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L5,



V. REIZET HIEH
1. Hlfe
(1) FROXZ
VSRS (AR

(2) HFONEERUHEIR

AFNT, AEXITEFCOGERFTH Y | IR O BRI HEF K CERE L L&, BARD
LG CTEI I DTN AWl LI2ikAl & 72 D,

(3) #Ba—F

LR
(4) WFIOHHE
pH : 5.4~5.9

BB K 1 CEEEEHI 0 5 k)

(5) Tt
TESTAI OB ORFER T2 AR DA HE
NATNVHNE © B2

2. HEFIDOHERK

AL

(1) BES (EHERS) OEERVEHMA
ANz BT OWEH (AARERITEF AR TEMLIZEE 1 AT AHOMBIT PO LBY T

How,

B, [ERLFIMOTHICETIBEEHLEDLEICHOWT) CER 13410 A 1 A AIGERE
712 &) WNC TEKLRNYOZHICET 28 EH LAbLE] OFEBIZHOWT) (Ek14FE3 A
13 H HIEIRE 170 &) ROVEYFRRAIEREICHET 2NN oW TRl LT,

Wiz NA 7y ML
2. 5mL 5mL 10mL
A TE A A i [ 55 VIT R+ 1. 56mg 3. 12mg 6. 24mg
PR MR A X R T 15. 6mg 31. 2mg 62. 4mg
NILIET VT 2 v 52mg 104mg 208mg
.. 2.6 5.2 10. 4
- ATZT eI I IR [
F 8 B b 78mg 156mg 312mg
RY YV A_— |k 80 0. 13mg 0. 26mg 0. 52mg

7T RV U LK, kT R Y U A pH REA

TE) FEFHERWL S RF DR Z2Z B L, KB 131 70 IG5 265 VLA - KON L 6 [ 45 X K1
ETRIORTEEZENT AR BEAHBET HT-OIBREL TA SN TWD, IATORA] (AAREFTE
BAK) TEME L E &, WAL MR ERE S VIT K71 0. 6mg/mL, A MREEEZH X K 1-1% 6mg/mL & 72

%)O

2. bmL FFH 5mL UK 10mL LA
TEMEAE AN MR EERE S5 VIT K1 1. bmg 3. Omg 6. Omg
N IR e[ 55 X K 15mg 30mg 60mg

KANDHE LRSS T 8 DIGPEAC NSRS 25 VIT K- K O Mg EER % X K- #00AI o A fig 7 v
TIVEOBANT o F hbur e LI, b ol GRiE : AA, SRifnzik  Bkin) 25 S L



Tnod,

AANTHOE TRIZE N T, v U ANA 7Y F=<MlaRERDE / 7 v —F AHUR KR O T 2 HOREK
5 (~NU T R T L) AL TS,

(2) EBREBEZEDERE
WA OBRERLFEFHAKTHEB LI X, LT MY T A 0.58%, 7 =T U U LKW

0.29% (Na :

(3) #A=E

130mEq/L. Cl : 100mEq/L) %#&HT 5.

B R L

RMIBBRRDEBRUVEE
HASER HES /K 2. 5mL, 5mL. 10mL

kil

TP R ] 55 VIT A R OV i B [ 56 X IR OfEME 2 EBR L TR L T D,

. BATHAREMED H HK M
JEURH A7 FH S 0D A M)
<2 T ANA T Y R—<flfakE K&y (& /7 v —FHiR)

. REOFRIMGTICE T OREN
AN DLEME PO LBY Thb.

R PRAFSRAT el BN TS
. 30+2°C 36 » H*Y PRAFHIM 230 U CHBS IS LT e,
BRI T 3 AP | AR AU A LT
S kR 45+2°C 6 » H*Y RAF A 208 U CRUS I & LTz,
e BB TEPEb R R [E 5 VIT R4, i
H%iﬁ 65+2°C 12 3% TREEREI S X K Jfli, FVIla/FX & & CE(L
(RE) P BT,

2 FE M RRER 10+2C | SIS =RV | BETEIERRBD b,

KRR - 120 5 BRE T OLRAE Tk, IEME LM EEE 5 VI A
lux * hr BL k| A, e E 2 X R 0, FVIla/FX &

F— 1200 W h/m* | EEERIC L DUE T ORFETIE, ZEEB0
LI ol

*1) BRI H

#2) BRI H

PR, B, pH, MEE, =2 N h¥ v {EMALMEEEE S VIT K7 J0fh, ke
B2 X R, 7> F b vy 111 i, AV Y e~—h 80 & &, FVila/FX &
B, REEL, BERE, NEMEREY, RSN

PESR, TEPEA MR EEE 2 VIT K704, mikEeRE 5 X K714, FVIla/FX & &

%3)30+£2°CT36 » HMRIFEL., FD% 40+£2°CT 3 » HMMRIEL 7=,

*4) BRIEH

*5) RERIHH

*6) RERIAH

PR, SRS, pH, MEE, =2 N b vv | IEMALMmREEE S VI K70, ke
B X K7, 7> F har ey 11 ffi, RY Vux— b 80 & &, FVila/FX &
&, REE, HEERE, NEMERY ., NEMERRL

PR, SRR, ISP LM R SRS S VIT R0, mygEeE s X K, 7> F e
B 11T Jiffi, FVIla/FX & &

PR, S1RAE, pH, MEFE, =2 K oo M bMmgEEE S VIT K1, ik Ee
B X KM, 7> F b vy 111 i, AV Y r~_—h 80 &, FVila/FX &
&, NEVERY), NSRRI, BB



10.

*¥T) A 71y MRS AGREARE, A 7 vy MEAEHEM SnL/10nl TOT — X Bifie L,

22U, ARBEEG LIRERFZLTTO®EY TH 5,
Hrik © 30°CLAT T & e CTORAF
AR - BLE R D 3 4R

HEERVBREOREMH
WREREJTET TV 11, @A EodEE ) OHESH,
AHN DR OZENE i) 1T FRRO LB TH D,

LRATFRM PRAFHAR AR BR i R
30°C £2°C 1 BERE*Y BAGITIRD R,

*1) RBRTE A ¢ MEIR. R MR EEE S VIT A7, i EeE S X (K174, FVIla/FX & &
2770, WALOEBICEEINTWD X O, —ERMLIZLOIITE L2 THEeNIHERT 5 Z
Lo FERBOERRITHEREORBZENNH DD THHA LW &,

thElEDEEEL (WEIEMEIL)
hOBH LIRA LN &,

BHE

BEALYAYA

w5 - A%

(1) EEARELGRS - A, HNENRKRLGERS - SEICEHT H1E®
a7 Uy 7RO, Il LR = 202 0 RIS 2 BE ISR 2 L

(2) a%

RNa 7 vay NEEEHEM 2. 5mL)

LA T (BAREFIFES K 2.5mL 1354 7 ERS)
(A 7 vy MELAETER Sml)

LA 7V (HARSERFGFESFHAK dnl 1 51 7 LU
(A 7 vy MEEFREM 10mL)

LA TV (HARSERFESHAK 10mL 134 7 ViRA)

M (BiEt > M) OERERZ 7 A58

WA 4 — % B JMDN = — K V7 A50H
VARIIE ST SR 70379000 T (fRPEpR i)
DA ANAERE PR 13929001 I (- fRERHR)
RS B [a] i P — A% AR e e i 3
(b7 % o FPSV v 1) | EL 70378000 1T (CEERE SR

Q) FHBE
BRI

(4) BROME
NAT I T A (EEFEY - 7 A Toke ERIANALTN)  TTF LT L Tate (R
WA TN @R TTFLITLH, Fyo 7 R T L +T7 I =04
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11.

12.

gt SN S EME

BEEZY b SA vy MNESHEEFEH 2. 5nL - 5mL - 10mL BLH

Z Dt
MAER e L

11



V. AEICEY 51ER

1. EEXITIHR
MEEEE VI BFXIEE XEFIIHT A Ve ES—%BET 2 EE0H MIERA O

2. MERIIHRICEET HFE

BRE I TV

3. AERUVHAE
(1) BERUVHAEDHER

AHN 1S TNERMSO B ARIER T EF K CEMR L, 2~6 50T TRIRICERIRNICIER 35,
HIM R 2 53 2354 TEMEAL AR EERE 56 VIT K1 & LT, IR 1kg 2472 D ERITIS U T 1 7] 60
~120u g HBET 5, BINE5IE. 8 BEILL LRI AZ H 1 TITW., #IREG0OHE L &bE T,
RE 1kg H¥720 180ug ZEZ2NZ L ET 5,
EWMICBET 28546, M AMIGEERE 2 VIT A& LT, {AHE lkg %4729 101 60~120u g &
1~2 BB XIZEET 5,

(2) FZERUAEDRTRLE - RN
< HMEFicg 595545 >
V. 5. 3) HEREERZRER omE, KO TV. 5. (4) 1) BoMEirE ENE 11 AR
(MC710-03) | DIEZPR

<TEHMICHRET 56>
'v. 5. (7) zofh OEWNSE I1/11T Mk (2-305P2/3) ) DIE, KO VI 1. (2) 2) KEHK
5| oHEZMHR

4. HBERUVAEICEET 5FE
1. ik - AEICEET 53R
1.1 KE 1 SA T ZasAE O B ARSI 5 K IR L CL ISTE L A Mg S 55 VIT K- & L
TO.6mg/mL DIRFEL Lcth, LEEZREGETDLZ L,
2 iR IC e 59 258 DR
C2.1 WlEIEE G 36 R AN O ARAFIF G185 & LTI Z &
L2.2 GEBMESIXIEIE L, R R G o2 0ngaIcik, miEES X K102 58
L7c LT, fhoxtGEsZBET 52 L,
J2.3 BN O#%, WRICAKIZHR S35 E TOMREIL, 48U EHITD Z &,
3 EHIMICE T 25 H OER
AR O H MR 5%, EHR2RE2GT 25813, B0 526 48 KLl EoRFE% ¥
ST EBHZET D,
()
7.1 KENL., AEfRED FVIla & FX OBEEN 10 58725720, AREIZFVIIa D& L L THER LT,
7.2.1 FX X FVITa [CHA_ TN 8 RV, AFIZMYIE LEHT 21T, FXOERMEE
BT A0ERD D,
WEE G- D& (FVila & L THRAK 120 u g/kg #65) TILMIGENE T LI2GA. RORAEE (7]
[l L) £ T36 R BHITHZ LRV, ROFTEEIT o256 OmFl e FX OFRE AT 5 2 &2
TEhEEZ0NE, —F. YRR EOATILMIEENZET Lo lGa. BINES237FA L,
WIEIBE 238 36 BERILIN OARFI OG- 218005 (FVila & L CHIEES L GbE TRA 180
g/kg ¥%5) LLTHOVHFHEHI>Z & LT,
7.2.2 ARENX, 1EDUL 2 BlOEETILMERELZZE T IEHZ L2 BXL-/AITH D720, BNk

~ N

~
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HoREIT 1EE Lz, LHALARRL, BMEE21T> TH a2 R85 o 2 nWiEizid, FX
DOEFEEBE LTz LT, oI FELBE L Wil sk L,

7.2.3 AFIOEMENRE BT A ST ORI, BINESE FVila & L THIEFRS & SbETHRA 180
g/kg P& 5) ETITo T HGAE. BIMEENSROERE (WE#KE) T8 FEMHITFHZ LITLD,
OG- EAT> 256 OB FX OBRMERT HZ LN TEDLE2LNT, Lo T, Bnks
D%, WICAK ZRE5T 25 F TORIRIZ, 48RRI EHITHZ & & LTz,

7.3 [ERNE /IR (2-305P2/3 KO} 2-305P3E) Tld, AFID LM IR & AHK O EH#% 5 4 7
BT 2B DKLU TO LI ITED TEM LIZ, L TFOLRED 5 Hig KO GFIRES 48 BT
HoleZ b, 48 KU LoMEEZ B Z 2 BEE L,

[AF D 1k iR D & ARF O E & 5 %2 8 2 56 D 4]
© I th O IR MIEFRIAE U 7o ARBIE G & REIOAFIEM &GO %5 &0 630 180 1 g/kg LA
TOHAE, 8 FEMLL EH T TARAIOEH G- 2 HHT 5,
« RO IRIMIEHR IS LI AR SR L RBIOAK EHE G OB GREOAFH M 180 u g/ke %
B2 5561, 36 RELU EH T TAKIO EHE 5% H/RT 5,
© Itk O IR MR CARF 2B G- L7e 5415, 48 R LL L& 1 TARAI O B 5% B35,

5. ERIRALAE

(1) BRRT—2/1 07—

1) i 5
ATAMG A
AR Xy R ES B
ok =4 éLEII:HJ:ﬁlH%‘:O)/]’ ke 65“—/%% (%ﬁﬁ#lﬁ‘( foe L — =P
A LIRS | ori0-01 | 4 16 2251 1 60 AT B 11 41, | SR A =T
AR B AR . SRR
HE 25 44)
. BIEP I (B~ SEE) BFDA e e |
H;;Eiﬁ/ MCT10-02 | 2 —fB (RRdRIF AT 16 L) | 65 % iﬁz%gﬁg@
R PUFOBIEBE 6 4, 9 iy — ) |70
fixe OHIMEFED A v b B4 —BHE (CBERRE E—
55 TTTAHRRBR | MC710-03 | sUCH: i 12 Ll L 65 Il T OB EEH ifz%gﬁg@
144, 21 iz Y —K) R
2) MG
ATAG A
AR XSy AR ES B
. A U B ¥ —RAERIEM A B (EM .
EAINE R : - (e HEER=:
?;gﬁ% 2-305P2/3 | FEIEMIH OP)EIE S A R THElR 3 i~ §E§§g§z§%
R 4T O BHBE 11 4) e
FATT D 2-306P2/3 RBRZ M T LicA v~
BITHRR | e | B ES —IRASERIEM AR B (2-305P3E | itk mIFS i
PRSRHIR IR PRI PR CAED 4 B~48 5% | HKBER 5 303
DFHEBA 10 4)

(2) ERREERR
SRR L
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(3) HERBIERHAR
16 Ll b 65 LA FOA v b B ¥ —%2RE T DI RIEINAR O BYERE Z x5 & L7-ENGE 11 AR
BRICIRW T, B 6 4 OBE~ T EEOBIFIN N 9 =Y — FIZAHI% 60 1 g/kg 1% 120 1 g/ke
OFETHERG L, SREMICHEIME (LMIR) 2Lz, ZORE, 60ug/ke DABFE (EX)
+HHOEE) 1 5/5 (100%) TH Y. 120 u g/kg DAELRIT 2/4 (50%) THY . BIEDOHEHHRILT/9
(717.8%) Tholz, O b, AEIOKRHEFFH%Z 60~120 ug/kg & L7z ¥,

AR FEIPNES TT FARURR/ PRR AR (MC710-02)
H 1Y AIWE R OV ZeMEOMERE, BRAR FH RO FPH OGS (HEF)
AT YA % ek LRI FE B MIE T R
PIES RAEGPN (RS~ ) DA b B X — B CRERI S CER 16 7% 1L
65 UL FOBMERE 64, 9 Hil=E Y — )
W - & FRARPN LBz -
BHAAHE 1 60w g/ke, EHIRAE : 120 1 g/ke
FEFHIE A BeHH&T 8 BEM £ o 1k 1 2h S
it BT 8 RFEZ DAL, 60 1 g/kg TG TIES tHlL—=t Y — N 5 [}
Moy —R, 120 g/kg HERETIT4A L=t Y — R 2 Hiflo Y — K,
BRTIHMTE Y —Fh 7HILoE Y —RNThoT,
IR FHIE (B 58T 8 Iffilf4) &2 XX THZ)
Jiih = e . R . LHE SN
2 A%h - HE2h HifLe & — R
60 u g/kg (n=h) 1 4 0 0 5
120 u g/kg (n=4) 1 2 0 2

BIWERIZ 6 B (GE~9 ) 1 I 2 58D bz, TOWRIZME EH, BENE 11.1% (1/9
B THot,

(4) HREERIERER
1) BEREERER

FEIPNA T1T AHERBR (MC710-03) (Hifnis#5.) 2

12 LA E 65 KL T DA b B 7 —ZRA T 2 AR AR O BEBFE 25t 5 & LT Zhis 3L
HEBIX BTSN T, B 144D 21 = B Y — NI, 58 L LT 1804 g/ke &8
R IRVEIE CARAID 60 1 g/kg XX 120 ug/kg % 1 BIE 2 [5G Uiz, FEFHMIMEE X, K&
FEHET 8RB OILMAR TH Y | AR GER+AOEIE) 1%, 19/21 (90.5%) ThH o7,
F7- . MO EEER OARRIL, BEOHIMm 7/7 (100%) . RO HIMm2 12/13 (92. 3%) .
FEEOHIMA 0/1 (0%) ThH-o7z,

| mis | Em | wm | ovwm | EB | Ak
it 19/21
(14 %) - i ' ’ ’ (90. 5%)
11575 A 10/11
(8 4) 11 1 9 0 1 (90. 9%)
1A% B 9/10
6 4,) 10 2 7 0 1 (90. 0%)

BIVERIE 14 41 GE~ 21 #1) w1 #1480 i,

Bl ThHotz,

ZOWFRITM A Y v LB 4.8% (1/21

14




2) REUHR
KR L

(5) BHE - WRERIHER

MAER e L

SHRE

1) ERRMAE (—REARARE. FEEARERE. EARELERASE) . LaREET—4
R—ZBE. WEFELERARONE
LR L

2) RBEFHELTERFPEONBRIEIERLIZAE - HBROME
N7 vy MEAEFHER 2. 50l (I22OW T, L FOAREME A EnTnD,
HLIUEERE 55 VITT R+ SUEE IX RFIST 54 b B8 —28A 5 B3 o B s (H i
5) >
E N TOIRBIEF 3O TR LN TWD Z &b, BusikFe s, —EMRIE, FTHER IRV 25EF
X RITHEAREREZEZMT 5 2 L2k, AFERBEFEOERERZTET L L L BIC, A
FOREW R OENECET 27— 2 2 BHICNE L, AFO#MEECLERBELHECD 2
(M1, 5. (1) &REME) oHEBH),

(1) Z0fts

OHFENER « FENG TT/111 MR (2-305P2/3) (EHIF5)
AU X —ERAT DEREMAFRBE Zxt5 & U2l L FEE AT & B Ok e
WZBWT, BE 114 (B, AW B, 3~47 ) NENENTUTRE (FHERE D EW & 55
BRIZAT 2 TV A R EMBANT L2 1REE) % 24 BRFERE. A% 24 BREH&R S
(EMAE MR EEE S VIT A7 & LT, 1\ 60~120n g/kg & 1~2 HBX|2fHs) L=, FEI
i EH Td DA R A IEMBFNC K A7EEZ 8 Lz i v Y — FOFBE H M ROREILT
RDOEBY ThoTz,

Wit BT O ﬁggizéﬁﬁéﬁgzﬁﬁ A R
1 H if i % 5 27.1 0.0 0. 00
2 HH ifn B 21.6 6.2 0.29
3 A ¢ - 6.3 2.2 0.35
4 T G- 34.4 0.0 0.00
5 T HIFE 5 17.3 10. 4 0. 60
6 T HIFE 5 15. 4 38.9 2.53
7 TR G- 13.0 0.0 0.00
8 T HIFE 5 10.8 4.3 0. 40
9 T G- 10. 4 2.2 0.21
10 TR HIHE 5 6.5 2.1 0.33
11 T G- 2.3 8.5 3.77

) TR, BB OIEEIRNC S A RS2 LK 2 R 5T 5 A e,

BRI ESPRIESIFE T 11 61 L BN 180 b, T ORNFIEIT 7 o« 7V /2 7 8 9. 1%
(1/11 #1) ThH -7,

@BEFEMFRER : EWNSE 11 /H3RER™ (2-305P3E) (E#IE5)

15



RS A e KRR SR B A HURRR R BHER SRR L e T — 2 2 fgill

JATT % 2-3065P2/3 WEREME T LicA v b B —RASLRIEMATREH 2 xG & Ul Lt
[FIPEE Mk G-BRC VT BF 104 (B, AW B, 4~48 %) 23, AHl &2 &G (1
~2 A3 & ITTEMAL MR EERE S VIT KF & LT, 1[H60~120 u g/kg 2% 5) L7z,

ko 5 IR o sh gl (REPH) 1336, 138 (23.9~48.1) ThoT-,

TERHEE E IR TH Y | Mk GBI ICRB L 2 TORERRE MR L, ik s
IR 10 B 7 41 (70. 0%) DB EFEFZPRD LT, WT b ARF & ORRBRIZ AR5 72,
AEFRICE DT, HCLSOEBLAEERRLOCHIELORWAEERIT o To, £,
RITER ORBIIFED e hoTz,

T2 Hy MATRICEBO DN EERAEER (MEE 1 Bl 8F - 8R) [2onT, AFF
FLITEMESEY OV 27 ERAEHT5BE TR LI, BB O PK/PD CERRMRA R (4
[ - BREAR) (ICHE R ETTFR O SN TWRWM, ARG & A EERREHORHRPIBEGEENS
AFN OG- L OFRRBRITEE TE ehr o7z,

) 37 v —RREMEE, &RERIIE b 07
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VI. EMERICEHY 5IEH

2

REZHICEAEH HELEVMRITILEYE

RN LR 5 R - FLARSE ERE PEE A R
TFE a7 TTy (G (BiE TR Z)
R BEEO & 2 LG DORRE IR EF TR OB T L SNIZIMI LEFE LIRS 52 &

. FEEER
(1) VRS - Ve "

KRENDOH Sy D—>Td 2% FVlla id, MK T LHEA L. FX A EEEM LT 5 2 & T NRRE
i SS DK FTdb % FVITL 2 FIX Z3F Bl LT, SNRREF RIS 22T 5, AFDOEH 5 —2>DF%)
RSy T D FX X, FVila OREETH Y, MO FXEEZFED H 2 & TFVITa 2 X 5 FX OTEMEERh
RrEEO, "Ry B OEAREZINSE, BEOICT7 o7 ) v oiES (7 a v N) 2L T,
A e X —BEOHMEIHT 5,

(2) BRI HHERAAE

1) Hifn % 5

D in vitro3EhikEr 10

in vitro@RBRIZE VT, AANL, & VIII K+A > b B & —fE Rk 0% IX K+ K ZImED APTT,
PT O%EHME, BEENINEEE OB KL N s o v B AEEROTLHEZ R LTz,

MC710 (pg/mL) MC710 (pg/mL)
250 0 250 0
0.1 0.1
< 200 b ——02 S 200 | || ol
= — 05 £ [ | —0.5
c 150 — 10 < 180 —10
=]
€ 100 | —20 £ 100 |} —20
o) — 40 <} —4.0
£ 50} —380 i 50 — 80
Normal -FIX 1 WimL
0 0 ; =RV TN WA
0 10 20 30 40 50 &0 0 10 20 30 40 50 60
Time (min) Time (min)

FVIIITIKFA v b B2 —MEROE IXKFRZIEICBITS o v v gk
(2 : B\ VI AHA e v x—1iE, A8 IX JF-RZIm5E)

@ MAIEOEMETT IV

PLoE VI A PAOBRGIC I D ERLZMAR A f > e BEX —ET b~ A, HUi IX [HFHUk
OFGIZEVERLEMARB A v e X —FET L~ ATV D228 0T, AFIFEGICX
% MR ] O S AR H LTz,

@ WA RER T O FE R A RS
[E|N CHAGRIF E TIZHEM SN2 BRRBRICIS N T, 4 v e B4 —2 AT D0 RKEMAREREIC
AR E G Licstr. APTT flEZNSRL. PT B R O FHfeMn . GERE A K OVBEE NS, h
EUREEAERROTLEE R LY,
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2) EHIE G

@ in vitro3EhRE ©
T ZEREAMITIC I T D FX B CORBREZ MR35 BRI T, in vitro 2T FVIIT RZ i
HEIZFVITT I FX 23 L, b v EARREZ I L7z, e BV EARRDO/ T A —4
DL, FX WO oo B pEAE R, Peak height KR ttPeak ORRERFEEND . AK|% 48
R 1T 72 IEFETRE R C 60, 80 31 120 u g/kg & TN Z AUV K LI 5 L2 RFIC RIS D FX O
b7 ZEIZOWT, ZNE VI IEEMEY &L FEH L, S 612, FIX RZ MHE 2 AV TR O
HERAEIT o7,

TERERED O L, MHFHEF X RBENKDIKMEE 2 5D1X 60ug/kg % 2 HI X (72 FEfHE)
WZEGT 256 THY ., 2oL Ed FVILT EMEMAEYS &L 3. 3%~6. 7%, FIX {HFMEM S &I 0. 9%~
L 1% & ENENER SN, A v b B —FERA MAHBH O EMMFRFREIL, FVITT UL FIX O
N7 ZRA LV E 1L BICPR S EE (BEE K FIEE 1%AT) B 2 P SiE (BERE R -T5 1 1%
~5%) HREOFRBICKET HIRRIETHD Y,

A Ve B —RRAMKFRBEEICH LT, AKHIZ T EMEHE CEMNEG 95 Z & T FVIIT X%
FIXFRE D F T 7R L& 1WAY L EICRSZ &R TE 72,

(3) {EFISEIIBERT - FrgERsR
AR L
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VI. E¥EhREIZE S HIEH
meREDHE

1.

(1

(2)

AR LA MR
KR L

AR CHER SN EE

1) H[Efs

FEHIMFFD A b B — % AT 5 RMEMAIREE IZAF D 120 n g/kg (4 £) Z RN ~HL[A]
WH LIZBOEMENRE T A —Z X, TROLEBY TH-77= P, AUC-, T Cou 1. AFIDOFHEIC
{RAF LTI L, 20~120 u g/kg ™ O JH B CRAOEME AR T-,

SHI e AUCO*L Cmax E‘:ﬁ‘{)ﬂz/ﬁ\;ﬁ Vdss ﬁi'ﬁgm [E]LIX%‘—_’;
HEHEE
(IU-h/mL) (IU/mL) (h) (mL/kg) (%)
I i R 296. 33 105. 96 2.79 50. 91 83.4
VI [R50 +14. 24 +10.23 +0. 61 +5.51 +7.9
1 iR & E 111.26 4,99 22.66 41. 46 120.9
%X J - IEE +11.61 +0. 46 +1.51 +4.58 +11.4

(CE¥IfE+SD, n=4)
) ABIOEKRINTHET TEH(EAMKEE S VII N7 & LT, KE lkg %77 0 EERIZIS U T 1 [\ 60~
120 u g/kg] Th D,

2) RiERE

A e B2 =BT D RMEMAREE 4 CAHZ 1 BB &2 120 p g/ke (R MG E24)
XiT 2 HB&EIZ 60ug/kg GRIKAIEMNE 2 4) Z#FARNA~ 4 [V R LS L7 BR oS pEhRe <
TA=HIE, TROLBY ThHoTZ, Cu 1E, HFHMEFOA b X —20RAT 5 I RIEM AT E
BICAFAN 120 n g/kg (4 40) ZERARNA~HEHR G LIZERORWENE T A —Z OFFR LR E IFE
boieholz, 4 BIEEGHIC FXC2AEFRBICEEL, M 7EIIEMRGE2TL5Z L T24 8
¥ CHEFF S Y,

— . o T 7 Coax
WEHEH Ak - A& R (1U/aL) (1U/mL)
4] 1 1.75 111.09
197K e [ MER & 2 2.64 134. 82

% VI K115k 4159 3 1.56 90. 18
L& 4 1. 50 71.63

=g 1 3.27 6. 96

097K Ve ] ML 2 3.15 7.02

5 X K15 A% 3 1.65 4.70
ERERER 4 1.78 3. 74

19



FX:Coln#EE (IU/mL)

(3)

FVIL.CondiEE (IU/mL)

FVII:C

s : PO1 I PO2 I 5 PO3 5 P04
180.00
160.00
140.00 4
120.00
100.00
80.00
60.00 +
40.00 +
20.00 -
0.00 + — . — ; ; ;
i ] & # &
545 5 H& 5 5 5.
gl 2 Hij1l0 2 HRi10 2 R0 2
4 B4 [ B4 IR
# Mo M #% M % 5]
% #% % #%
FX:C
Ffsk : PO1 RS : P02 RS ¢ PO3 RS P04
10.00 H
8.00
6.00
4.00
2.00
0.00 — . — i — . — .
i & & & &% & %
55 5 BE 5 BH 5 BE 5
Hi10 2 Ri10 2 R0 2 ®ijl0 2
4y B4 B 4 = 5
#* [ #® ] #® ] #® f&l
—_—— BERE 1(BEREAE) —— FERE 2(BEREAE)
e - WEE J(RERLHER === HEE 4 RIEREAD)
HEHAEHE  120pg/keg 2 1 HBEICES
BAKHVEN R : 60 u g/kg & 2 B EITRE
hasig
B R L
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(4) BE - HAROEE
DR L

EMRERA/NS A —F

(1) fBAT A%
FEHILIED A 2 & B4 — % RATT 5 Se RN AR B IAKD 120 1 g/ke (4 4) & ERIRIN~ L]
Bl LD 2 VT 5 v AL BAERIE, [2. (4) 2 VT T oA RO (2. (5) BAER) DRO
LBV Thol ",

(2) WRUSERBE TE 3
RUERR L

(3) HEEEER
AR L

4) 2U753 R

) EH H CL (mL/hr/kg)
IR 27 VIT K- 20.12+1. 00
I e [ 5 X IR T 1.35+0. 14
(CE¥fE+SD, n=4)
(5) HHBE
HIEIE B Vdss (mL/kg)
IR 27 VIT IR~ 50.91+5. 51
I e [ 2 X IR T 41.46+4. 58
(CE¥fE+SD, n=4)
(6) Zmith
R L

B&EHR (RE2L—ay) @

(1) FRH A 3E
DR L

(2) INTA—REHER
B R L

- BRI
BB L

il
1% — i BAP B 1
LR L

-
~ N
P

(2) Mm% —RREEEIFT @A
B R L
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(3) EA~DBITH
B R L

(4) BEEAOBITHE
g L

(5) ZDhDEHE~DIEITHE

TEMAL MR EEE 55 VIT K+ (FVIla) OFHETIEL PI-FVila & A OIRBEIRZ . MikEEE 5 X
+ (FX) OFHEiCTIX "I-FX & ARANOIRETEKZ 7 v MTHEIFIRNE S (FVIla & @ 415 1 g/kg,
FX #:4588 ug/kg) LTEHEA— T VAT T 7 4 —I2 8LV FVila KON FX OGRS & gt L=,
FVITa (%, # 5% 1 RefE 12 (B IS MR P BCRE 2 48 2. 2 B RE S M S v, Z 0%, e IXBR ~
WZVHR Uiz, FXOE, 85-% 4 RIS IS iR R se & 8 2 5 i Re s it ., B 5-% 168 I
% E CEWVBHENRE SNz, 72, B &S WBERREDN B S, BERRED T RITE ) -
77 TDX T FVIIa FOVFX & BITHICE WIS RES B & 7228, FVila M OVFX i3 & b2 AL
WHEDOE X I VKIKREMEBINT-THY, IV T A FUBFEETD v-IIVRF I NE 3
VBEEGHETAT-O, FVIla KOFX XA 7 ARZWVEICHH LT WEEZ S 7,

(6) MIEEEHEE
DR L

6. {ti#t
(1) BB R PR
MR L

(2) RBIZEE5T 2EE (CYPE) DHFiE. FEXR
M E R L

(3) WEBEHROERRVZOHE
DR L

(4) KEYOFEOFERVEMSLE., FELE

LR L
7. HEt
VEMAL MRS VIT T (FVITa) OIEECIE BI-FVila & AFIORAHEIE A . MIKEEES X T

(FX) OFHIiCIix "1-FX & AFNOIRETEK % 7 v MIHEIFEIRNE S (FVila & : 415 1 g/kg, FX & :
4588 1 g/kg) L. JREOFE~OYEMZ 20 L=, FVila X, #%5 8 Br# £ TIoH G SN - hE
D 15. TR R HERE S 4L, #5524 KA1 F T OB RE D SR FEHEE =1, JRH T 61. 0%, #F&H T 4.81%
Tholo, #5168 KffElfh £ TORIEHR ~DOFPEIX 84. 8% Th > 72, FX 1L, 5 8 Kff#lf% £ Tl
PRAEIZ 1L 103 B S v, 5 24 BRI & CO MG RED BREPEMESR 1T, JRF T 58. 1%, #FEH T 2. 44%
Tholo, 5 168 FEfi]# £ TORIEHR ~DRPEM 1L 81. 3% Th o7z, FVila LT FX DWW HIZE
WTh, RO TCA PEERE Sy I RE IR & A ER & T, IR OB REIE *°1-FVIla & O ' 1-FX
WCHSRT DL 72 2T 2 ETMES TR E B BN T,

8. FIURKR—E—IZEHT H1EH
MR L
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10.

11.

. BEFICKHBRER

BB L

REDHRZHT OEBE
M R L

a2
SRR L
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VI. Z2% (ERLDIEF) CEAYTSHIEHR

AFNL, HEAQE MUK EZFEMEE LTRAL LD TH D, ARES X OWNAIE LTe M
WRHRR D ZEH L TEY ., FME L o7 b MK 2 BRI 23213, 2. BYYEMEOBRA
PEETHEE BT, METRICBT 2 —EDORIEL - BRELB 7 &% i L, YT ﬂﬁéﬁ
éﬁ%%%Ufwéﬂ\tbﬂ@%ﬁﬁﬂ&bfﬁé_&aié@mfm%@)x7%% WZHE
Brd 2 Z EIXTERWED, FIROIRE OB Z 3 mito B, BER/NREOMHICE E
5T &,

(fiat)

R E A W) B R o (2 38 7 R

1. ZERBLZTDER

W

IIVAYT GEGEFHEBRR) ORKHRT, FHENREERSE X BFRUVMBREESE X BF
ZET. FMHETOMOCEVEAR RBANRRERFRAIEESHESH) REEOGHA
EBUTE%HMEﬁﬁﬁ&Uﬂﬁﬁﬁ¢ﬂ%ﬁ®%ﬁﬁ@ﬁﬂtﬂmbhfuéJKﬂkI~
AT T GEEFHHIRZ) OFRAGITIREEGMARERER CIMEEH/NLEREDRRITED
NTVWAEWA, TIOXYT EEFHERR) BEPRUEEPIER 6 » AR, KH@&%@
BRLPOZERLGVMESICR S C & MRESERVMEER/MIEED ) XY ZEXSE LA
REMZEEETERL, [8.5, 10.2 3]

)

(FE)

TIVART (BT Z) ORIV T, I‘yfvf(ﬁﬁ¥ﬁ@2)&5$@&mﬁ
(IR T w b e e A (RO N MR EE S K - HUAE TR S R) B2 OF i L 72 iEfic
W, AR FERRE K QN AR MR N i EE DSBS EEBNERD 5T D

AAlL 2 v A~T (BT Z) OOFREITORERI wbEhTWﬁWﬁ\XﬂKaihémﬁ
BEESE X K=o A~7 (Ba iR R) 12K D8EREICHELH 2| IARTERE & Ol ket
WUNELED U 27 Z R SE L WREMZ BETE RWIZD, AFlE=I v A~7 (Bl z)
DOHFRICBET 2 ERIC OV TRER LTz,

2. BRAREZTNDER
REIN TN

3. MEXFHRICHET HIELZTNER

BRE I TV

4. AERUVBEEICEET HFELZTNDER
(V.4 AEROCHEICEETIEE] 2284528

24



5. EEGERMIR L ZDER

8. EELEARNIEE

8.1 RAIDMEMIZHT= > TiL, RO CORFIOMENE L & BT, ARFNORGEIZEE URYLE D
I BHIET D12 DL RNHE L LN TWVD A, B hOMmiEzFEMEE LTnD Z ik
TORMYYERIFE D) A7 B2 BICHER T2 Z N TE NI L 2 BE K OFEEICH LT L,
HREHLLIBDDH L,

8.2 AAKIDFMEL & 72 D ERINE OIMFZIZ OV Tk, HBs HFUR. HTHCYV HUik, HT HIV-1 HiiR, HLHIV-
2 PUIA M OB HTLV-1 PURREME T, 22O ALTECTAZ U —=0 7 & FEfi LT\ 5, & 512, HBY,
HCV J OVHIV 2 OWTURER OFBRMAE T, HAV Z O R SLAR 7 A L Z B19 12 DWW T 7 —b
U 72 3B A AL AR AR A (NAT) 23266 L, 4 L7222 ARF ORI IZHEH LT D88, M4
3% NAT DR HIRALLT D 7 A /L AR L TV B ATREME N E ICFET 5, T D% D S/D ALFRE KT
YAV ABREBEEC L FEMEHREO T A V2 ERE L. X512 65°C. 96 BER O EL RN EL
AN L-RATHDLN, BEICEL X, KOS+ EETHZ &,

8.2.1 MmAE/yMmBA OBAEDCRETE T, & ML AR T A LA Bl9 DU A VA EERITRE
L-BrETDZENRETH D720, AAIOEGIZ LY Z OGO A REME2 B E TE RV DT,
Btk ofki@E+IcBET 52k, [9.1.2, 9.1.3, 9.5 5]

8.2.2 BIELE TICARDOE I I WERM 7 a7 =)L b « Y279 (vCID) EMefE LizL D
W2V, LLans, METRICBWTEE 7V AU 2 KBLED L ORERHD LD
D, FEFHER vCID FDRIED U R 7 AIITHR TE RV D T, BEDORICIZBRE ~DH
HZ2 01T, BB EOLEEE Rt o EREGT 52 L,

8.3 v U RTZAHEIZHT HHAREEAT 2 AR Z ERICIIBEETE RV O T, BlEE 01T
52 &, [9.1.5 ]

8.4 AH| & oo i ke E K - 8A 2 OF R 3 2 35613, AR O EAER A U 5 alRetE % & &

TERWD, 1BREOFRME L fERMEEZ oI BB T2 L,

8.5 TIVA~T (BETHMZ) OHKRRT, =IvXA~7 (BT z) 50 HImEE
WIEMER 7 e b e e AR (RN ik e R - BT [ENEMEE S R) 4512 OF H L 72 5E 51
BT, AR ZERRIE B OIS MU N I RE DO TS BB EEBN B O TN D, AFlE=I X
~7 (Bis#Hz) OO G CiRime ZERE K O ARPER NMILEIE DR BUIFE O BT e
23, IR FEARE X ONIAR PR NI EEN S 5o 2 BEZNEEETE 2\ ), LUFOHFIHEICHE
BEisz e, [1.. 10.2 2]

8.5.1 =I v X~7 (BETHMZ) BEFIIAROEGEZRT S Z L, SUEHETARAZRET

HEEIE, BT MAIRICR T 5 IR A AT A IERMO b & B R MR E SRR A
73 FE i AT BE C AR ZEARE K OF AR PR A/ I A5 (2 k3 2 T8 510 72 AL i 708 W RE 7 [ A B T 5
T5HZ L, £, BHBITMEEERMRAESIC L BE OREROREZ EEHE MRT 52
Lo BENBDOLNEHEAICIEAAIL T IV AT (B ) ob4ahi L, )
TRAVEEITH Z &,

8.5.2 =TIV X~7 (Baf#l#z) H£EPIEE6 » AL, 8.5.1 LU EEDZ &,

8.6 HEEDHIMIZK L THHT A5 GIE, BERFC %S TE B EEMZ IV T, 43 72 505k -
BB A FOEMOL & THEMATDZ L,

8.7 FHIHFIZE T D AF O ARBRIL 2V O T, HHT AL, IR EOG RN L GREE 5
WZEBETH L,

8.8 TEEH OV ENIT, BEIITEEOH ML OEMZEE 2RISR L35, FEEH CEFIX, BEX
I OF DN ATHE & fI LB alc oA+ 5 2 &, AR 20T D80T, B
EEOBREBE & T FE M L, ELICTHUICHRENTE S Z L 2R LIz ET, ERoE
BEOTFTCEMT 2L, o, BEXIZOFKRICH L, AANC L 0BT 5/ EEO H 5 R
EHEIZOW T 5 2 &, BOENZE, BENRD NG AESRHEDBR 0 EEI
. EHCNICEREE ~ERS T D X 0T 5 2 L, BN O S REE AT, ERERREE
WCBWTIERMOEH N CHEEICBE T 270 L, BWURMISEITI 2 &,
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Ii

<%m>
.1 ['%%’\@EREHJ
iﬁ&ﬁ&?ﬂ%ﬁ@&E%%&’ FE%%@@@E%%M%i FEE AW BB O
&U%éﬁ%@%%ﬁ%%m%@mmLEﬁﬁﬁmt BRI OV T, YR E Yk
@&@@%@ﬁ%ﬁmﬁbﬁ@&ﬂ%%ﬁw\%@@%%%éio SRR bR L &R
TWAH I ENBE#E LT,

8.2 WAL 154 11 A 7 HAHTEA G EE ERE N RFEAEHRE, ZOXRGRE. BHEY - BRI
AR, MBS R DA B ENZ LDV T, R E (NAT) ORRHRALLT O T A L 23
IBAL TWDATRBIEN IS/ ET D B2 dl L7,

8.2.1 Wik 8 4 11 A 11 AAHT IREAEEE RE LR EFHEKICE SN CTRis L7z,

8.2.2 MHE/EIHRIF D vCID BIEDOHGRA Y 2 7 1 TER N EB 2 BB 08, KEFDA D F A &2 ASC[H
PIZ BT DRI T R S O T EHI RS & | EEMRED =D L,

(%)
F R L 12 DU T HOV-RNA, HBV-DNA, HIV-1-RNA, HIV-2-RNA, HAV-RNA, b R S/L7R 7 A JL X B19-
WA’ﬂféﬁ&%%@E&@T@é EEMER LTV,

8.3 ¥URAE /7 u—F/LHURE H T B R RANC LB TR SN TV D —RIEE TH D, ~
DAE) Ja—FNFRERWEA L) T 74 =Ty —rua~v T 7 4 —EFHALTHERLT
WhHTeh, BETRER T U AFURBIRAT I REEENH 0 . BRET 2 TEND D0, BEHI~DEA
IR BIIIHRETE 20,

8.4 AANDEGARFER TIL, AA & it oD i ik e E R 554 & ODFFHITMET S 41T, il oo i ik e E
K -3K) & OOFFIC X 0 AT S O EAERNEC 2 ARt NG E TE RN b EEMR
D= HIZFEHE Lz,

8.5 TIVA~T (BliafHi#az) DEARRICBNT, =TIV A~7 (Eariiz) 5T
MEFZIEER 7 1 h o o AR GE A MIEE E R - PR E BIEHEE A R) 52 0FF L7 E
BNCIN T, AR ZERRAE R OMIARYE SR/ NI S JE O R B EE B FR O b LT D
AL I A~T7 BIEFHIRZ) OOFHFICTORBUIRD HIL TR, Kﬂ’ainém
WEEE X KA v A~ T (Efa i z) ([ X DEEEREICREEY 5 2 | AR ZERIE K OV
FEMERUNIAEED U A7 ZHRKSEDHAREEZ B ETEX 2N | AFlE=I v X~7 GEE T
Hz) OFFFICET ERICOWTRHE LT,

8.6 AAKIDOEFHAER T, BEEOHMANL 1 HlOLTHo=Z Enb, EEMEOZDICEH L,

8.7 AFNIDEFAKFERTIX, TR T HHEHBIN 2N, EEMLE D7 DIZFLHE LT,

&8mﬁ%ﬁ%@aﬁﬁﬁﬁmﬁxﬁ4Fﬁ4V(mm&aHmmﬁmm ) DFREHAESBIHE
Lo, FEREEZZEICHERT2-DICEERZ LT, BEELZOFROBETH Y, EHFHIC
M2 TR 5 BE L ORIGEOBGE & i E SR LETH D,

6. RENERERI VBAEICHT HER
(1) &HHE - BEESE0HIBH

9. HEDERZETHEEICHT HIE

9.1 BHHE - BEERZEOHLEE

9.1.1 HBEMHMEMNERE DIC) BERUDICZEILOTVEINTWSEE (KFilk. EE
DIF&EE. FhitBmeE)
DIC DEAL L DIC HHROBZENNH D, [11.1.2 BH]

9.1.2 Al - KM BEMEFEDESE
E RULR T A LA B19 OREGeZ L Z T REEMEZ B E CTE 20, B LA, BEL
A EMEM S BEEREHEREZEZTZENH D, [8.2. 1 ]

9.1.3 REFLEE - REIFKBOEE
E ROV T A LA B9 OEGE L Z 3 R[EEMEZ BE TE 720, Y LI2GAICE, Rtk
DEMEZEZTZENHD, [8.2.1 BH]

9.1.4 RXEIDES I3t LEABUEDCBERED H D EE
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(2)

(3)

(4)

(5)

(6)

(7N

9.1.5 IVREABREBIZH LBBUEDBRIEEDHLHEE

Blga 2475 2 &, [8.3 ]

(fi#=3)

9. 1.1 AFIOERRBRIZIB T, DIC DRBUIMRE I TRV, RAIOIERMF L. DIC 2%

LAHREMEIIRETE R, 0, HETH D [ R 2 IEPER Mg E 55 VIT A+
R0 TR N MR B E K F-PU i EVEPEE AR O EodEE 2SI LT,

9.1.2 Wk 8 2 11 A 11 BT IHEABEE R LZ SRR FEEFIZE SOV TR L, —M&IC, &
RV T A LA BI9 I AN 5 & BT @\ CTHRIGE T D LEM SN TV DA,
M - e I B Tl L A B iz th ) BERSHEREZEZ T2 E08b 5.,

9.1.39.1.2 LRI, —f&IZ. & h2ULAR 7 A /LA BIYIC ADEGLT 5 & Jikud— a8t cHRIE
BT 5L HMINTWVDN, ERREE - EIHNMREOBE T, FtttoamzE =242
ENnRb B,

9. 1.4 KFNORSFx LBBUEDOBEAERED B 5 B Tlx, BEZRIBEUED TREMENR H 5,

9.1.5 [VIL5. EFEREARMEREZTOHEME] O (fiFH) 8.3 &M,

< =

FrigeErE=E 8 E
BES N TV

HIEREEE T HF
BRI STV

bEG

9.5 1¥47

I SATIENR L CW B RTBEME D & 2 Eicid, 18R EOFRRMER G Z LR AGEIZOHRE
A2 b, RFOEEIZLED B R LR A )L Z B19 OGO AT HEME 2 B T X /vy, R
L7 EICiTBIR~okEE (FpE. BIEAKE, IRIBELT) i Z 26 RH 5, [8.2.1 &)

(fia)

AFNE, BERBER I W TLPE~ D IRRER S 2 W REH L7z, 7ods. oo %ER A+ 844112 & [A]
HOTLEDLH D,

AN IV T A L A BI9 IZ AT L TH —iEE THARIET 2 & STV D2, M 2%
e Lo A IR EEER GRE, IRIEKE, IRIEEL) 2R HEERH Y, EEZ L LT
2 18), 19)0

EEIR

BES N TV

INR

9.7 INR%E
IRHIZERER, HrER, LRZ R L LEADMER O Z a2 R & L72RRRBRITFEM L
AV Yo

(Fwt)
AANIEHARERL, BrER, IS 2 BR B T O R e 72 DRt L7z,
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(8) &itmE

9.8 EnE

BEORBLZHE LN OHEEICKREGT 2L, —MIC, EBEEEMETL TV D,

(fiEwt)

—RIZ E R E Tl FTHERE M OV B RE S O AR BB REMECF L T W D 72 ORE# L 72,

7. HEER

(1) tRZEZ L ZTOER
BIE STV

(2) BFREE L ZDHEH

A

L

10. #EEHA
10.2 HFREE (BIRISEESSHC L)
A4 E BRAER - HEE T ik S
HUBRIE A MARTERAMA 2N & DO DB ENN D | AR OEEETEME L 2 b D%
[ A 2 Do RO T T A I AR DM

1A 0> Ffin 2 P R ML S
520,

1A FE AR JE SR AR PR N L A E 23 B
LB ENLH D,

T I VAT (Bl z) &5 %
OG- ik% 6 » AL, AFO& S
WGEET D 2 b, 2 U A~ T (Eis T
#az) BEGHROESHIEE 6 » A
O HIMIZx L TRede & 153 AK & B 5
T DA LTI AR IR 5+ 4570
IBRRREZ AT HIEMOS &, MER
M7 B [ SR AR A 25 208 S i 7] RE “Caf #2 2E
FRAE K OV AR PR/ 48 (2 9 5 i
Bl 7 JLiE 23 AT R e RSB T 5T 5
Z &,

IR (EE
TR %)
[1.. 8.5 &84]

AANTE F D IR EEE X
RFNRTI v A~ (EisT
MR Z) 1T K DEEEIREIC
BAEH 2 DHARENRSE ZD
A, EEENEPE O AN S e 3
LBENRD D,

|45 A

00)
Ho|

1. Bl¥ER

FHIET 57 S EEITO 2 L,

WORWER NS SN DZ ENH LT, BELTHITITV.

BE PR bR 5E I3RS

(1) EXGEIER & IR

1.1 EX%EEIER
1111 mieERE (HERH)
Bk AR ZERRSE (O ARFEZE, MMAZE, I8 M 5E) |
R, EFIRIMARIES) NEZDZ 0835 5,
11.1.2 DIC (BEEARH)

RO LN GAIITEY LB LTI 2 L, [9.1.1 BE]
.13 ¥avy, 7+ 745F 90— (OFRLHEERK)

AR AR ZEARAE (WZEARAE, MARPERIR

MM N T 4 7Y ) FAEO WU FDP, D-4 A ~ — OB 0 EE[E R a7 Bw
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(2)

(fiFw)

B TH D TR IEMEREE VIT 7541 TEO8R i e R N - B AsE TR R A )
BIALSNTZIRILEICEH SN TV LIFRTH L0, AFITH, AROEERLELEZOND
Rk L7z,

Z DD EIER
11.2 ZDthoEIER
5%LL | 1%~ B0 AT

T B I _E 5

Rk fE R

i & TAT 40

Z Dl N N S N - N N s
) [EN THAFRREE Tl IEHE X 7072 H i RF 5 O BE R ERER O e G517 & H

(fifa)

ENCTHAGRIFE CICE R INT-A v e BX —2 R T2 REMAREE 235 & Uiz ik
S OERRBRICBWN T, RIEEH 55 #5564 (10.9%) 129 EOBEIWERNIEAE L, %L Eo
BIMERIX, TATH80 (3 fl) Tho7=,

BIMERDORFINRE—F (KFRFE TOERRKFER)

<H MR 5>
JE 51125 55
BIEFH 78 BUE 5L 6 (10.9%)
BIVEH O3 B 5 9
_ ; RIVE FH 7 B4
AT RS (RS 12 50
JEYUE R L OVEAE BUE A e~ ~2 2 1 (1.8%)
PR R P SER 1 (1.8%)
H I 20 1 (1.8%)
—i% - RHEER OGN OIREE | FEL 1 (1.8%)
TAT #51 3 (5.5%)
R A A i E _E5 1 (1.8%)
A A Vo A 1 (1.8%)

FRRRERRICRETEE

BRE I TV

10. BERE

13. BERS
KA i E&RG L6, MR E#RET 5 etz M TE 20,

(fi)
AENOW B G 27 — 23RN JAFE T b 2 B An - 5P i e [ 25 VIT A5
@%ﬂﬁ%%% \—EXﬁz L/fuo
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14. ERALDIEE

14.1 EFFRARBOIE

14.1.1 EREOBRIX, M OBMRIEAS 22 2 &,

14.1.2 oA LRE Lo &,

14.1.3 EAZOBIKITMEERLEOBZFNNH LD THA LW &,
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14.1.5 EMERRCILERRO LN b OIEMEHA LnZ &,

14.1.6  [W%fEHIE] ([SHt- THEMRT 52 L,

14.2 ERIRFERFOZE
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0. LIED S 55, LIURED ] T EE T -

(FEw)
LD BER K T 3A DL 2 2 E I REH LT,

30



12. ZDHDFE
(1) BRERRFERICE D 1HER
BRE I TV

(2) FEBGERERERICE D < 1E3R
BIE STV
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X. JEERREERICEAY HIHE

1. ZEHEHER

(1) EMFEEAER
[VI. BN BI32HE | OESM

(2) REMEERER
LM O RIL, UTDOEBY THH P,

AERIE H B B G- REHE ke G B/ PER e
104 pg/kg
FRAR AR R 7 v b FRRY 404 ug/kg 6 T/ Ik ER L
809 ug/kg
404 pg/kg LAT ¢
Ty — 104 ,ug/kg =7
Lmzéﬁﬂ L Fr AR 404 1 g/kg 4 T/ 1 ;;f;@uma
809 ue/ke LA

FVlla®é LT

(3) ZFDthd EIEHER

1) 3R FE R BAF R
L BEIE 3 VCD =7 A PIUITAHN 120 p g/kg (FVITa & LC) ZFARNEESE LT 8 BRI f . AH.
TSR R VE P A R B 2R VIT (R84 (rFVITa) ., #zf8 A ik e S R - HUR T [ENE M A IR
(wm)@wﬁhﬁ%Sﬁﬁﬁbto%%n/kn—w&bfamc4@&5#%%*L 1N
B, 747V 7 fE, PT, APTT, FDP EOZE & bk L, rFVIla, aPCC & AHK|OAH AN Z 5~
o ZORER, BEPVTNOR S —REBIRICELITA LT, IIMER., 747V 7 Ul
(B A 7 @ﬁﬂwt@Priﬁﬂﬁﬁﬁﬁﬂa%%@m%ﬁbt# Z DOZEACIIARA Je UMb oD -
AN MBFIOFE & & 2 HALTz, APTT ISR & BICAFIE G4 2~3 LR L7272y, HafEo
HEANOETHY . BHEFHIITERDORWELE B Lz, E£72. FDP ITWTHOIEHITH
IMEEAZED B, BiEa s b e — VBRI TEII D o2 D,

2) HKEIKT- (TF) /U UfRE (PL) IEGFETFTO ba B U pEERRIC T D88 (in vitroilBR)
AF (MCT10) OiEEE SIS T 2R eMEEZET 5 &, IEM/ERIZM MR (TF BB (12
RBESNDHZENLE LV, FZ T, TF/PL IEFAE T D b v o v U pEARER 2 H L5 AT LAY D35 A
TOEE EE L, F VI KA >k B X —IMIEIZ Ca® O &% Iz THERE & 2 BAdh X+, TF/PL
fFIE FOLA L Uiz, EOREE, TF/PLIEGFTE FTIX ba U B U pEARNEIIIE T L, FEH
L EET (TF/PL IEAFAET) TIRIEMAEMA S5 4E L 2 & SR Sz 2
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MC710 (pg/mL)

200 0

s a 0.1
Z 150 © s
£ 100 | /V —10
E —20

£ m—zfman o

= i/ o~ ESE @ rFVila

0 Ii %“ gl sl

0 10 20 30 40 50 60

Time (min)
MC710 (ug/mL)
200 0
= b 0.1
z 150 | 05
5 100 } —10
S —20
£ 0 F —rFViia
0 L e ]
0 10 20 30 40 50 60
Time (min)

TF/PL fZAE F. FEMEETICBIT A E VIII KFA v e B2 —iED s a R 7T Mgt (a: TF/PL
Z1EF. b : TF/PL FE(E(E )

3) MmAeTEREE (7 %% 95 o M)

TR D o MFEERITE IX K-S RRATEME LS IX K74 S AR5 o i e [ SO 2
65%?%%éhtﬁ%f%éwo

AF (MCT10) . JEMEAV MK EERE S VIT K7 (FVIIa), rFVIIa 2O} aPCC D MAETERMEL 73X 5 -
MERERCrol U 7o, ARBRERCIL, $EAI O 53 2 AR 53R Y & SEERRN (R—7 %) &
502 fAERE L, AHKlZ FVIla f#£& LT 25, 50, 100, 150 27X 200« g/kg, FVIIa & rFVIila %
ZHEA 100 1 g/kg, aPCC % 100 U/kg, FEMEXIRICITABEE K E &G Ui, BREGHEHY T
1Z. AHKl. FVila, rFVila O &% 5~6 4y, aPCC % 50~60 23 CTHE L1z, —JF7. AHEFHIRN#E
HClX, AAI100 g/kg & 150 1 g/kg % 30 b & 45 ¥, aPCC % 10~12 4y TG L7=, a7
(2 & o THEANBE 5% O MR Z T2 & & b, WA GRS L, v FimiEoEE
MR 7R /RF A =% (APTT, 747V )7, /) bl 2,
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O MmARFE M D g

BEDR P G BEFE S Tl A GEEL 50 wg/kg (FVIila && LT) MU EOMAETEHAEKED
MR =27 EHEARESSRO T THEZE (P <0.05) ZF8&, WEEE MG IS < AR D T
oM LT, WIS, AFIEGRET A BERAN MARTE S O TUHE 2 7R 7 2,

# e EERE HBR A7
0 1 2 3 4
1 Saline™ 56 min 6 6
2 Saline® 50-60 min 6 4 2
3 MC710 25 pg/kg™ 56 min 6 3 2 1
4 MC710 50 pg/kg® Pl 56 min 6 5 1
5 MC710 100 pg/kg! 56 min"*! 6 3 2 1
6 MC710 100 pg/kg 30 6 2 2 2
7 MC710 150 pg/kg! 56 min 6 1 3 2
8 MC710 150 pg/kg! 45 sM 6 1 1 3 1
9 MC710 200 pg/kg™ 56 min 4 1 2 1
10 FVlla 100 pg/kg™ 56 mint! 6 4 2
1 FViia 100 pg/kg™ 56 min*! 6 2 1
12 aPCC 100 Urkg™ 10-12 min 6 1 3 2
13 aPCC 100 UrkgH! 50-60 min™! 6 1 3
YA a7

[a] Mann—Whitney FEIZEUNT Saline Bf (B 1) & A E/KUESRD F CTHEEZBDTZRHEP < 0.05)
[b] Mann-Whitney BEIZEUNT aPCC @ 100 U/kg B (Bf 12) LA BKUESYD F THEEEZRD
7-% (P < 0.05)

[c] FVIla#a% 20~16.7 ug/min/kg TEEH L7,

[d] FVIIa #2% 200 ug/min/kg THE L7,

[e] aPCC DOFEHHE 2. 0~1.65 U/min/kg TG L71=,

Q@ HGEEDEE
B EHEDOREET L= 010, AHKlZ FVlla & & LT 100 uwg/kg & 150 ug/kg DHE TAMIZ
RN G LT L 2 A, BRE B EMY & TR RAIED LT D E 3R Sz 2,

@ EEM P NT A —H
AFNBEREE APTT, 7 4 7V 7 7o (Fbg) . /g (PLT) (A EKUEBRD T CTHERL
LITBD SNigh otz 2,

H #ME 5 Bl | APTT(%) Fbg (%) PLT (%)

1 Saline 56 min 6 |1144+156 929194 1016x5.09
2 Saline 50-60 min 6 [1070+131 103393 1069+117
3 MC710 25 pglkg 56 min 6 |1184+100 916199 102411779
a MC710 50 pg/kg 56 min 6 1210495 969+80 1013+53
5 MCT710 100 pgrkg 5.6 min 6 |[1147+116 966+104 106177
6 MCT10 100 pgrkg W0s 6 1189+51 933+165 948+118
7 MCT710 150 pg/kg 56 min 6 1012+84 978185 972495
8 MC710 150 pgrkg a5s 6 1204450 917+165 901 79"
9 MCT710 200 pgrkg 5.6 min 4 1061124 857+160 10144134
10 Fvila 100 pg/kg 5.6 min 6 |[1118+153 991+105 900+150
1 rFVila 100 pg/kg 56 min 6 1105435 1013+107 996+157
12 aPCC 100 U/kg 10-12 min 6 (13031587 938+71 999155PF
13 aPCC 100 Urkg 50-60 min 5 |1187+162 851+ 107 7841070
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APTT, 74 7V 2 rai, Moz (7H%)

TR G- ATREMIC )3 2 5 3 e RIEME O APTT, 7 ¢ 77V /&7 5 & (Fbg) | i/ Mickk (PLT)
e (%) ZRT CEHE + SD), MC710 KON rFVIla ORGEE#5-F8241% 5-6 4y, aPCC 1% 50-60 45,
[a]l W] t BEIZIWNT Saline B (BE2) L AEELZROIHE (P < 0.05)

[b] 1 fERO M ERR A TR M EEE 2 RO 72720, M/MROA n = 5 TRl L7,

[c] 1 AR M/ MRHER AR CER AT EEE 2 RO 7272, /MDA n = 4 TRl L7,

2. HMHHER
(1) BEEEEHE4ERR"
*LUFORBRICE T 5% 581X, FVlla BE2E# L T\ 5,
SREEIZ T D BRI ERN &G BB R 2

b KR HEHE D
( /f) FHBOLE Bot i B
Here (1 g/kg) (1 g/kg)

i

6066 1 g/kg BETITIELCHINGED
909 DA, O, T, B A OV I
SD%7 v b 1044 1044 6066 MR HT-, 4044 1 g/kg BET
(MERES 5 PL) 6066 WL BRI T o D R O Badfb,
AR B, 2022 pg/kg BET
IEREFITRO b o7z,

AR BB C IR K O T
JRIRAETIE pH OIL T, 72 A B DR
R OIS L. I 7 2 R A C 1
B oA APTT OFE . FDP OHINIA . B,
(R % 1 ) 202z 202z 22022 | e (LR T AST. ALT,
LDH,CPK, JREZEZ KL Y L
DOENNE TN Ca TN C1 DB A
Honi,

(2) RIEEBRGHHRER"
*PLTFORBRICEBIT 2% 581%, FVila B2 @& L T\ 5,
FFEEN 51T D AR 5 - Rt 2R
D 7 v b 2 BEKEFIRN G5 2

¥ 0
B fE (na/ke/H) e 5 W1 R (ug/kg/H)
[ R Mg % 1
200
SD%F v b 400 .
(MfEREA 10 PT) 2402 2 8] 400 [3.33]
3604
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3)

AR

3604 pg/kg BETITIRG 14 H BICHE 1 12338 L, HE 3 BIA R OIEREE D72 DI Gk R Re & 7 o7z,
FE 5V B s B AR PRSI 0 B GBS L Oy, SR ERFARR AR CIIioo e, DMdod Mf 28
KIE, DAEAEEZS R Sz, 3604 pg/kg BEOMOE)TIL, RO BEILK O, EEHMNEL R
BORMA RO, MEEHRECTIEI~S~ N7 Uy NRONEZ 0 EREORMME, APTT OIEEDBFED 5
iz, 2402 pg/kg BETIXROBE(L L OWLIE, mﬂ%%ﬁETiMHLEW W Hz, —J. 200 &
U400 pg/kg BETIHWTNOREIZB W T HARFIEGIC L A FBIT R LN o T,

3604 p g/kg BEOD 2 MW DOIRIEH I | J%@E’éﬂ:ﬁwujubfﬁ DAVTEA, B G HIRICR S A7z ik
R, MIRAECFRIREONTHOEE G Uiz, FHEHBFRE Tk, Mk O 5500 2 E i
. BPE L7 ReimiIc R ZNEEN R Sz, BEEEZ RTITREE X b,

S b 4 SRR BRI 57 ks 2
E TR
B (%f%m 1 510 (1 a/ke/B)
HEIEE [ PRIR 2 1]
SD%7 v b 202 404
(RS 10 PE) 404 4 8 [3.37]
809
ABRFER

809 u g/kg FEIZRW TIMHE2AIMA T APTT DIER, RMERE, ~~ 27 U v MEXRONET v B RED

P ONZ i N DO EEAN S B S 7223
7o 809 ug/kg BED 4 W ORI, MEFAOREDZ(LIZEIE L=,
THOREIZ S RFITRD 272,

Z Ot D —fEIRAE

B SR K OV BRI 12 2 o
404 K OY 202 ug/kg HETIEW

L 2 BRI R A R R 120
i (%f%m 1 510 (1 a/ke/B)
MBS [ i PRI 2 ]
H=o A 202 202 Heifs
(Hfe4% 4 JT) 404 2B [1.68]
809
FRERFE S

809 u g/kg BECIIAE K CHEAERE O,

MIFFHIRE T 4 7V /7 2 RO/ O A NS APTT

DIERH R B, HEAAR T RMRAE T OROZEM, R OMmR, o EARPEILE X M3 5380 5
N7, 404 pg/ke RECTIIMOEIRNIEIEE, 202 ug/kg BETHOMED Z < 8E DM AR 7 651

7o
L 2 R A R4 A B2
- AR
B <%f%m B A (1 g/ke/B)
H8rRE [RE PR IR 1]
. 25
T=7 A% .
(i’&%\zlllﬁ) 51 2 FE 101 [0. 84]
101
RS

AR OFHNEFNC L 5 PT OB OEMEA 101 pg/kg FETITLM, 51 uymﬁr¢1%r&%%6aa
RSN, B#H#Z 13 HEIZIXWThoOREHTHREIE L, TS OELIENT ORI HFEO b

o,




6)

(3)

(4)

(5)

YL 4 8 S IR 45 - 7 g 27

B (wa/ke/ ) e 5411 (ng/kg/H)
[ B R g % L ]
. 35
i%gj;f 81 4 200 [1.67]
200
PERFE R
35 J TN 200 pug/kg BETIFAANIK T 2HUREAIZRKT 2 B2 615 PTOIEENR LN, Wik
DOFEC b ENLUSNOEITERO b7z hr o Tz, £z, 200 pg/kg D 4 B OKRIEIFZIZ B EITR O
Rinoiz,

Z v b 13 JE R SR FR AR G- ki

W M
By (ua/ke/H) 514 (ng/kg/H)
[ R Mgk % 1 ]
D7 b ;ggg 13 ] 1200 [10.0]
(WERfEA 10 PT) 2400
B A

—WORIEBIZE TIE, 2400 wg/kg HETRAMHO AN I HELURKRIZA OGN, ZD%, ZDRKIEERDO—
ERIZ LGOI B 3 FR D B LT, MR FHIMRA TiX, WSS TREO 2400 R TY 1200 1 g/kg BET APTT
JERN R OV, WM A Tl 2400 1 g/kg FE O, it K OV 535507 00 M 1 ONC B AR5 5 D /R
PR DS B & T2 L CTHEESEME D LT O BTz,

TRAKES (1 BEBX)

BinEE R
B R L

AARMEHER
UER R L

EEFEEMHAR

HEMEAERERE 2 FEAT 3 2 B O AR AR T RRBR 1T MG L Ty, 207, T v b 2 B IE &
53 MEBER O AR PRI 10 BEME AR A FEAN L 7o, ARERER Tl TEPE(RE VII [’ &
LT 200, 400, 2402 K TN3604 pg/kg ZFARNIC 1 H 1[E, 2 BFEE Lz, &3 0 ICfif
U, REE, REE BR, BN M OGS0 WIRAOBLE S OVE &\ E & F i L7z, F 72, 400 LT 3604
v g/kg BEHEIZ DOV TR, HEMEATHER OJR B 7RI A 21TV MR OV TR RS A &
B LUERNGHME BT -7, ZOMEER, WTINOHARICBWTHLRMEMREICEFT IR ST, AAID
HEMEA GRS D R B2 AT DT RIE R o 72 2,

F72. 7 b 13 HEEREAE G- ERER O R B A S CEME AR RS A BN L 7o, AEBR I,
IEVE(LEE VIT A7 f L LT 400, 1200, 2400 ug/kg ZFFIRNIC 2 BIZ 1Rl 13 BRBEE L=,
AKIFE GREOINE, 75 K OWE DT OV BEARRR 7R A, IV L OV OB EEICB VW TE
fBIZA B2 o T, Fio, MEEMORIERTH, BEY, BEZRLORIGFRLEHO 4 HIZX L
TRME U722, SBHCRFRL T & W0 KOS EMOR &G IT A N2 -7 19,

37



(6) BFTRIBEERER

A D RN 5 G- O IR X B AR O FER CTIXEHIE 77, J2hE L 7o A3 G- ERBR D 22 0> C—
K720 ORGREN RS ZWY L0 2 M RIE &G FERERIC L0 F6 L7, YL 2 B RE
GBI, BEAVC/BED D =7 A P UITIEMALEE VIT K& & LT 202, 404 XUV 809 1 g/kg
Z AR R FRIRINIZ 1 B 1A 2 @G Lo, xERRBE S U CABRARENK 1. 24 mL/kg (809 1 g/kg
R L RN ®R) 24K & FERICER G Ulc, At 53 B I 55008 OF i & OV BEALRE 7 RR
BEITS T,

ZORER, AANEZREG LTS HEREO o6 (1~2 F]) (ZHREE O i & N O JEE & Ok 23 7 5
NI, b OB IIARAZ 2 BBV K LKL Lz Z SIcERT A2 kB2 b, —T7.
178 B P OABIRIRNE . I, BRAE LSS BEC R S 7283, 240D OZAL ORI Je OBAE 1355k e &
FIRECH o7, ZD, AFNT X D IMERPEIEIZTI G O &l L7z 27,

(7) ZDHD4HHEMNE
B R L
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X.

EEMRHEICET HEE
FH X 53

& KNSy a ey NEEAFTER 2. 50l FEEAYH SRR 7R Y

AT Ty MBS bnl R, A E
A s Ey NEAHEN 100l BREAEY ORI I
PE) VRN — RS DML K0 MRS T b

FNSY - TRV MO E S VIT N B kRS (b b i)
OLEERESE X T bRy (6 N i)

AR
GE LI RN R

BEIRETOEE
30°C LA CHihs 2 W CIRTF

ML LEDFEE

20. ML EDFEE
20. 1 AFEBHERITIDE L TRFT D 2 &,

D &b 20 FRIRFT D 2 L

20. 2 AANIFEADERRLIZE YT L 20D, KAl LB E13, EdfRms (Rked) .
Z ORGEFR S TRGER S (v y M&D) . FEHEA B, B L7CBEORA, EFTEz L.,

[1V. 6. BFRNIOKFESME FICRBIT 22T OESMR

BEMITEM
BEMERLTAR BV
<ThoLey 7L

-5 - M
[Fl—Rm3E : 72 L

[%h 3 R NMIEEEE K PR ERIEEE AR, =72 =27 77y (R (EfafFih

Z)

EFHStEERH
201447 H4 0 (AA)

HERFTARBFABRVEARES. RMELENFEAB. RETHAKEAR

WR5E4 SERTTERGEH H KRB SRR H

WRIEBHARFA H

NA vy NEATETER 201447 A4 H 22600AMX00772 201449 A 2 H

2014411 A 11 H

MU IR 78 A R A 201847 H 1 H I ”

)

Uyl

) . 202447 H 9 H 30600AMX00168 2024412 A 6 H
NA Ty NEAFETER 2. 5ml

N

el A EN
. N 30600AMX00166
NA vy NEATEEH SnL 202447 H9H 2024412 H 6 H

- 30600AMX00167
NA Ty NEAETERH 10mL

20252 H 6 A
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o. MERFHEEM. AERUVABEEEMEOEABRVZONE

ShHE

HHE XL 5
< ZEFEI >

IR T HEEOCHEDEM 202248 H 24 H

M EEFE S VIIL A7 335 IX Rk d 254 > b B2 —%F 7 25 85 O B i)

<KEHE>

MIREERE S VITT K7 X35 IXRFISxtd 54 v b B2 —23A 3 % 838 o H i m o i

HIER OH &
< ZEF >

BH 1AL T AERASO B AR FES K 2. 5nl TIEM4 5, iEMAL ALK EBE S VITE - & L
T RE kg M7 VIERICS U T 1L E 60~120 4 g & 2~6 20T THRARICEHIRMNIZ ST 5, 380
Beh0x, 8 BEMLL EoRIRRZ H 1T TITW., FEE SO EEbE T, KE kg %720 180ug &

BzenwzZ 15,
<EHH%>

BHE 1 A T BRGSO BAIERHFES K 2.5mL TR L. 2~6 20T THRAICEIRICES

ERAP

Hf R B B3 234 TEM L A MG EEE 55 VIT K+ & LT, /R lkg 472 D IERIZIS U T 1 [E 60
~120ug ZBHT 5, BINEGIE, 8 FEHLL EORIFEZ H I TITWV., #iElEGOHELE &bE T,

K kg 4720 180ug B2V & 295,

EMNC R G T 2596 1ML NILREERE 25 VI A+ & LT, (KHE 1kg 2720 1[H60~120u g %

I~2 BBEIcHRET 5,
(A 5-D3E)

10. BEEHER. BIMORELARFEABRUVZONE
BA=1OAYA
11. BEEEAM
NA Ty NEAFHEM 2.5mL 12OV T, DL FOFEEMENREI N TS,
1045/ - 2014 £ 7 H 4 A~20244E 7 A 3 B (FF 5% A ESRK )
12. #EHRHIRERELRICET SH1ER
BA=1OAYA
13. &£#Ea—F
JEAET B SAMAAE | ERERL = — R _ L7 NEFALER
Hx7e HOT (9 4 =
e INEER 2 — R Y] =2—R) O &5 VAT AHa—F
NA 7 vy NEAEER 2. 5ml 6343500D1035 634350001035 123672901 622367202
NA T vy NEAETER Sml 634350002023 634350002023 129793501 622979301
NA 7 vy NEAEER 10mL 6343500D3020 634350003020 129794201 622979401

14.

RIRWET LEDIE

M ATRIEIRIZAE D EFRE OV TI AR ERRBR DN E FEIS S 508, REISBRHICIEES TR
0. TRPERPIRERZIGE) 2% 05 2 & THOARMEDNER SN D, £o. VNTERERERIRER
Fe BRI EE (18 FRAR « 5] & e S 1RMR N ZE 25513 20 FRRIN) |, T HG IRk M i B 151 I - P o5 A TR e
e 20l b)) ZFIHT 52T, EROBCABAEAPBR S CARERRREZIT 5

ZLENTED,

AR B T R e N B 56 X IR ITE ML EE VIT IR 5AITH v | ARF O B CER 217> TV
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LHEREICH L CTREEH AT 25A R, ERAEEXSE S [C101)] EEH OGRS EHEE 45
ETEXARHEDTHHI L,
(Bf6H 12 H5 H RER 12056 1 5)
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XI. Xk
1. 5IHAXXHE

1)
2)
3)

4)

5)
6)
7)
8)
9)
10)
11)
12)
13)
14)

15)
16)
17)
18)
19)
20)
21)
22)
23)
24)
25)
26)

27)

28)

29)

M —BER fth o B AR R 1 522556 19 (4), 520-39, 2008

FEPNERE NG TITARRER CKERMEA B 1 20144E 7 H 4 B, HEEEEHEE 2.7.6.3)
FRGREREAM R, - ENE TI/111 3B, ENE 11 FHRER CKZAEA H 2022428 H 24 A, HE
ERHEEL 2.5)

Petersen LC, et al. : Molecular Basis of Thrombosis and Hemostasis, New York: Marcel
Decker, Inc., 1995; 147-65

Leytus, S. P. et al. : Biochemistry 1986; 25: 5098-5102 (PMID:3768336)

Hansson K, et al. : J Thromb Haemost. 2005; 3(12): 2633-48 (PMID:16129023)

FGRRERM R - ENEE TT AR CRKRAEA R (201447 H 4 B, HEEERMEE2.7.6.2)
Shirahata A, et al. : Haemophilia 2013; 19(6): 853-60 (PMID:23738888)

KGRI R - BUALBRRE ORI GKFRAEH H 1 2014 4E 7 H 4 B, HFEEEMEZE 2.5.1.3)
Nakatomi Y, et al. : Thromb Res 2010; 125(5): 457-63 (PMID:20080285)

AR RL © in vivo 2hakER CRRRAEHA B 201447 A 4 A, HFEEEMSEE 2.6.2.2)
Tomokiyo K, et al. : Vox Sang 2003; 85(4): 290-9 (PMID:14633255)

RGBTSR - FEERRARER CRFR4EH B - 2022458 A 24 A, HEEEEMYEE 2. 4)

FEJFBEA ., REF SR, BN, A, ROEBE, MALE], . 12 b EX =R IMAR
BEKRT D ILMIEET A KT 4 > 2 2013 FLETHR

Shirahata A, et al. : Haemophilia 2012; 18(1): 94-101 (PMID:21535327)

TR L - BEPESRERAER UKRMEH H 1 20224F8 H 24 H, HEEEMYEE 2.7.2)
TRGRRFRHIE R - 7 v Moy mpEtain CRRFEA R (201497 H 4 H, PEEERMEEE 2.6.4. 1)
fi b o HARWNEMESHEGE 1994; 83 (8) : 1365-1370

JI4 wED - EERFE e AR 19905 57 (7) @ 1527-1532.

FRFRIRFEHEERL « MR GRFBAFEHA R (201447 A 4 0, HEERMER 2.6.2.4)
TRFRIRFRHME R S0 7RO AAERRER CRFREA B 201447 A 4 B HEEERMIEZE 2. 6. 2. 5)
FKGRRERTAME R - RIS CRREAEA H 1 2014427 H 4 H, HEEEEMEE 2.6.2.3)
Wessler A, et al. :J Appl Physiol 1959; 14: 943-6 (PMID:13844118)

TKGBRFRHIE R . ¥ 9 o MmikER GKGEFEHH : 20144E7 A 4 H, HiEEEMEE 2.6. 2. 3)
FRGBRFREAMER) - PR G R GKGEFEHH : 20144F7 A 4 H, HiEEEMYEE 2.6.6. 1)
ARG R 7 > PREE G HEERR OKREH R 12014 £ 7 A 4 B, HiEE R
2.6.6.3,2.6.6.6)

TREBRFRME R - KRB G MR ORRRAFEA B - 201447 A 4 H, HFEEEMEE 2. 6. 6. 3,
2.6.6.7)

FHEPEE CEK 2646 4 10 H)

https://www. pmda. go. jp/drugs/2014/P201400095,/200011000_22600AMX00772_A100_1. pdf

Hay CR, et al. : Br J Haematol 2006; 113(6): 591-605

2. TOHMOSEIH
M R L
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1. ELHNETORTTIRR
WAL CIEFETE SN T2V (2025 4E 2 H B AL,

2. BHYIEITDERIIEIFR

BAROANA
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X g #

1. A - IREZEFEICR L THRERFIZET S CHT-> TOSHFR
(1) BR
LR L

(2) B - BEERURERSF 21— JOBBM
DR L

2. ZTOMOEEEF
(2%5)
AFND LM ENRA5THDHEE . XUT 48 B LLNIC I ANE U7z 85A Ok o>n T @

AAMAR IR 2R BNERR LT T4 v e B2 —{RF A B ST B IEMGETA KT A > Tl
A Ly G 3 2 g R R E K] - B [EVEEE AR (aPCC) & TEAnT-FAHA 2 T5 PR I 7 v ]
HVII KT (FVIla) OIEMEEFNRERD LEZLNTEY V. WERMAORAF O I EDZ L
BRI ANCE T 425 L IEMBRNEOND Z 08B D 2P, AFITHIEMRNIAR 3 THDHHE. X
I 48 BELAPNICHE ML L7238 1%, aPCC R rFVIla I K AERICUI W B2 5 Z LV ES N D,

Z DA, aPCCITITMKEEEIR 1 (e hrove | BVII KRS, 5 IXKF, BXKF) KBZED
TSR E i, AR % B Sz BEMEFIIIARRIBREOE X KD ERECEEND 2D,
aPCC # P57 % Ll 2 F 3 5 A REEN B E CTE 20, —JF, rFVIla ([ZIEEMHRE VI K7L
SAOEEER 7258 L TR, 7ok, RAIOEKRRBRICIS W T, AR G-% 48 K LANIZ aPCC <
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