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2. MH DAL
WAEMES GEMER D) DEERVFHMA
L NAT L

. JAET YV HIEEAT Y
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" 25+2C WER A TS A7
FHRAERER e 24 % H (5B ) X (NP

WETEE & &, MR, pH, RETERY) RIS MEMR - MRE, = Rhp
KRR . RGP RABR O 5 E i




7. ARERUBRBROREL

FESH AN O TR  AFNTIRAT O RIEMR R O B2 O TEFT 2,

Vs fite D E M
RAFESRIE | PRI RIFIERE GES
e 72 E MR PR A L% D REFN KX Y 25°CC 12 1 H IRAFH O RAI% 3 A
5+£3C 24 WF[H] (66775 AL A7 1) R CIR IR L ERE DRI CIRAF D L& IWAFE R S, TR
FIREACERD T o, WTHORBIE B LB Th-7e,
e 72 E MR PR A L% D REAN KX Y 25°C T 12 o H BRAFH O RAI% 3 A
256+2C 6 IF[H] (468775 AL A7 L) BN ML, ERRORMCRFT D& IBMRER LA~ ]
FIEACETRD T o, WTMOREBRIE B LB Th-o7e,

BETEE IR, pH, HIEIE, B, TRy %

VIL11L#ER EoEE ] oEBMR

8. L DEELEIL (MELFHZEIL)

AL

9. B
R

10. BaR-2%

(NEBIDELGRR K. MENFRCRSR LRICEHTHER

AL

(Qa%
<lmg>

L AAT A (BFREEMERTES Y (1. 1mL) 1 BESST, TR 7158 B 2[R 4H)

<2mg>

L AAT A (RS Y 2 (2.1mL) 1 BT, VAR 7158 B 2[R 4H)

<bmg>

LSAT v (R AT V22 (5.2mL) 1 BTSSR 07 1AL 2[RI HE)

@OF HEE
LRl

(HBEHROME

< JHR®TYHI #13 1mg. 2mg, bmg Vo>

AT IV

AT A

A

rana 7 Fva A

AF T FTHR YT

TNI=T A STAT
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V. ARICEEI SHIEE

1. ZhEE X [F%h R

O i 5 ¥ 8 B85 VINR] - S BB IX IR L2k T~ DA L e 8 F — 2 AR § 5 )8 RV A0 B3 0 i #0)

O R A 83 O i ]

OSE RS VIK - K ZAE B I8 % H s 1 D4 il
O7 Z = i MREEAE B O H i g R O #m]

(i)

LU OEESUIZI RN TS, FRLOBRR @IS EE D SRR A PG L E KM TH D,

PRI EESIES

RS E

Fe RMEHEVIE 7 K ZAEBE BT HH
i fe i DN

Ui A ME AR D R R it D AR MW T CFRR 11422 A 1 AT
4 5 R ONESREE 104 52 AEA ERBOR AT JEPA FE IR BLER R 10 J OV = HE 4
)R T A PR R @A) (2 EEO<HIRE

TZ e N DI RS D H A
a DI

[ R AR SRR IS BT D ATE-MIC D T CFERE 22 4 10 H 25 A3
AEAIE 1025 55 9 5) I S<HFE"

[ AR RS T 22 - E 3R O &R ER W T CERE
22 4E 9 A 15 BATEEAEATE 0915 5§ 3 B) (THE SR A

[ b Mt AR D EE S A EE SRS O B MWW CERR 11452 A 1 B
4 B /EIRFEF 104 B) I SSAMBFEICLDARRFH A g

k ZHRE SR/ IR 32 RIFEFUAZ AR A L, /N i AR ek BB A3t 25 XU B A
HOINDY TV = MR ) E R o S ) O B ) O 7GR AR

* sk NRE SUIZN T T oy = o iU e FE 0D H fn AT ) D 4] ) D 7GR T — 28
LGN e

2. HEXFIHRICEESTHIE

5MBERIERBIZEET ZIE
<TS YTy mMINREHE >

HEAIANIE 4 LB S5 A

LR oW inzimizd BE IR G5 T252L,
- /N L AR PR BB AN 22 SUTBE A DN D B
i/ NI AR AR B3 2 A2\ SUI AR THD 3 B BT i Ml i 2 52 5 572 2 &3 PR 3 S /A g . o> 5

(figeai)

75 IR B I TR L MRS 2R H - glycoprotein 11b/Ia(GPIIb/a) 23K4BL TV, HIfLREOIREEIZ I M/
BRI 25 T 5703, ZOTRHRIZE->THL GP b/ Ma HUACHT HLA HUk7a L o fi/ MRSk 4 2 RFEFUAAEAEL | fi/] Mk
LA &2 D LD D, AANTZO XM/ MR 32 RFEH AL AL, 25 SOIBAE MR A SR g & 7e - 72

BENEIS LT,

IHIT, LUANERER, BB, ARG S, JUll/ MR Z A LW EE | 26 QNS /MR AR g o 7e
WEREIZBW O ARAIDE D DB ETHLIZEDHRINTZ (V. 5. (1) 37Ty~ MW TERE @ (B5) it
ZRFHA (FTHAEM-3521 3RER) & U@ (%) [E B ZMFSE (FTHAEM-4030 3BR) | DIES M) 7-8 . AFIORhEE X 138h 5
[Ty i/ MR A D9 BB O I i O Fn il &L, i/ MR ERBEBIZ DV T, TS i AR R BE 28720 U AR
BICdDA, BB M/ M % S22 2 & A3 R EE S i N . oD FER S AT 24 S HIET SN D BT ) OE A B ILT,




3. AERUAE
(WRZBERUVAEDREHR

AFENTRAN IR SRR A & TEREL . 2~56 530N THRARNIZIES 775,

ZHRE X322

MIEK O &

072 V[ 25 VINEA] - ST AR IX (R
TR DA e S — 2R
I A RV AR B O H i
il

WIE$E 58T 90pg/ke (4.5KIU/kg) &2, ZD#%IE 1 [Bl#5-EE LT 60~120ug/kg (3~
6KIU/kg) %, MM OFEHE K ORI G U Cl B35, AT, 1k masE6h, BRI
BENBRESNDET, 2~3 BT LIC# 595, TOBL IR LB LB &S5 1
X, B RkR A E TR T 5,

2B BREDLPEEOHMIZL TIE 270ng/kg (13.5KIU/kg) & Hi[E# 59523 TX
2

o RME L AT £ oD HH i 4 )

#alE 5 & 90ug/kg (4.5KIU/kg) &9, TD%IE 1 BIF 58T 60~120ng/kg (3~
6KIU/kg) %, H I OFEFRE K OFE B (206 U Cill B3k 32, A18E. Ik 2354, BERRY
WENBIESNDET, 2~3 KT LI G T2, ZO%OIRE S LI HH o #IR
3, B MREEEERE T,

Fe R VIR - R ZIE B I

15~30pg/kg (0.75~1.5KIU/kg) & 1L M MG HNDE T 4~6 KBS Lo 592, HiLoFE

V5% H A 5] O F R ORE IS TR E EIE R CE5, o, &5 MREb#E EiHE c&E5,
75 iR S E B | 80~120pg/kg (4.0~6.0KIU/kg) & I 1.235 520, ERIRII I ENBLEINASET, 1.5~2.5
2 O H i fE i o B =L c 545,

(QRZERUVAZEDRFERE R

ZNENONEEXITRRITH D HE R O RIT, BRRBRT — b LT B FEICESELL T O LBV IESI,
IR RS S FRE R O B DR TE e « AR

10 {7 ] 58 VIR 1~ S0 26 IX IR - L2 6h375
AVRE X —H R T B0 R MM A B
O H 1 A

V.5.(N 1) © EANERRBRIZITIDEDEDORR KT
'V.5.(7) 1) @ () ii) 270ug/ke BB 5-* | OHEZ M

k [HRE A W E B2 B 2 HRIEEM oW Ok 24 45 10 A 31 BAF
HRAFEATE 1031 55 7 5) [THS<HEE

(38 A B AR RS CHEATHI 2= /- E IR O R BER ICHOWT ) (FRk
224E 9 A 15 AfTHARETE 0915 4 3 5) ISR E

T R i ACH £ 0D H i 41 Al

2003 4 3 A IZ AA AR 1k 522 (S KR A B8 R BUR R & ONESRR (B3R
B JR) RS SN IS ERIELT,

S R VIR - K ZHE B 281 5 H i
e ook

WAL [FIEIZ T 15~30ug/kg (0.75~1.5KIU/kg) & I M AMEHNHE T 4~6 i
LICEET 5, 1 (TV. 5. (7) 2Fe RIEFHVIRFRZIEBE I OESR) ZLeL ., £
AR OFRELFTIRIE U CTHERENMTONDILERHLZ 0D, THILOFE
HRORBEISU TR EITHETHE XD, -, #5HRLE Lk cx
b, | EL,

7= R J)E B3 o ) if A8
] D]

T MR D E BB ISR D ARE OB MK OV A2 G572
i L7~ Internal Data Collection DIFR (V. 5. (7) )7 T~ /M &
IVERE |OHEB ) ITHESWCERE LY, F2, 5ROV T H MO
FE0 H L AE AR O BE R BB ORI L0 G- mIEa i o2 LUz,

 BNRESUTZN R N/ IMEI 9 2 RIFEFUAZ R A L /MR RS RIE A3 8 25 U3 EAE
BONDYT T i MRS RE A 0O H MAE R O FH ) O AR AT




4. BERUVARICEAETSEE
1TRERUVREICEET HEE
<AVEESA—%#BREFTHERENRRK >
7.1 270pg/kg (13.5KIU/kg) H[E1# G- H IR LI LB S DG A1 AFIOBINE G o FARERIZERSIL T
Ll EEICEETHIE,
1.2 REIOFEGIZEEL X, ENAORFTOTARTA b BRI B,

(fiFs)
1) 270ug/kg(13.5KIU/kg) HEIEH5-4% DB 5-ORERIIROINTWDT0 | HEITHOMERH D,
2) ENTH. —AE A BARMAE RS Ic I A& — A e RNME ML AN BRIkt T B IR My AR T A2 |
IMERSH TV,

5. ERERALfE
WERRT —R/ 95—
YL

2009 4 4 A LIRS ZRE IR, BLUTRELCHEIZOW UL FRICELD -,

HAGERNEE LT R, bLIIHEL U & HHEN B

FERPEBVIA R ZIERA BT DB od] | TV.1. ZhRESUIR (FFH)) DS

T2 R B D RS D LA ) O 31 V.1, ZhEESUIZNFR (fifah) | oS R

I if 97 6 ] 55 VTR 7 SU T BB IX IR F 12542 e | V.3, (M ER OB OB ERKE R DIES R
B —FARAT 5 S0 RV AR B oo H i s il ) oo A
EoABELLCIENHEEOHIMIZH TS
270ug/kg (13.5KIU/kg) Hila 4 5- | 2180

(2)BRPREERHER
A S —a AT HMAI A SUTMASE B & 8 Hlliu T AHI 120pg/kg RN HELEIR G L7 BIVERT (AL
DORRBIRPEE TERNED72 B TR AT FT R, BRI R A E 5 0 5 F £ 80) 13380 b o7z,

P AERGIERAER
(B%5)
SETT ORI Rk E R
ALEE A —FRE T UIRALRWMAR A T AR B BE& 78 i 178 HifizisuT, A%l 35ug/kg (35 #i) L}
70pg/ke (43 ) #ARPIR 5 L7- X D IEMZNEIZ L F D LB Th-oT-,

e e b " Ak 1 2 5 (%) HEILLE
H L (ug/ke) Hi i %% ) P A HE7) (%)
- 35 59 35(59) 7(12) 10(17) 7(12) 42(71)
W 70 85 51(60) 9(11) 17(20) 8(9) 60(71)
" 35 15 7(47) 17 4(27) 3(20) 8(53)
CR 70 14 7(50) 3(21) 2(14) 2(14) 10(71)
B2 JF RN 35 5 3(60) 1(20) 1(20) 0 4(80)
(AFRFERIERER
DB SRR ER
Rl



RSV
AL E R L

(5)8% - A BB
ARl

(6);ABERI{E A
DERABERE (—REARERE. FEEARERE. FARBELRAT)  2ERFTEET —IN—IXNE., WERTEE
KREBONE
O A A
FAF G2 BR 2B HAEGIZ 3BT AFIOM I FERE TIZHBI 222 K OVENEOHR, I N A 2 & N2 eI
B 52 HER OIS HE LU CEML., 180 Jiiik 308 EFIDFMAINELT-,
<LAME>
BRI SRAES] 308 175 48 151(15.6%) 91 HEORIERAARE S, D FE2bDIE, LDH #M(6 #) . 747
U DEAZ—HEIMG R, 747V DA —RELET) | ALT BN (4 1) ETh o7z,
<HZE>
BRWWERRAT S T — R IC R A AR DOERNZRIL 65.6% (542/826 HILTE Y —R) THY, AR £ TOR R AR
BT DA N 58.0%(91/157 Hin=t —R) LRIFELE CTh o7z,

I 3
5 5 . .
o - ~ - i s
5 5 B 5
448 94 194 90 826 65.6%
(54.2%) (11.4%) (23.5%) (10.9%) (100%) (542/826)

@ E A EGEFR A (T B3 290 4)
T RFEREI AR AP 5- S 72 EEGIZ 5T RIS, AT FERERF ISR DAK D% & VE K O B, I QNSZ O o3 =l
AR OIEE H L U4 &0 A AUER R 2 =M L, 53 ik 86 il 115 PHFOIEFMAINELT-,
<ZZaetE>
22 PEREAM S BRAE B 86 BH D 14 51 (16.3%) 27 FEOEIVER S @SSz, 2O ERLO, M/ MR (5 1), 747
Vo DHA~—8IA A, 747V DX A~—BEEET) HThoT,

<A >
B RVERTAM X 52 46 6] 68 RIZIIT DT FTRED K &) | [ FHitE o Mk iE ) & O 1k MARBEDHERF | IX TR O LBV T
HoTz,
SKEGLE BB DA i
- P 1 AP PRI |, : VI
" ﬁfj*‘r/wf—ﬁ ggﬁitef-ﬁ GeARREIN 5579 %Kzﬁﬁ%
SR 46 22 7 5 12
2R (FIR ) 68 38 13 5 12
.| PHEUT 33(48.5) 20(52.6) 7(53.8) 1(20.0) 5( 41.7)
imigaﬁ@ TF4HieY 25(36.8) 15(39.5) 2(15.4) 2(40.0) 6( 50.0)
FAALL L 10(14.7) 3(.7.9) 4(30.8) 2(40.0) 1( 8.3)
EGE 60(88.2) 34(89.5) 10(76.9) 4(80.0) 12(100.0)
q;mfﬁ?;(f)lmﬁ RSRNEEE) 7(10.3) 4(10.5) 3(23.1) 0( 0.0 0( 0.0)
' f2sh 1( 1.5) 0( 0.0 0( 0.0 1(20.0) 0( 0.0)
IEfARREDHERE | W 62(91.2) 36(94.7) 11(84.6) 3(60.0) 12(100.0)
1445 (%) AVAY-4 6( 8.8) 2( 5.3) 2(15.4) 2(40.0) 0( 0.0)




QFe A F Rl AT (UM ik e [ 26 VIR 1 HLAAR BE AR AT
7 AR AR AR AR B OV AT SR BRI 351 08 AR 2 e 8 A BRGRTR A L2 38V VT IR R [ 25 VILRL -7 (FVID L2k 3~ P fd
(BT FVILIR) A3 E SIVIE B2 5 81T, HLFVIFLIRPE AL ISRt 4 B & U= 4 et F & A 2 =L . 9 Mk 9
FEBI DGR INE LT,
PUE VIR - PUBRORE L, SERME M AR A K OB FEF] 6 4, 2 VIK R ZIELHE 3 BIOFE9 F 14 BRIKICIBDTERL
7o FOFREFRIT, Wb EEETH T,
PURRIEZAT S TEFNC BN T, IR O 2 S R E TTHECREE SR O RF 1T Ao eh o7z,

@BRMEMARR BRSBTS 10 £HOFTRGRET — 2
BRMEMAIRIERICBIIDABNOMEH ., AEBLOZEMIC OV T, AARDZHRITH TS 10 O F g RE T —
HENTIZ LRI L T2, ARBFSEIE, 2000 4 5 H ~2010 4 3 HITEFIHR S ERFEASIZ 94 figk o 132 fi, 371 =t
V—RERREL,

<HhE>
1M RN ER L ESH - HIM T —R1T 41.2%, FE0728 9.7%, 00 7078 41.0%, LA 8. 1% Tdh o7, 2 FERICA &
IO LN -T2,

rFVIIa BMEEL rFVIla + aPCC,/ FVIIE LD 11 i A 2k o bt

3 Hh RSNZ R PE
8 BELAN  8-12 FERE 12 BEMLL HE2h =i 225 HA
129 26 120 27 302 155/302
rFVlla S, () (42.7) (8.6) (39.7) (8.9) (100.0) (51/.3) 0.8621
rFVlla+aPCC,~ 24 10 32 3 69 34/69
FVILOF ., 1 (%) (34.8) (14.5) (46.4) (4.3) (100.0) (49.3)
153 36 152 30 371 189/371

Bt n(%)

S =B/ ik

aPCC: HEM b s B A A, rF Vi S5 T AL P A VIR -

TR 5 90pg/ke Bl ECloo = M1, WA 5578 90ug/ ke K Cloo 7= LHERL T, K% B\ FLAFC
T, PIEHR G 2 BB ETOR SN 3 BEFILL T Clofo B Clt, BFHINS 3 BMZ BB LU T,
TR BIF CODMIMD AN, ZOZEIHE Tl -1,

(41.2) (9.7 (41.0) (8.1 (100.0) (50.9)

TR DA X4k (OR) (HifL=r> —K 300 )

OR 95% CI P
o 90ug/kg LA I )

Palke 58 (ug/ke) 90ug/ kg ik 2.3 (1.4-3.9) 0.001
. 3 RFRLLF -

e G-l (RFE) 3 IR 1.5 (0.9-2.6) 0.136

TR =(CEMAER) /IR

BHEDERE R4 ThoT- Lty — Rt ZOMITICE TN TR,

CIAZHE X ]

1B A S M B A SAFI W] B 5 CORE L OB M2 M Li2L 25, i BRda 1L . J0 B WICAR 2 & 5L
T3 AT, BRRDA BICE W ZENRHLNT 572 (P<0.0001)

<HEFEH>
132 Bl 19 BlCE 36 tEOFEEFSNWESI, ZDIH 6 §i 12 EREELAHEHFL TH-ZGEL 4 fladte), F5F
536 19 T, BRRRAEEORE Thote, BEERAEFGUIL T4 BN LI (2 BIITFHAT Y EhlioS Hs
L7z AR ZER AU R R, 2 BlTIMAR ZERR A U Nt o 7). BB AR FERR A~ b 5 A8 3 Il CHltE
iz,



DEADBEUELTEETFEDHNBRRIIREL-RE -HBROME
HGBARA LU T, I RRER A, e I iR A (TFARTIRr O S BE 2R, BT FVIHUARE ARIZ RS D MR) 2 =ML 7=,
A AR OB EII 1) B R A A (— el A iR AL Rl AR AL, o P i LR A | BUEIRGE R 7 — 2 — R
A, SRR RRABRONE O 2,

(NZ Dt
DAVEE X —Z 0 955 RV M AR
OEMNE 1/11 FH3RERD
AR H—ZARE T HMANR A XXM AHE B B3 10 #1157 Hif iz T, AFIop)al#% 5 B35 R 90ng/kg LT
FRARPI R 5L, B0, FREE M OVERZEICLY 60~120pg/kg ORI T G- BABRL/ZEED 1L M FIZLL T oL
BOTH-Tz, GEFH R BT KGRI A ER)

F 1 Ik i h

o . 1k 1 2h 5 (%) HENLL
I 5 &%) % R ) (%)
IfACHE A 153 47 40 61 5 87(56.9)
A5 B 4 2 2 0 0 4(100)
oat 157 49(31.2) 42(26.8) 61(38.9) 5(3.2) 91(58.0)
2 B G-Ik i sh R
B AT [T 8 11 Zh 5 (%) FhEL E
(R fi) £ GE AL s (%)
1 [A[# 5.2 30 19 9 1 1 28(93.3)
<3 40 17 19 3 1 36(90.0)
<4 35 10 8 17 0 18(51.4)
<5 7 1 1 5 0 2(28.6)
<6 7 1 1 5 0 2(28.6)
<12 11 1 1 8 1 2(18.2)
12< 27 0 3 22 2 3(11.1)
oat 157 49(31.2) 42(26.8) 61(38.9) 5(3.2) 91(58.0)
D) FIEEE G- 12 B E o 5k
T 2) B 1 HILARL, 8 5RO B O
< 3 i EA B Ik i ssh 5
e . 1k 1 Zh 2 (%) B
LA i ) % A e *)
RPN 118 28 34 54 2 62 (52.5)
AN 15 6 2 6 1 8(53.3)
T 11 4 5 1 1 9(81.8)
H e 8 7 0 0 1 7(87.5)
£ 1 1 0 0 0 1(100)
i bR 2 1 1 0 0 2(100)
Z O 2 2 0 0 0 2(100)
At 157 49(31.2) 42(26.8) 61(38.9) 5(3.2) 91(58.0)
) 75 BN, B



(&%)
Qs E 111 AR

(1) 8 8 ~ P 45 B o M . (TE BV )

)90pg/kg # 5.9

AL H—HARAG T DA A UTIM AR B B34 52 4 614 BT, JFRIEL TARAI 90pg/ke & 3 HFH
TEICE RN B S, G- mET 1~3 [mEL, ki REHERFTD72DICS5(2 1 B 5 L2 & o 1k i R LL
ToOLBYTHST-,

L AE i 2h 3 (%) 24 RefIE D

A R ) 7L 1 i AR ()
&t 614 566 ( 92) 31( 5) 11(2) 6(1) 538/566 (95)
R 239 228( 95) 7(3) 3(1) 1(0.4) 212/228(93)
A 375 338( 90) 24( 6) 8(2) 5(1) 326/338(96)
H RA&IN 490 452( 92) 24( 5) 8(2) 6(1) 429/452 (95)
m | FHEN 116 107( 92) 6(5) 3(3) 0 103/107(96)
HE | R L 6 5( 83) 1(17) 0 0 4/5  (80)
O | g A B 2 2(100) 0 0 0 2/2 (100)

1) AR M SRR S M7 24 iR o Ak M Rrfse

ii)270ug/ kg HA Al 5.7

AL X —HRA THIANE A Xt B BEZx R LEL T, AA) 90ng/kg @ 3 [al#% 5- (FEHER 5-95) & 270pg/kg D
AP 5. (H[E % 595) Z LERET T 2 IEA BT, 7axt — " — “EHERHBEEEML7-, AR
W, AR FRISOR U S TRl S, BRI 51 s SR LRI oA AR L2 7,

BeHE R 1k ifn D LhHEY 1k 1 AR
FEAER HYRRE 85.7%(18/21 Hiifi) 70%(14/20 Hiifi)
B[Rl g AR 90.5%(19/21 Hiifi) 65%(13/20 Hiifi)

T 1) 48 R LAIZIE IO Lk ffl fait & B L LI o T i OEI G

1 2) A7 TER BSOS HERR (B9 S OVBI N rTBhigki 2 S-S R G 07231
Flo  AVEE Y =2 RATHIMATR A Xid B BEZXIGE LT, ARANOFEER G-k, BRI G1E & NEM 7 =
B U R B (APCC) 75U/kg D HABIF 5.4 LU R FH D HEVE A EIV 1T 72— N —3R0R (R FI#%
HIBIZDWTIEZEHER) # FEhi L, AR T, A3 TRIORUIIE TiMiis iz, 9 RRLINIC
BINO I MEE AL EELUIZEE OFIE I, AR OHEHR GHT APCC OHEIRGEHIVEA BRI -7
(p=0.032) , EMEAIRTEF SOGHRAEIZH-S< I AR TIL, 3 BERICA B 2237 o7 ¥,

FERE AR B {3 0§ 5. G
IR 5 9.1%(2/22 tHifn) 54.5%(12/22 HiIf)
BRI GIERE 8.3%(2/24 i) 37.5%( 9/24 i)
APCC B[l 51 36.4%(8/22 thif) 27.3%( 6/22 i)

1 3)9 RFR LA IB N 1k L ia e L2 E LT BE OFIS
TE 4) A7 RO TR (0 K OB i mT Bl 2 1S <K B A7 3T AT)



(i) E 72 H M
AL —E A TAHMANE A X% B B 11 6] 12 B PR M T K] 90pg/ke % 2 BEZ &
(IR ETERIRN G (LBLITS U T 120ug/ke FTHR) | IEMBITMITIEU T 3~4 BT LI B2k
L7izE&x o b RITLL T O LB ThoTz,

1k M gh 5 (%)
i 2
L " 7 B %)
HRX A SR 11 10(90.9) 0 1(9.1)
(i)

ARE Y —ZRAE THMAIR A XXM AR B BE 14 BlZBWT, &K 90ug/keg & FIRERTIZHEARN S 5L, 2 FF
ML Ic B G411 48 BRI ETHRIRL . ZD% 3 A I 2~6 BT Lot Gafikisi L= & D 1 i) B loHU T
KT (6 B1) S OVINTAR (8 f51]) TIA LN XU TRo0F 2| LHESNIIEFIEITLL F O LB Th-o7z,

s FAfFH O 1E FARFH O 11 M Zh 5 (%)
I (%) 0 hr 8 hr 24 hr 48 hr 3 day 4 day 5 day
KFH 6 6(100) 6(100) 6(100) 6(100) 6(100) 6(100) 6(100) 5( 83)
INFAR 8 7( 88) 8(100) 8(100) 8(100) 8(100) 8(100) 8(100) 8(100)
) RVEBVIIE 1R ZIE B

OE P AR5

INFEICHRD 13 BlICHBUNT 10~35pg/ke % 2~8 BEMZ & (FO% I HIER) ICHR G LI- DA RIT 100% TH 710, Hl
EIRFEH A D 7 B (FAE 5 41, =™y —R 1, B LMY —R 1 #i) 1238 T, 16~35pg/kg 5 L7 &%
DANFRIL 1005 Tz, 728, 5 FllEAFTIRERE R B HFEOEE THD,

@<(&EB) sk 6 HEICBITAREEH 7 ar 7 A

FERMEFHVIR 7 RZIEBE LRGN 6 HEIZRTHRAM AT 0T 000 32 #i (Fif 26 {4, Loy —K 43 H
M) IZFRBWT, HERE A - F &L T 156~30ug/kg (55 6~98ng/kg, FRAE 22pg/kg) & 4~6 FFRIZ LI G LIELE,
TARFREO I CIE 96% (25/26 1) . L=t —RCIX 86%(37/43 L) 3G 2 TH-o7=,

3V T MR IR T B
OHFsMeE FAFRBR
WAL 14 HE, 37 gk, AR G-ENTT T~ MM FIRE (72721, /MR 692 R AR i/ N i i R
JRRFEDHERR S TRV ERI A 5 o) DIEBI A RIS R, BE R OV EE O =Y —RIZBWT 80ug/kg LA B4
2.5 REF LIN O B R T 3 mILL ERER G LIZG6 | AAlE % 48 R LINIZ Ikl T& 7o B il = — R OFIE1E 78.0%
(32/41 1) Th-7212,



@ (&E) s AR A (FTHAEM-3521 585R)

ARBRIL, 7TV ATNAT T ATUXED 15 HETIRESNFIMEL AN THD GTR & AV iziid (FTHAEM-
3521 #BR) THY, GT BHF IR B H Mt —K K OB 1L M E BRI 3 3- 2RO/ ME R O S REtEns,

GTR IZBEREALT 218 BllTDUNT, 133 fi 492 [Bl0D ABRRHIARIE R B 5540, 9B 94 4] 333 [EliX =Y —R DG, 77
B 159 [ENEFAREO 1L M FRS H LS, | BG5S 58 CEE - Z MR ) 13, Bl —RO7EH 9842
ng/kg/dose., FHTHRED 1 MAAFR : 107 =39 1 g/kg/dose T 7=,

A IR BB 5RO A CEERE [#EPH]) 1% 24.1[0~80]5THY, 12 Al 41 1(30.8%) , 12~17 FEAIM : 16 $1 (12.0%) |
18 ik BA k- : 74 51 (55.6%) . ANBA -2 45 (1.5%) Td o7z,

AN B G SN E ORI L T .62 141 (46.6%) . 11 54 13 51 (9.8%) . variant 4:3 14 (2.3%) . ANB:55 14 (41.4%) . 1]
g A pRREIE, Y 31 41(23.3%) . Z2L 63 41 (47.4%) . B 39 11 (29.3%) | FLM/IMREFUAIL, &Y 60 £ (45.1%) , 72L
65 {51 (48.9%) . A~BH 8 {51 (6.0%) TH-7=,

AR G SNz I e — R & ONTFHREO 1k 1 FC DU T PR TAFRE ONZ i/ N R L R AR BE K QNI MR
DO TR O IR O SN BEERIILL TOLBY THo7-,

AEBIRESNEHNLTEY —RIZBT I8RO

‘ i e — Rz B S
o Ty —R ¥ B oA %D ERIRL FEAti A AE - AR
R 94 333 262(78.7) 60(18.0) 4(1.2) 7(2.1)
CitiikErvil
BEHTB#ERL 38 155 129(83.2) 24(15.5) 0 2(1.3)
1/ AR g L 10 14 12(85.7) 1(7.1) 0 1(7.1)
/IR A+ At oD A i 9 34 54 35(64.8) 18(33.3) 1(1.9) 0
[V T AT G QY I iitkyayie: 55 110 86(78.2) 17(15.5) 32.7) 4(3.6)
MRS AR AR H i R 1)
i NG iikdY 15 36 26(72.2) 10(27.8) 0 0
AIEIRTE PuikzaL 5 31 23(74.2) 6(19.4) 1(3.2) 1(3.2)
HY PUAH 1 6 6(100) 0 0
fiIRANFT g PLikHY 14 47 30(63.8) 12(25.5) 2(4.3) 3(6.4)
ENDSINGS EARENAND 29 159 135(84.9) 22(13.8) 0 2(1.3)
7L PUAH 5 9 5(55.6) 4(44.4) 0 0
JIRANT g HikdHY 10 14 11(78.6) 2(14.3) 1(7.1) 0
ENDSINGS IRENAND 13 27 22(81.5) 4(14.8) 0 1(3.7)
R PUAARH 2 4 4(100) 0 0 0

B, O E R (%)
) AR Ak SO 6 RFFLL A e v, E43 B9 2 (I3 L7223 RREL TuvD, 2 R 7e L s AN ZS U3k



RENE SN FHRREO L EBHICBT5E M

e FlrRED TARRED IR MBI DA ™
A i B [ K B HorHE%h BRI FEAM A AE - AR
R 71 159 140(88.1) 14(8.8) 3(1.9) 2(1.3)
DFFTREER
BEHEERL 35 62 59(95.2) 3(4.8) 0 0
I/ )R g 4 4 4(100) 0 0 0
ML/ R+ {00 Lk i 7555 19 22 15(68.2) 4(18.2) 209.1) 1(4.5)
RN ST T CAN N IRy 42 71 62(87.3) 7(9.9) 1(1.4) 1(1.4)
M/ N L AR PR R B i/ MR ]
IRt EAREN oY) 16 40 38(95.0) 2(5.0) 0 0
AIIRTE Pkl 5 12 8(66.7) 4(33.3) 0 0
HY LA 1 1 1(100) 0 0 0
fiiRANIL g PLEHY 13 25 21(84.0) 2(8.0) 1(4.0) 1(4.0)
IR AR ikl 19 37 35(94.6) 12.7) 12.7) 0
7L PUATH 1 1 1(100) 0 0 0
fiiRAN L aiing kDY 10 20 14(70) 4(20) 1(5) 1(5)
AIIRTE LIRS 12 23 22(95.7) 1(4.3) 0 0
A DA 0 0 0 0 0 0
Bk, ECUEERL (%)
W) AR IEFE R, F5 B %) B EE D M A, 2R L 3 o i e 1)
WAL VAN RECRESN-EEES
I B S I YR HERS S| i
A(F) 72l 7L TLIR =R - 2L =l
SRR - 7L [EES
B(%) HY AN FUImAE / RFIR I RE AN 42/ Ol B A 4 Gy 2L [EiE)
SHIEET i HiE 7L BIEHY
c(%) 72l HY HRfEN L5 i e DN i HE 2L i)
D(#) AN A FEEL - NS I
E(%) 2L 7L 38.5 FEDFEEN - 7L i)
F(%) 72U HY GV - 2L i)
G(#&) HY AN DRHED R R AR E HiE HY ENEIf]
H(#) 2L »HY L/ P PR / SRR HH N
1(5) N HY B H HiE NS k)

1) AHER G DOEZ R,




@ (&%) EWNBIZEM%E (FTHAEM-4030 i5R)
HARN GT BEICBIIDAROFNNE R NLERIEDEREINET D20 KD GT I[TRLEEBINEH RS- ferE
HIZESENBEF LN FEFES I, REOBMEIILL T LB ThH-o72,

/R | AFRI G\ L DIH
e R | RIS | R N e | EEER
m | e | bk | T e pepsm | PWRR ) A
1) U R EY)! Wil | 3 82.0 /AL 5| wmsnL
ng/kg/dose
63.0 A/ g L LASF o "
i #1 3 B ng/kg/dose ISR ik
67.2 N . ,
K(B) »HH 2L | L Hifn #2 | 2 1A ug/ke/dose T BN AL
210.1 A/ g i LA S 0 "
Fifr 1 18] 1g/ke/dose e H2h
L(%) #L | #L | AL | mm | 2 56.6 7L | L
ng/kg/dose
75.3 s/ g L LA S 0 "
M(%) 2L | R | 2L Hi 1 6 1] ng/ke/dose e Hh WL

) Hf: il e — R R e 1k i 45 B
1 2) iy —REZ) (6 KLl L @3 7evy) (#5392 (38 L7 23 gL Cuvg) | 2R 7L (B 2SR ZE S 3L SR RE
FAIFD IR M8 BEA 20 (IEF 7 1k | 853 B9 %0 (B EE oo tH i fetiv) . 20 R7e U GEEE o i fedm)) SO 3REAl R hg



VI. EShFKIE(ZR§ISIEH

1. REPHICEESHH LAV T EEME
R A MR EEE 25 X R ISR A VI K7
R BEOH LB ORRE - DRFIL, ROEBEFIRLEZRTDHIL,

2. KBEM
(WYL - 1E AR
DA Z—%RA A M0 B BT 5 EA
OBEEAL (M MAEIL TWDHEIA)NITIBNT, SR ET LV GRAG T FA L IS M i ik e 5 5 VIR 1 - rF Vila) V3R A R 1
(Tissue Factor: TF) & & % TRk L TR EEE 55 X R+ (35 X R F) 28 ML S5, ZOTEMREE X R+ (35 Xa [K+)
DMAREEE 5 V K7 (5 VIKF) BL O/ IMRDTE AL AR ESE D,
OEMHEAbS A /R T TF IR AN Xa R 2 A RS T D, ZOR R E L N—2 25 &7,

TSR _ T v S
;.---:f/ \ " ¥ ' g
7 " A '_5 < b - -:_<‘- i 'A

e
o\ R
P~

- . , - ’

| e
v i
) A
JfkeT 1

[}
'-s\’ :
1Y 14

- rOVEY
\ pOVEER fragTe

e 7

o .\lts - E_'m

e

=

LA A K X X X

(QFESDERMTDRERRIE
1) in vitro \Z 33\ F Uk [ F R o> 4 A
ENIE S i e [ 5 VIR - R 2 i 55 (FVILR Z M) | R OY FIXR Z 4 FA VY, rFVIa 10ng/mL B8N 07 e e
VR (PT) B ONEMEALER Sy b AR T Z AT VR (APTT) & Lz, FVILE O FIXR Z LD PT & OV APTT 1% rEVlla i
TN EENE NIRRT,



PT (%) APTT (#)
VAT rFVIla ¥#AN7% AT rFVIla W04
TE 5 I A 12-14 7-8 34-40 30-36
FVIUK Z i 5 12-13 7-8 75-80 40-42
FIX K Z I 4 12-13 7-8 >90 41-45

2) MLACHHR DA X 331F 5 1 i gh Bt
MAIE A B OMLAH B DA X (4 2 L) 12, rFVIla 49~219pg/kg #ARNEL G-L ., #5-AliLH 5 10 5O Rar RT T2
F R (PTT) |, #85-Bi% 00 %k HA ML BE R 2300 B L 7= 6 5, rFVIla #% 5-12 k0 PTT 12 EB& -, T3k H I i R 4B A & oD
1 RBRABRE 5 3 AR &) IR #iBH £ Caf I,

. BEE PTT (7)) Tk R (53)
No. f 2l B A
NG e ® o) e 10 45 e e 5

3HHA 49 55 42 >15 11.0

1 A A 1 AH 60 52 43 >15 3.0
6 HH 219 52 46 >15 1.5

‘ 1 HH 64 64 48 >15 2.0

2 1 5575 A 2 HHA 51 58 30 >15 2.0
‘ 4 HHAH 67 78 46 >15 2.5

3 1 5575 B 1 HH 199 69 36 >15 2.0
4 A9 B IS RE| 153 60 37 >15 2.5

3) 5T PV 6 AR A 5 AT 5 - fLh 3
TAFSITHT PV (1,000 BU/ kg) Z IR ELEIH: 5-U, BT FVIFLIAER 5 45 430212 A 2 ISR LS H i & LB 44 5 43
12 rFVIa %4 5L AR A CEAE L L 25 ECORER, BT FVLALIRO B 57T O APTT RO ha b i
[#] (DPT) Z I E L7 R, rFVIla 600ug/kg LA LD GAZRWTHI R FTICIZA BRI R TR0 O, F72 rFVIia 300ug/kg
PLEO#E BT T APTT KO8 DPT AR CAaiEsn- (2 1. 2),

51 1 PV IR $ 5  F i BilEx H I T (43)
AL R iz 4 6.5 ( 3~19)
AR AR " 4 52.5 (45~65)
rFVla  300pg/kg H 3 48.0 (44~65<)
rFVlIla  600pg/kg H 4 8.0" ( 4~39)
rFVIIa 1200pg/kg H 4 5.5 ( 3~15)

T 1) i R P SR (i M~ B )
T 2) MACHR e RS He~CTA T (P<0.05)



APTT (%)

DPT (#)

o AL E B IPVISUATERE)

PL VI # 5 Him BAss o ERRER
\Z —e—rFVlIa 300 1 g/kg
250 r \Z —a—rFVlIla 600z g/kg
—e—rFVlla 1200 u g/ke
200
150
100 j
50 1
rFVlla £ &
0 T T T T T 1
0 20 40 60 80 100
e (43)
B 1 KFIDAPTT ADELE (Mean=SD, n=2~4)
-o-n--- fEALB OB (BIFVIBUAIERE S
H I B4 -o---AHEBEK
B FUI Pk 5 \/ —eo—rFVIla 300 g/ke
350 r —a—rFVlla 600 u g/kg
—eo—rFVlla 1200 u g/kg
300 F = P\ Lt Ororrrsmrmrreerrn e o
950  forrrmT
2009 AN\ oo *
150
100 rFVlla 5 ¢
50
0 I T T T T T 1
0 20 40 60 80 100 120
B EFE (5)

2 AFIDDPT ~DZE (Mean+SD, n=2)



4) THEHS LTV TOIMARTE LRED Lk
R R E A5 T T U, rFVIIa D& JEMERI 7 ahas B U84 KR8] (APCC) D& K& Y APCC 50U/kg #
T 5 1412 rFVIa #5328 Sk O AR OA MeAFH <7, FHU-#IR T L0 e @ bni-546
IR EEATEL, M/MEE, 747V 7 OV APTT 138 GBI &2 H 3 (%) 23 LT, rFVla XOVAPCC &, 9o
i 10 23 B CIEMARTE R 12T THY, H-o1f 30 B TIHFEAE TN TOFIRA THORMARTER 2RO bz, £
rFVlla & APCC Z [l 5- L7235, H-o1fl 10 35 1IFBEISH 10mg D AR TEAASTRO AL, AR AGE A EH-Lizb o

LEzbNT,
. L . . e 5. 3 R D
o UL @\iﬁ ; Pl B 2hs | B SR W
etk ml?jé'% etk mlfifi iz | 7707 | aprT
SF e 0 0 0 0 93+4 9343 90+ 3
rFVlla 100pg/ ke 1 0.4 4 3.212 85+3 88+3 85+ 3
300pg/kg 0 0 6 5.2/ 84+2 88+2 82+ 3
1000ug/kg 2 0.7 6 22.1%2 89+2 89+2 79+ 2
APCC 50 U/kg 3 1.0 4 11.3%2 6614 70+7 118+ 5
100 U/kg 1 1.5 6 7.1% 42+8 <50 170+32
APCC 50U/kg+rFVlla 100 pg/kg 6 9.8 6 8.2/t 47+7 <59 116+14

1) AFRHEIE (ImL/kg) £ 5-
7 2) PR & i L CTA & (P<0.05)

(e AR BRBF Al - iR
%A ERRL



VL. EYEEICEET5IER

1. M REO#S
()R LA Mo R
UL

(QERRABRCHRESN-OFRE
1) A2 eE X — %A A5 S RIVEIN AR B8 123 1T D3 EhE ©
D120ng/kg FARN BB G (A AT —4)
AL B —HRATAILER A R OMLAN B B3 8 #illc3V\ T, FEH MR AA] 120pg/ke AR EEHR 51 31T 53
WIEhRE AR L e, 1 SEW I B 1 i S o o 25 VIR R B TEE (FVIL: C) & FlV o BEYE A (fEH E 4 50 4 o1t~ — )
D FVI:C fiz 100%& L7, FVI:C D& RIEMENHFERIMEZ 2L 5K EIZ RO NIRIED FE VIR iR EAHIEL, /o=
IR—=R AT NI T FVIL: C OEMENREDIRMT 24T -7,

1000 4

600 1 —0—120pglkg

0 4 8 12 16 20 24
Time (h)

1 MERFBEBFICE T HHRAERRSFOMETETR FVI : C DHTS

®1 MEFBHICE T SHIRAER RS FOMEFH FVI : C DEYHE/ NS A —4

Coax (Y AUC (%+h) t15 (2
) 4+ SD 777 = 89 2,648 = 422 3.5
V) 5 R
VE 2) FAn T

@17.5~70ug/kg FHRPNE A 5 (SR E AT — 20
st A A RO B HE 15 fil

HH 1 g FE H . R
HH i % SE¥) = SD H I %% ¥ £ SD
Cona (U/mL) 21 9.93 + 6.25 29 11.40 *= 7.71
CL (mL/h/kg) 5 36.60 + 8.66 25 32.09 + 12.24
MRT (h) 6 2.70 £ 0.52 25 3.48 + 0.57
t1/2(h) 11 2.48 + 0.52 25 2.82 + 0.53
AUC (U+h/mL) 5 22.32 + 17.73 26 29.76 + 21.30
V.. (mL/kg) 5 103.54 + 25.26 25 109.93 + 39.43

1) A BT DBAGR T TE L O & A O b LR ICITE Fh T,



@270ng/kg B O 90pg/ kg FRARPY EL 1% 5- (U1 [E AT — 319

270ug/kg (N=23) 90pgrkgd (N=20)
(IU/mL)y 200 4 {IU/rmlL) 200 4
180 4 180 {IUrmL) 80 4
160
60|
140
Fila
1204 & A0
Filla FVla 1%
b E100
1 o 20
60 - O|~y—}#¥—v—ﬁ—
0246810 20 25 (h)
40 S
20
0 e : ‘ 0 i~ P — ‘ .
o] 5 10 15 20 25 (h) o] 5 10 15 20 25 (h)
BEF RS BEF R

KI5 GREEGRERE 2215, 1A R 24451
Jik EREEIRE S /R T 90ng/ ke LACHT R 122T00g/ ke B EIE IR 3% 5 L= L X O
A BRI R A MR

270pg/kg HLAIEE G2 31T D AUC g LR Coax (346.65 h 1U/mL. 146.12 1U/mL) 1. fERBIES T\ % 90pg/kg Hilal$ 5
DT —# (113.26 h [U/mL. 52.83 [U/mL) & F SR fE M DA M AR LT 19,

2) Fe KM VIR 7 K ZIERE 2B I AN EE (A E AT —4) 20
Al 15pg/kg KON 30pg/kg ZHEE G LIZEE, 2 ABOBIH BIHMEIEME T A—Z T A BEEITERO LN T, 225
JUT T AL 70.8 & 79.1mL/hr/kg, & HIRIETO/OAMARLIL 280 & 290mL/ke, ¥R IIL 3.8 & 3.75 WEH], =)
1% 2.82 & 3.11 W], MAEENNEE 18.94 & 22.2% Th o7z,

() hEHE
AN I

WORE-HAROEE

AL

2. BRI/ (54—
(RRAT 753k
ARl

()RR
LR

QEKEEER
ARl

BHITSVR
LRl



QZEE=
UL

(B)Z Dt
%Y E Rl

3. BIE (KE 2L —av) BRAf
CORBHT A5 %
UL

(255 A— A EHER
UL

4. R
M. A REOHER (2) BEARRER CHeR S HiRE | DES R

5. 5%
(%)
TN PR U TS TR R T T i R R [ 25 VLK - ("PI-rFVIla) 0. 1mg/kg ZH RN B B4 5.3 1% 5 A R 5
L7 1T E AL Dl - KL © HLE B ONRAE #6505 B[ X 2 RE R e i L IR FE A 7R L7 8 BadlICTE R Ui, (i
V2B TR AR (TN, RELiet, sk, M) C LRl i i D TCA ILERME B BE D3RR DTz, FME K OFEAENRT » MZ 1 1-rFVI
a 0.14mg/kg FFIRINH B 5 L7 284 — 704 7T 70— T, MRICE Tk C i r @\ S RESTRO B, B ~D
g Re D FE R RO BN 1,

(1)1 3% — BB P BB 1
AL

(2)Mn % — R B&RE P9 @A
MR ~DOBATMH
(&%)
4R 19 H B OZvMZ #l-rFVlla 0.09mg/kg RN EIEEE G- Uiz &84 — U4 757 ¢+ —Clid, 5% 24 BREIZERBWT
FHAROILE AR Mo K OV 5 BE G LA =R BE O U BE SR DALY, IR RO BEIX R IRE BR OV TUEEA LR
HEN2h-7220,

@A ~OBHE
UL

@RERA~ DB
WA E L

(5)Z DDA DITHE
LRl



OMmEEEHEE
LR L

6. {ti
(R BHERGRL B UM R IR
FMERRL

QORBIZE5 T HEE(CYPE) DH T, H5E
LR L

@NEEBHROEREUVLOEIE
UL

ORBMOFEOERRUEILL, FELE
AL

7. HEitt

(B%)
FMZ Pl-rFVlla 0.1mg/kg RN I G LI L& 544 120 FFHETETICHREEHBEE L TR G- & DK 66~69%D3 R 1, Y

T~8% A FEH RS LT 2,

VAR—4—IZE7 HIRH#
L kPl

8. ~

N

4

Uk
Ny

9. BREICLDMREE
M EERL

10. BEDERZHTHEE
MG

1. E04h
G ERL



I =4 (ERALDOEEF) ICEISEE

BHESOIEER

AFNOBIE TRIZB WD ULV ANV ADO ARG L OBREE B EUT R A i 355 | BRYYEIZKT 35 L axt il a0 T
WA, B5E TR HIC BHK MRk (7~ A2 % — iR F k) & 0B RO OB L T, A SE R M
VIR AR ZRE e N7 T2~ o M IR & FRE DG Z B\ IR A L RIAR IS BRIR OB R Lo LB EE2 431
Rt b B R/NROFERIZEED DL,

1. EERBLTNER
RESN TR

2. BEEABLTDER
RESN TR

3. MEEREZRICBHET HEELEDEE
V. IBHRICBIT DA 2. RESUIARICEE T HIEE I 22T DL,

4. AERUVARICEET SERLEENEHR
V. WRICBET2HA 4. AELOCHRICEETOERIZZRT LI,

5 EELGEFRMIELETDER
<ZhREHE >
SEELGEARNIEE
8.1 AHKIDMLAIR. S RIEFHVIE T RZIE K T 5~ ML/ IWRAE S BB~ FIZEEL Tl 9% DRI
BUIDARAN OB L LSBT, AFNORLE TRICE W URIYEZ D 35720 OZEXRIELLNTWNDHILE,
B SR D R BE TR L T D ZENBRGYE R IE D MERIE AL B RITITHERR T 22 TE RN L
ZREICH UL, R 1555505,

(fif3)

AF 2 T 58 RVESE VI 7R Z AE B 123610 2 A i o4k |12 A T 25 B DUV TR AR F7 8148 B2 38 A L JR) & ik xF
TR maE R Mm% 0312 1 5~ 3 5 2010 4 3 A 12 A 2k, AFNZ Tl M ¢ RIFEHUAZ A L, /)
BRI A SR BE S £ UL BAE A DIND ST~ /IR T E BB o i AE A 0 ik 66 3285 512 DV TR
A B R SR R R i e SRR Rl CRR RIS 0616 25 1 5 ~28 3 5 2011 4 6 H 16 A f) lc ki A & A
DI BIE I (I AR EIR ) ELTOBVIE AR D S TR, JEA GBI E K FE g A o2 2tomn -
Je OV B BEAR ORI XD 7280 D FEAR N 722 07 8t (FEAR T #) 25 )\ 80 2 i i A RO R3S I DN T DBE IR IZ DN T
(EE3FE 0919 45 2 5 2023 45 9 A 19 A ) oFEHIC LW iRERE Tz,

AN i A L RIS BIR ORI OB EE D ITREt o B BEICRIUCRAL, BfRE 15515550528,



8.2 AHI LAt oD M it K+ RN 2 0F 58 A%, AT O BIEA N E LD TREM 25 E TEX AW,
TBE EOREEEERMEE H BB THIE,

(fiFs)
A EE S —H ARG T DMK BRE TOHMBFOIEFRREL T, fEk, FEIR A O KBRS (EERD) et v 8
AARBEINE S TWADD, 2 HD BRI AR A0 A LT RER A 20N,
FEH D MR R - A % R IS 5 U735 A BEESR OSBRSS M LSS ATREME S S0 E 2 6D,

<AVEES—EHIHERMEMER. EXEMm KRR >

8.3 TEEIRHIT, BME~PEEOHMOLGEICHHETH I, BENTHINICRREZ T QWA ERT LB 72 BI%
PN TWDEEDIRITHIZE,

(fi#Rt)
TEEIRRE L BN O RONHERF T D7D BERLITBZHE THY  VRREL COERPEE ITEOFEIBEICE
NHNDEVITET, TR FE DB TIRIRE Db DI DWW TR XIUTEDFIRN G - B 5T 20ERHD,

8.4 [EFEIBHIL 24 BERILL 1T Then2 b, M HIES R >T- 581, ERIOIBREZZ T 528,

(F#L)
FEETRBEE, LIS U AT B i AR DI 2TV IR OBRE | 1kl 2 X% &L IEB PR #RERE & i/ MRIC
BWIEDDHZENH B THDLN, FEBIREEIT > TH M HIESNRWG G 1T, AEEAER LD, ZOfMomEE)e FikTo
TBIRICEIONZ 270 8 O EZ# T DL EDHD,

85 FIEHIBITDIARKOAFZMEIL, EANTIHFEAIIL TN,

<EXMEVIRFRZESRE>
8.6 AHIDOEEITIRIEF VIR ¥ RZIEIET D 072aia T DEMObLLETITHT L,

8.7 JRAIEL TAAFIO®E R G % I abn B R A NE T 528, £, B VIE - ETEEGHIE 5280
LELVY,

(figeai)
Feh-Hif& D7 v hr e R R O ME K OV VTR - BEETE PRI E 1T, A ee 2 — EEAO T RICIB IR 5O Al 5 O i %
595,

8.8 SMENZRWT, AAIE G LIZ 55 VIR 7K ZHE B IS VIR TS5 T A HUR™ oAv ee Z— D PEEA LT D
ERDD, AFZHE G L Th 7 rha BB E O R & OE VIR FREETE D EF AL 0EA . HHNIE
43721k M B AF SR VE AR E VIE 751 bE X — DR B A ITH 2 L EE RIS L, #8972
EEATHIZE,

(fiFEFI)
SETHEBSNI-AFOERIERICIBO T, MAR A BE 222 6], MLAE B BE 16 #i, % RIEM AR BE 16 6] K OV
KT RZIEBE 13 PUIARAEB G LT-L2A, VIR TR ZHELE 2 FIZW T, IGEE OB VIR T-Huikiiio _EH7-233
HHN),
Z D%, AMENZ TR DB 35,



8.9 AHIBEEICIVMARIENEIDZENH L=, MABTEDOV A NHLBFIITIEZE L TR ETH2E, £, AHKl%x
BNEETHEICE, Taber B UM OER RS 2B MEICHIET D28, [9.1.2, 9.3, 9.7.1,
9.8.1, 11.1.1 ]

(i)
P R VIR - R ZIE L, PIESREEE BOG A3 E # IHE AR LW AR BB L3720 | AFIH 512 X0 i e [ 5 X K7 53%)
FRENTEMA LS AL, BEE OSBRI TTE T D21 H D,

<TSUs MINREE IE >

810 AHNOF 517 T~ /M IEIZB 5072 e A T D EMOLETITHZ L,

6. RENERZRILEEICHTIIE
WEHE-BEEFNHLIEE

9. BHEDNERZFIHEFICEIIEERE

9.1 EHE-BIEEREOHLESE

9.1.1 BUIMSE (., BEEDMY SLEMEBSEC#SKME) BE
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4 W5E4 4 M7E44
F—AN)T NovoSeven® RT (pre—filled diluent FIH NovoSeven® (filled syringe)
syringe) —a—U—FUK NovoSeven® (filled syringe)
F—ARZYT NovoSeven® (filled syringe) RN—=FUK NovoSeven® (filled syringe)
T4TUR NovoSeven® (filled syringe) A x—F NovoSeven® (filled syringe)
KA NovoSeven® (filled syringe) AA A NovoSeven® (filled syringe)
INS I — NovoSeven® por és oldoszer oldatos AFYA NovoSeven® (filled syringe)
injekciohoz; (oldoszer eléretsltott *x NovoSeven® RT (with prefilled
fecskendsben) diluent syringe)
TANTUR NovoSeven® (filled syringe)
e NiaStase RT (with Prefilled
Syringe)
ONEIZHBTHHEXEHNR. RURERUVAE
MAKREDORFXE(2020F 7 A)
=444 Novo Nordisk Inc FE T 2013
Injection
1 mg (1000 micrograms) vial + 1 mL Histidine diluent in
pre—filled syringe
2 mg (2000 micrograms) vial + 2 mL Histidine diluent in
W 5e 44 NovoSeven® RT HIFEHKE | pre—filled syringe

5 mg (5000 micrograms) vial + 5 mL Histidine diluent in
pre—filled syringe
8 mg (8000 micrograms) vial + 8 mL Histidine diluent in

pre—filled syringe

1 INDICATIONS AND USAGE
NovoSeven® RT, Coagulation Factor VIla (Recombinant), is indicated for:

gt
anb
Uy
gt
7B

+ Treatment of bleeding episodes and peri—operative management in adults and children with hemophilia A
or B with inhibitors, congenital Factor VII (FVII) deficiency, and Glanzmann’s thrombasthenia with
refractoriness to platelet transfusions, with or without antibodies to platelets.

+ Treatment of bleeding episodes and peri—operative management in adults with acquired hemophilia.

FVE-H& | 2 DOSAGE AND ADMINISTRATION

For intravenous administration only

2.1 Dose
- Use hemostasis evaluation to determine the effectiveness of NOVOSEVEN® RT and to provide a basis for
modification of the NOVOSEVEN® RT treatment schedule.
- Coagulation parameters do not necessarily correlate with or predict the effectiveness of NOVOSEVEN®
RT.

Treatment of Acute Bleeding Episodes
NOVOSEVEN® RT dosing for the treatment of acute bleeding episodes is provided in Table 1.




Table 1: Dosing for Treatment of Acute Bleeding Episodes

Dose* and Frequency

Duration of Therapy

Additional Information

Congenital Hemophilia A or B with Inhibitors

Hemostatic

90 mcg/kg every two hours,
adjustable based on severity of
bleeding

Post—Hemostatic

90 mcg/kg every 3-6 hours for
severe bleeds

Until hemostasis is achieved, or
until the treatment has been
judged to be inadequate

After hemostasis is achieved to
maintain the hemostatic plug

The appropriate duration of post—
hemostatic dosing has not been
studied

Acquired Hemophilia

70-90 mcg/kg every 2-3 hours

Until hemostasis is achieved

Congenital Factor VII Deficiency

15-30 mcg/kg every 4-6 hours

Until hemostasis is achieved

Effective treatment has been
achieved with doses as low as 10
micrograms per kg body weight.
Adjust dose and frequency of
injections to each individual
patient

Glanzmann’s Thrombasthenia

90 mcg/kg every 2-6 hours

In severe bleeding episodes
requiring systemic hemostatic
therapy until hemostasis is
achieved

Platelet transfusions are the
primary treatment in patients with
Glanzmann’s Thrombasthenia
without refractoriness to platelets
or in patients without platelet—
specific antibodies

* The minimum effective dose has not been determined

Congenital Hemophilia A or B with inhibitors
- Dose and administration interval may be adjusted to the individual patient based on the severity of the

bleeding.

- For patients treated for joint or muscle bleeds, a decision on outcome was reached for a majority of

patients within eight doses although more doses were required for severe bleeds. A majority of patients

who reported adverse experiences received more than twelve doses. Monitor and minimize the duration of

any post—hemostatic dosing.

Perioperative Management

NOVOSEVEN® RT dosing for prevention of bleeding in surgical interventions or invasive procedures

(perioperative management) is provided in Table 2.




Table 2: Dosing for Perioperative Management

Type of Dose and Frequency Additional Information
Surgery

Congenital Hemophilia A or B with Inhibitors

Minor Initial:

90 mcg/kg immediately before surgery and repeat every 2
hours for the duration of the surgery

Post surgical:

90 mcg/kg every 2 hours for 48 hours then every 2-6
hours until healing occurs

Major Initial: Additional bolus doses can be
90 mcg/kg immediately before surgery and repeat every 2 | given

hours for the duration of the surgery

Post surgical:

90 mcg/kg every 2 hours for 5 days then every 4 hours or
by continuous infusion at 50 mcg/kg/hr until healing

occurs

Acquired Hemophilia

Minor or 70-90 mcg/kg immediately before surgery and repeat
Major every 2-3 hours for the duration of the surgery and until
hemostasis is achieved®

Congenital Factor VII Deficiency

Minor or 15-30 mcg/kg immediately before surgery and repeat Doses as low as 10 micrograms per
Major every 4-6 hours for the duration of the surgery and until | kg body weight can be effective
hemostasis is achieved®

Adjust dose and frequency of injections to each individual

patient

Glanzmann’s Thrombasthenia

Minor or Initial: Higher doses of 100-140

Major 90 mcg/kg immediately before surgery and repeat every 2 | micrograms per kg can be used for
hours for the duration of the procedure® surgical patients who have clinical
Post surgical: refractoriness with or without
90 mcg/kg every 2-6 hours to prevent post—operative platelet—specific antibodies
bleeding®

* The minimum effective dose has not been determined.

QBRI ES DFHFFXE(SmPC) (2023 F£1 A)

2tt4 Novo Nordisk A/S T 2013

NovoSeven® 1 mg (50 KIU) powder and solvent for solution for injection
754 NovoSeven® AT NovoSeven® 2 mg (100 KIU) powder and solvent for solution for injection

NovoSeven® 5 mg (250 KIU) powder and solvent for solution for injection
NovoSeven® 8 mg (400 KIU) powder and solvent for solution for injection

ZhEE-&h | 4.1 Therapeutic indications
NovoSeven is indicated for the treatment of bleeding episodes and for the prevention of bleeding in those
undergoing surgery or invasive procedures in the following patient groups:
in patients with congenital haemophilia with inhibitors to coagulation factors VIII or IX > 5 Bethesda Units
(BU)
in patients with congenital haemophilia who are expected to have a high anamnestic response to factor VIII
or factor IX administration
in patients with acquired haemophilia
in patients with congenital FVII deficiency
in patients with Glanzmann’s thrombasthenia with past or present refractoriness to platelet transfusions,

or where platelets are not readily available.




Severe postpartum haemorrhage

NovoSeven is indicated for the treatment of severe postpartum haemorrhage when uterotonics are insufficient
to achieve haemostasis.

MiE- A&

4.2 Posology and method of administration
Treatment should be initiated under the supervision of a physician experienced in the treatment of haemophilia
and/or bleeding disorders.

In the management of severe postpartum haemorrhage, appropriate multidisciplinary expertise should be
consulted. In addition to obstetricians, this includes anaesthesiologists, critical care specialists and/or
haematologists. Standard management practices should remain implemented, based on the individual patient’s
requirements. Maintenance of adequate fibrinogen concentration and platelet count is recommended in order
to optimise the benefit of NovoSeven treatment.

Posology
Haemophilia A or B with inhibitors or expected to have a high anamnestic response

Dose

NovoSeven should be given as early as possible after the start of a bleeding episode. The recommended initial
dose, administered by intravenous bolus injection, is 90 ug per kg body weight.

Following the initial dose of NovoSeven further injections may be repeated. The duration of treatment and the
interval between injections will vary with the severity of the haemorrhage, the invasive procedures or surgery
being performed.

Paediatric population

Current clinical experience does not warrant a general differentiation in dosing between children and adults,
although children have faster clearance than adults. Therefore, higher doses of rFVIla may be needed in
paediatric patients to achieve similar plasma concentrations as in adult patients (see section 5.2).

Dose interval

Initially 2-3 hours to obtain haemostasis.

If continued therapy is needed, the dose interval can be increased successively once effective haemostasis is
achieved to every 4, 6, 8 or 12 hours for as long as treatment is judged as being indicated.

Mild to moderate bleeding episodes (including home therapy)

Early intervention has been shown to be efficacious in the treatment of mild to moderate joint, muscle and
mucocutaneous bleeds. Two dosing regimens can be recommended:
1) Two to three injections of 90 pg per kg body weight administered at three—hour intervals.
If further treatment is required, one additional dose of 90 pg per kg body weight can be administered.
2) One single injection of 270 pg per kg body weight.

The duration of home therapy should not exceed 24 hours. Only after consultation with the haemophilia
treatment centre can continued home treatment be considered.

There is no clinical experience with administration of a single dose of 270 pg per kg body weight in elderly
patients.

Serious bleeding episodes

An initial dose of 90 pg per kg body weight is recommended and could be administered on the way to the
hospital where the patient is usually treated. The following dose varies according to the type and severity of
the haemorrhage. Dosing frequency should initially be every second hour until clinical improvement is observed.
If continued therapy is indicated, the dose interval can then be increased to 3 hours for 1-2 days. Thereafter,
the dose interval can be increased successively to every 4, 6, 8 or 12 hours for as long as treatment is judged
as being indicated. A major bleeding episode may be treated for 2—3 weeks but can be extended beyond this if
clinically warranted.

Invasive procedure/surgery

An initial dose of 90 pg per kg body weight should be given immediately before the intervention. The dose
should be repeated after 2 hours and then at 2-3 hour intervals for the first 24-48 hours depending on the
intervention performed and the clinical status of the patient. In major surgery, the dose should be continued




at 2—-4 hour intervals for 6-7 days. The dose interval may then be increased to 6-8 hours for another 2 weeks
of treatment.
Patients undergoing major surgery may be treated for up to 2—3 weeks until healing has occurred.

Acquired Haemophilia
Dose and dose interval

NovoSeven should be given as early as possible after the start of a bleeding episode. The recommended initial
dose, administered by intravenous bolus injection, is 90 pg per kg body weight. Following the initial dose of
NovoSeven further injections may be given if required. The duration of treatment and the interval between
injections will vary with the severity of the haemorrhage, the invasive procedures or the surgery being
performed.

The initial dose interval should be 2-3 hours. Once haemostasis has been achieved, the dose interval can be
increased successively to every 4, 6, 8 or 12 hours for as long as treatment is judged to be indicated.

Factor VII deficiency
Dose, dose range and dose interval

The recommended dose range in adults and children for treatment of bleeding episodes and for the prevention
of bleeding in patients undergoing surgery or invasive procedures is 15-30 pg per kg body weight every 4-6
hours until haemostasis is achieved. Dose and frequency of injections should be adapted to each individual.

Paediatric population

Limited clinical experience in long term prophylaxis has been gathered in the paediatric population below 12
years of age, with a severe clinical phenotype (see section 5.1).

Dose and frequency of injections for prophylaxis should be based on clinical response and adapted to each
individual.

Glanzmann’s thrombasthenia
Dose, dose range and dose interval

The recommended dose for treatment of bleeding episodes and for the prevention of bleeding in patients
undergoing surgery or invasive procedures is 90 g (range 80-120 ng) per kg body weight at intervals of two
hours (1.5-2.5 hours). At least three doses should be administered to secure effective haemostasis. The
recommended route of administration is bolus injection as lack of efficacy may appear in connection with
continuous infusion.

For those patients who are not refractory, platelets is the first line treatment for Glanzmann’s thrombasthenia.

Dose range and dose interval

The recommended dose range for the treatment of bleeding is 60—-90 u g per kg body weight administered by
intravenous bolus injection. Peak coagulant activity can be expected at 10 minutes. A second dose can be
administered based on clinical response of the individual patient.

It is recommended that in case of insufficient haemostatic response, a second dose can be administered after
30 minutes.
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8.1 Pregnancy

Risk Summary

There are no adequate and well-controlled studies using NOVOSEVEN® RT in pregnant
women to determine whether there is a drug—associated risk.

Treatment of rats and rabbits with NOVOSEVEN® in reproduction studies has been
associated with mortality at doses up to 6 mg per kg body weight and 5 mg per kg body
weight respectively. At 6 mg per kg body weight in rats, the abortion rate was 0 out of 25
litters; in rabbits at 5 mg per kg body weight, the abortion rate was 2 out of 25 litters.
Twenty—three out of 25 female rats given 6 mg per kg body weight of NOVOSEVEN® gave
birth successfully, however, two of the 23 litters died during the early period of lactation.
No evidence of teratogenicity was observed after dosing with NOVOSEVEN®.

In the U.S. general population, the estimated background risk of major birth defect and
miscarriage in clinically recognized pregnancies is 2—4% and 15-20%, respectively.

8.2 Lactation

Risk Summary

There is no information regarding the presence of NOVOSEVEN® RT in human milk, the
effect on the breastfed infant, and the effects on milk production. The developmental and
health benefits of breastfeeding should be considered along with the mother’s clinical need
for NOVOSEVEN® RT and any potential adverse effects on the breastfed infant from
NOVOSEVEN® RT or from the underlying maternal condition.
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4.6 FERTILITY, PREGNANCY AND LACTATION

Effects on fertility

A reproduction study in male and female rats concluded that intravenous administration of
rFVIla at dose levels up to 3.0 mg/kg body weight/day (150,000 IU/kg body weight/day)
had no effect upon mating performance, fertility or litter parameters.

Use in pregnancy - Pregnancy category Bl

Teratology studies in rats and rabbits at rFVIla doses up to 6 and 5 mg/kg/day IV,
respectively, showed no adverse effects on litter parameters and fetuses. The rat and
rabbit doses of 6 and 5 mg/kg/day, respectively, corresponds to approximately 2.5 and
1.8 times the estimated human exposure at the maximum recommended therapeutic dose,
based on AUC.

As a precautionary measure it is preferable to avoid the use of rFVIla during pregnancy.
Data on a limited number of exposed pregnancies within approved indications indicate no
adverse effects of rFVIIa on pregnancy or on the health of the foetus/new—born child. To
date, no other relevant epidemiological data are available and there are no adequate or
well-controlled studies in pregnant women. rEVlIla should only be given in pregnancy if
clearly needed.

Use in lactation.

It is not known whether rFVlla is excreted in human breast milk, but since many drugs

are, caution should be exercised when rFVIla is administered to lactating women.

The excretion of rFVIla in milk has not been studied in animals. A decision on whether to
continue/discontinue breast—feeding or to continue/discontinue therapy with rFVIla should
be made taking into account the benefit of breast—feeding to the child and the benefit of
rFVIla therapy to the mother.
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4.6 Fertility, pregnancy and lactation

Pregnancy

As a precautionary measure, it is preferable to avoid use of NovoSeven during pregnancy.
Data on a limited number of exposed pregnancies within approved indications indicate no
adverse effects of rFVIIa on pregnancy or on the health of the foetus/new—born child. To
date, no other relevant epidemiological data are available. Animal studies do not indicate
direct or indirect harmful effects with respect to pregnancy, embryonal/foetal
development, parturition or postnatal development (see section 5.3).

Breast—feeding

It is unknown whether rFVIla is excreted in human breast milk. The excretion of rEVIla in
milk has not been studied in animals. A decision on whether to continue/discontinue
breast—feeding or to continue/discontinue therapy with NovoSeven should be made taking
into account the benefit of breast—feeding to the child and the benefit of NovoSeven
therapy to the woman.

Fertility

Data from non—clinical studies as well as post—marketing data show no indication that
rEVIla has a harmful effect on male or female fertility.
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8.4 Pediatric Use

Clinical trials enrolling pediatric patients were conducted with dosing determined according
to body weight and not according to age.

Hemophilia A or B with Inhibitors

During the investigational phase of product development NOVOSEVEN® was used in 16

children aged 0 to <2 years for 151 bleeding episodes, 27 children aged 2 to <6 years for
140 bleeding episodes, 43 children aged 6 to <12 for 375 bleeding episodes and 30 children
aged 12 to 16 years for 446 bleeding episodes.

In a double-blind, randomized comparison trial of two dose levels of NOVOSEVEN® in the
treatment of joint, muscle and mucocutaneous hemorrhages in hemophilia A and B patients
with and without inhibitors 20 children aged 0 to <12 and 8 children aged 12 to 16 were
treated with NOVOSEVEN® in doses of 35 or 70 micrograms per kg dose. Treatment was
assessed as effective (definite relief of pain/tenderness as reported by the patient and/or a
measurable decrease of the size of the hemorrhage and/or arrest of bleeding within 8 hours
[rated as excellent = 51%)], within 8-14 hours [rated as effective = 18%] or after 14 hours
[rated as partially effective = 25%]) in 94% of the patients.

NOVOSEVEN® was used in two trials in surgery. In a dose comparison 22 children aged 0
to 16 years were treated with NOVOSEVEN®. Effective intraoperative hemostasis (defined
as bleeding that had stopped completely or had decreased substantially [rated as effective =
86%] or bleeding that was reduced but continued [rated as partially effective = 9%]) was
achieved in 21/22 (95%) patients. Effective hemostasis was achieved in 10/10 (100%) patients
in the 90 mcg/ kg dose group and 10/12 (83%) in the 35 mcg/kg dose group at 48 hours;
effective hemostasis was achieved in 10/10 (100%) in the 90 mcg/kg dose group and 9/12
(75%) in the 35 mcg/kg dose group at 5 days.

In the surgery trial comparing bolus (BI) and continuous infusion (CI) 6 children aged 10 to
15 years participated, 3 in each group.

Both regimens were 100% effective (defined as bleeding has stopped completely, or decreased
substantially) intra—operatively, through the first 24 hours and at day 5. At the end of the
study period (Postoperative day 10 or discontinuation of therapy) hemostasis in two patients
in the BI group was rated effective and hemostasis in one patient was rated as ineffective
(defined as bleeding is the same or has worsened). Hemostasis in all three patients in the CI
group was rated as effective.

Adverse drug reactions in pediatric patients were similar to those previously reported in
clinical trials with NOVOSEVEN?®, including one thrombotic event in a 4 year old with
internal jugular vein thrombosis after port—a—cath placement which resolved.

Congenital Factor VII deficiency

In published literature, compassionate use trials and registries on use of NOVOSEVEN® in
congenital Factor VII deficiency, NOVOSEVEN® was used in 24 children aged 0 to <12 years
and 7 children aged 12 to 16 years for 38 bleeding episodes, 16 surgeries and 8 prophylaxis
regimens. Treatment was effective in 95% of bleeding episodes (5% not rated) and 100% of
surgeries. No thrombotic events were reported. A seven—month old exposed to
NOVOSEVEN® and various plasma products developed antibodies against FVII and rFVIla
[see Adverse Reactions (6.1) and Overdosage (10)).

Glanzmann’s Thrombasthenia

In the Glanzmann’ s Thrombasthenia Registry, NOVOSEVEN® was used in 43 children aged
0 to 12 years for 157 bleeding episodes and in 15 children aged 0 to 12 years for 19 surgical
procedures. NOVOSEVEN® was also used in 8 children aged >12 to 16 years for 17 bleeding
episodes and in 3 children aged >12 to 16 years for 3 surgical procedures. Efficacy of
regimens including NOVOSEVEN® was evaluated by independent adjudicators as 93.6% and
100% for bleeding episodes in children aged 0 to 12 years and >12 to 16 years, respectively.

Efficacy in surgical procedures was evaluated as 100% for all surgical procedures in children
aged 0 to 16 years. No adverse reactions were reported in Glanzmann’s thrombasthenia
children. [See Clinical Studies (14)]
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4.2 Posology and method of administration

Posology

Haemophilia A or B with inhibitors or expected to have a high anamnestic response
Paediatric population

Current clinical experience does not warrant a general differentiation in dosing between
children and adults, although children have faster clearance than adults. Therefore, higher
doses of rFVIla may be needed in paediatric patients to achieve similar plasma
concentrations as in adult patients (see section 5.2).

Factor VII deficiency
Paediatric population

Limited clinical experience in long term prophylaxis has been gathered in the paediatric
population below 12 years of age, with a severe clinical phenotype (see section 5.1).

Dose and frequency of injections for prophylaxis should be based on clinical response and
adapted to each individual.
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