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L — M@ AR AR R VIT (FVITa) 5 ¥, A

(a)FVITazy, Hidk I3 EVI TafI B ZHEVI Ta(rFVITa) A it 42 s DL &2

(b) & /b— MR IR 2, Fo S 148 BB & B T ik VI Ta sy F I 2 b —
AN B B L T M VR I B T s 9 L

Horb, 5RO FVI Tas (48 N 2 BRARE , Frid 240 2221 VI Ta %+
FENH FLAN ML A4 A e S S A 4

2. AR SR 1 ATR [ 240 2B RV Ta 2+, HUSFIEAE T, 5 R 4L B IIFV] Ta
I FHIER A 2 ZEHAAALL , IR 2B FVI Ta AR N 2 s A S /D B & 265 .

3. TR E SR LR [ Z A B I FVT Ta sy, HASEAE T, 5 R S I FV T Ta
I FHIER A 2 EHAAALL , IR 2B FV I Ta AR N 2 A 2 /D I & 365 .

4. —MEMAEY, A5 A BERN BRI E R TR 2B EVI Tas+ DA
Je—PRER 2 Pk B T HH 2540028 P 452 R 38 A S RN bR B il i AL A 540

5. — M &, A FEE IR AR A P A ZE I WIBCR ZER 1RTR 1 &0 2B 1
FVITasr—, Frik ol Rl & ARt &5 A 55 3097 ) o B RGN T Bk 75 2% L B H BT A
REOIENIbRZE, ik br 2 FH T RIR TR B2 WY B RS T ik R 8 W A H T2
il FLAN AR N AL AR FR R A/ B I 5 .

6 . IR ZE R BT A )&, HAREAE T, A 5 48 2 iR B PO R v 5 2%
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BEAERMAEAFERIEFVI - RIERERLS S

HXHIERZ X5 H
[0001]  AHIEERAE20065 12 H 15 H A5 1 3 [ s i % ) H 16 No . 60/875, 21 TR 56
Lo

A Sl

[0002] AR EAW Ke—FhEE I AR AR, LA 44 T 55 14 MER IR 570 1 B Bk
AR 3 IR F VI Ta(FVITa) o AR B ¥ J2 AT ZE IR L 3049 i Hh Bt il 8 1 L 0
SEFVI Taf g i 32 B 505, BTk AL A 5 2 PV Ta A FVITT(FVITL) FIEF1X
(FIX) ZhEe M B b B = A IS H ML AE .

EERA

[0003]  EIMLZK BRAE 73 =N ASFI R 43 WAERY S AMERT S BL R FE A 1 #% 42 (Schenone %,
Curr Opin Hematol.2004;11:272-7) JAXRIKI K — R 22 %K 55 1 B (Bl J5) AR 3 Joa
BRI 2 75 20T, Tovs T O I D Bt 2 A o vd e TR X AT 3 4 e rp R — N
[0004] PN ZEPRARFE BRI PEAI P FVITL IX XX T DA XTI L A Ik B s i 5 5 4 T &
WO 5 XTI (FXT) MR XTI T(FXID) & T S R R ), N AR AR H UG SR B o 3 75 22
B S R B AL /AR A3 A T T

[0005] =4 L5 ) Uk A PN I 52 43473 I, S PE R AT 5 31 o 40 M ISR 25 1 AL 2R3 DR 4 e i R
JE4EA TR R FVILEVID) , 3 B4 A T HE/NIE A ERE A PV [a.1X
Pl A n] DR HFVI T AR ANV Ta, 35 HLE 5 2985 A Te A2 72 L R IX(FIX) 4k
K 1Xa (FIXa) , iR X (FX) # AL AR FXa (FXa) o B ARV T 25 A7 s 56 200 T IR
(FXFIFIX) I Hid ki S AR ARk, S 3PV Ta 5 20 2R 10 7% B2 3080 1 8 [ /K R 95
PE, IR T FVI Talf) BvE PR Wk A B A2 P XTG4 2R L L F I Xa JFV I T Ta B BA %
BB (W AE) B A RIS AL I 22 K 2018501

[0006]  FXFI7G AL A2 A g A2 1 L[] o Bl (R Bl G A4S , IR Va (FVa ) T Xa g Bt ML S5 4 4L
e (Bt LR )5 R 2 610, SR e LR R AR AR i 2 O, T R AR 4 B 0 iAo 1%
FAR R AR T A 4 8 1 8% o X T T Ta(FXT T Ta) {fixX S % I 3 254, T T
J T XA

[0007]  FVITIAIFVITaff)#s b 28 il A 35 5L A \FTXa JFXa . K FXTa(FXTa) LA K R F
XTTa(FX1Ta)7E N 1T 2 8 RS (A AR IBEAT I o 00 T SR L BA R 4l , 2 2 R it A2 4 ol
FISE M EVI Ta/HE R F/FXa= 2 54 .

[0008]  FVIT(7RHiAs e Rl F B RIS L) i A RK- KM R ) 22 F R SR LI B 2 1 L 78
1A AR A 7 B O A €6 (Eigenbrot , Curr Protein Pept Sci.2002;3:287-99).
[0009]  FVIT&AEMNE & R , 3F H A AR Jy48KDIK) S HEHE 81 11 4% 70 Wk o FVITa 5 B3 1 4
A KR M 1) 22 28 IR B [ B W i 1 36 [R) 49 2 S ABA) i 1) Jo &5 A S ) 5 2 5 A IR
TTHRA-12 B E E A BTSRRI A AR R R R ) 2 e im v RS R IR (Gla) 45
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32 e v 22 A IR £ A B 465 M S (IR AL 5 A 350) L LA B T & 5 e B AR F I 5E |
VB RIS BS 45 6 A s 3R R AR R IR S A3k

[0010] v —%3 2 Bk FL AR AL Wl 1 A AF 93 10 05 S 350 9 ) Gl a bR i X R AL 1R Al X
T HAE I 4 A KPR R T 20, 1208 J5U% 208k A8 A0 e PR S8 A T 30 AR KR AL
I 5 2 SR A 4 A K IR A T XU ) B A [T T 2

[0011] K4 BIFVITAE MK o S JFE AE R, FF HIX B 0 7E L 2 EUE RS 2 1R 152
T AR 153 2 () BB 22 - 19 B V5 AL B FV T Taf0 & NHo~ 7 A2 1K #28% (20kD ) F1COOH
A AT AL B — R EE(Cys 135 Cys262) E R 1) B85 (30kD) R BE & A 4 i 45 &M
GlaZh iy da, i 8k & A A I

[0012] ki 1o 4% DR 25 I BR 555 R 25 A 2 (I PV T T ISR 9 5 2 290 . 5mg /mL (Pinot ti %,
Blood.2000395:3423-8) « AN[RFVI T K B m] DA F ECE APV DK op i 4 JURR 22 57 - K
FVITZK V78 R 22 i M2 R () A i i B 25 AR w81 35 I, IF BAEZ i B & H il =
G R A N P s g o PV T TR B A R 388 0 1 DR 224 v B R ) 52 A (3-6h) o 7R RE A A4
FVITaf P34 M2 B 23 . 6ng/mL , 7 ELEVT Taff) {7 R - 58 BA -5 FAth [ 5 i PR —F A8 bl A 05
K:(2.5h),

[0013]  JBAL PRIV THRFE & f A 5 4 CARRR I tH MUpRE , 78 — MR b RO R Al T 2 B
500,000 At 145 (Acharya?s,] Thromb Haemost.2004;2248-56) .3k & 157 FE 151
FVITEFa AR M E - BE T 54 kB E = B H &= DL IRBUE ML R AH 2R )
RABRFA RG] o T34k, O G4 53 B 40 Mo 28 -2 A B Ji 4 o 35K 2 10 977 Vi SRAF VR 1)
FVITHIE 2 8 R M &k A B3 5 AR IR B0 bl g B8 B2 W R AR RS e 3T i—iE
A

[0014] MG WHEIT 2 H T EAFVITEFE R AWM EZI7F %k (Mariani®$, Semin
Hematol.2006;43(3H4M ) :S42-7) ARG b — ELf8 I 0K VR 22 (FFP) L LML )5 52 44
WA (PCCs ) S BIR T MUK IEVI IR 4540 - S8 1T , AFVITa(rFVITa) BLAERE 2 AT 1X 28
AT

[0015] AT Z&FF R rFVITa 540l ) —42 T 1697 R BT 2 8 i A% o A HEIL, IF HL
O & R ILE 2 AR KR AMRFF R W = Z R 4B R B 0 7] BLE 1k 1l (Hedner ,
JBiotechnol.2006;124:747-57) .rFVI la & fEBHKAN M £5 329 vh A 77 1, 3 H B e HE
WAL TV T MUK FVI Ta o £E ARG S7 HH A8 VI Taxd B T-FVI TaX-T-4E MR 75 1614 1
/NIRRT AR SR AN 45 6 o Tl Ik 25 25 25 W) 2 A 2 0 AR PR rEV T Ta , 7285045 7 B AL 7E /MR
R P B A AR A, X 5PV TT/FIXI A7AE TE 9% o A A 3 Pt i AR I il DR T A
&R, A T B A4 A LR+

[0016]  HAREATFH K F TR ITFVITSRBa MG 2% A M r) BB A A0 2 A i A, (H A T
rEVI Taffy H FBAE (2 T m 46 5 s A i il PRAER ) B RE 75 B A 98 1 /MR k2D L B
SE T 1T L /N AROBL B B 15 £ 9 A R 0458 FH R AE SR AR 88 1M 25 SLAEL R T R B AR R R B BER
A5 H I 9 A AR A A

[0017]  VAJ7 MERI 2 BEZG WD EL S/ FERV T TadE P H R I B 1 5T 24 B 1 7 SR Lo o i
IE HAR B v A X B AR E AT 2 3 BRI 8], B s BR i 1 R AT TR 97 8 o AEGT i ) 7
AL 2506 TR B R 4ERF HHEEIRVT Taf V97 R BCTIBH 20K 12 Wb 1 o B & X

4
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PAZRAF 2 0% 70 S0 VR 7, 9 ELAISE B0 7 O 559 45 24 () 75 BT B 17 X698 N A A i A R 16
DR b LA T A K A B S B I S PV T Tadyr 45 2 /N b B 45 205U

[0018]  JELIU| b=, % T ML AG I v 2 1 R - 3 SR A DY A — ke 82« EIERILE Y
BB s o AT FHEUE SRR IR AP R B A s« s SRR DAIER 2 «
A O

[0019] AR A4 7 — Rl it A2 AB U EAT 16 Bk 1ML 85 11 5 JC HLAEF VT a2 (1) 2t o 5
TALFAB MG T PR 2 K fERt B O F H T HRh ik .

[0020] % K ZJ W IPEGALT] LLAR BB AT, IF B o B e AR 25 8 Z3 W 3)) 73 2 4 A Bl
(HarrisfliChess,Nat Rev Drug Discov.2003:2:214-21) . PEGHL T. 2B HE 2. —FE (PEG)
HE BILEET 2241 . PEC T B AR KAk s) 7122 R B O/ N R ERIR 8 F R 5-10
£5) S i JEARVE PER A KA VB E 548 e 55 VAR % I Pk, JF H T DA oy BUIs s s o 1
[KIPEGAL AT A5 E0HE 1 24 40 5 g e A 10 0 P 8 o L AE Ak P 110 20 T 3 L PR AR 45 2 0 L o 2D
G SR R D3R SRR E T AR T B R VA R I R AR R B TR L DA SR AR SR B
F—EPDAERE & M S AWEE ) RUAER PEGIL 25 W75 20 tH 2290 C IR AL - [FI ), FDA
HEvt 7 EOR T R TS DA AR RS 25 IR PEGAL 254«

[0021]  ClycoPEGylation™H RAFEAN N J5 ik : fEPEGEE S WA ik 2 [A) 3R AL Ik 45 &4 , 1
PEGZE 56 B 1 B e 2 2 A i LA B 422 Tk

[0022]  Jig A O 4% FH T 40,35 22 Fil 231~ EL JIDNA L 52 CRNA AR &R WHUEREZG Y0 UL I &
A 245400 A7) /S ) o (e i A ) S A AR (R T 1)

[0023] @l lathe Al LA &5 & T (49 a2 FH ISt i 52 ) PEG (PEG—JIig B4 ) REEPEGHIZEAL I K &
T NGk 2.5 fie (PR) S AR L B IR R AT A 10 o H P R 3L B IR R AT AR A0 24 A A8 A )32 (35
[ % FINo . 6,593, 294) o 5 3 A3 FH I PEGI] 0 F & A& 2,00015,000, {H &t A {1 600 %2
12,0007 F A [FIPEG

[0024] R Fi 1 SR B AR 88 ) R e AE 3R B B RINo . 3,847, 890 4 A FF . 7E 1% L F 1
PR PR () B L B N-Z B ph 2 A R AR R SR IR B B 22 ANAE KR B A & A i a-
AT e-FHE 2 b, WITFEAR 2 IR r b i

[0025]  ZEMEVR ER (PSA) RN 2 T L BRI IR (CA) , & — P RAR =AM 2 0. Hov A
Ha(2—8) Bt 8 FIN-Z B M AE QBRI R, 3 B8 A AT H Ak B AR o 4 2042 1 —
B L HoAr o, 9 HoE AR KRR o T N ATE B S K= fliE dok, F HAEH
T MR (SEE L FINo . 5,846,951 ) o K N E A2 R 92 2% 77 1T 5 A\ A v 5 M e A
(7] 24 AT P 1) 5 Mol 1 A e S M T, B A A K T 28 1 B o AN ) T AR K SR A4 (491
WIPEG) , S M IR & n] AR MRS AT » 2 5% e AP 48 R L A IDE T3l S A0 B R0 R A I i
B ST A FEAEAKMBEED S KN RSN RE . R N ER R
(polysialylated) FlIAR BUPE 1) R A BR LB AT LU PR 0 SR » SR ek B 1 T DA 28 i B 1)
1 (Fermandes fliGregoriadis, Int J Pharm.2001;217:215-24),

[0026] 4R, 384 A1k, %A WIS E % FINo . 3,847, 890 ik i A0, & 45 & T B2 Mk Sk i)
Z KR TT AL B PR R AL A, 2 L FINo . 5,846,951 20 T i, 7E R B R BE R L A1)
(1) 22 858 58 o L LA 28 /D5 AN MR Y R iR A I FLAE HoAth Szt 7y 5K rp 22 /0 203050 M R Tk 22
R 2 W 8 AR A LAl P R R R [ A XU A AR, KREEMEVR R SR A MR 4l

5
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ARe s F B E N TR S EIMEE B 14 ME R R 5 70 154 [ PSASY 38 AT DL i
A A H #% (KangZE ,Chem Commun.2000;227-8;RessflLinhardt,CurrentOrganic
Synthesis.2004;131-46) , K A &7 P4 85 25 7K 7 1 XU e /M

[0027] WO 98/32466 A1, fEVF 2 HAthH 1 iz H IFVITA] DL PEGAL , (H & H R A5
A SCHEFIZ A AT TAESL ] .

[0028] WO 01/58935 A3E T, 45 AMEHZL— MM T ZRHEE 2 I 5, 5
i 2 K LR T FIAS [ T B AR BUFVI BV Taff) S 5L 7 51, 78 1% B A B 5 i) vh 5/ —
ANEA AT FridaE 2 IR o 1 B 2 P () S R IR AR A O 28 T NEBR 25 X T HE 2 ik
43, JUH A BCNPEG.

[0029]  US 20050113565 ALAF T —FFVIIZ ki E SPVIIASCH 2k, b 2k &FH
— AU B RITAB SR A/ 505 2 [ RS ARRRBE , I B B (5 1 2 A
PR D— MM T 20— AR AW HE B (PEG, “FEHEPEGIL (glycoPEGylation)” ).
[0030]  [A| b, AH ARSI ATY R 75 BT DASR b3t I PR 8 (1 o il (W B W A D7 0%, i
o, DR R L e T B S e PV LT B PEFV I T B SRV LRSS 2 1K

RZIPAAE

[0031] AR T —FEARMWEAE, HEFRTIMRMERFEHRKE FVIIa
(FVITa) B AYNEVERTEY), TRV IaBl#E BTk HAYNE T EMS 46 T A A 140
e YR 2 B T A B, e, S /D 1 -4 M VR S T EE I PV TaBUHAT A AL 128 E i e
ARAEN FLEN) e e NSV AR P 3 s s i B3 Sy ok, A R B R AL 15 B
A R ZMA S Y UL R dE S Bk 8 3 Bl ARk T BV Ta e L
BN B A A S I T, Heh i FLEh ) A 5FVITa FVITAIFIX R i) 28 2 — AN
Dhse Ve P BBk = A7 JC I H I AE o 1 ] DAZ5 24 4% J B ) £ 1 S A, SRA% il 72 LA T
iy 7RV L PR~ (VR LB S M B F R A9 4w ) H I

[0032]  FEAK B — A BAkSLt g7 X Rt —FhiE A B 24k, A& (a) il
Factor VII(FVIIa)4—, Hik [ B IMLEFVI Ta, ELAAFVIIa(rFVI1a) LA JZEVI Tafk) 4 MpE
RV 2L s DL S (b) B /b— AN 2 BRI 2 1 & 1 -4 45 A T HTiRFVI Tasy
M R B T I A K AL o o Ho b, 5 R B A A T Frid oK AL 038 43 IRV T Ta 2 1) 44
P BAAEEE , Frid i s A 7 LAl Moy b i 44 o8 e S BB I

[0033]  FEAK AR S— ALy U, 384t LR S A ik, o, SRS A T A
B ARALIH 53 BIFVI Tadr (R AR P 2132 BRAHEL , B /b S A4 () 4R 9 32 I 22 20 38 Tn 2 49
PG o 7E Sy — AL T o e it AR S A B A, Hod, 5 RS T irid ok e
T HIFVI Tadr+ FIAE A 3 JHAHEG el i s AR A N 3 I 22 /D38 N 2 29 = AEH—
ALy o, R4 BRI S A BT R A, Hod, AR TR S AT 52 B oK A 3 B R A
Wi T FrikEVITasr F 1 2 D — A E R .

[0034]  FEAK BRI N —ANsji 7 b, S it BB g A B s, Ho, AR 3R 2R 2 1
WK R 3 B AR AN IE R T ik FVI La 2y 1K) 2 /b — N s Bk 2 b o B — AN SE Ty
A et LR S P R A, Forb, A A R 2 W 2 IR K A AT 4 A SR e Y R L
T
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[0035]  FEA K — A HARSE it b, SR AL — P2y A 51, HE S5 H A ER ER K
U AR — PPER 22 Pl B HH 255 BTS2 B B AR R L ER L G ph R R R 7 i 4
A A

[0036]  FEA K B 3 — > SEita 77 s, $ e — s W L 3D AR P I 53, Bk il
LN RA 5FVITa FVITUMFIXH ) 22 20— A1) D e M Sk FE Bl = A7 SC I HY I eie , FL A
FH25 25 IR E A BB AR A5 M — A SEE DT U, S — PP AE S BT AR B A 7] 4 il 1R
LB L 57k AR S 25 LR B ) TR AR

[0037]  FEA & B — AN 7y 20, St — MR &, AR ARSI AN E
(1) i 8 (A A A Forp iR ST M 5 38 iR T s O HLS B R G T 28 85 V51
T B AR EIENREE, ZAR S H TR RSN EY I LR T RN B H T
W L) P A A T S I ¢ PR R 8 7 R/ B B A5 o A8 X — AN skt 7 s, 30t Bkl ) &
HoHp 2R A8 A /NI B T B T 2 VR S 2

[0038] i %IE fif , AN K A IR T-7E bR (I FVI 1B 43 o A R BH 1 — AN T 5 e — Fi e
B A A, FLALRE R I R A — N R R I PV Ta (BP, 98 T MR AIFV I Ta) fil /B E A
FVITadl 3 HAPnis AT AE W) (FE SCH AR N “PSA-FVI Ta~45 5407 ) , FTiRFVI 18 frid H
EVE AT EIR S S T LA 4y, Hoh, IrikFVI TaBCE frid H A AT A
FENH FL AN M3 A 0 A4 P e 3 B i 4 i B A8 I ARGE “B A A 447 FR I 2 vE AL B
FVII(FVIla) %+, 1% E B I 2EEVITa, EAAFVITa(rEVITa) LA S FVI Laff MG AT 1)
P i 48 s UL S (b) /b — A ERT 2 A5 1-4 456 T Frik FVI Ta gy - (1)
VR 55 7 I B KA A 43 o 1% B P RS “IfL 2R 107 FR I & “YRE K™ . FVITaZ A
E2 A

[0039]  FTAKHMFVI lafrFEAFESKKEND . & A RETE A SR B et
(W8 B R B B, MU D RR PEAT AN o iR S FV I Ta, SR A5 IX P B B B A 1 78
.

[0040]  #R¥EAKH, RiE “HHK FVITa” (rFVITa) H AK R BB i, I H o] DL 4
SRR B R A AT AT PEVI Ta, 3X S 22 FH DNA B 20 R 1 $R A3 AT AT rEVI Ta B A] LA HR
FAEYNEERT AN AR E I SE 77 U i ARE S S UL R , 1 40, B IR L HTmRNA |
mRNA DA e 2 K 2 JEAS I A8 4 L S5 7 JE 1R L SR AR A& DL R A lm) [F) 224, 1 (1) A — & R
JFH) SRR T IS A 2 /0 %125.50,100,200. 300,400 B B 2 N2 LR [X 35k ( E 3|
FCAER [ B 406 N 2R R I K P01 N, SR RTA 1 2 IR 7 D1 B2 B R T )
BT 9B Y 2 IR B — B 240 K T60% .65% . 70% . 75% .80% .85% .90% .91 % .92 % .
93%.94% .95% .96 % .97 % .98 % BL99 % B F T A s () M4 & T I 5 E i
U 2 sE FE ST , BTk e 9% I AL 5 7 SE R 094 R B e % R 1k B BRI 5 IR L R 7
T B FARSF HAB I AR A4 5 (3) 7EXF T G0 7E LR IR 1) 2 B E R 17 P AL R I AR ST
PERBAZ U () AR AR 745 () R 58 56 A N AT R P R 5T s (4) A — R T %% R 7
FIAE EE /D #925.50.100. 150,200, 250,500 1000 B 5 2 AN k% H R (1 X 35 ( L 3 R (A
1218 MZH IR A KT N, SIERFEIA R 2 IR P 0 — 84K T95% .96 %
97% .98% .99% BY T &

[0041] 7 bfdf R ATE “PIIRFVI Ta” A4 KI5 T Brik i LA FVI Ta o A4 B A L A

7
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o LA 2 AFAE T Frak i L sh M0 0 0 RDNARL SR IIFV T Ta . 78 BLAE F A0 AR 35 “AH 5
FVITa” Q45 IFAERIE T ik SLEh W FV I Ta.

[0042] ARk (BRAUNY) 2 IR HE R & PEAR R, Jorb PV Ta U B IR 7 3 AN — AN BL B
AR A ] AL T8 ) B AT — AN AR m B AN R o » BUEE AT DA T VI TaZ 1R
FEFUR P X I8 o AEAT AT — AN B A A g Ak B A B I i 1) Bk A PR AR AR, AT AR 46
W, BB 2 R B S R bR D BUPR 2R I B (1 5 1 0, FV T Ta ] AT I M 5 A N-A iy
Met, JE 4 5 F7E 40 B 40 e L 20 oK B #F 1 b ol 1o 7 20 5 s R IARS .

[0043]  FEHRMEA AT, 7EFVITaZ IR B — N DL BB AR I B 25 AEFVI Ta 2 IR
— ANEA R ik B B EFVILa U IR 7 51 N R — AN LA SRR R 25 B, 7T B2 (R S &k
5o A, BRI PE AR AR AL FEFV T Ta 22 K51 B A 1 B

[0044]  FEERAMEAZ KT, FVITaZ IR () — DL R E TR ER i J Bl o 25 3F AT ] e i 7 ik
B o AE—ANJ5 T, BUARTEA BT SR AR P PER , I B P2 U 07 <5 PR BN ARSI AR
SO AN A — i B, AR B A5 [ ol A2 AR P R A o R 8 1 ) 43 < PR ERAR G
Lehningerfrik (EML 55 iR WorthH e ml AR, A1 29 (1975) ,p71-77) FF HFI T
£,

LR EAR
M BERR AR
AR PR (A PER ) -
AR IRY ALIVP
B. 75 &R FW
C. & BRI M
D. P A] G
AN HL AT R T
AR dk STY
B. Bth& NQ
C.ImE C
D. PR AT () G

AR (BRPERT)  KRH
AT (BRPER)) - DE
Al gt R IR DR ST PERURS T R K

PRSP PERARIT
JR U R A NN ERIOEVERver*
Ala(A) Val,Leu,Ile
Arg(R) Lys,Gln,Asn
Asn(N) Gln,His,Lys,Arg
Asp(D) Glu
Cys(C) Ser
GIn(Q) Asn

Glu(E) Asp
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His(H) Asn,Gln,Lys,Arg
Ile(I) Leu,Val,Met,Ala,Phe,
Leu(L) Ile,Val,Met,Ala,Phe
Lys(K) Arg,Gln,Asn

Met (M) Leu,Phe,Ile

Phe (F) Leu,Val,Ile,Ala
Pro(P) Gly

Ser(S) Thr

Thr(T) Ser

Trp(W) Tyr

Tyr(Y) Trp,Phe,Thr,Ser
Val(V) Ile,Leu,Met,Phe,Ala

[0045] A% HIRELE 2 KT 21 ML 7Y i ok B IR AL 3h ), AR T« R K504, 4
Wi, N2 s MG s, 900, KR /R BB s BEARE 08 s B s 4R = s BB ARATI L300 - A R B
(A% R N [ o1 ] 6 e B 4 AR 40— (A 4, S 0 1) 5 o D B8 A 20 s ) B HL AR AR 1) 43 B
FERBTER 7)) SR EZHRMZ K7 5K, #11, GenBank N js & il ‘5 1 AL R A 7
F11[1 702933 cDNAIM1 3232 (Hagen%% ,PNAS. 1986 ;83:2412-6) . Z ik %1 [Jad POSTO9 (71l
BHEHNBIFALRIENSE) QAR TRVIINGT 2 2 2%, 10, 2 WSabater-
LlealZF(Hum Genet.2006;118:741-51) (LG HATHABTHARLIENSHE).

[0046]  7F 0 fsF FHI “AE s MR AT AR B M im TEAAR” R T B 5 ik 4+
FeAR AR DhRe i AN/ B M e e (B 4 A4 1R ) I 43 F AT AE ) B A4 L A/ BSUHH (] 45
oA (LE IR ) B AR & 5 7T 7+ IO AT A B A

[0047]  7E b ARG AIE “VR T ML APV Ta” B3 UL 32 17 55 M L 3h ) 3R 4514 76 1L
HH R IR EL A S B AL B A R PR B A TR R B

[0048]  Yr i FRI ARG “HEAFVI Ta” 4548 FHDNATE 2+ R 1M 3RAF I rFV I Ta, H AT DL
AFARUIBATAT O R 735w 7 A AR R E L FINo . 4,784,950 A FF T — AR K B+
ZrFVI Taft) 2Bl f&Novo Nordisk i IF HE K NovoSeven. FVITap=4 flkiA

[0049]  rFVITaff) A /™ Al DAL HE AE A GUSATAT O AN T iR U7 (1) 3 i B PR TR 45
23 FHRNAIS 5 5% R0 / B DNAY 185k 7 A= BEZEDNA , (i1 ) i %6 e o)t 20 o 7 FL IR B B v
15, B EHDNAS N FUZ B EAZ AN, (1 1) B a0 LS B 3 HUR T 205 3= Arid B Ak 4
i, Giv) B PR BRAEVE S TN RIEFVI Ta, A1 (v ) 81 T W15 5% 358 B3 o i 30 56 1k 41 Bt g 43
B HTARFVI Ta, DR (vi) 1 an g B B 28 i iy B 3 S Al e i v A AR BN 4L rFV  Ta.
[0050]  JEILAEAIE R EZBUEZH £ RG RIS, v LA HrFVI Ta, HAEREE T2
B Al 2 I rFVI Ta sy « EAZ A0 MK 12 Wi SL3h A 40, B 20 CHO L COS\HEK293 \BHK
SK-Hep FHepG2 o AN HLAKKR il T4 7 B 73 B AR 48 A & B I v FV T Ta i) B0 26 14 3F AT
DA A AAT AR B AR AT 2 1 1 B 3 T AR Y R G

[0051]  Z Fpagi ks ml UL T rFVI Taff) il & , 3 H AT LAE B HAZ MR AZ ) Rk Bidgk . TR
12 22K ) AR 451 045 BURLEL WIpRSET pET \pBADZE , He rp 78 JF A% A S 4A b fd K B3
FHHElac trestipsrecA araBADSE . I T HAZ R K BAR K B 7048 : (1) H T 7EREEEH
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FIR AL , E fpAOpPIC. pYESpMET , HoAd FH 5 hF b W1AOX L \GAP \GAL1 AUG1%%; (i1) H]
T7E R gl b R IA M 344K, B WpMT  pAch pIB. pMIB. pBACE: , HAF A 5 3 F L fPH.p 10,
MT.Acb5.0pIE2.gp64.polh%F ;s LA J (111 ) F T MR 3L 304 40 B Hh 22 3R 1R 44 , b ipSVL,
pCMV.pRc/RSV.pcDNA3 pBPVEE s LA AR5 T 5 RGU I HAK , Pk o B LL WU 2RI 55
TR AH IO 5 SR B SR EE S 3 FHIK 5 3l B 12 CMV . SV40 . EF -1 ,UbC RSV, ADV
BPV.BA K B-WBhE A . MERR

[0052]  7E A FH A ARGE “MEVE BR TR 47 , B4 I VE T /K VA MR B BV VR M AR PR PR A B
BEY), 3T BAE VL 24 A B L Z5PSA-FV T Ta—45-4 Mt , Wt L 50 % A 47 0 52 ma L 2o &)
1 FH A TR A O BR AT FH R e V8 o o i A BAR PR il o 7E— N7 10 R AR R 2 B
A 1A BT AR () ME VR B ot ] DA 45 A 78— SR B .

[0053] 14, it 32 [H £ Flnod , 356 , 1 TO IR 1) 7712, A LI ME VR B iR 40 45 & TFV I La, 71
R I AR SCUAMES % AR R I — N HAR seii 77 0, 200G m] DL R IR 4
()2 Rl RAR Z RO AT AR B 2R R ARAT AW IR I 00N , 7EAL A b 4 TR 2%
A M YK R R 2

[0054]  FH-F 5 PSAME LT 22 IR 1 e Atk 77 v 02 B R0 10 o 1 4, 35 [ R A FFNo . 2007/
0282096 H ik 1 fg B F BT MBI IPSAL & T & A f. ok, RE LR A FF
No.2007/0191597H43R T PSAFTAEM S A TES:, FT 54 (91, 85 171 J50) 7834 Ji 14k 1) 28 g
Ab AT RO .

[0055]  FEAS A& W) — N HARSE it 7 s b, 22 B A W 16 SR e YR I 360 7 A2 v B2 S 7K T 5 I
BAE 5 — A5 75 X, AN A W2 w8 52 7K o 3 2 T ek Pl 4 I B e P B R i DA 2
FRIAF AW B A KM AR IT ] DA A A H e B Be A, bb i R R B R I R B 2k AT 5 B
B HH G XL AT UAAAE T RIS G b B AT AR Z G

[0056] 5] FH T4k A IV 22 BEAL A W02 ZH TR ™ A 1 2 BEAL A o B R AR 7 AR 1) 22 W 4
FRAMEAG - U A I A , Z A PSR B AS B A i e LM 70, 2 T4 B 40 B R 22 A v
4if (Kupffer cells)EFLMEszARR . E&

[0057]  FVITam] DA it AR S50 B AN 53 B #0R0 RAEART 25 PR T A LA 1B 452 T 2 B AL
G 2 AL FHEAE SR B L FINo . 5,846,951 S TH E5 1 54T R 8K 54T .

[0058] X b S it 461 40,455 « 3 1 AEFV I TaBk 2 B AT AT — Fh BB S e i gkt 2
(i) JOR BRI % 2, B A — P i 2 Ak 5 L e ) ot 1) e i i) T e ) % 2  JE e Vi T oy
AT I 53— Pl 02 20 BHIS 1 0 b Uif 5 S 2 TA) TG MR 3 4% 5 B ok i MR i 4 461 4
FVITan] UAEIEIN 456 T 2 0 &1, ok vl e sl o3 v] 5o s i g Sh s A E AR 58 &
W) = 35 JE P R S b T o P P I S SR o ( Jennings FlLugowski, J Immunol.1981;127:
1011-8;FemandesfliGregonradis,Biochim Biophys Acta.1997;1341:26-34) .7 &K K
Bl ] A JE e 5 Na ONBH [ 45 S5 3 i e 82 DA e A e i 40 A A o — Pl e (13 1202 , 76 T
Jel B R R S 18 SNHaC 3 S P e Ak A'E FH i A 5 M IR (PSA) w72 AR 2R I Vi 0
B XU RE BT LA A TS A B LB T2 9 0, 48 AU L B S® (X (it 2
BEIEE W e ) 3 RS /PierceN @l ,Rockford , fF R 1 M) 7] LLE &8 & 3R K PSAE BE
TEA IR Bh, R RE A B LL W1Sul £o-EMCS (N-e—Ey SR B I % O B 4 2 ) il
FEYRHAWE VLR /Pierces w)) AT DA FH T 4240 W i AN B R ]

10



CN 101557830 B W OB B 9/15 T

[0059]  7E 53— ANi@terh , W LAl & PSARG I , I HLAE T o i S8k S S AN AL g 2R ThBE 2 I
W AR T8 A B KA A5 53

[0060] &7 P 85 [ ) Ui 120 Jla A2 T DA -5 Mol 0 12 Ak 1) 1 — 22 68 IS N M T T ol JOR R i, B3
A DAAE L =R B AVE PR 43 b 1 8 R B Ath & 33 0 % 1k R [ 2 ) R R i o A R o —
WP, R IETT DL S i B R 15— L T UK S o 2510206 AL B ) 4y~ A T R T DA 5 M
Rk T IN-JIR 2, B R (1) 5 3 TE LS R o

[0061]  Wlifetth, Z WAL A YA LALLFES AN 77 S0 S 252 s AL & D I A FV T Ta k2 422 o 151]
Wi, 2 MEACA PR 2 2230 PEAL A ) ] LI 3k 5 /K M A B A F 9 i ok 2 840 S0 e
A 4y i 5 K PER 29 TS AL S A B L A AR A 3 B2 0% R T DA i o i A
AR XA AR A R A R 5

[0062]  ZyWp2EyE AL A W] LALAAL 2t 20 & & (e, 1 1) i Bt e i T 2
WEAE ) AR o — e 8, I LL B4 71 20 S n] DA e T — A4 BE MR Ak
. R

[0063] AREAM BT, HREEET 20— A 22 0] 252 10 e R 52 1
FVI Tafffd Py 2 2 HAALE , 3 T BRI 8 (A 5 JC PV TaB A WS PEAT AR AR P 232
W, NI R R H 5FVI Ta DR SR FEEER = A B H IR E - 48K BHIKPSA-FVI Ta—45 &4
Al LA — 4 T SEVITTAIFIX A 22— A1) Dh §e MR B e B3 S0 R R BORIS hBh= A %
1)t LR RE YR TT

[0064] I8 B HivayT A, 3 HAR Y [ bm o WA 26481, v N BIFVI Talf) 2595 777 A
HHBEMIEFERBERME R EAAHESEY (BjorkmanMBerntrop,Clin
Pharmacokinet.2001;40:185-32),

[0065]  Jx T~ U UE SE B & , BP O 28 i ML B Vs B A A AL DU B SR AE (1) 7 ARV Ta
TG A ML P A I, 5 I L e HE T 78 0 B AR Dyt I 2 PRI 2 3 A2 1 o AT I B A
R ATAT] 25050 1754 M B TR T FHEVI Tar= Fof R A P oh 2. 2F M
[0066] 71 A% BH (1) — i it 77 S, 82 () BUR AR I A N - 3 A e K o A2 — DN FH SR 1)
SEHE T, AR A THERRIIFVI Tati Lt , 85 1 FUA) SR I AR P 21 2 3 M 2 K 22 /D 1
B s AR S — AN SE 7 2P AR P 3 B A K 2 D = A% i I AR KRR AR TN = 230 7D
2, AL PAVPARFVI Ta e B R B KAT 00, W N R SEE ik . 4524

[0067] 4524 AEHARPR 1, I HAE— Pty =0, A& B 1) & 18 5 A g 44 m] DA
2R 245, LU s kv 5 LRI B B3 PR P 5 o

[0068] 4 T A K HHAEE A BB A 5WA 2T ANEB0R% s, 72 —14 5
I, 20 A 8 & — P DL B 25928 T e 52 Ak o RE “29 4277 BBy B2 252 17 FR I A2
RSB I 73 AR ML A, FEmT # 2 E Jbae At bE an SR S A0 43 27, Dy A 24 ad i AT AR
AR STIAT JE A I 7225 2 AN 2 A BUR BB HARAS B OB, 007 Bk « R “%4
WP 52 I F8AA” A AR 228 1) i RS FH KT 791 20 B o 0K S o A el R A B ) L 5
ARG ISR IR B 55 , B Fok A I IR 237

[0069]  7ESbfE R ATE “BAE" , AFEE TR W ERTIR A H M peE (I 7L 3
.

[0070] &My LUEN N R@ e 2y DUl R R R i B A IR 55 BHTE S 25V H
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W~ B PO PN 3 55 o 7R A IR ARAE W B A1 A0 BT A S i v B UL P e 5 v o
SR B VR AR o e i DR S B2 A VRS VLA T L 5 A S I P A B
55 R BR S V5 i RS A/ BRORR S AL R AL TR B 45 25 AT AT ) — R UF, A 54
SR AN IR CL AT REX 2 A B I A R .

[0071]  WILAHEATH B W) B — 25 A BE 2 IR 4525, B AR A U R B ARk #E . 4
T IR BATT R, W1 A & A I S S B TR VR ST I B S A | R R A e ik
T, 25 4h 257 T T B 193852 ¥897 B I ST Va7 995 A% i Rk 25 M i) Sz < A
KM EBEIME A . ZWHEY

[0072]  AKBHIEH K — R & R E R FIR BRI & A R SR GWA S . %241
AR DA — oA B 2 2 m B S A SRR B R BB R A 2 A
YIrT LA F 3697 T B PR SE 1 e i o Ak B I 25 V0 405 W0 PT DA VA R BZR 11l i o TP
Z E R TR R (1 B 2PV T Talf B B VTR I 75 V5 - AESE [ & FNo . 5,874,408 AFF T
—ANSZHE A AT LA A AR AT AT A E R . A&

[0073] B NP AN 75 T , A BB 4830550 &, A DA Rl X R 25 25 1 7 AT B
B AR BB AW o 75— s 77 3 F , IR 5T & R B 3 e R 2 L s B+
OB HHE T AR SRR A A B A (B, 5 B A TR AR A ) T A B A
T B B AP RS, F T /R /L S 1% 5 1AL & VB SR AT A —
s 7 A, A S AR AR EARMERNAEYNE —"E MEAFHTE—
B P AV A R 2 ] 2 B A TN 5 R A AN A B A AN
A RIS a2 A RS T L — P A & TR EN A AR R A AAEY
()2 B LA, 70 & B ARV T VR B A BUIRAH S 38 AR ZE

i = 152 AP

[0074] 1871 T rFVITafE 5PSALE & Ja i SDS-PAGE .

[0075] W28 R T rFVITa-PSA-&5 B FIRAE M rPVI Tadt K SAR N I 259030 115
[0076]  WE[35IR T rFVI la-PSA-45 SR ARAZ M rEVI TafE K RAR N I 2598 772 (B
K)o

[0077] K457~ T rEVITafEN-K it 5PSA%E 4 J5 ) SDS-PAGE

[0078] 557~ 1 BESA-rFVITafl =SA-rFVITaff) E40% f ik .

[0079]  E6AFIEBE IR T rFVITa-PSA-45 & MR RAZUI rEVI Tart K R AN 1 2548 77
2 A BASA-TFVITa;B: =SA-rFVIIa.,

[0080] |7 R [ N-LBE A R R = RARM BAE K.

BALHEAR

[0081] DL FH i il 9] i3k — 20 13 BH AR R B o AE - AS S 0 2 I BH A AT AT IR ) o 52 e 461) <2 i 41
1: HZ R ORI L BB VT Larh {2 B hR =

[0082]  #HE JenningsAlLugowskiFiiAHI 7774 (] Tmmunol.1981:127;1011-8) , FHME ¥ fiR
(ZROIRPRE R , CA) %) i 2 IR ik it AT 12 40 o 10 F2 A I B Sigma A ] (Sigma-
Aldrich, &% 5 87 s 2505 BN BICAHE &40 IM NalOafCAZK IR (R JE - 20mg /mL ) 7 %
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BB HERE 15min UL CA o BRZE FHE AL M CAVA R HH M 2mL 2, — %, 3F AR =18 Nk
3 — B 30min A VRAEO . OSMBE R AN ZZ MR pHT . 2\ AE2-8 CIRIEL B VE I Y e E A ik
o
[0083]  Fifi J i S5 40 13X FVAVR N2 AE 0 . OSMTBS BR A2 P pHT . 2+ [ rFVT Tadi i (30ug/
mL) L 48 20K B R 100mg i AL CA/ BFmg  rFVI Ta %R & 7E 2518 T #H P4k 180min o ¥ il
NaCNBHs (243 &£ 10mg/mg rFVIIa), 3 HERBIRYG TIHIRA Y =i T ELIRIEL18h A G
FZEFHZIR A N2 5mLAIM TRIS-7KIEW - pHT7. 2, 3 HI4HE60min L 11 b
[0084]  {fi FHQHyperD F 50umfffl§ (Pall BioSepra/sl,Cergy, i H ) MiPharmaciaXK—-10
¥ (Pharmacia XK 10sh=15cm) , it B A e 332 , 4 Ui B9 1l 1) 5 rFVI Ta—CARR PR 45
A ADAE 538 AR S AT I 2% ik (20mMHEPES /1M NaCl . pH8. 0) 3e /it 45 A CARY 85 1 3T« B¢ )i »
ff FH30KDVENE (FFAE£F4E 3 /Millipore A T]), fE8 A 150mM NaClA10. 5 % fE B [ 20mM
HEPESZE i pH7 . A+, 3l 3k 898 /15 98 (UF/DF ) AR I 4 2 50 B ik o SIS it 51 2 « 58 e s R AL 1)
rEVITafJ P22 R AL
[0085] st 6 Al )k, 7 92 9 52 v FV T Ta—PSARYBFIE M, P B FVITain s ARIFVITELZ /1
M, 5F Hid sk #8227 5FVI Ta e M A& 5FVIT(Staclot ,DiagnosticaStago
Iy oAsnieres, V) s MR 5 R ERS .
[0086] i ied sk L fif 7 A I 52 ¥ (TGA) W rFVI T-PSARIFVI TT 55 v M , e 24 72 AE Bt af
RS SR IR RIS, EEV L a2 354 40 1 ¥ P A U e v LT Tt 3770 %) 7 E ) AL A S A
M2 A« FHZH 23R B G 52 6 51 R B8 1L, 5 L I8 ek JeC A 7 ' ] 1 208 it okt 1 32 488 b U =
I P 7= A o EH UL 5 AL, B, 0 D00 5 0 1) 08 5% 281 (1 gt A 8 T R0 ¢ 58 v s 8 L g 7 2 33
P AEPRS 4, f# FNovoSeven EEZHFVI Tafil it (Novo Nordiskoy ), BFASISHR , I E
NS ANRITR , FEAB M Z JGPSA-rFVI Taff b iiE 1 &A% .

K1 AEEPSAL AT JarFVITaff L iE 7y

FVIIa /&
STF TGA
(U/mg B H D (U/mg FHH )
FKAEHiH) rFVIIa 45942 44296
tFVIIa-PSA 1003 22

[0087] 7R HAE M JH I 45 N AT SDS-PAGE, H W& . H 2 B JLFV I Hu ik
(AffinityBiologicals/A ] ;Ancaster, & A) 7 H HHH 72 EFiPSAPTAE (Chemi con [ R 22
), Temecula, INFIAE JE M , 36 ) BEAT S Qe o A2 S Bud o 5 & & B R PSAME R
SR B8 AR T AR I EVT Ta 2 FE R 3N (B 1) o SEREf3 : 72 K AR N rFVT Ta-PSA-45 &
VIR 2395 731%

[0088]  PUA KK (Crl:CD(SD),Charles RiversSZiyes/y ], Wilmington, B 5E1E 22 M ) 4
JRI , I FLd Ik PA20mL / Rikg () AR R & 20 B2 i ik i ok i NAE 22 P (1. 3g /L H 2B 5
HE %3/ LA . 30g/LHZERE.1.5g/L CaCls » 2H20.0. 1g/Lit¥E80.pH5.5) 1K)
rFVITa-PSA-45-4%)(16.500U0 FVIla/kg) fE6IEH KR & BB REMrFVITabl
18.000U FVITa/kgf5¥)5E F1EXFRE o AETE S PTTE 4 Fi5min . 30min . 1h.2h,4h.6h.8h Al
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24h 5 5 IR 33K 5 75 KCBUAS LB AR o il AT RR B ML 2R 9 R, L T — 2 i
[0089] ARJG I E MK PFVITayE P (Staclot,Diagnostica Stago/A),Asnieres, ).
RAEERIrEVI Taff) 32 B2 1. 1h, 3 B E SrFVITags A3 ma2. 3h(E2) .
[0090]  7EF nf) S s oh B EEVI Tadi 5K P R 25080 1357 « 754 K R BRI , I HLd i DA
10mL /B kg IR TR & 28 2 S ik i bk v S N TE PR (1. 3g/LH 2B & H AR 3g /L& AL
BH.30g/LH EERE . 1.5g/L CaCls » 2H20.0.1g/LH:{880.pH5.5) H [ rFVI Ta—PSA-45 &4 (450
ng/kg) o FE6/NIEH KB & BRI rFVI Talh 390ug / ke 7515 FH/E X B o 7R3 55 A\ P it
Fi% Fi5min.30min. lh.2h.4h.6h-8h. 12hF124h 5 , MR BR 5 i ik BOAS I AL A o ) 2% AT
R I A 5, I35 0 . FHELTSA(Z Sk it AFVITH A4 ) P & I 3 s RV T R 7K
S Y HAEL. ThGE T RAACEVI Ta) f13. Th(G TrEVI Ta—25440) WA RIIMS Excel #E R,
I 2 PR SR 5 3 B RV T T S U — A N 78 i Smi n JG 3R 15 1 ~F 3 1L 2 7K (]
3) oS4 : FVT TaffN-2K vy 5 M YA FR 1
[0091]  7EpH6.0 BT CATERVI TaffIN-FK i b 45 & o iZ L F2 A8 AW [ Sigma A 7] (Sigma-
Aldrich)HJCA, HHfEQ-Sepharose FF(GE Healthcare/A ), %% B 2, fE ) FididHE -+
BT B 2 A E A0 04M NalOaff 2E Ak CAI) K VAR (T - 23mg/mL ) 75 5 35 T 8
FEHEFE15min DL CA 325 15 55 0 I I FA VRN 22 720 . 05M B FR 4 22 PP - pHE . O (1)
rFVITaiA vl (740ug/mL) o, 243K [ A60mg i AL CA/ Bkmg rFVITa(id & K2 1508 /R) o 1%
TR AR 205 N B P HE 180min o 8 INaCNBHs (25mg /mg rFVIIa), 3f HAE R BIRE N ER
AT ACT R E 240 AR G R Z IRAYH A2 5mLIFIM TRIS-7K & \pHT . 2,
I HTAC TG RE60min LA 1 M.
[0092]  {fi FHQHyperD F 50umfi g (Pall BioSepra/y ) ,Cergy, 2 ) flPharmaciaXK—16
¥ (Pharmacia XK 16;h=14cm) ,83id & 38 e BBk, K B 10 7] S5 rFVI Ta-CARR T 45
SRS B RS P B 22 Pk (20mM HEPES/0.5M NaCl.pHS. 0) ¥k i 45 & CAIK &5 1 i « 5%
J&i > A FH10KDJEJE (B AR A 425 /Mil lipore s @) ) /£ & A 150mM NaCl[#J20mM HEPESZE PHifk -
pH7 . 4RI UF /DF IR 4 e I VAL o B8 A8 e e 1% FNUF /DF AP R 2 AEA°C R 1747
[0093]  f4z 76 S it 491 2 P #8538 16 7 92, S0 el 8 T Sk v < 9 L3 et i il 7 A ) 5 R 1
EN-AR I e PE A rEVI Ta—PSARIBEE P . 45 BIC B T2,

F2: £ 5PSAHIATN-A it 45 B Wil JGr PV Taf bR 36

FVIla &
STF TGA
(U/mg |ZHFD (U/mg & H D
FAG M) tFVIIa 52749 56814
tFVIIa-PSA- (N-ZK¥#) 25030 12564
[0094] N-Rum4h & BIPSA-rFVITafy b iE F7i ik STRI & 7L & £ T F% 2150 % 5 JF s it

TGAI = T 225% o

[0095] 4 HE 7 S i 51 2 v FE A 1 7 7, 45 2 Sa B PV L TE A4 3 HH 2 SR HiPSAfu A
BEAT S g% Je (R FE I8 S5 46 A T FHSDS-PAGE K H JUAE I o 1211 5 B 5 AE SPSA L L) S 2 B
DEp T R M BEIAFV T Tasy F B M0 32 & (B4) . 5265 :FVI Ta 5 CNBriG LI &
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JN-Z B R IR 45 A
[0096] %I 3 % FNo . 3,487,890. 350 AT ik (1 /5 ¥, A rFVI Ta 5N- 2, B 1 28 R0 BR AH 45
4 W 350mg A R IIN- 2, Bk P4 2 I8 (Sigma—Aldrich) ¥ T-10mL{0 . IM HEPESZE K «pHI. 0
1, R 5 K5 430mg [ CNBr (Fluka /A ) , Steinhamm, 8 & ) i 23X fig o , 3 HAETS 1 i Fe 3
i) FHO . 5M NaOHKG pHIE 5 219 5. £E30min i , pHEL 2 9. 5.0 SR S 1 5 N0 . IMFHCT , 4 pHA{H 14
R84 A TE AT FE A, d kR UK RS R 9 HARFFAE20-25C X TiE L
N-Z B B 5rPVITalf 454, IONAES0mM B 16 3k 42 vyl . pH7 . 2R (K rFV I Ta Vi WK
(50mL/0.44mg rFVITa/mL), 3 HAERFAHE T T 20 T ORIE30min o 28 5 M 20mL K]0 . 24
TrisZEm, AT 2 1k s B - BEL IS B9 I OB B K VR B e 2 e R ORI 1 5min 5 )i
18 I 1OKDJEE JIES ( FE A2 47 4 25 /Mi 11 i pore /A ) ) 7E50mMBE 8 £h 22 pPi « pH7 . 270 @ i UF /DR IRk 45
LI SE T 1516 : FVI Ta 5 CNBrifi AL () & IN- L B PR 2 IR — RAK I 4 &
[0097] 4% M8 35 [E % FINo. 3,487,890 Firid A TN-Z B & BRI 751k, #rFVI TaZs & T M
TimTecH PR A &) (Newark , £ ) 1S & BUFIN- 2, BE A& AR = AR 1 350mg [FIN- 2. I Aif
L5 R = R ARVE T 10mLIY 0. IM HEPESZZ MR pH9 . 0 o R Ji5 ¥ 430mg ¥ CNBr (Fluka 24 7] ) /il
BIXFHAER A I BAETE I FE AR E) A0 . 5M NaOHE pHIE 15 2195 . #E30min J& , pH{E 9.5,
SRJGIEIL IR0 . IMIYHCT , FEpHAE A5 218 . 4 o 78 BEANTE AL R 18] , 3885 1) FH ks ke 2 il
¥, 3 HARFFAE20-25°C o R Jim 4% BEAE SE 1 5 P R 10 5 18, ATV AL B = AR 5FVI Taff)
ZEA SENEET : BSA-FVI Tafl =SA-FVITa ) AWtk 22 R A4F
[0098]  J ek 48 ML P75 v « I L I8 sk 40 7SIl A91] 2w 8 TR (14 458 Ll 7 A 0 5, ke ) e S it
5 H IR BRI 45 & TN-C B AR A BRI rFV T Ta (BESA) B S 4616 H R R (1) 45 &
N-Z, B4 A 1 = AR B rEVI Ta ( =SA) B IS T . 45 BT T3,

3 A H5PSARATN-A i 45 & Hil JarFVI TaffJ ELYE /)

FVIla iF
STF TGA
(U/mg A B (U/mg & HE )
RABHEH (FVIIa 40579 57230
¥ SA-rFVIla 6064 21784
= SA-rFVIla 1743 4131

[0099] i IL STRI SE VLI E ) 45 A > EPSARI rFVI Tafy Lb 3 4 B AR , {H 2 8 i TGA I £ (1)
BASA-TFVI Ta {55750 % [ HFVI T 1 55 B8 & 1 o

[0100] ‘A4, ¥ BEKlausenflKornfel t A K 774 (] Chromatogr A.1995;718:195—
202) , it BANE H Yk (CE) ST T BESA—rFVITafl =SA-rFVIla. 5 R Bn TR & H &
TN SRIRCFVITatf bl , BT INFG A 47, BSA—rFVI TaAl =SA-rFVI Tak A= B 5 14 1] 58
BRI 1) (A 48 o SE 18 : TRV T Ta— B SAFITFV I Ta— = SAZS S WIAE K BRAK N I 2545h 1123
[0101] AN KB B R, 3 FL I A 10mL /B kg i) 440 A3 70) B 422 2 0 i Ik 28 ok v s N A
ZEVR (1. 3g/LH &% HE MR  3g/LEAAEN . 30g/LHEERE . 1.5¢/L CaCls » 2H:0.0. 1g/Lit:
180 .pH5.5) FFrFVITa—HLSALS A4 (400ng & 1 i1/ kg ) o IS KB rEVITa-=SAZE 54
(400ugHE A i1/ kg ) AbFE o 7E8AN IEH KB & g RABMRII rEVI Tabl400ug s [ i1/ ket 7 &
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FHAE o BE o £E 33 55 N 6 P Fi5min . 30min. 1h. 2h4h . 7h. 10hFI22h 5 , MR 3K 5 5k B A5
MLVRAEAR o il B ATRF B ML FF A R » T3 — 20 4 #fr o FHELTSA (2 s fE B AFVIIHuAE ) Il =
ML 2R AR EVITHUJE K o B3 59 5mi n 5 £ TR H ORI E 8 48 00— A 5 I BEA O o AE T 5
Th)G , rFVITa— 8 SAFI = SA-rFVITa ) M3 /K T L RIRrFVI TaXf HEA B i) o 45 R4 o T 18
6A(rFVITa—FESA) FIE6B(rFVITa—=SA) 1 . Lt (519 « it il SR PR A AE FPREN-Z B 2 2
B = RAREEC T rFVIa

[0102]  rFVITajdidid 5 VERE AR F SN-2 B4 AR = AR 45 6 1% i Biessen G iR
(1) 7775 (Biochem J.1994;299:291-6) 31T . ¥ 350mg (IN- 2 B0 2 E R = 4K (TimTec 2y
AT 10mLI 0. IM HEPESZZ M s pH7 . 0, 3 H A Hn %2 32mL Y /£ 20mM HEPES . 70mM
NaCl.pH7 .49 ) EEAHFVI TaiE W (0. 3mg/mL) o 4R i A NaCNBHs 28 24 4k i 9 50mg /mL , 3 H.
TILER N0 . IMFTHCI#4 pHAR IE BIpHT . 0 KR SR F A2 B R T T-37 CLR IR 48h f# A 10kDJE
FE(FFAE 4R 4k 2 /Mi1lipore 2y 7)) 76 & 747 150mM NaC1 (%) 20mM HEPESZE ¥ . pH7 . 4rhiE L UF /
DFIRAGIZIE W -

[0103] #R¥EKIausenflKornfel tlrid /774 (J] Chromatogr A.1995,718:195-202),iH it
BT CE IR TN-Z B R R = AR A TrPVITal s il . 45 R BRn TR - b EoR,
5 RIReFVI Tatflll , 744 R A B 5 04 1) 5 s AR BE I T A A o S 10 : 2 R4
A LEART AL

[0104]  FZHBWO 0601616 ALFTIRMIJIVZ%, /£Q-Sepharose FF Fif it B B 52 e (i X CA
BEATLL . H5g CAVA T-50mL 24 25mM NaClFI 10mM= 2. % & 2% i < pHT . 4t (=B 452 1
W) o A RUE N2 I 78 A AR U6 9% v P47 1) Q—-Sepharose FF(GEHeal theare w)) [
Pharmacia XK504%:_F o 4R G FISANFEZR R (CV) AR IR 22 pHR e A , I HL AT 3ANFE R AR IK £E /&S
TR PR 11 200mM NaCl.350mM NaC1H1500mM NaCliZ 2% B I 4 45 4 (I CA » FI350mM NaCl
T M 0 8 4 3 3k SDSHE s Ha ¥k S 7~ HH 20kDaff) 43 & o A B A AF 4E 3 (Millipore/AT])
il BT S KD P18 e 1ok 368 A F X0 3 AT MR 48 5 B J5 A0 50mMB 2 #h 2% vl  pHT . 27 33E4T
B UE SRS Fe B AE S 9] L b RER 19 75 75 FANaT 042840 CA , I L% HEWO 05016973 AL ik
(1) 77 v 8 3 0 JiE P e A AR 3 N R A 2 A [ o 6 T3 B P e Ak /B % 1 ImL I 2M NH4Cl1
VAN A 20mLAE SOmM 2 #6522 1 pHT . 290 1 55 7 58mg S8 AP SA/mLIKT VAW o 98 JE I NAE
IM NaOHH SMNaCNBHs 1) ¥4 VK , 15 24 3¢ 5 R 75mM o 1% SN AE 235 TFpHS. OFF BHAT 5K SR fG TR
A WDAES A 10mM NaCl1f¥) (NHa) 2COs¥A K (50mg /L) A B J5 7575 A7 5mM EDTAR) 50mMA% % £h 2%
MkipHS . OHp BEAT FE T AR fe il ik R AR 5 2- WA AL VU A EWY (iminothiolane)
(Trautikifll/Pierce s @) [ OB 1T F AR AL o 12 5 NAE & A 5mM. EDTAFK 50mMTs R &5 2%
P pH8. 0P B FI20 5 BE /R I S s Ol T =l N 3T Lho B o » 48 R 2 85kD H A
A4z (Millipores \)) il B SRR , A5 A 2R I Ui 125 SREE A Y PSAVA VR HEAT RE I8 /15 08 - 5K
T 11 < 3 A FH 2 D B A BRI PSAMR B T-rFV I Ta

[0105] 4PSA(Sigma-Aldrich)7EQ-Sepharose FF(GER{E /N A]) bl it S A8 e th i
BT AL, IF B A 2B 5N AR S B 2 R ] M S A SE e 451 1 0 mp F5 3R [ PSA-
SHo X} T-PSA-SHABRER T-rEVI Ta, ff1 F 22 S BE R KA MR AC R FISul fo—EMCS ( (N—e —Hh 34 Bt
V% A 2 ) R ARBE FIBE W B/ Pierce A 7)) , e AW I N SE ] « T 45 A A 1
T e I N JRe s, A T4 5 Vi S R R AR -NHS - 2L« [7) 2mLAE & 47 150mM NaC1 (%)
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20mM HEPESZZ MK \pH7 . 4TH I rFVITaiE i (1.6mg/mL) H I Sul fo-EMCS & £ K &
0.07mg A BEF)/mg B ) o S REAE i R AT 30min 4245, NN 130mg M 48 S e 9] 1 O fi1l 4% ()
PSA-SH( L0031t &) , 3F H P A 4R 57/ rFV T Ta & & W43 B T PSA-SHIT AR IR e WA AE 235
BEATBAMP 2h SR RHR A AR T - TR B RS (GER (i > =) ) b s HI C A i v k47 4k
1k o ¥55M NaClyE U TR A Wb E LR E R 3M NaCl o SR 55 iZ B A Wi TR 784 1 -
B Wt e (GEAR iR A =) py i A rp , I H A 6.7TmM CaCl2ff)50mM HEPESZE 1
pH7 . 44T rFVI Ta-PSAZE SR BE  FEVE IR 45 B W0 2 )5, #EpHIE 75 Bl pH6 . 9 o St 4112 «
PSA-BEE 45 & T rFVI Talf B AK AL 4038 5

[0106] X T 4PSAZ & T rFVITal i KALY BR 43, fill & rFVITafE20mM HEPESZE MR
pH6. O VA (1 . 6mg/mL) o [A] 9 R X FRAE W I VAR 5mM. Na L0495 7K, 3F H 4%
BHR A Z AN T ACT B HEAT Lh, B AE i B A I o SR 5 DN 0 A7 R S A (IR 1
5mM) BAFEE 1E 2 B B 5 I ANPSA-TBEE (WO 0606168 A2) (&3 BE10mM) , 3 B0 TS B B B
NAE 2 I T BT 1ho SR 5 $2 R SE A 1 J R 1) 77 7%, /EQHy perD(Pall BioSepra/A®]) I
T B B A8 B B A PSA—TEV I Ta s & Wi AT 44k,
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