B il
RiGHEC 2 TD4~7 HM, vl (IX) BFEH
TE=7 Y > 7 LAMNSEREIZ LM 5 iRtk
R -PE LuiniBbhs,

I N LARY— (BhHii4 vEEY—)
BanA ey —lH5SBUmMIBLED o LA v
Y=T, TNTOHA NI4T g 2 2 WURHP—
BIREAL STWVA" (Table 2), #44 < ZAFEHOHEM
At & E @, MPPEReREREs 5 L £HWTA
e By —HlEET 2 ¢ EohingEsiTbh s,
brEOMEREMESRCT »r— FHEAETIR 10
BU/ml A WM& R <1 <2WRloanRIREhTY
fodf, S~10 BU/ml OB &I W HIMmE L < 2Fdiic
PR - Trpfofii 2R | - &4 3RS - 127
LL, S~10BUmMl D1 » & & ¥ —icxdd 5chfisia
IC2WTI, BAOHA ¥4 T BIRBIc -
T, Textbook of Hemophilia T &, [—#%1Z 10
BUmMIELED A v ey —REHBROE vin BFTg

T &MV, 5~10BU/ml THERNARELTFHTE
Hw] LiEmshTva”, Lal, Bvin (X) BF
WAOMBRA LA, DRowmT R TR ROREIR
SHakic s - 1 RE MM TT v e —2ET
SHa{TH, BRMIcEGAROE vin (x) BEF
WHlic L ahfusEfich s, Ford > AREY S
LOMRMES W TWIELWOMSETHE, a2 ARE
EREOBEO LA+ a—+ LTRIRED 1 2120 5

Z3bDLEbNS,

4, ITI BEEMENO NS LR Y —

T 2 EMEFR 639 ITI OMEERLE A &
Ey —liH 10BUm Kl s LTV AMENMNELY, £
Dizdh, A LABE YT —TITIWMELZTI A 0%
BMhOBSIRSA v EEY —0 LRABE S0, A4
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WA L, PUEATE IXEFEREETHT S
B, fiEA7: vEPATFof FEORESLEL
Z2hTWa,

6. 1YEEY—BERSFE~BENES A

BEOHFA Fa4 Tk, BEMEHABRETA ~
LSy —-HRELLEES EEFRESLE
(DDAVP) ARG | 2 ShTVSY. Shid,
TFE~BEREOLH>TAT VII AT 2 WRG o
VIHEAFICHLTRE L1 v e & ¥ —HRE L2 WE
PISSBIGE LS, XL, BHEROTFHIM2ZIZ( L,
MR MHEBLC e, H1 F74 yTREROHIN
BoERICREZN TS,

7. 184 s ABHORIR

WADOHA KA vELELE, (FVIa BF & aPCC iz
BAEMR A(T T O EOHE Y, HE—, A —2 F
FYTOHAF 34 710, FVIla WEIdE2ME- 2
BOHT AL AR ¥—jaRiD7 -2+ 34 &L
TXAbA7>¥avTHdD] EVHIEWP, aPCC L
(binoFRlA-o &Iz, MRFORMESMEI LM
5, BEMHBMO 7 »r—2 74 v LTHRENLL]
EnsigilsE sy, Lol, GiEOEEEUNLH
ERNL, ERPA1 70V TOHNAF514 T, TS
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1 vk vy —BEiH 5 EMEROBR

O L RTOH R (Feiba NovoSeven
Comparative study; FENOC) T &, S 1256M% T
H—HoRETHDELENS LN LO0, BREF
ofitEE I LRESINTVEY. 2OfY, i
olFERBTREs OBEH L - THEVATISATVE
or#ites s, AL, SEolmmcdd IWUROH
Pt B LTREEL, TRBIRY &P, FVIal
FMLRMEHS LD EDTH S 2, HillEOKRTES
cr-TELFHTVAEEGHS, £, FVInHF
HERMAE %, 2~ T L cHNEORS Y
S BBEKE G, & IcEMoRS L BEN,
EREMONTIZ & » TABELRR T aPCC H1EIR
ahoass s, FhicHL T, aPCCERICEIR
HRERGERTLZVEES, TLa¥-FLoRkED
HLMEFRBA ey —8FTR, GLAFVIaE
Hir@eah s, 2o, MMBEBUSH I+
FRFSEVSBACEVT, REPHEOFILHT
Lizphiftishy, £4, EFoM, bBEITH
aPCC (3§ 3 ALIMO@ERICHA &0 RBRED
B EHEORRCKECREEL TEaLY, MERES
nEZAmMOMEL LD, COFEILTR 20 4
A1 BcHBExhi: Chickb, bHET BRI
AOEBEOMVHFIRIESOEC LT S EEL
WCeTHS.

Iv. AmEORE

1. aPCC DAZEAR

E(OHAFIA vTlRaPCCOIBIEERI
50~100Ukg £EFESQTED, | BRAHESRE 200
Ukg £EBATHH LUV EAMFIEENATVS (Table
3). —H. WilD o —<£RTIHNHFRT 50~T75 Ukg
2, WEE~KFUHTI5~100Ukg Z1BHES5RE L,
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FHORBISL>TEESHTWVWEY (Tabled), 25
iz, BAIRSRI2 200 Ukg 281 5 (250 Ukg) D8
AMBEEZATV AN, BENSRRICS VW TIEIRY
THNL, 200Ukg 2B WARCERTLI A2 %2
LtEISEWMBOhEILHEZLONE®Y, 2L,
Chids  ETHROMEFRUMEC L ZEBEL L
Lid=4»Thh, bHrBEoREEME Eroh
TWaGDOTRAEL, =%, BSBRI>vTR, Y
hoH4F34 »ThRENRECZLY, o—-=4R
TROEFE~AFHOHBSES, WE 1~5BHI2 8~1285
MTEEL, 6~14 BHIZ 2EM T 0S5 R L
Tuwv 4 (Table 4)7,

2. rFVIL ERORERR

BAOHA FF4 TR 0~120ugkg DS R
HHEREINTVS (A FYOHAFSA4 vt LW
Wiz, 70~90 ugkg &4 T 3)"™ (Table 5), A%,
WARRES AR RO 3 ERS LRFICHEN»OE
S2THALOHE Y BB LY, AWERESLED
TASTL L RENREREMASHTHL, FAFS
£ rTlROEFHBLSUR-SEREERTOGEVWS, &
SAMIE>L TR, o—2&WTRPFE~KFHhOB
& Wi I BER2HBMCL, 28 HRIFM I L,
I~sHEHRABMI L, 6~14 BB 6 M T L OS
EHRELTVS (Table ). &z, rFVIa W2 K
PR IAAE L 7o, T M-S F by YRl ORS
MY I AL, H—35 AR5 TN HRMEY
TbhaZ &MeH 5", LiL, FVila WRIOFR&GTE
c2wT, #4¥F34 Lk BHoruM-T3dEzh
TESF, A=2+3 ) TONA K514 »TREFELL
T LT STV ADATHE™, L, o—7£&
RO BT IR 15~50 ug/kg/ B 00 BT T O FHHEGE b
fHican T3 (Tabled)™,

Table 3 Recommended dosage of aPCC on the overseas guidelines

Minor bleeding Major bleeding/Surgery
AHCDC 50- 100 U/kg every 12 hx 3-4 as necessary 50-100 U/kg every 12 hx 4
Canada 2000™
AICE 50-100 U/kg every 8-24 h (Max 200 U/kg/day)
ltaly 2005 -
UKHCDO 50-100 UZkg (Max 200 U/kg/day)
UK 2006" B
AHMAC 60-100 Uskg every 12 h (Max 200 U/kg/day)
Australia 2006

AHCDC: The Association of Hemophilia Clinic Directors of Canada, AICE: The ltalian Association of
Haemophilia Centres, UKHCDO: The UK Haemophilia Centre Doctors’ Organisation, AHMAC: Australian
Health Ministers” Advisory Council, aPCC: activated prothrombin complex concentrates.
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Table 4 Recommended dosages of aPCC and rFVIla on the International Conference ‘Inhibitor management strategies:

Surgery’ in Rome™

Procedure Pre-ope

Day 1-5 Day 6-14

Minor 50-75 Ulkg

aPCC

50-75 Ulkg every 12-24h 1-2
doses

(Max 250 U/kg daily) Intermediate

75-100 Uk
Major i

75-100 Ukg every 8-12h 75-100 U/kg every 12h

90-120 ug'kg

Minor (Ped.120-150 ug/kg)

Bolus

“)U'IZnga‘kg every 2h up o 4
doses every 3-6 h for 24h

rFVIIa  injections Intermediate 120 ug/kg

Major  (Ped 150 ug/kg)

90-120 ugkg every 2h day |,

o T r
every 3 h day 2, every 4 h day 3-5 07120 Ulkg every 6 b

Continuous infusion 15-50 ug/kgh

15-50 ug/kg/h 15-50 ug/kg/h

aPCC: activated prothrombin complex concentrates, rFVIla: recombinant activated factor VII concentrates, Ped: pediatric

doses.

Table 5 Recommended dosage of rFVIla on the overseas guidelines

Minor bleeding

Major bleeding/Surgery

AHCDC
Canada 2000"

AICE
laly 2005 | %0 120meke

UKHCDO
UK 2006”

0 ugke

70-90 ug/kg every 2 h X 3-4 as necessary

70-90 ug'kg every 2 h* 4-6 as necessary

AHMAC

Australia 2006"

90 ug/kg ( pediatric doses of up to 200-250 ug'kg)

AHCDC: The Association of Hemophilia Clinic Directors of Canada, AICE: The ]mlianTss:xiali;Jn of
Haemophilia Centres, UKHCDO: The UK Haemophilia Centre Doctors’ Organisation, AHMAC: Australian
Health Ministers’ Advisory Council, rFVIla: recombinant activated factor VIl concentrates.
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i, MHFRoBCEERTL SISV THERT S
ODTHOIEETH B L, 14V TDOHAFSA
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iElEshTvad. —h, £E2LOHAFEFA 2T FVIa
PRI RS EOHBAMEY STV A A, MRS L
CIHMBEPLDIC2E&HLTVWEBERKLEENT
LWEM,

4. MNRICHT B8 AWK

Teitel HERHPIFICEBZa o4 2L LT, AL
INRD < N ZFEOBOZOVT VoD A S5
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A HA~VNR TR FVIR WHRO L@ EC, £
FAROISEMLEL LA E, QNRT (2 QIR

LTWE®,

EMBIT LI WL, OEROBHAMS L TALL
MENECRMAOR@EMLIZ VW L, @ VRTIHE
ZHLOLT VLD ROOTHGRLER+ S LBHNS
ALl THSE, COHE, FVIe NWHONBIESER
t=RA+3NTOHA ¥4 v THREMNED
BRELT, 200~250ug/ke & TR 5 C & AiATREL
_TWaAHN, Tofol4 FsS yTidpRicHd ol
BoBrFRzhTOLWY, =8, o—-=2RTi
fFVIa MHlowmfmEsRE= ) Rols, Filrc
120~ 150 ug/kg. PHE~KFHT 150ugke &P LK
HICHELTULS (Table4)™. WIFHITL TS, FVila
UHOEERESRIc>VTIRDR RALSY, &5
ZRFAHVEBEEIEDN S,

5. MNANARKO Y= e IBE

aPCC & rFVIIa WD L MEF RIS L ELONT
H5H, WIFhproRRoIEmMAROZE L CF i
FE oL bmRABOND E0H B, Schneider-
man o2, aPCC & L < (3 iFVIa WA o B HET 4
Rotg O L ThREOHRSTHHTHOELTEH-

20T,
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- L& LTVLASY, b, aPCCE 2B L
5L, o Moz FVis BE L 1~3 B
BT sru3b0THS, ffiL. aPCC & rFVIIa BN
oI 6 BER, FVIa BUF & aPCC DML 2 FEL
EHFZ6DOLLTVES. SAGHS, MDY Z7H
WL EMFHMENELH, ARo L BREelml
fRoE=% y7EBHITI L RARBEOHRBRT
bW ENYOERVLETHS. REDHAFF4
i, [T oAk EmErICERheE I <k
F L G BB EH S, BOEN TARIGHE O thiln o B
T ERZhE | LIEBShTVWEY. L L, BRE
MeoBEERNRREBATOATELT, TOREPEM
B5E S5HMN EeEslSROBHRBMIZS V.

6. /A A AMBOENEE

{ vk Ef—%blUVMAERBH T SERMAE
WLt TR—EOa v 4 20@FonTED, M
MAREOSEE ¢ TW L HmE FIT 5080 & ks
#O QOL OB LI -TVWEY, —Hh, f1¥EES—
WEICL - TRHEETIBMNHME T L, MEFRE
MMECERS W HICA 3 h &M E L TRELEE
TH O, 4 ANKOERRLC L S HINTFHPRY
%N TV S, KR @AEdLIco s 2 BIRO
EMEER T HWENV L ohd %Y, B,
Konkle 513, FVIa ®AE 3 A AMES L, # ¥ 72
v PRSI HS, S A E R Lt lELT
waY, Lol, 20lRSRPAY 22—, RN
ROFES & FRROBFEEL, BAOHA ¥4~
THHBELERSLVLONRIKTH S,

7. A bEY—diRE

wRoN4 F34 A% TiidBcMT INEED
el vy, ARG Eodfol (MG (2 40x (EW (kg)
2 (C1O0—=~FF2 Y » FRECDI00 ) XL YEE S —
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3¢, BBLE20XxHkMGA X1 v V7 -l
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Wi b BIRED 1 o & LTWAY (Table 6), —7F, %
BeA5)7T, A=A FS5UTOHA V54 2 TI2006
nigsSRoEBR LWV, BB, MMLALY YT
M 2T BIc 2, WAKRS 4~ BROBRERT
B HEL, @H 1 AGRCYO B S LBNS
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OfENSEY, Chiti—BoBVIIEFA vy —
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FLEERIGHEOEV S e 7 —BETEAHHHELS
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LA yeEs—BE L{lnfLaftyy—BEOE
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Table 6 Recommended dosage of high dose FVIIVIX concentrates on the overseas guidelines

Minor bleeding Major bleeding/Surgery
AHCDC 100 U/kg bolus, followed by 50-100 Urkg | 100 U/kg bolus, followed by 50-100 U/kg every
Canada 2000" every 8-12h 8-12 h or continuous infusion at 5-10 U’kg/h
I N;’ED% 50 The nuetralizing dose (inhibitor level X plasma volume) + the incremental dose
UKHCDO :
UK 2006” Higher than normal doses of FVIII Very large dose of FVIII
AHMAC There were no available studies with data on the effectiveness of high dose FVIII concentrates
Australia 2006” | alone.

AHCDC: The Association of Hemophilia Clinic Directors of Canada, AICE: The Iulian Association of Haemophilia
Centres, UKHCDO: The UK Haemophilia Centre Doctors' Organisation, AHMAC: Australian Health Ministers’

Advisory Counail,
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