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M=l < /e S a Y=g -
R 50°C/ — /W5 Hr HDPERIL 31 A IWAETEETHSTZ,
12 H ETRETH-T,
IKGF DT DR BE N2 5 ONT AR EE
T 25°C/60%RH/ K5 Pl Ty —L B 124 A i) M OV BE DA T 3siRD BT, &

DD FRERIA B (DWW TIXBH AR
B124 H FTCEIMITRRO BN h -T2,
61 HFETLEETHHT,

FK4Y DI NN72 5 ONT HA BE I [ K OVRE

FHE &

IRIBE | 40°C/75%RH/ G HT T — LBk 64 H DD DFRD BT, Do
BRTE HIZ W I BHAA R 2 560 H £
TEALIERD BN T,
b/ 25°C/ —/HIAT/ S — LBk 6.25 Y | JGIZH L CLETHoT=,

BIEBH ARk (B, IR . B &, JERWE. Koy, e, BEEE . B, AR (R BR D )
TN AL — a3 RV L E =L (PVC) /AU LE =52 (PVDC) A7 /W= A8, HDPE AL : @B ER) =F L AR ML
a) L EMRRNT AR T AL TREFTIR RIS T8 GRIREEL LT 120 7 Ix+h K ORITEEIMi =1L — & LT 200W+h/m?)

. ARZRUVBRBROREN

BALISAND

. RFEDESEL (MEBIEFHEL)
L

A HE
AR VRHEREREE /SR HEICED

10.85 %

(1) FENMDELGERSR -, BN RRCESR 2 EK(CE T 158

LN
(2) B
< 2YH 2 —AFE 2.5mg >
100 #£[10 # (PTP) X 10]
140 #£[14 & (PTP) X 10]
500 £E[10 & (PTP) X 50]
500 $E[JR, 7]
< TYF 2 —AFE bmg >
100 #£[10 $ (PTP) X 10]
140 $£[14 & (PTP) X 10]
500 £E[10 & (PTP) X 50]
500 $E[Jh, /7]
() FirAZE
YL



(4) BHROME

EEIAE ME

TYRL——] Him @74 ARV =L (PVC) /R e =Y (PVDC) ]

7 AI= 80

HL(RIL) AMV: BEER)=F 1L (HDPE)
Xy R T EE L
SFE g

M. AR RHEINSEHMEE
[X. 5. BEMITEM &

12. 2 Dfth
L



V. JAEICEEYBIER

1. SHEER IR
OFEFPIEENE Lo MBI |2 3017 2 HE i MR A ry R OV B MR ZEARIE D FESE
O R AR FERRAE RESFIR MARSE K OV i A2 FEARAE ) DR K OV ZE #i|

[z

< FEFRBUEM L EME) BE BT DR MG ZE & OV B MR ZEARIE O FEAEMIH] >
ARFNZ, FEFRIESE MO BN (NVAF) 3 2t G & U7 [EIBR L [R5 AR SR (ARISTOTLE 3RU0%)
DA HE EEFARE B CTh oMM A (R f i 2s o H i i A o SO 3RE A BE) KOV S i
FERRIE DRIEMHI TN T, xHBRERIC KT DIEL M RSz, F2, HARAN NVAF BE%
%G L U= E N T ABER (ARISTOTLE-] 3RBR) DA 2RI E B ThAMAE | 45 MEFERIE
DIEHL, I, DFEZE IR ORBICB W T, AFITIIWT O REL RO LN o7,
:im%@ff*% ZHASE | AREIORhEE X 1T h R [ IR SR IEE MO BBl R L2361 2 i P i 2 v

A By PR FEARE DI IE I | LR E LTz,

<%Hﬁmﬁ%ﬁf (GREBERAR MARSE B OVl 2 ZEARHE ) D IRER K OB R i >
ARFNL, SVERE B § R (A2 2842 E (VTE) B Akt G & U7 vish 85 TAHRUSR (AMPLIFY 3U5R) 0
BN FERGE B THAHIERE VTE ORI VIE Bz T, MERERICxT53ES
PEDVRSIVT, Fo. BARNBPEEWGNE VTE BE 25t R & U7 [E N 2 IAHEER (AMPLIFY -] #k5k)
Tk, AEPERIREHE B THOMEMBNE VTE ORI X% VTE BhEEDIEEBAF TILERDO BN
2ol ZHDRE RITHADE | ARFIDORNRE TR A% TR AR ZERRAE (PR AR LA IE M OY
i ifn A4 ZEARSE ) D VRIEE K OV R ) L% E LT,

. RERTHRICEET HEE

5. MREREHRIEET SR §
| < BRI A S CREVBSIR I 5 R UL IS BALTE) AR R UB I INH > ;
51 Tay MR EASBAE 55 7 i TN AR b SRR FE I R VAR |
L AR T L B SR BT 351 B A R OV L |
L LTURNED, TRBDBFEICHL T U ORARIEL L CARIA R S LA,
52 TREIRT 4L S — RSB ITB T BRAD MR BRA DR | ZRBDMS. |
| BCRETBAIE, VAZENEKT 4o M BT BT, (17,13 BIE]
| <PIAUATT GRIEFAMR) ESENF =T EQ GBS L SMIRISAME O REH> |
|53 TV AT (A TR LOTEAF =T DR TR A BT AL,

____________________________________________________________________________________

[zl
< ERIR M4 ZEARE (RN S IR AR RE B OV MA@ ZEARNE ) DRI & UNFF S84 >
5.1 Tav 7&K R BB BIE T2 K572 AT B BB 22 7 7 fif A2 ZEFRAE B 0 AL
VRIRF DB G- TR FERR PR AN 2 00 B 29~ 2 il if AR ZE AR E FR |2 k9 2 B AR B B L S
LTCWRNWZEDBERELT,
5.2 VTE JBEOHBIEIEEL T FREIRT 42— N E SV BF RN 5-ESND5 503

10



HDHTOFRE LTz, ENE IR (AMPLIFY-] 58%) TiX, VTE 6O IEEL TR
REFIRT 4V — N B SN BE ST, T8 38 5/40 6, URH/D V77U B 6/40
B CH -7z,
<TINE~T (BITHEZ) LT BN F =7 O RH B L8R e A iE D FEIERH] >

5.3 EGFRE(sFZ RGO UIBRRNGEZRET - FRF O I/ NIt (25327 I 2~ 7 (B
LTz ) B TV F =7 BERBREDY 2025 4F 3 A ICBUERFEAGRAZ IS L. FTER
OHEICEETLZEREL T, 7INVZ~T (Bla i) KOTELTF =7 OF L
BAATR 4 o H IR ZEARSE O S B A INH] T~ 572D I AH] 1 [A] 2.5mg 1 A 2 [FIFEH
PG54 ENRESNTZ, 2RISR, AFIOE I SUTBW T, 15, ZhRE Iz Rz
I DR OEIBRRTAILE T, TINVZ~T (B FHHZ) KT LF =7 O
PERVERFIZARAKDME H CEDRINATEZ D7D TE LT,

3. RERUHAE
(1) AERUVHAZE0OMREE
<#|5#PH;%F MU G RED B (2301 D L MR 2R o e OV By MR ZEARSE D FESEHN ] >
W RANZIETE SR N ELT 1 A bmg 2 1 B 2 B O EE-T5,
7RF, A, R, BREREIS U CL TER R L LT LA 2.6me 1 B 2 [ G~ ET D,
<*%mmﬁ%@r (BRESE R MARSE K& OVt AR ZERRNE) DI K OS] >
WL RAIIZTEX S ELT LR 10mg 2 1 B 2 (8], 7 O BG- L2, 1 8] 5mg %
1 H 2 FEREAO#EET5,

(]
AFN OB RE e CFE A R TRFOEBII NS BADUIRER G OWF b AreE
Thb,

(2) FEARUVHAERDOREREE BN

<FEFBE ML EMENBE 2T BB MR EE H e OV B M ZEARE D FREMH] >
NVAF B3 %5t 4 & U7 [E BE  [F) 55 M AE 3R (ARISTOTLE #5R) K& OVE W& 1 AH R
(ARISTOTLE-] 58R) DA 2ht e OV 2MEDRERIZIL-SE | AFN O HER OCHEEZRELI,

< FER AR 22 AR AE (R B AR AR AE K& OVl AR ZEARSE) DOIRIR K& O FF 3] >
B VTE BB Z X REUTIEN R IAHRER (AMPLIFY 385%) Tid, A% 10mg 2 1 H 2
[l (BID) . 7 H #5144, 5mgBID % 6 » A #% 57 2HF H5L- I AATBNT, =/F P00 /Tv
TV EREOHRME R, TN TOSFEO BBV TR L7 77 7 A V&R U,
F72. VIE 12Xl 6~12 » A M OHUEE FEEIEMETT % D B3 % %k G & U g o4 25 A AR
(AMPLIFY-EXT #B#) Clid, AH 2.5megBID KO\ 5mgBID % 12 » H #5955 VA
7T ERICR L TEBEEZ R L, L7 a7 7 A B W TUE T 7R SRR B 2035
DHONRD T, ek, AFRTIT VTE OIRELK OHREMENIIBITLH7EF Y3 2.56mg 1 H
2 B 0%, AR L HESNTT,)
HANDBIERERNE VTE 3 2%t R E U E P AR (AMPLIFY-] 88R) 123, Th
HESN S5 AR (AMPLIFY 3BR) & 22 2 I OV 2h ik o — B DS iR S i=2 Lind, lik
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KOVHEELT, @S EAICIZTES YL T LA 10mg% 1 H 2E., 7 HRERRO#EE
L7, 1l bmg % 1 H 2 B0 & 545, | =% EL,

4. RERUVRAEICEEYHEE

1. AERUREICEET 5N |
<EHFEESDEMEIBRF(CH TS EMMERZE DR UL S EIEDREDH >
71 ROIEHED 2 SPL ISR T HEF L, HLOYR IR ARO i PREN ERTS |
BENABLH. 1A 2.5mg 1 H 2 FEEO# 532, [1.1, 17.1.1 BH#] !

80 124 (0.8 B ]

{AHE 60kg LA T |
fEZL 7 F =2 1.5mg/dL L I

< BRI ZEASTE (RAPRAR ML E B U MAR ZALEE) AR R U E 2% > |
7.2 BHCEIRMARTERIE IR % OFIM 7 AR 1 [ 10mg 1 A 2 B 5%, Hiftoy 22 |
W oEETAZE, [1.1 ] ;

(]
< FEFRIEE MO BB B 1231 DM M AN 2 Rk OVa B P ZEARE DO FIE BN >
7.1 FEFPMERE MO0 A ED R IS 35U D R P M A v fe VA B PR FEARE D FSFE Il Z 38U VT

i 2 DEFAEBERIRFDD, TEXR AU E BB W THIOY A R I 258 5 & DO
BEOMENENTMEFR ST, LL, WLODDY AT KF- D5 A F OS2 T,
f oD FERIEN B E EEEI L T ARA O M R EE AN & <AR D ATREMEDNE A DAL, R mn )
MEGARER |, TERSRERE S  OWT BN EBE LI HA L, SRODOVAZIK 2B CH TS
Bty LH U CARBE R H IO U A7 3 5 AR OSEDENRE~ D EN KT 52T
NS (VL EyshieicB 35T E 1. mAREOHR - JIERE (2) BARRER CHeR
Tz H R | 2 MR) , NVAF 38 %5t G b U7 BB 3L R 25 TAHFABR (ARISTOTLE §8%) ©
3, AERNH L) A7 8@ EE 2 BNDEFNT I T DAR O M iR B FUA Zdx /)
FRIZT D728 T80 5k LA L), [MAHE 60kg LR, TILVEZL T F =2 1.5mg/dL LA L] DHE 2
DLL RA T BRI, AR A RS R AAI O ] 8% 2.5mg 1 A 2 [=E][#5- (BID)
IR T 52 el BRI A LB L ClRIA LML 7o, ZOREF, AA 2.5mgBID DA
ZhEIE, SmgBID &R L TR ERIEVNIALNRD o7, £z, 2.5mgBID DBFEUITA 72
WHDO O 3t FRIEE LB L TN 0 R O R 2P EA RSN 8D, A O EHE
XY THHEB 2 BT,
X5\, [ERE IR 25 MAHERER (ARISTOTLE 35%) O B AR N 4E N3 D1 201 EaF
MTE B} VR B2PEICBE 923 TE B O R, SBREROERE—B L@ 283805
NTeZEEND | AFRIZBWTHISMRIEE AR ORI EIC LD ER O &EITZ Y T
boEE [ HER O EICBEE T 56 H EOEE NTMEHELHRE LT,

< ERIR M p ZEARE (RN S IR AR AE Ko OVt MA@ ZEARAE ) DRI & OV FF S84 >

7.2 ARANCEDIEHFOIH 7 BRI, AF 1A 10mg 2 1 A 2 [E5-L725720 Bl A7 Ff

WCHERDNMELRDZENORELT,

12



5. ERERRKHE

(1) BERT—8/1\wr—

STl & A
BRI > B No. poES Jik T
% IAHRER  |CVI85013 | HARAN/SMEAME | “EHEM. 4 #1 4 & | 7eH30 2,510, 25 KON 50mg &
B PR SR FES M B, 77 eRx B, | Bk &5 B AL O E A
(32 1) B, AR, 7 1B ENRE, B R OEAEME
DA — /N — LiEn)
CV185046 | HARANRESRM | —EHEH. 77X | 7exd,3025.5 KM 10mg4a 1 H 2
(24 51) poNizSERRL Bt |l 7 HREIER ARG RO B AN
B ERE, etk K OREMED
B0661019  |AME AR & |IEEH. 2 W 24L&, | TE XY 5mg ZHEIRE 05O
(22 1) JUAT—I— HEEREICKIE T AEFOREBORG
CV185002A |AMEAMEER L | —EHEHK. 7 78R | TP 10 X 25mg %2 1 H 1 [H]
(48 1)) *tHR % 2.5,5,10 Xt 25mg & 1 H 2 [A]
7 HERAER NG REOR MR
P URY )
CV185006 |sMEABERES M |FEEM TEFRH R 20mg A HERR A GRRO
(10 41) MK SAF T _ATE VT A DR
CV185007 |#MEAMEEES 4 |FEEM. 4 B 4 ] 4| T30 2.5mg AR 05 558
(12 1) W 7 a A A — | OFRKR[ETIEEIC LY B RE O
IN—
CV185020 |AEANREER L | —EEH. 7R | 7,30 0.5, 1.25, 2.5, 3.75 KR
(40 1)) KRR BT 5mg % WA FRARIN 3 5 31T Smg % HifA]
BOEL, 7 HEFE RN
B 58D 22 2R OB RIEORT!
CV185058 |HEAMER L | “EHERKR. 78R | 7TV 10mg ZHEIR 08514,
(18 #i) xR 10mg% 1 H 26 HEXEERSL, H
PN SIPRE L)
CV185074 |AEABEES & |FEER.2HI 2K, 7| 78XV 2.5meg & 12 BFfZE 4 H
(14 1) OAA—/3— M A 5RO S EhRE D It
CV185018 |AEIANREEES &/ | IEEM TERH /3 10mg % BRI 1 4% 5-RF,
SRR T SRR E N YR I KT TR
(8 f3il/24 1) DRt
CV185022 |ShEIABERES Z |FFEM. 2 X2 ERR | VX3 20mg & H[EIRR 1 5k
(79 451) B FE i M OMEBIS SR BB I R T35
B Rt
CV185059 |AEIANMEEES & |FEEM. WATHM | 78330 10mg Z H[AI#% 1 35 5.,
(55 i) IR IEBIEE I KIE T B st
CV185026 |SMEIABERESZ | EMKR. 1 B EIE|FhaFYy — A REFH T, 7EF A
(20 f51) Jo. rmaAd—/N— | 10mg & BRI A & 5RO AE A
YER Ot
CV185032 |AEANEFES Z |IEEMR. L EGIEFY | AT T EBLAKEIHT., 7853
(18 f31) v 10mg % BLIEHR 1 5RO SEWFE A
YER Ot
CV185045 |AEANREFES Z |EEMR, BRI/ X |\ V77 BV REFH T, TER A
(20 4i) Fr—r— v bmg ZHAIFRIRAE G S 10mg &

HA Al F e - IR O ZEM R BLAE ] O
i
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BRI S B No. PoES Fik A2
% IMRE | CV185055 | SMEARERES 2 |FEEM. ABIARLE, | = /% U CEEIGFA T, 7EFR A
B PR SR ER AR (20 f51)) 4 BHIAF, 7aA| > bmg ZHEHR A& 5 R OEYIH A
(i) Fr—r— VER DRt
CV185025 |SMEABEEES &2/ | FEEM. ShEak LR | 7E 3 Smg ZHEIRE O B 51,
JFREREIR T3 FFHS B = AN IR B RE |2 R E 3 R
(16 f51/16 1) DOREt
CV185054 |/EAEES & |FEEMR. 3 B 2 &5 | F 7o HEIGHA T, 730
(21 1) JiE 10mg % HA[A[RE O 5-REO 3R BAE
F okt
CV185091 |AMEAREES ¢ |FEEMR. BlEAL, | TEXR VU8 DRAIZ RS E & XX
(21 1) 3 M 3, JeR | RAOFELIZEEDNAFT AT
Fr—r— T4 % 7
CV185111 |AMEAREESZ |FEEMR. BlEAL, | TEXR SR OWEAEZK O 5 X
(21 1) 3 H 3 AuE., 7oA |1, Boost Plus®fEfE F CRREF & T
Fr—r— HUlzE&, RO I=T B Y3
BEARE M E CHRELIEED A AF
T _ATEVT %7
CV185087 | #h[E AfdEE Y Zc | FEE M. WATREM L | 78X /30 Bmg & BRI 5-RFOFEHT
R ONENT B % BFIZRBIT2IRMBEIEOKR
(%% 8 f31))
CV185073 |SMEABEES & | iEA, IEER., |7 I7AZ VKB T TTES Y
(36 151) 3 M 3 A, yeR | bmg & 1 H 2 BIREAKELZEEXD
Fr—r3— JEWAE BAEF O Rt
HIHRBR | CVIS5067 | HAA NVAF mEZL, “EHER | TEXY 25 EU5mg%x 1 A 2 A
(NVAF) B (TEXH]0) | FE |12 BEER O GRO H AN NVAF £
(222 1) BEROLT77IY) | BB OE M5
(ARISTOTLE-] U7 7 (HEREE) Lo ki
HER)
FUOMRER | CV185017 |FMEAGNE DVT| Mgk I, MiEX | 7eey30 3 & (5mg XL 10mg %
(VTE) B b, % 3 xt |1 H2E, 50T 20mg %2 1 H 1 [H])
(520 #1) (LMWH + VKA X |#OhRO2aM DVT BEICBT5
I, 7 A ZRYURXT | B RO EMIZET 5 LMWH A+
A +VKA) | WATHE | VKA, XIIT7 2 F R X7 Z+VKA &
M., ZEER (X | O
PR E)EE
Fin (SR
WEIFHRER | CV185030 | H A& A /4 E A | FEIHER (T 77V | TEXRH 30 5mg?% 1 B 2 [} 032 5
(NVAF) NVAF f#4 V)RS, EEE | NVAF BEFIZBITAUAL 77U
(18,201 f4i) HE, ZEHER, ¥ | (HERE) ST 2L MO REE (F
(ARISTOTLERX | 723 — WATEE | ¥ 1.7 %5 )
5 ]
CV185048 | #MEILA NVAF 8 | 8 1F 2% fb | B BR 3 | B2 I KEGHusE M 2h & 5\ 3 A i s
Ea [, “HEER. ¥ 7 |NVAFEREZICBIT ST E XY 3 5mg?
(5,598 i) WA= AT |Z#1H2ERAOFE SO T AEY

(AVERROES ##
)

(81~324mg) 1= KF 3 % B B4 0> B 7
(F+9 59 sE & 5 »)
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BRI S 5% No. PO ik A2

FUAHRER | CV185056 | A4 E A B MEIE B | MEA b, FEFXIR | APEEMEN: DVT/AMEEME PE B3

(VTE) P DVT/ APESE | (= /%902 /T [ITBWTTEF AL 10mg 2 1 H 2
gtk PE B ZyUy), ZEE|FL.7T AEROKEG%, 5mg & 1 H 2
(5,395 #5il) i, WATEER, MU | Bl 6 » AR DG L& /%
(AMPLIFY #Br) | VA3 — PRV (HEREE) /770 (&

FHEE) 12t T B FEL PEORGIE
CV185057 |6~12 » A MO | MrEL b, WATHER |6~12 » H M OPUEEEEIEMITEZ O
BEEIEM TR |, “EHEEM, 7| DVT/PE BEICEB W TTEX
DHEAN SRt 2.5mg 9 KN bmg & 1 H 2 [AFE A5
DVT/PE & LIzl E DT SRR B R L O i
(2,482 f51))
(AMPLIFY-EXT
)
CV185160 | H A N AR | MIER b, Zhakdt | 7% S0 10mg % 1 H 2[R, 7 HIH
M DVT/PE B3 | A, FEEFH (UFH/ | B 054, smg % 1 A 2 [ O# 5
(80 41) TNT V) W4T | LTzeExd B AR NAVEEREME DVT/A
(AMPLIFY-J3 | FER, FEE M MESERENE PE BEICB DL
%) kA UFH/UA 77y (&) &
i

NVAF: JEFp RN LM B, VTE: §f R M AR ZEF2E (AR50 § IR AR SE K OVl A2 2842 9E) . DVT : & 7k

MARSE, PE:ZEMIE. LMWH RS F~%Ur . VKA:EXI KiK. UFH: Ry HE A~

a) VAT REL TEXF A OM P IRER EF T8N NHAWFRE X, TEXY 0 25mg % 1 H 2 [\
REOEGELE,

b) AXUNRBROT=D | G EIEAE R LT,

¢) ARIETIL, TEF YN0 2.5mg 1 H 2 [FI# 5%, VTE ORI K OFRIEIC IO TIL, AR E AR TT,

(2) ERPR I EHER

< H[A] g 3R >0
A AN OV NORERE RN 16 Fil2xt 50, AFH) 2.5, 10, 25 KT 50mg XX 77 AR% HE#R
O35 L7 (RFIT BRI &0 bm IO EL, A% 5/ 5 B B ORI 2%
EL A EET TS , AR CoOH &EFAIZB WO TR O ZAEMLRAFTHY | KKt
EITHEFE I T,

< A5 BR >
H A NfEEE BE 24 FilZe 4o, AH 2.5.5 LN 10mg XIT7F8R%2 1 A 2\ 7 A RMZEER:
W ERE O 5 Uz, AR CoH E#HPHIZB W AR O BB MIXBIFCThH-T,

< QTRHIRRIZxH 252>
HME R 40 BlARISIC, TEFY 0 1A 50mg 2 1 B 1 [E] 3 ARG LIZEE, 7TF
RTHIELT QTe MBRIFER L2 T GHEA T —5),

RSN 6. HIEKR O HE]
< FESPIBUE O B B R A I3V DR I A R AR P e TN B i FEARAE D REE IR >
WH . RACIETES YL T LR bmg & 1 H 2 B O#E535,
78, A, IRE, BRSRRIDIGUC, TEF N LT LA 2.5mg 1 B 2 BB G~ ET D,
< R AR ZEARE (RERFRIR MARE K UNiT A ZEARIE) DR OB SR MH >
WH . RACIETES YN LTl E 10mg 2 1 H 28], 7 BRI DG L2, 1 Bl 5mg 2 1 H 2 [5]
’AEET D,

15



(3) AERGIRRFER
[ SRR P U 5 A £B A8 L2 30 U D R MR b 2 R OV B P FEARE 0D 8 JiE 171 ]
M E R
[fgan]
D RIS % G Ui F B T BRI A U h DR B D N 5N | 22 K OV Bh
DIEFHT L EELR A3 IRRE IR A AR T2 A2 [EIBEIE R 55 AR RRER (ARISTOTLE #8R) (&0
HZEICE . BARANDEMEIEF B ITAUL 77U EOFNE R RO, 725N
MEOZEHEORFENATRETHDHEE X, YikalBRICS MU= (V. 1RIRICBIT5EE 5. K
FCRE (4) BREERIRER 1) A 2R RERER ) 2 )
F7-, ENICBW T D EME RE 26 5 L U2 [E N TAHRRER (ARISTOTLE-] 5kBR) &7 - 5
FaL7= (TV. I8 BE 25 E 5. BRRAGEE (4) MEERVRRBR 1) A RMERRERER ) S .

[ BRI AR FERRAE FBE 33T D IR & OVE R4 ]

<AL W AHRER > (CV185017)°

BMEE B F IR AR SE (DVT) BEZ 38U, 3 HEOTEF 3 (5mg % 1 H 2 [A], 10mg
Z1H 2R, HDHVNE20mg 2 1 B 1ED % 12 @& L, TORER, Atk EEiHnE E <
I DREAGENEFRIR A2 EARIE (VTE) O FF 58/ e OB A TG B X, 7%\ 5mg #f
6.0% (7/117 1) . 10mg ¥ 5.6% (7/125 $1]) | 20mg # 2.6% (3/116 1) THY | xt REEDOIKS T
AU (LMWH) +E 230 K #5513 (VKA) BED 4.2% (5/118 1)) EOIHEFHFH0H B 221358
DHOENIRDNST, Fiz, AVEFEFHGIE H CdhD K H /5 R A9 B 2 FE K H 1 (CRNM) @
BERHMBIE B X, TESY /N 5mg B 8.6% (11/128 #) , 7EFH,3> 10mg £ 4.5% (6/133
) . TEXH S 20mg B 7.3% (9/124 1)) . LMWH+VKA £ 7.9% (10/126 i) &, 3-_XTO#
HRECRRREE Thotedd, 7TEFH30 10mg BECHRBIEA STz, 2B, AHFFLITT RO
BRI W CRRE Tholo,
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HE

PR R R ILARAE (DVT) BB 2RI, 3 IR&OTEXH/30 (5mg 1 H 2 [HI1#
5. 10mg 1 A 2 [E#G KO 20mg 1 H | [E#L) OFMELZ 2R ARG 1~/
(LMWH) XIE7 4o Z RURI A+ X230 K #EH3E (VKA) DFIZ LD HERDTER & itk
AL &3S HRRCHERTTESR I o Hik ARERET S,

ek

2 Jifi % [ MEAE 2 b F2 50t BR (LMWH/ 7 424 78U X7 A+ VKA) WA T HEM] Bl &% E

=10

ISES

APEfErE DVT B 520

BRI

LUF OS2 T 18 3 ~90 s O AMEAEGENE DVT B3 (HERIIERH720)

< ENEERIRSUE T RREARD 58 3 430 1 B (3 43 Bi8) 1ot 42 T AR F R f A2 E 23
PRI, EBEME R FERIE (PE) DA PR20

< AGFBEIMEDOH AR LAY RY FBE TR

B T4e S

o IR SR LR

+ BUED DVT =B —RNITof L TR BRZE KERIRT 4L & — 8 A SUTHRAME R VA AR
IolaEE= B

© LMWH, 74 # RURXI A1 VKA IZEDIRRITEA R ChHOTH B M i ST i Mo s
YRZ %D &

c arbhE— LSRRV EINEE A T HHRE

« JLTF =2 PUT T AN 30mL/min A0 B

- FHSREREE RO LNL B

« DVT LISMIHLC VKA &4 58%E

BRI 15

WG 2T XY mg BE, 10mg BE, 20mg B, LMWH/ 7 424 U X7 2+ VKA FEIC
AR TEI T 2, T/ Bmg FEIAHK] 5mg & 1 B 2 [8], 10mg BEIAH] 10mg %
1 B 2@, 12 BEE S, 20mg BHIAA 20mg 2 1 B 1 [ 12 WS Lz, LMWH 09
. tinzaparin [£ 1751U/kg % 1 H 2[8], = /%5 U 1% 1.6mg/kg % 1 H 18] XiX 1.0mg/kg
1A 2B, Wb 5 AMUER MG Lz, 7424 /X7 AOE 5L 7.5mg % 1
B 1 B T 5 THo7203, # GBI eh o7z, VKA 13X INR2.0~3.0 WIZHERF 3545
FRZPFTL, 12 WL, IBBRERICOWTIIEEREL, 7EX O HEIZD
WCOEEHEREL CRBRZE LT,

AR CIET 42 & Y X7 A HANTFBO HIVR Do T2728 | %t FEEEIL LMWH + VKA

LRILT D,
INR : [EIBAE UE 2R (International normalized ratio)

FEFHHIE H

SEEME VTE (F5384% DVT, BB XIIFESSEME PE) K OISO (12 # B O T
CUS #r L PLS A IC LD FEAN) 7B b8 A4 7l E H

RN A R B 2 (CIAC) (XD HIES 2 K I 1T CRNM O A 3t TE
H

BRI H

SEENE DVT O %

JEfBENE PE (B5EM: XU FEBBEME)
+CUS MARIZF SN e O] E
-PLS A IZ S liAEE G A= T
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HNE  FRMT X G 476 15
JEMEME VIE OFR/ MO EO RBE ST T X CORGEHETIE -T2, TEX P
20mg FEIZIBWTEBENE VIE O3/ MARDEIED RIS N EL IS T=H0 D (2.6%) |

T e A OHABY R BSUSIE
FIBITHET AR

TROONT, TEXRPRUREE LMWH VKA FEOFEHL
ATRD SN2 ST (TEF PN B RELRREED AU NS HES O

7D BYWEHEXELErEETe), MR UE | Thol-fRE OBIGILTEX 33
B (76.1~81.6%) & LMWH VKA #£(80.5%) ClRIFLE CTdho7=,
B ETE*

FEBLEIG (A MBS/ BB 50

FEBLE G D ZE%* (95 % (5 HH X))

VTE @ 6.0% 5.6% 2.6% 4.7% 4.2%
%/ (7/117) (7/125) (3/116) (17/358) (5/118)
. #: 1.7% 1.4% -1.7 B B
i (-4.4,8.2) | (-4.6,7.5) | (-7.3,3.6)

MRS R HIRBRERAE 50 2 AR ETOMMIC

BIF DA EFHI

ok 7B N REDO AN FEBUEI G D IR DA NN FEBUEI G AR LB IVZE

LA AT 511 4
HEHRZORHEG
TILEERIIIEL (54.1%) . TEXH30 20mg BECIX LRI A 72 (66.1%) .,
LI BFRORBIE A1

1T _RCOFERICB O CRIRE THo7=23, TEX P 10mg B

HH i B

FTRTOTEFF AR (11.7~12.8%) T, LMWH+ VKA
(19.0%) LB KD o7, TEF AU HETITH EHROREES
DO 5T, F1-. KL/ CRNM (ICAC (2L 5H|E) DR EL

(ZHB 7R ] B A7
T _TOHRGHIC

BWTRERETHY, TEFH /3 10mg FHIB W TROEIHREIGNE) -T2 (4.5%) , KH
MOFEEITEN T, TP bmg £, 20mg FETENEH 1 BNZER

7o A OREHEE

OHNTZDIHTIH-o
II7 XS 2RET LMWH+ VKA BELO BN~ T-,

FEER
HEFGRIENE (B EFZRIGE/ wErE )
TEERY N TEX P TEXH A LMWH +
5mg 10mg #¥ 20mg ¥ VKA B
= 60.2% 54.1% 66.1% 57.1%
GRh e (77/128) (72/133) (82/124) (72/126)
HERAE 12.5% 8.3% 16.1% 12.7%
k%! (16/128) (11/133) (20/124) (16/126)
Hi 1 B8 8 o 11.7% 12.8% 10.5% 19.0%
HERR (15/128) (17/133) (13/124) (24/126)
HEHEZIC 7.0% 4.5% 8.9% 4.0%
LAk (9/128) (6/133) (11/124) (5/126)
- 1.6% 0.0% 0.8% 0.0%
(2/128) (0/133) (1/124) (0/126)

BEFEG IRPIEOYIRIER GEN DR G% 2 A GEEEREEFLOHA) . XX 30 A
(EELEEFLOGEE) FTOHMICHEARALLL T X COREREIIFEELREEFREE
Wi,

H i B O F H R AR DO YA GO D RER 5% 2 HETOHMICHEHR LIz~ T
OEE I ERR MR A EELE G,
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fe g (i) HEERICLDH L RO FE B 5 LSRR LT R COEE I EE A E
FLOHE BBRIEOR G OB SRS NZH D,
FET=  VRBRERD WIEIE 5 544 30 H £ COMRNICRELI- T R TOETE S0,

Hing Ry k
ANRUREBEE (A IS R E )
TEXFH AL | TEXRH AL | TEFH AL | TEFH AL | LMWHA+
5mg B 10mg B 20mg B Hf VKA #
K OH M
/CRNM ™ 8.6% 4.5% 7.3% 6.8% 7.9%
HEAEREM | (11/128) (6/133) (9/124) (26/385) (10/126)
HH
0.8% 0.0% 0.8% 0.5% 0.0%
A (1/128) (0/133) (1/124) (2/385) (0/126)
7.8% 4.5% 6.5% 6.2% 7.9%
CRNM (10/128) (6/133) (8/124) (24/385) | (10/126)
L 5.5% 8.3% 3.2% 5.7% 7.9%
(7/128) (11/133) (4/124) (22/385) (10/126)
o 11.0% 12.8% 10.5% 11.4% 15.9%
+ (14/128) (17/133) (13/124) (44/385) (20/126)

* A, KM, CRNM, & OVINH OB A FHRIE B S E# 15,
CRNM : PRI B R A2 FE I H 1

RSN 6. HIEKR O HE]
< FESPIBUE O B B R A I3V DR I A R AR P e TN B i FEARAE D REE IR >
WH . RACIETES YL T LR bmg & 1 H 2 B O#E535,
78, A, IRE, BRSRRIDIGUC, TEF N LT LA 2.5mg 1 B 2 BB G~ ET D,
< R AR ZEARE (RERFRIR MARE K UNiT A ZEARIE) DR OB SR MH >
WH . RACIETES YN LTl E 10mg 2 1 H 28], 7 BRI DG L2, 1 Bl 5mg 2 1 H 2 [5]
’AEET D,
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(4) BREERO SR

1) HERREEHER

[ FEFp BRE N U 55 A D FE |2 30 VT D LI AN A B OV B PR ZEARE D FEE P17 ]

<[ENE D FEERER > (ARISTOTLE-] #kBR) ”
A ANFEFRBYEMO 5 Al E) (NVAF) B 25502 A 2 & (2.5mg X% bmg)% 1 A 2
[B], 12 85 Uiz, 2Ok, Rt EERGE B Th2D R M i (ISTH FE4E) U XERIRK)
(ZEERIERK ML (CRNM) OB AFHIE B X, 7E X530 2.5mg £ 1.4% (1/72 1) | 5mg
BE 1.4% (1/71 B) THY, U7 7URE 5.3% (4/75 1)) LKL T EFH U FEHTVTH
bR oT, B TR TORFFEELORBLRIT, FRGHB TETROONL) T, F
7o BWE (2Erp | B PEIERRIE | DA ZE OIS L) ICBAL X, VA7 7 U BETIE
4.1% (3/74 B]) TRZE AU (KBTI : 1 61, i iEfdze s 2 §) Z3IEL 7228, 7
RN K RETITRRD DI o T,

ERE) TEXY /N (2.5mg X 5.0me, 1 H 2 [A) & 12 BREERSG-LIZBEOZ MW T, K
1 3 VEEG IR A E 2R IER A~ O A RN B 2L CU LT 7 U BEE DL
BRETETT,

BT A | SR IEFEEALEIR (VL7 7V ) st IRy — S ik
(D7 7V B (PT-INR2.0~3.0 L7225 KO TE M) DA LS H#H]

POE" A AN NVAF f 222 fl

FABIEHE | -20 kLA B NVAF B WrSni-gl sk B3 (ERIIER A0 )

~HE O LB R RRICE DD O TRV D ERIBI AR B D0, UTBIEZEH
Bts B L0120 A B G EMENA 28R L EoEE &1 C2EILL EiRo b,

SR URZ R T-[Ho MAE AR, TR EZ LI 4@ MTERE, 75 sl b HEIRIHA,
b5 ZE (—IRPER R LR E2 & Te) OBEE] DS 1 DLl EEF T2,

ERRANTE | DI IEE . B A2 (Cler 25mL/min) . 7 AV (>100mg) <CHL M/ MR 3L LB L5
FE O JFUE AN ZERRIE D JiE 5]

AR5 BB 2T e YN 2. 5me B, bmg BE, U7 7 ULBEC 11 L IZEIDMHT 72, TES9
> 2.5mg BEIIAH] 2.5mg %, Smg BEIIAK| 5mg 2 1 H 2 [BIFH4 &% 1222 BRI O
ZEHITC 12 BEEG U, VL7 7V BT, il 1E72 PT-INR A5 N5HEBEORBRAY LV
TV gEE 1 A L AR 12 WG LU,

FESHMBEA | FRFEHIE ISR B LK (ISTH JE#E) ik CRNM A~ ho#E A1 E B

RIVGHIEE | - VR h O A b ST 4 B M ZEARE ) D70 D48 4 PR TE H

TEEHIE R OMNEE | 2 B PEIERIE XUT R CH D o8 G FHIE B

TBFEIAR O D ZE TR D DA R mIE B

RFEMR AR B U A A RO B (ISTH JE4E) | CRNM 303/ f ], K H i
725TNT CRNM AUk 2%
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G AT G2 222 151
BRI, D7 7 U BET 4.1% (3/T4 B ITHIEL . 7TE XY/ 0 A FE (25 74 #1]) TIEZE
SEIFAe 0T, Fiz, BEMEERAE, OAEZE, 2ETICHEAL T, TEX VSR, U
NIV REEBIZHIE L2 2T,

=gy i
AU IFEIRE TR (A~ MEIERIR /R0
TEFRH N TEFY N
LTV RE
2.5mg #f 5mg Ff
fbize /4 By P FEARAE 0.0% (0/74) 0.0%(0/74) | 4.1%(3/74)
Rbizer/ B FEIRE/ 2301 0.0% (0/74) 0.0%(0/74) | 4.1%(3/74)
LNFRIE /2T 0.0% (0/74) 0.0%(0/74) | 0.0%(0/74)

LA fRAT R G2 218 151
KR BIERE 7o WA HEHBORBRIZETGRO Do, NRBMRE G ETER
WHERGORBRT, TSV SUREL L TUL T 7V BT o 72, KHIA S
URISTH B (X7 XY ARUABETIIRD DIV oTe i UL T 7V BETIE 1 Al
BOLITE,

HEEZR
HEFEGRIR (B EFRISHHE/ R E )
TEFH TEFH
IIVT U RE
2.5mg B 5mg B
PHERG 51.4% (37/72) 59.2% (42/71) 46.7% (35/75)
RARREGIETS 23.6% (17/72) 23.9% (17/71) 13.3% (10/75)
f&b\ﬁ%“%% . (o] . (o} . (o]
HEAEFS 1.4% (1/72) 7.0% (5/71) 5.3% (4/75)
M B E L7~ F =
5 LA 12.5% (9/72) 23.9% (17/71) 17.3% (13/75)
5
HEFGIZLDFIE 5.6% (4/72) 5.6% (4/71) 5.3% (4/75)
L 0.0%(0/72) 0.0%(0/71) 0.0% (0/75)
HinA Rk
AR (A~ NI/ PR H0)
TSN TEFH N
O T7 I RE
2.5mg B 5mg B
K (ISTH 5 H
i € ) 1.4% (1/72) 1.4% (1/71) 5.3% (4/75)
/CRNM
R H 1 0.0%(0/72) 0.0%(0/71) 1.3% (1/75)
CRN\M 1.4%(1/72) 1.4% (1/71) 4.0% (3/75)
ISTH F: 2 : [E B A2 1k M 522> (International Society on Thrombosis and Haemostasis) {245 HifiL
HE

CRNM : [ PRAIZ B2 FE K H 1.
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< [E BRI [R5 AR R > (ARISTOTLE #5R) ¥

ARIRBRITEBRILFNRBR CThY | 41 »[EOERERI 1,053 fifk CEIESi7,

DEAE) (AF) BB 25t RIC, TEX3 30 (5mg 2 1 B 2 [8]) 2% 89 B 5-Li=, €D
FESR A RNE EEREMIE B CTh D MAE P (e ST i) B OV By PEJERRE O FIiE 8
IZBWT, TEFHNURE(1.27% /45:212/9120 ) 1ZU V77U BE (1.60% 4F: 265/9081
BNIZXL 21%DIHI RO HAL, VL7 7V BRI T DIELVEDRFES L, FITERED
ARSI (p=0.0114) , F7z, Mt FERHIIE B THH R I (ISTH M) ORI RIZHB W
T, TER Y NURE(2.13%,/4-:327/9088 f51) XDV 7 7V (3.09% 41 462/9052 ) 12
KL 31% DIHIA RO HAL, TV T 7V BT DI ED RS 472 (p<0.0001), 7235, TE
X ASUBEO BRI L BT BT 7 A TN T 7V BELRIER T o T2,

By AR DY RT R F % 1 DL AT DIERBEM OEME (NVAF) BB Z 5802, A (1
P, AP T EARRE) T 2 M EERIEDEATHITE R (2B ¢ AFlov LT 7) ([H
BRI UELL (INR) 0> B AP 2.0~3.0 126 DI HEEMdiEd 2,

RBRT A | ERESR IR A LRI (VL7 7)) SR BB 7 VA I— W TRE LGRS

PSE-d zEF DOV AI K F% 1 SLL EA TS NVAF HE 18,201

TSR | DB LEHEIOM, UL FIORT MR ROV AZE 4 1 SLUEATS 18 mll ko
B
<75 MLk

AR B PR R AR R PEIARIE DUV I O FEIE
SEBPED o MM DA ST EER 2R 40% L1 O/ = RE N 4
- BEPR I

ey S S AT 1A

TAeBRAESE | N DR, IER A2, TRV L F 2 eV e T DRER]

AR 7k PR E AT EXRHANUBEET L 77U BT 1 LICEIMT LT, TE S BT AK 5mg

Z 1 B 2 [\, EHK 89 MR N L L, VL 77U BTV L7 7Y 2mg 8 (INR O H

R A 2.0~3.0 LU THIEZFREN) 2 4% 88 T Ik 1 g 5- L7z,

AR 80 L L, HE 60kg LR, MLIEZL7F =2 1.5mg/dL BL LD 3TEH DS 2 1]
B L&A 2.5mg 2 1 H 2 Bk D&% 5

TR E | < MEE P (R, M SRR ERRE) XU PR EEE D WIFE ECTOHIM
< [EI g AR 1k 1 22 (ISTH) BEHELZ 22 K H . o> 4] 56 T o> 1 ]
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F 75 B R EE AR
HH

LU T OEHEOYIFEETOHIRH
Jpis e (Rt R o P S AR E AN RE
B M IERRAE
BT
PpizE e (R IS RFEANRE) | 48 PEZERE SU IR I OB A RHIE H
JRZE e (e, M SRR EANRE) | 48 PEFEME S 3 ASE = OB AFHIEE H
JiAsrf (e, HIPESUIRFEANRE) | S MEEE, R T4 e OB AR HliEE
PpzE e (e I MESUIRFEANRE) . 5 VEIEIRE, DA REZE U258 COBEATHI
H
UNT 7V B G IR IEERE COfM A H (M e, Hi PSR ERRE) | iy PEgE
FiE SRR H I DAL B R AT R H
L FOHEZOYIFEETOHIMH
Kt (ISTH 2&48) SUIFERHf A~ hOEE FER
FTARTO A~

7

m

M GRER22IK) < fAT %52 18,201 H
TEXY SR, R (i ST ) B OV B PR ZEARE D FIE R IZ BV T
NTZ 7YKL 21%DOIHEINZRD B, D7 7B B IS PESREES U (FE
HPE~—r=1.38 ZLOHEKAE 0.025 (A )| SHITEBMEI RSN (p=0.0114)
Fo, BT ORBRRIZBNTETEFFASUEIIT AT 7 BT L 11 %DOHNH055
DOV, U7 U Bk DB RSz (p=0.0465)

BT GLBR 2 K)

AR RRIESR NN
(A NS B/ R 50 oo I
FEXH AR | UL TrU R oI
M za /A By PEFEAR 1.27%/4F 1.60%/4F 0.79. p=0.0114
IiE (212/9,120) (265/9,081) (0.66, 0.95)
I 3.52%/4F 3.94%/4F 0.89. p=0.0465
(603/9,120) (669/9,081) (0.80, 1.00)
DMLE FE 1.80%/4F 2.02%/4F 0.89, -
(308/9,120) (344/9,081) (0.76, 1.04)
R B 1.14%/4F 1.22%/4F 0.93, -
(196/9,120) (208/9,081) (0.77, 1.13)
o ME ST R E R 0.97%/4F 1.05%/4F 0.92, -
REDHZH (162/9,120) (175/9,081) (0.74, 1.13)
HH TP i 2 0.24% /% 0.47% /4 0.51, p=0.0006
(40/9,120) (78/9,081) (0.35, 0.75)
2 HPEIERIE 0.09%/4 0.10%/4 0.87. p=0.7020
(15/9,120) (17/9,081) (0.44, 1.75)
LA ZE 0.53% /4% 0.61%/4F 0.88, p=0.3720
(90/9,120) (102/9,081) (0.66, 1.17)
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TR (FeE)

00— e (212/9.120)
il ==L T 7B (265/9,081)
T 0.04| /\Y—FLL:0.79(95%1E 4R R: 066, 0.95)
7= p<0.0001 (JEL %) T
% p=0.0114 (&t 1%) L
0.03|
5 .
i JRRELL i
S
E 0.02 e
)
% 001 -
=
0.00M " : — —
0 3 6 9 12 15 18 21 24 27 30 33 36
BRD & 12 (F LS EISEDFAEE TOMR ()
AEGIE 0nR 618 1258 181H 24»H 3018 3618
TEXHIN B 9,120 8,726 8,440 6,051 3,464 1,754 600
INT IR 9,081 8,620 8,301 5,972 3,405 1,768 572

RFEE : BRICoxLLHINY —FET L (BRIRF g, HBREEFT 0TI I7 )0 /VKAREED A E)

NZEd X (£ B4 ZEFTE D Kaplan—-Meier BI#R GRER £ {K)

A E (B AN ST SR < fpir i 52 336
AR (B AR EE)

FRRA N MIE SR (U NIEE B/ R 250

TER R

U7 )R

0.87% /4% (3/161)

1.67%/4-(6/175)

1.74%/4-(6/161)

3.02%/4F-(11/175)

N 0.58%/4F(2/161) 0.55%/4F-(2/1175)
FEOME S 0.87%/4F(3/161) 1.65%/4-(6/175)
SEN 0.29% /4% (1/161) 0.82%/4F-(3/175)

-2k GRER A=A « fENT 42 18,140 H
TEXHNCBEDO R L RN T 0Ty ANATT N T 7V LRI T o7z,
Ry (ISTH JHE) OF BRI T, TEXFFAUEHIT LT 7V BETR L 31%DH
HIRRDBIL, D7 7 U AT T BB RSz (p<0.0001)

AEER(ERBR2MK)
B ERFGEREIR (G EFRER B 8RE )
TEXY R INT 7V RE
PHEESR 81.5% (7,406/9,088) 83.1% (7,521/9,052)

KERBIRE A E TEe
AEFR

27.8% (2,524/9,088)

34.2% (3,092/9,052)

HERAEFR 35.0% (3,182/9,088) 36.5% (3,302/9,052)
MM BE L 7o S 25.2% (2,288/9,088) 32.7%(2,961/9,052)
HEHERZICLHHIE 7.6% (688/9,088) 8.4% (758/9,052)
T 4.7% (429/9,088) 5.2% (468/9,052)
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FEAR (i) HinA Rk (GREE2K)
FEWARUNEHR .
(A~ MBI B R oo I
TEFPAUEE | UL TrUL B il
K ISTH FE) 2.13%/4F 3.09%/4 0.69, p<0.0001
(327/9,088) (462/9,052) (0.60. 0.80)
BFEHEH 0.06%/4F 0.24%/£F _
(10/9,088) (37/9,052)
SHZE N H 0.33%/4F 0.80% /4% 0.42, p<0.0001
(52/9,088) (122/9,052) (0.30, 0.58)
AR i 0.76%/4F 0.86%/4F B
(118/9,088) (130/9,052)

L (AAR NS HEM) < At 5 335 1

FEER(BERABNEH)

A EFRERIIR (A FREFEHN Y PEE 50

TR R

UNT )R

EAEHRS

96.3% (154/160)

96.6% (169/175)

KR BARZ R E TER0
AEFHZR

28.1% (45/160)

42.9% (75/175)

HERAEFR 31.9% (51/160) 34.3% (60/175)
HH LV B L 7 AT 38.1% (61/160) 51.4% (90/175)
BEHRRPICLHHIE 10.6% (17/160) 17.7%(31/175)
T 3.1%(5/160) 2.3% (4/175)

HinA A~ h(BERANESERE)

FE AU N FEBLER (A~ IS BRI S R 250
VR AV - INT 7R
K (ISTH F54E) 1.26%/4F (4/160) 5.99%/ 4 (18/175)
HEME H ifn. 0.0%/4F(0/160) 0.65%/4F-(2/175)
SHEEPN M. 0.0%/4(0/160) 1.97%/4£(6/160)
VAR Hi i 0.63% /4 (2/160) 1.97%/4(6/160)

ISTH JEYE: [EBR e 1k 124> (International Society on Thrombosis and Haemostasis) (ZJ:% HiIfi.

< [EBE 2L [R5 IAHERBR > (AVERROES #5%)

ARIGBRIL EBEIEFRERCHY | 36 »IE D T 526 fisk T FEMSI7,

v K HEHIEE (D7 7 U0 ) FRED ) SO 72 R RE M O M E) (NVAR) B3
EXGUT, TEX YN (5mg & 1 H 2 [B]) 2F8) 59.5 W& G Lz, ZORR, Atk E%
FEAMIE B T DM AT T R PEFEARIE DOFIERIZI N T, TEF Y NURE (1.62% 4
51/2807 B 1X 7 ALV B (3.63% 41 113/2791 i) 125 L 55% D3 z8b Hi, 7 AEY
VRRICKRT AEME D RS AU (p<0.00001) . F7z, AN R I E H ThH K M (ISTH
FEUE) OFBLRIL, TEF T ANURE(1.41% /4-:45/2798 i) &7 AU 7 (0.92% / 4F

25



29/2780 fl) THBEZITFRD LN/ ~T2, 728, T AU O Rz et 7 a7 v A
JUIT A RFEE LR L €. R IR A THHoT-,

By Wz OVAZR T2 1 DL FEL, B30 K K (UL 77U 0) JEEDS R 3R
IR SR T M O B A ED (NVAF) B3 2RI, IAs o U2 B MEERE OB & 5 TE
FIZBWTARAN DT ALY AT DM 2 2R3 5,

REBETV A | EBES ML R EE AL EER (T AV ) SR ZE 5 R 7 VA I — WA TRER LB

PSP R DVAZ K T4 1 DLl AT AU L7 7 R NVAF 3 5,598 4

TRERUENE | FEAEME, Rt SOk et O B S HERR S L (R — =2 7B U AZURT 6 4 H
LI\ AR DU A ZIRF- 55 1 DLL ERRD S, Ml ANBRIZE Z32 K B0 503
720 50 i LA B B e EIR T REZR St )

TAs U | T2 MBS AFREE, R A D R ED (FRR RS RE T IE . DI 72 ) .3 » HLL
NI D EMEN 27 7L — a2 T T ED B

Bk PRFE AT XA SUPELT RV BT 11 ITEAHT LTz, TE B S0 B, A% 5me™

Z 1 H 2 [ ) 59.5 MR &EG Lz, 72V RHE, 7 A8 %2 1 B 1 [E81~

324mg) . K9 59.1 IR Q¥ 5 LT,

MAR—RTARHIT80 kLA L), T E 60kg LU ), TMIEZL 7S =2 1.5mg/dL B ko
DL 2 DL AT L5613 2.5mg & 1 H 2 Bk Q&5

TR A | WA (R, M SO E AN EE) 33 S M EEARIE D FIFE E T O]

- KH M O3 ETOHIH
BIREHMIEE | -Wzedr Ok, ik SO3RE AR ER) . S PEIERE | O A 2E U300 B FE D%
EQR2 i

LU T DA IOFIFEETOHIR]
KH L (ISTH Fe%E) XX BRI BB 72 FE K H 1.
A H i

g AR AT 5 5,598 15l
TEXHSUBRL, A X2 TEERIE DO RIERIZBWTT ALY U ERIZHTL 55%
O BFRO BAL, TAEV I DE A RSN 72 (p<0.00001)

AT
AR M RIER C
- v | 0 EE I
TEXPAUEE | T AR RE o
Jibd 25w/ 4 By M 3 1.62% /% 3.63% /4 0.45, p<0.00001
AE (51/2,807 f51)) | (113/2,791 f3]) (0.32, 0.62)
FEFERLMAE AN 4.21% /% 6.35% /4% 0.66, p=0.00026"
Uk (132/2,807 1) | (197/2,791 i) (0.53, 0.83)
P 3.51%/ 4 4.42% /- 0.79, p=0.06782%2
(111/2,807 ) | (140/2,791 i) (0.62, 1.02)
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i (e )

0081 — w8 (51/2,807)
--- 7R VB (113/2,791)
i 0,07 A _
3 INF—RH:0.45(95% S HEX R :0.32, 0.62) it
F 0.06| P<0.00001 A
= 1
= !
£ 0.05 =
ﬁ J—
%= 0.04q !
ﬁ -
=
o 0.03 o
i B !
& 002 L
'Jf I
£ 0011 o
0.00-#= - : ‘ ; ‘ ; ‘
0 90 180 270 360 450 540 630 720 810
E|ERLH 5O ()
TEGIEL og 908 1808 2708 3608 4508 5408 6308 7208 8108
TERHN B 2,807 2,773 2,589 2141 1,564 1,099 651 349 136 40
TAEU B 2,791 2,725 2,547 2,129 1,588 1,100 662 324 124 33

fxZEh X T2 5 HEZERAED Kaplan-Meier FRfR

B2V AT 65 5,578 44

HEE : Cox LEBHINF—FETIL

T YYD BRI R 0T AT T AV B R LT R UL BT
Botz, Tz, K (ISTH B OFH=RIL, MM CHBEZZILRD Lotz

FEER
BEFRERER (FE TSR R E )
TSR T AR
PHEES 65.5% 69.2%
(1,833/2,798) (1,925/2,780)
HRRARE S ECEARWE 16.6% 16.7%
HER (465/2,798) (464/2,780)
EEDHEEER 23.5% 28.9%
(657/2,798) (804/2,780)
HIMZ BE L 7 R 10.0% 9.3%
(281/2,798) (259/2,780)
HEFELIZILHIE 9.5% 13.0%
(266/2,798) (362/2,780)
e 3.3% 4.1%
(91/2,798) (115/2,780)
HimA Rk
AR~ MBI S JA U B .
- gespm gt | T E P
TS 7 ALY B il
R (ISTH H:HE) 1.41%/4¢ 0.92% /4 1.54, p=0.0716
(45/2,798) (29/2,780) (0.96. 2.45)
A0 if 0.16% /4% 0.16%/4F
(5/2,798) (5/2,780) B

ISTH JEYE « [B] B2 44 1k ifi 524> (International Society on Thrombosis and Haemostasis) (225 H

i 5 7E

1 FREBHTIZEY, TEX VP SUATT AEY S LB L TR ICA B 2B DAL, 7FA A6
BEMNT a7 7 ANERD LN END, AR BN AR IS/ oT,

#2 RBRO L P ILICIVA B K ERRIE L2720 e Ra B3~ GG oA E
JKYE:0.00003), F7=, BRI IEDTZD LT AR MNIDREA XU MR T 2o T2 72

W, MEHFIA BRSNStz
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[ R i ZE AR AE FBFE L2381 DIRIE K OVF- A il ]

YA IAHERER > (AMPLIFY #8R) 10
ARG ERERIR ML ARAE (DVT) UL AME I ZE 4 E (PE) BBE 2% 5T, T
> 10mg % 1 H 28], 7 AREH-9%, bmg 2 1 H 2B, 6 » H & 5Lz, ZORER, HohtEE
SEAMIE B T DAE R R AR FEAE (VTE) [ GEESENMED DVT XX PEIO T XL VTE
BESEDFE BRI GIE, 7TE PN FET 2.26% (59/2609 1)) | FEEIRIFHEE T 2.69% (71/2635
Bi) THY | TEX AN HEOREEIEHREE KT T D IEL PEDPRGES 172 (p<0.0001) , 224 1ERT
i 5 B T, M BE L 72 E F RO BEIS 13, ARG (25.8%:695/2689 ) 1T
KU CTTEX TSR (15.5%:415/2676 ) TIRA -7z, 708, TEX Y SUREO 2RI 72 %
BT BT 7 A VTRERERIRERE L AR Th -T2,

HE

BEIE A R IR IMAR E (DVT) B3 H DL BRI B A2 JE (PE) B3 % %t 52
(2L TERH A R ORERIBIRIE T DT /%Y UL /UL T 7% 6 5 A G L&
OJEfEMEFFIRIMARZERIE (VTE) [FEBSENE DVT, FEESENE PEIO T3 XXk M2 2E 42
FEICEDPELE (VTE BISE) DA FTHAMIE B 123\ T TE X3 ORERIGHSEI k7
LIEL A RFET D,

ek

MEAMEE R AL EIE (= /X NV /TN T 7V ) R EERN 7 V2 I—WATHER

ISES

BMEREFEE VTE CGRIMEAEGME DVT XUT A MG PE 35) 5,395 4

TR

UUTICi% 495 18 k2l EoF
FEFH ISR Y AT ZAED FIEMED R G A~ b UEGENE VTE) 23580 5D,
SHRAR I THD N FIRUI TN LI O BRI AR D BPERE ML AL RS
DVT | XZ Tl IR X8k 8 DU M T K0 AR s )RR & U Tk D FF1E DS ERR.
SHOBMHIERNE PE) S FBIRICHERES T,

ERkRA

PUF OUWT 3% 4 T D8R 1 IARTR BRI A A TiE7ebreny,

« Wl K O 3L

« MEZVTE OIBFREL T, MR oo S S m A i i Al 268 L= B

+ UFH VAT 7V O FIZLAIEEIEO N3 h 5 B3, iR s 2o i
AT D ENEE

< IEEMECERR IO IPR B DS LB

- JREIRBUIE O B LD B 5

« JLTF =775 A(CrCL) 28 25ml./min A D BE

RER Tk

KA ANNIEO L FBOFERE EENE DVT, fEfEME PE)ZEAIN T LT, a2 7%
PRV (TES PN /XY VDT TR R RINLT 7V O7TER) | UIHER
BB (TEX I AU OTTR/R, /X PV LTV T 7N 1:1 OlETE/ES
WZEIAHT 72, = /7% SUAX INR 28 2.0 BL RIS FET 12 RERIZ &I Img/kg 2 5 HH
AR FHEL,INR 28 2.0 A RIZ/ o7 i Tl Ea ik LTz, UL 77V 13 INR D H
PR 2.0~3.0 LLTHEZFHEL T 6 » A MR AR5 L, 7TEFH /U 134H] 10mg
(bmg fEZ 2 #8) &2 1 H 28, 7 HEIE A& E%, bmg & 1 A 2 [, 6 » BEA&KELE,
SWBRA DVEBENE DVT M OYEBENE PE OWFHICH %Y 455413, JEfN: PE BEC/E
BT,

28




BRI 15

BREOAERVIREHIRE

(=) B TR il 155 S
TEF YN | TR 10mg4 1 H2[E,7H# (5mg §E2 | 6 v A
R $E) 1 54%. bmg & 1 B 2 [\ 5
INT 7Y Shame INR @ B4 2.0~3.0 & | 6  HH
(7 7ER) LTiE
T /% /XY | Shame INR 25 2.0 VA EIZ/AFET12 | 5 HUE
(FFER) B Ll F i 5
PESRTBIRRE | TEX VS 10mg D7 F7ER%Z1H 2@, 7HM | 65HM
(FFER) (5mg SEDTF'TER 2 §5E) F 5%,
Smg D/ TER%E 1 H 2 BlIfES
INTrI INR O B FE#iFH 2.0~3.0 L TH#E | 6 » AR
T %P RY | INR 23 2.0 BL R ET 12 KefE] | 5 HEL R
T&IZ 1mg/kg B T #G-
INR : [EIBEAZ %E b 2R (International Normalized Ratio)
FEFMEE | fEfEME VTE GEBUGEME DVT. JEESEM: PE) O3 XX VTE B#sE b2 518 & 3

HH

TR R EFlh
HH

SEREME VTE OFFE UL 00258 A R E B

JEWEME VTE O3 XL OIS SED D72 584 R E B

JEFEME VTE OFF%8, VTE BEESE R i (ISTH ££3) 2 572 58 G5l B

JEESEMESEREE DVT

- JEBBEMESEMEE PE

VTE B4:#3E

k=27

I

EEYE VIE O3, 2381 T VIE BIEIED W NS08 G FHIIHE B O3
TOHIM

< K HiM (ISTH #:4)

< R (ISTH A:48) UG PR B B 2272 9E K M ifl (CRNM) 2572 218 & 3 B

*CRNM

</NH I

=ttt

AN AT 5 5,244 151

JEEPE VTE GEBBEMED DVT, JEEFENE PE) O3 i3 VTE BI#IEDOFEHEI S, 7
EX Y NURET 2.26%. FERIATRIET 2.69% T, FELVEORGEE B IR ELZ
FAKUAZ (RR: 7 &S BED G N EA S NEBUEIA %t EEEO A XU N BLEIG T
BRL7-4E) B A2 7 (RD : 7 E XY S BEDO G RIEA R R FEBLIE A DR RREED AR
UIEBEIG ZELLIWE) O 95%E K H O LRITZEE 1.18,0.004 THY, =
NIZENThOHESE~—T0 1.8 TR 0.035 & FEBZEND, TEF VU BEOREK
TR B IEL DS MEIES 72 [Yanagawa—Tango—Hiejima # . p<0.0001 } OVE &
JK¥E 0.025 (Fr i) ), SiEfEE VTE/VTE BIEZEIZ 351 2 7 &3 3 S U D TESRIBH ROt
FTAEEIIRE LD o 72 (Cochran—Mantel-Haenszel 7€) . £7-. A AUREO % B
(REfEME DVT MUTIEGEME PE) 1223 b 5T SRO 2B L FEOFE R Th-oT,
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TR (FeE)

i A
RHE L
(A~ BB et s | TR YAz 7"
(95%(Z M| (95% (=4 <)
TEX P RE| ORI RRE

\Cﬂi{f/l%/TE 2.26% 2.69% 0.84 -0.004
B3 (59/2,609) (71/2,635) (0.60, 1.18) (-0.013, 0.004)

: 2 2.33% 2.60% 0.90 -0.003
i PR (21/900) (23/886) (0.50, 1.61) (0.017, 0.012)

. 9 2.24% 2.71% 0.83 -0.005
BEEEDVTY | a0)1 698) | (47/1,736) | (054, 1.26) | (-0.015, 0.006)

a) R GA RIS ES IS TR F DN TIL, PE X ONDVT BIOE I D e o7z,

b) VEH I AREARUMAEEGRE, KO8 GEFEM: DVT, SEENE PE)ICOX, L UL ERBLLIZG A
I HEICIE D& VA BEEKE A O p AR U, F2 R T R_REAUIMBREICD
X 1L, EFEE U A TR R T S W TR B R O p RS L,

— FPEFH/ B (59/2,691) Faxt1) 2% :0.84 (95% B4 F10.60-1.18)
0030 — gesksteRt (71/2,704) 3251 p<0.0001
v iE
T {g 0025
E
My
T 0.020
% E
% g 0.015
:2
0.010
|-
E (&
0.005
0.000 r T : T , , . ;
0 30 60 90 120 150 180 210 240 270 300(H)
BERAAR
SE I3 o 308 608 08 | 1208 1508 18080 2108 2408 2708 3008
FEX48 2,691 2,606 2,586 2,563 2,541 2523 62 4 1 0 0
TEEAR 2704 2,809 2,585 2,555 2,543 2533 43 3 1 1 0

5% : Yanagawa-Tango-Hiejimaik (B BIEF : R A X H)

SEIEM VTE/VTE BIEZED Kaplan—Meier B (So4 LEER)

HEAEZALRE 9 B EOAFRE
TEXRYANUHOWRE L, TEXRYH N 1 E 10mg &2 7 AL 1 A 2B O#KESE
BIZTER YN 1 [E bmg & 1 A 2 BG5S, 7EF PN 10mg 1 A 2 \l#F5L
PERTREIEIE 52 LT D70 BEAE 9 A (TERH 30 10mg #25-0 7 B [H
BE 2D BV, BABEOTEX Y A ONWTORMEIC OV TR LTZED
A, EmELALE 9 AMICHESHIZEREM VTE/VTE BEFEOR BRI, TEX I
VRE 0.71% (19/2,659 1) | BERIRHERE 0.93% (25/2,676 i) THoFIXFV AL
0.7661(0.4228, 1.3879) , p= 0.0018],
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TR (FeE)

|EAILR 9 BREICHESNTI-ERE VTE/VTE BEEEDEL

TR SR DERTRIETE
n=2,676 n=2,689
9 H M OFHRE B 7 — 22 KAl D72 B 2,659 {3 2,676 13
) . 0.71% 0.93%
AL VIE,/VIE BIE5E (19/2,659) (25/2,676)

2V R E4: 5,365 15l
TEX P ANUBEO BRI R AT 0T 7 A NVATIETRIRREL R T o7z, HHif iz B
LB EERDOIBEEIT, TEX I AURET 15.5%. {ERIBIREET 25.8% ThHY, 7t
XY ANUEETRD ST,
Kt (ISTH 3:3) OFILEI AT T E SIS0 BE 0.56%., RERTEHREE 1.82%&, TEXY
INUBET 69% DD FRD BAL, TEMKTEFR B DD R S 72 (RR=0.31,
Cochran-Mantel-Haenszel # €. p<0.0001),

~BHBLG 9 B0
HRWEREE, mAROTEX P A ONTOREMEIC OV TR LIZEZA, 5B
s 9 H ICHES oM B ARIT, LatEo EEFHEE B ThD R L& RERIC
TERIBFRE L el R A R LT,

BE5RmEMNS 9 BEIICRRLAESh - HMETEIEEB

TERP SR | TERIBHRE VA2 7 p fE
n=2,676 n=2,689 (95% 15 FHIX )
K (ISTH ££¥E) 3 17 (_0'0(;5?5?(1%2'0019) 0.0018
KHiti,~ CRNM 27 66 (70.0;3517%?0063) 0.0002
CRNM 24 50 o, 0;25?(3%?002 6 | 0-0051
NG 95 172 (_0'0;4?2_2(_)0166) <0.0001
A i 121 226 (70.0;231'?3:%1'0240) <0.0001

FEER
AERZERBEG (A EFRERIHIE/HRE R
TR R TERIRIRE

AERR 67.1% (1,795/2,676) 71.5% (1,923/2,689)
HEDAEES 15.6% (417/2,676) 15.2% (410/2,689)
i B o> 15.5% (415/2,676) 25.8% (695/2,689)
AEFRRIEDLPIE 6.1% (162/2,676) 7.4% (199/2,689)
B 1.4% (37/2,676) 1.6% (44/2,689)

FEFL IRPEOYEHR G 5% 2 B GFERLAERROLE) T 30 A (HERA
FEROLE) ECOMMICHHALIT N TORBE I EELAERR T DT,

H B O A FH G IRBCEO YR 50Ok 54 2 A ETOMRICHEBLZT N TOEE X
I EEARHMICBEL - EFREE DR,

AEFEGTLD UL IBRIEO YIRS G-I R B /2T R COEEIHREBE R EFHRDIL,
RBIEOEL T IO E S BLNZH O,

FEC ARBRIED WA G- Ok 5% 30 A ETOHMICRIBILI-T N T T EE 0T,
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TR (FeE)

HmmA Rk
FEELES B )
(O P TIA BR) (951:5 g;;é?ﬂ) (952/27; l;:F”ﬁ)
FERPSUBE | GERIERERE o o
K H i 0.56% 1.82% 0.31 -0.01
(ISTH &%) (15/2,676) (49/2,689) (0.17, 0.55) (-0.017, -0.006)
K HifiL/CRNM 4.30% 9.71% 0.44 -0.05
(115/2,676) | (261/2,689) (0.36, 0.55) (-0.063, -0.037)
CRNM 3.85% 8.00% - -0.04
(103/2,676) | (215/2,689) (-0.052,-0.026)
JINHE I 11.70% 18.78% o -0.065
(313/2,676) | (505/2,689) (-0.084,-0.047)
Eqantiil 15.02% 25.14% 0.59 -0.0950
(402/2,676) | (676/2,689) (0.53, 0.66) (-0.116, -0.074)

a) I H T REARUIBEEERE, OV E GEFGEE DVT, JEFEM: PE) IZ 0% L UL ERBLLIZSG A
VL W BORICIE D& VA ZE BHEKE LD p EEHE MU, o, EH T REARUMRKBIC
DX | U ERB LG AITIRFEEICIE SN I A 2% (EHEKE R O p HEEH L,

ISTH FEHE: [EIBR 144 1k 1f 522> (International Society on Thrombosis and Haemostasis) {2322 H ifi i 4

< [E PN AR > (AMPLIFY-] 2%83) 1V

MR EEEMEGE
> 10mg # 1 H 2 [\, 1 #E&RELI-%IC
ZOFER AV T EIHMEE H T K I/ CRNM DR EBEIS

IR MARIE (DVT) SUTEPEAE MR ZEMIE (PE) BB 2% I, T3

WG LT,
13, TR RURET 7.5%

VTEFRD N bmg 2 1 H 2[4 23]

(3/40 f5]) . UFT/U N7 7V BET 28.2% (11/39 i) THY . TEXH AU TED ST,

A

PERFARIE B OFEGEME VTE OFFFEIE, UFT/U A7 7 U BET 1l
T2, TEXH AN EET

PE O f3ENFROHHIL

132D SN o7, F- VTE BEIEIZ OV T, TES VBN

UFT/UNNT7 7D BELBIZRBRIL D~ T,

HE

APERE G MRV ER 3 R MARIE (DVT) 35\ A e e i JEARE (PE) B & 81, [E
B ifn A2 L 1ff 22 (ISTH) FEHE 0D K HY i SR PR B9 BB 72 9E K HH ifn. (CRNM) O A 3FAfi
HEIWIZDWT, TEX PN 10mg 2 1 B 2 [0, 7 AFES%, 78% 930 5mg % 1 A
2 [6], 23 WG LIz E D H AR NICBIT 5T XY AU O LR EME T 5,

BT VA

E N ek e R EEE 2 (323K (UFH/ DV 7 70 ) st BRIE & 1 Fh g ek

PSES

A A N BUESE et i Ik AR ZERRE (VTE) BRE TRMERNE DVT B U3, BMEEm
PE 3] 80 44

TR BRI

20 WRLL LD BT, Fﬂ?ﬁéﬁﬁ%ﬂﬂ%xw’hwiﬁﬁmﬁ%ﬂ)ﬁ T AR 3 d B A RE A M T AT 30
DVT #3& | SUTTIENIR KA H DT Z LI B e R iB 5 &L T DO FFELEN
RSN AMERYE PE B3
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ERAi e S

LUF OWFINCEE Y T DR E I IARTR BRI A A Tl biany,

I R OMZ b

« M VTE ORIEL T, AR T o 56 X m e I fgsAl & L= B

« UFH RUNA 77V O I DIEEMEDO HIM S H D B3, FdipEERL b HImY
A7 D E R

c IEEMECERR IO IPREDOH D EH

< BRI E i EA D D B

« LT F =2 2Y 7 A(CrCL) 73 25mL/min A 00 B

BRI 15

=10

KA AFURF OB B OFERE™ GEWEME DVT, JEWEME PE) J OME(EZLRF O FKERIRT 1V
LZ—DEHOHIED 2 SORBRIR fIZH-S% TR NURE RoyEi~ Y (UFH) /7
T FVRET 11 OEIETEO T2, TEX Y SUBETTESR Y3 10mg (5mg 5% 2
8)% 1 B 2\ 122 BFEOMEZHITC 7 BM#EE L, 8 B B LI 5mg(5mg $E% 1
$8)%& 1 B 218, & 24 WEE S L, UFH/ULv7 7V BRI, URH 23R EE 5y bR
TIAF R (APTT) Nz ha— UED 1.5~2.5 {FI2225 I e kEL, 7 ubmy
L RE EBEAE L SR (PT-INR) 28 2.0 22722 RV 5 B ML, 5L, PT-INR 28 1.5
PLEICZ otz R THUIEL , o Bco L7 7V B 5.& LTz, UL 7 7Y% PT-INR
28 1.56~2.5 (2725 201 RS, 24 WK G-SnT,

SRR G DMEGNE DVT K OVEMEME PE OWFHIUCH M T5B4 13, FERNE PE #1108

ALz,

EEAE

ISTH H:¥E(Z L5k H I X id CRNM 7572 5684 27t HE H

BRI H

EEME VTE O3 GEBFENE DVT., FEBBENE PE) XX VTE BhEFE O 5 &7 B
PB4 2, 12, 24 WG MR COE(LOEIE

< K HiML (ISTH $:¥)

-2 (ISTH AHETO K I, CRNM K UV ifiL)

I AT RS 80 1]
JEBEME VTE OFFIL. UFH/ DA T 7V FET 1 IZ PE OFFERRBOHIL, TEFH S
VEECIRS BV o7, Fo, VIE BBEIZ WX URH/ IV 77U, TES
PNUBELHICRBUI R 2T, TEFHAUEEOB 4% 2, 12, 24 HRR o i 42 34T
UFH/D V77U B ERIFR Th -T2,

BHEETE
FHE G (AU MBI/ BB 550
TEXH AR UFH/ T 77 4
JEWENE VTE /VTE B#E 0% (0/38) 2.5% (1/40)

L2V AT RS 79 45
HEFEZORBEIGIL, TEFVASUREE UFH/ UL 7 7V BECRERZET ol K
HilflL/CRNM OFEBLEIG X7 XS BET 7.5%, UFH/ DAV 77U BETIE 28.2% Th
D, TEXRHFASUBETIRD o7, RHIIIZ 7R BT B2 e, UFH/U L7 71
T 2 Bl BT, A MOFBFIGIIT R P UBE TR 0T,
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i (e )

HFEER
AEFZERIEG (HHFFLERIGIE/ HRE L)
TER UFH/U 77V A

AEER 85.0% (34/40) 94.9% (37/39)
HEMAEFR 7.5% (3/40) 17.9% (7/39)
Hi i BEE O A 4 17.5% (7/40) 33.3% (13/39)
AEFRGIEDLPIE 0% (0/40) 10.3% (4/39)
L 0% (0/40) 0% (0/39)

IR G5 2 BETOT —4
HELAFEERIRAB 5% 30 HETOT —X

HifnA Rk
FEBIENE (f U MBI/ BB 50
TEXF SR UFH/ DV 7 7V B
j;f&ﬁsm ) 7.5% (3/40) 28.2% (11/39)
R Hi . 0% (0/40) 5.1%(2/39)
CRN\M 7.5% (3/40) 23.1%(9/39)
ANl 15.0% (6/40) 25.6% (10/39)
Bty 17.5% (7/40) 43.6% (17/39)

*ICHIIML, CRNM 130N &) & A7z 42 H i
[STH FE¥E: [E B A2 1k 1 522> (International Society on Thrombosis and Haemostasis) (242 Hiifi
% CRNM: IR A1 EE 2709 R i
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< HEHN S AR EABR > (AMPLIFY-EXT §45R) 12

SE GRS IR IMARIE (DVT) XIIIEME PE 6§ APl B EE 5 T L, JEREME VTE @
FRDHERIN TORWEEZXRIT, 2 HEOTEX /30 (2.5mg XiT 5mg % 1 A 2 [A])
Z 12 » A WG Uz, Z£OR5 A, AWEFERHMIE B ThLNEMRNE VTE GEEFENE DVT X
I RFEBBENE PE) OF5 TR ORBREI ST, TE XV 2.56mg #ET 3.81% (32/840
1), 5mg BET 4.18% (34/813 fil) THY, 77 HREED 11.58% (96/829 ) LD RITHEFF:
HIA BRI (p<0.0001) , A EFZORBEGIIHHM CRKE ThH-T, £, K
i (ISTH B38) R BUEIG 1T, 7EF/30 2.5mg #F 0.24% (2/840 51) . 5mg #f 0.12%
(1/811 f5l) . 7F&7AHE 0.48% (4/826 f5]) THY ., WIFHNDORETHREEIG MR- T,

B ARECIE, TEX Sy 25mg 1 H 2 [B#51%, VTE OVEE L OFRRIIHENC B TIE, &G HE &40
<7,

ELEH] FEMEME G ER AR MARAE (DVT) SUTIE M ZERIE (PE) ISR LT 6~12 » H MOk
EREZSE T L EBME IR AR 28R AE (VTE) OB DR SN TORWEE 23 %
(L JEBNE VTE GESEM: DVT, 3EESENE PE) O3 UL RIE 0O 58 43 HEE B
BT, TEF A 26mgx 1 A 2 [ElHLVNE, TEFRY N bmgx 1 A 2[H], 12 4 H
MG L&D bbb — O 77 /R I HEEMEEREE T 5,

RERT VA | WINRIEALT 72 R o IR 2 B Mol TRER LR

POE" SEMEME DVT XUISEGEME PE ISKH 58 6~12 » A MO EREEZ 52 T L., JEfEtE VTE
(FEEFEME DVT, FEESEM: PE) O TR MBHETRSAL TR RS 2,482 fil

TN | LTSN T2 18 Ll Lo P&

CIEFH R T TR AT B LD TH RN DX GA U b GEGENE VTE) 25805,

SFRANU N THD NEE IR UIZALED A O FRARIC AR D D DIEBEPETALER DVT )
I TFHENRIBEL 8 DU TR IENA B IC R R R & LTI DFATEN R S D

JERENE PE ISR B HERS T D,

SEBEMETNALE DVT SUISEWENE PE 27803 5720 DK 6~12 » A B OHTEEE R IEE 5T

TLTWS. $5UNE AMPLIFY 3B CE A1 BT IGHE R OB 5452 T LCU5,
SEGEME VTE OB EBIINHERRS N TR,

FRBRIMERE | LR OWT NI S T O8RS T IARIG BRI A AN TR D70,

o iR SR LR

© WEREMET 2y U AN LT IR B T D REE R Y AT K - DI WE R DA U M
BT HEHE

- IRENE CERRAICAGA 2R B DS L BE

< IRFERPUEO B A D D B

« LT F =2 2Y 7 A(CrCL) 723 25mL/min A 00 B
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BT 15 TRIRUTR BORME™ GEMEME DVT, JEMEME PE) K ORITTAIROMSE (AMPLIFY R To
#E, UL AMPLIFY #RERDISNCOPUEREFIEL) 2@ ilR 1L LT, RE A T30
2.5mg B (TEXHY/30 2. 5mg, TEFY /3 5mg D7 T AR%E 1 B 2 BEO#H#E), 7%
PRy 5mg BE (TE XY/ bmg, TEFH 30 2.5mg BEOTTRAR% 1 B 2 FFEO#S) .
TR (TR PN 2.5mg, bmg ENENDOT TEARE 1 H 2 BIHEE)IC1:1:1 Dk
RCMIEBIZEI T2, WTFNOBECRB W THE 2 88, 7/ 2 88440 12 BT LIC 12 %
ARNZhleo TR AL,
SRR G DMEGNE DVT K OVEREME PE OWFHIUCH M T5B4 13, SEMRNE PE #HI0E
ALz,
FEEFEMIEE | fEMEME VTE GEBBEME DVT, JEBBENE PE) O F3 XL 258 D A8 & HME B
BIGHEIE R | -EfEE VTE O % VTE B EN B 018 & 3G B
JEWEME VTE O T3 XL OIS SED D72 584 R E B
IEBBEMEDIERENE DVT
 FEBGEMEDE N PE
VTE B8:#3E
RINIIK =27
CRBETS
SEEME VTE OF%, 2481 X VTE BIEAED b7 58 47 E B O g3 T WM
< KHiML (ISTH $:¥)
< R (ISTH 98) SUXEFRAVIC B Z2 72 FE R H i (CRNM) 22572 518 A 3 B
+CRNM
</
e tatiit
i A < RIVE FRAT RS 2,482 51

SEMBENE VTE (GEESENE DVT, JEBOBEME PE) OFF U RSECORBEIS T, 7TEF P
> 2.5mg BED 3.81%. TEFH30 5mg BED 4.18% 5L CF T EREETIL 11.58% T
DY, TEFRF A O HEIT T T ERE LU CERNE VIE OFREIEHTEH
B2 &8 7= (Cochran-Mantel-Haenszel & . VW3 41% p<0.0001),

MVTE/RIET DT —F BRI TODIEEIL, AXVIBHBELIELDLELTT — 254

5ELT,

RET—sE@TL-BMETME (54 LMEEE) [(E#ET]

HEBLEIG (A~ N BB/ B 50
T 7RIS DAY A2 (95 %15 HEIX )
TR RBET T AR Y7 D (95 %S HEIX )
TEF N by e
2.5mg B 5mg B 77
3.81% (32/840) 4.18% (34/813) 11.58% (96/829)
i 0.33(0.22, 0.48) 0.36(0.25, 0.53) —
VTE/ &5 -0.08 -0.07 -
(-0.10, -0.05) (-0.10, -0.05)

a) EH T A_EANUIPE R GRE, KOS T GEfRME DVT, JEfEME PE) ICO&, 1 R ERBLI5E
Ty ERIC I SE, VA FHEKI RO p EER LI, o, R T REAUMRK BT
& 1R ERB U SRR AEIC RS W TR & (EEKH L O p AR L,
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RET—EIRMTEDHNEEE (525 LMEERD

FEBLENE (A~ DIEHBEL/ PR K0

T TR RFET T AR A2 (95 %F HE X))

TIRREHCHT DY 273 ¥ (95%(ZHE X )

TEFH N

2.5mg B

5mg F¥

TR

EfBNE

VTE/ 23T

2.26% (19/840)

1.72% (14/813)

9.29% (77/829)

0.24(0.15, 0.40)

0.19(0.11, 0.33)

-0.07
(-0.09, - 0.05)

-0.08
(-0.10, -0.05)

a) TEH TSN IR GHE, KO CERME DVT, JEMRME PE) (ICoE, 1 L LRBILIS S
TS BIRICIESE VA FEKHE D p EEFH U, Eo R T _EAUMBERICS
& L ERB LIS S TR P ENE IS W TR & EHEKHE R O p EE R L7,

(%) | —F x4/ 5meht(14/813)
101 FEF 322 5me¥ (14/840)
9| — 75 HREE(73/829)
ge
TE 5 HHURD
E2 ] FE F4/5225mg vs F5t70.19(0.11-0.33)
%ﬁ * FEXH1{5mg vs F51:50.20(0.11-0.34)
§E$ 3 LWihi p<0.0001
£3 2
14 4’_‘_,—,_—'_.‘-.—.7
0 - : - - . -
60 120 180 240 300 360 420 (H)
BERHAR
e 0B 608 1208 1808 2408 3008 3608 4208
FE X443 25mg 840 835 830 823 818 811 533 | 0
FEXH/8 5mg 813 810 804 798 795 786 513 0
I5tR 829 810 781 m 754 740 471 0

HR%E F:Cochran-Mantel-Haenszelik (BRI AT R A <)

SEIEME VTE/VTE BBEFED Kaplan—Meier Ba#g (BT —4 K 52)

- LZEME R RE SR 2,477 15
HERGORABNGIIETEE CREETH o7z, KN (ISTHEEHE) ORBEIAIL, 7TE'F
o3 2.5mg BET 0.24%, TEFH /30 5mg BET 0.12%, 77 BAREETIX 0.48% THY,
WTNORETHEIE S DMK T, £, TEX PV 2.5mg BETIET T BREEHCHL
T, Kifn/CRNM, EHILOABEZREINTROLN T, 7EF V0 bmg FETIET TR
BEICRIL . K HTL/CRNM O B2 IMEER D BILR T,
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A EFLERBENG A HFFLERIE/ R E L)
| N2 = avs

:j:g” g 4 5::% SR
HAEEL 71.0% (596/840) 66.8% (542/811) | 73.4% (606/826)
HERFESRER 13.3% (112/840) 13.2%(107/811) | 19.1% (158/826)
Hi i B oD A 5 11.8% (99/840) 15.3% (124/811) 9.4% (78/826)
BEREZIZLAPIE 8.0% (67/840) 7.5%(61/811) 16.2% (134/826)
A 0.4% (3/840) 0.5% (4/811) 1.2% (10/826)

BEHEG IRBRIROYIE R G0 OREE 5% 2 B GEEERAEESO5A) UL 30 A (EEREFE
FHROLE) TTOHMICREBRLZ TR COEE IFEERFEFRE 0T,

HiIf B OF FHF G R IEOY B G030 & & 5% 20 FTOYMICHB LT X TOERE
MIIFFEE MR- HEHE R A GO,

A HEFRICLDHP UL AR RE B G- LI BIL 72T R COEE I EB LA EFLDOI,
TRERERD$E G.tf [ DHEE RSB D

BT EBRIR DO WA 50 ORI 5% 30 H ETOMRNICRKR LT N TOE L EE DT,

HmfmAR2k
AN NFEEVES (0 NI BB S /W BRE 50
TR RBECR T DR A7 (95 %5 FE X H)
TEXH
T e R
2.5mg 5mg B
0.24% (2/840) 0.12% (1/811) 0.48% (4/826)
I H I (ISTH %)
0.49(0.089, 2.64) 0.25(0.027, 2.24) —
3.21% (27/840) 4.32% (35/811) 2.66% (22/826)
K Hiif./ CRNM
1.20(0.69, 2.10) 1.62(0.96, 2.73) —
2.98% (25/840) 4.19% (34/811) 2.30% (19/826)
CRNM — — —
8.93% (75/840) 12.08% (98/811) 7.02% (58/826)
/s H i — — —
11.19% (94/840) 14.92% (121/811) 8.96% (74/826)
A Hf*
1.24(0.93, 1.65) 1.65(1.26, 2.16) —

* R HIIM, CRNM 33N i &) E &= 2 Hiafn
ISTH F&¥E : [EFRif e 1k 1 %4 (International Society on Thrombosis and Haemostasis) (2 J:% Hi il J& &
CRNM : i PR AL BT 2729 K .

RSN 6. HIEKR O HE]
< FESPIBUE O B B R A I3V DR I A R AR P e TN B i FEARAE D REE IR >
WH . RACIETES YL T LR bmg & 1 H 2 B O#E535,
78, A, IRE, BRSRRIDIGUC, TEF N LT LA 2.5mg 1 B 2 BB G~ ET D,
< R AR ZEARE (RERFRIR MARE K UNiT A ZEARIE) DR OB SR MH >
WH . RACIETES YN LTl E 10mg 2 1 H 28], 7 BRI DG L2, 1 Bl 5mg 2 1 H 2 [5]
’AEET D,
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2) R

(IS IRAE 1O B MBI BB 15 (455 M1 2E th B U S 5 4 AR E O FEAE HI1H ]
VARERICBTDIEE 5. BRRAGR (4) BRAERIRER 2) A 20 ERRERR | 2

(]

2250 [E B[R] 55 M AR #ER (ARISTOTLE
VINRBR CHoT-T2 | IRER R 5 IR R TH 72 (ARISTOTLE

Bk, AVERROES

FI1.75- . AVERROES 3B : ‘L3 51 5L 14F) .

(BRI EREBEICH TSR R VBRI

WM EDRH L

(5) BE - REBAIHER

FRER) 1, EBITRBIUEL DA
AR P He G ]

(I IEAE 10 FHMBI BB 15 (155 M1 2E h B U % 5 A AR SE O FAE HIIH ]

L
<;/-43§%>8)\9)

[EI B e [7) 25 MLAH A BR (ARISTOTLE

#BR . AVERROES

PR (CR T DER I SRR IZ 0

T, TEX AN OFEMET a7 7 ANV TRETLIZEZA, TEXR U O f %M

Ta7rANWE, U7 7Y (ARISTOTLE #R) 37 A (AVERROES ##R) & Hfg LT,
BB OEKEM TROONIL DO LEIT D o7,
= WNZEDX(TEEHEREICKT SRR (EF R DHEEER)
ARISTOTLE SRER CEHEIIN TV =Y T J IL—T T
DIIVI7) oEx R ELT-ERR £ E % MAEEER (ARISTOTLE &ER)
BRI (RAEH) H AN 3 £
AR IE SR AR MRIER
(AU RFE B B3R 450 ANP—REE (AU NI BB/ 555
TEXYNUEE | LTI RE | (BWEEXM) | TN | ULT IR
(n=9,120) (n=9,081) (n=161) (n=175)
- 1.00% /4% 0.86% /4 1.16 0.00%/4 0.00%/4E
(51/2,731) (44/2,740) (0.77, 1.73) (0/41) (0/44)
Tl esrae | 2%/ 1.73%/ 4 0.72 1.41%/ 4 2.07%/4F
i (82/3,539) (112/3,513) (0.54, 0.96) (2/67) (3/71)
75 20 1.56%/4F 2.19%/4 0.71 0.89%/4 2.47%/4E
(79/2,850) (109/2,828) (0.53, 0.95) (1/53) (3/60)
. 2.75%/ 4 4.54% /4 0.00%/4E 0.00%/4
S0ke LT 1 (19074 (17/239) B (0/14) (0/16)
50kg B 1.23%/4F 1.53% /4% B 0.96%/ 4 1.84%/4F
" (199/8,814) (247/8,812) (3/147) (6/159)
B 60kg LI T 2.01%/4F 3.20% /4 0.63 0.00%/4 2.28%/4F
(34/1,018) (52/967) (0.41, 0.97) (0/58) (3/67)
60kg 1 1.18%/4 1.42% /%4 0.83 1.35% /4 1.32%/4
(177/8,070) (212/8,084) (0.68, 1.01) (3/103) (3/108)
o E T 2.11%/4F 2.67%/4F 0.79 0.00%/4F 4.94% /4F
e | TR (54/1,502) (69/1,515) (0.56, 1.13) (0/41) (4/44)
% . 1.24% /%4 1.69%./4F 0.74 1.69%./4F 0.93% /4
4 (87/3,817) (116/3,770) (0.56, 0.97) (3/85) (2/101)
i 0.99%/4F 1.12%/4F 0.88 0.00%/4 0.00%/4E
(70/3,761) (79/3,757) (0.64, 1.21) (0/35) (0/30)
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T RAE %%t ELF-ERR £ FE 5 M85 5% (AVERROES FHE&)

AR AU N RIE 3R (A NI E B/ B 55) . -
TEXH SR (n=2,807) T AV R (n=2,791) TR ISRED
65 XA 0.73%/4F-(7/855) 1.93%/4F(19/865) 0.38(0.16, 0.89)
g 65~74 1% 2.02%/4F(24/1,049) 2.78% /%4 (29/938) 0.73(0.43, 1.25)
75 meLl b 2.00%/4(20/903) 6.00% /4 (65/988) 0.34(0.20, 0.56)
4 | 60kg LL'F 3.88%/4F (18/459) 4.61%/4F(20/422) 0.84(0.44, 1.58)
H | g0kg 1@ 1.23% /47 (33/2,348) 3.48%/4(93/2,367) 0.36(0.24, 0.53)
- %;ﬁg S 2.25% /% (13/545) 5.61%/4F (32/539) 0.40(0.21, 0.76)
i%f T 1.83%/4F(22/1,074) 4.95% /4% (58/1,075) 0.37(0.23, 0.61)
" EH 1.09% /4 (12/955) 1.48%/4F-(16/923) 0.74(0.35, 1.57)

& KHMASTH E#E) x9SR AT (BFR LR E I8

ARISTOTLE SRER CEHEISN TN =Y T 5 IIL—T

ER)

L7 oERRELT-ERE 5 MR (ARISTOTLE FHER)

FER AR (ASEH) BN g IFi
R AN BLAR FERA NP BLR
(AN B/ R 50 NP (AU MBS/ 9 B 450
TEXHAUEE | UL TV EE | (B%EEXE) | TN Bt | UL T LB
(n=9,088) (n=9,052) (n=160) (n=175)
. L17%/4F 1.51%/4F 0.78 1.12%/4F 2.31%/4F
SOWAM | (56073 | (r2/2.732) | (055, 1.11) (1/41) (2/44)
4 65~74 22 1.99% /4 2.82% /4 0.71 0.79% /4 4.94% /4F
N (120/3,529) (166/3,501) (0.56, 0.89) (1/66) (6/71)
3.33% 5.19% 0.64 1.96% 10.82%
oI E (151/3@) <224/2{8/§) (052, 0.79) (2/2:;E (10/25)E
3.22% 3.77% 3.51% 3.24%
S0ke LT <13/é7/1£)ﬁ (13/23/5)ﬁ - (1//14/>$ (1//16/)£ﬁ
50k 2.11%/4¢ 3.07%/ 4 _ 1.04% /4 6.30%/4F
* (313/8,785) (447/8,785) (3/146) (17/159)
& 2.33% 4.28% 0.55 1.88% 7.90%
60kg BA T <36/1/,o/§> (62/(96? 0.36, 0.83) (2/25?)E <9/fs7/>E
60kg 1B 2.11% /4% 2.96%/ 4 0.72 0.95%/4F 4.82%/4F
(290/8,043) (398/8,059) (0.62, 0.83) (2/102) (9/108)
o E XX 3.21% /4% 6.44% /4 0.50 1.21%/4 13.79%/4F
- rhs i (73/1,493) (142/1,512) (0.38, 0.67) (1/41) (8/44)
;g% . 2.45% /4 3.21%/ 4 0.76 1.25% /% 4.16%/4F
4 (157/3,807) (199/3,758) (0.62, 0.94) (2/85) (8/101)
i 1.46%/4F 1.84% /4% 0.79 1.33%/4F 3.96%/4F
(96/3,750) (119/3,746) (0.61, 1.04) (1/34) (2/30)
FAEY %5 B L EEE 5 M 4HEER (AVERROES i#E&)
FEREA U BB (A~ NI/ BB E 50 C o) =
TR B 198) | TACU R (s | C ORI
65 kAT 0.81%/4(8/855) 0.49% /4 (5/862) 1.67(0.55, 5.11)
g 65~74 7% 0.90%/4F(11/1,044) 0.56%/4F-(6/935) 1.61(0.60, 4.36)
75 WLl B 2.65% /4 (26/899) 1.70%/4F- (18/983) 1.57(0.86, 2.86)
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i | 60kg LLF 1.94% /4% (9/456) 0.91%/4F (4/420) 2.21(0.68, 7.21)

& | 60kg 18 1.32% /4 (36/2,342) 0.92%/4F(25/2,359) 1.44(0.86, 2.40)
HE X o o

B | s 3.54%/4F(20/544) 1.60%/4F-(9/536) 2.21(1.01, 4.86)

?f (2913 0.98%/4-(12/1,068) 1.09%/4F(13/1,072) 0.90(0.41, 1.98)

) EH 0.71%/4~(8/953) 0.36%/4(4/919) 2.01(0.60, 6.67)

(R EREREICHTHEARRUVERNF]
M ERRL
<7j§§%>10)\ 11).12)
VEAN S TTAHEABR (AMPLIFY 38R . AMPLIFY-EXT 3B O E HIEHTIC I\ T 22
MO IWED EEFARE B THDH VTE/VTE BI#SE K NVTE/ 2T OV THETLT- L2
5, B GRELEA T OLZBEAEMICE TS p EITHGEFHEANCA E TIERL TEF 300
BHRMEITWT O SEFICB W THOIL CRIBETh -7, F2, TNENOREBR TS
PN DEENET T 7 A AZDNTHEV R T 21T o722 24 IR O X ToOH
FHELIIET 5707 7 AVZEN T, RBROBKREH TROLNIZbDLEIT R -7,
] PN 2 ITAH R (AMPLIFY -] #8R) O A 20 O RIVREEATH H ThoiERNME VTE,/VTE B4
HIEIX UFH UL 77U BED 1 IO T 7128 B MR IR #ECH -7z, T
T H TR ML TN CRNM O G FHIEE B OFHEI G OWT, LT A
1To72LZA, BB ERTROLNIZLOE—HL T,

SCAMPLIFY-EXT FRERTIE. KM ORI N D203 o72720  BHRDOHHER4 M L AR T -
77

AREn-[6. I E R O i)
< FESPIBUE O B B R A I3V DR I A R AR P e TN B i FEARAE D REE IR >
WH . RACIETES YL T LR bmg & 1 H 2 B O#E535,
78, A, IRE, BRSRRIDIGUC, TEF N LT LA 2.5mg 1 B 2 BB G~ ET D,
< FRUR Mk ZEARIE (BRERERIR MARIE K OV MARZEARE) DIRR K UNH-Re il >
BE ., RANITEF YN LT LR 10mg % 1 B 20, 7 AFEO#REG L2, 1B 5mg % 1 H 2 [A]
’AEET D,
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F KHEMm(STH Z2E) (Txtd 2B R fEHT GBS 55 MARSIER)
AMPLIFY SHER TEHEISN TN =Y T Y IL—T g

AR EE A BELIBSE MARFER (AMPLIFY 5ER)

AN NEBIEIE (N MG/ BRE 50

TRV URE (n=2,676)

TE TG RRE (n=2,689)

FHXHY 227 (95 % B X )

| 15T 0.48% (11/2,278) 1.42% (33/2,319) 0.34(0.17, 0.67)

W | 75l B 1.01% (4/398) 4.32% (16/370) 0.23(0.08, 0.69)
60kgLl T 0.43% (1/230) 2.88% (7/243) 0.15(0.02, 1.15)

k| GOkei 0.68% (13/1,920) 1.66% (32/1,924) 0.41(0.21, 0.77)

B | 100kgAws : ) . ) . .21, 0.
100kglL | 0.19% (1/521) 1.93% (10/518) 0.10(0.01, 0.78)

s %éﬁ e 2.86% (5/175) 5.529% (9/163) 0.53(0.18, 1.62)

i%f L3158 0.91% (5/549) 1.84% (10/544) 0.50(0.17, 1.44)

"R 0.29% (5/1,720) 1.42% (25/1,756) 0.20(0.08, 0.53)

% PER®Y 1.24% (5/402) 4.14% (17/411) 0.30(0.11, 0.81)

7N

é PERZRL 0.44% (10/2,274) 1.40% (32/2,278) 0.31(0.15, 0.63)

i

L?l BrA®HY 0% (0/19) 11.76% (2/17) -

7N

R

3K

%%J PEAZL 0.56% (15/2,657) 1.76% (47/2,672) -

5 KHIM/CRNM [Zx9 52 Bl fiE 4T (E N5 M EER)
AMPLIFY-J SRER CEtEISN TW =S TV IL—T

UFH/D L7 ) %5t BBELT-E N M ER (AMPLIFY-J $XER)

AR NEBLENG (AU MBS/ B 40
TP (n=40) UFH/D V77U 8 (n=39)
\ 75 BEA 3.13% (1/32) 29.17% (7/24)
R 75 LAk 25.00% (2/8) 26.67% (4/15)
60kg LA T 5.88% (1/17) 28.00% (7/25)
e 60kg A 8.70% (2/23) 28.57% (4/14)
BE TP 50.00% (1/2) 25.00% (2/8)
e B 11.11%(2/18) 29.41% (5/17)
EH 0% (0/20) 28.57% (4/14)
BEHHY 16.67% (1/6) 33.33% (2/6)
L P BEHZL 5.88% (2/34) 27.27%(9/33)
pui/RIE | BEHHY - 0% (0/1)
2 Al PEAZL 7.50% (3/40) 28.95% (11/38)
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& KHM/CRNM (2349 5 [E B fZ4T (B4} 55 I AREAER)

AMPLIFY-EXT SRER CEtEIESN TW =Y TV IL—T T

To5RER B ELT=ES 5 MAEEKER (AMPLIFY-EXTERER)

BRI (A SEF)
AR NEBLEA FHRFU RS
(AU BB/ W E ) (95%[Z HA X )
FEXF AL | TEXFAL | TouREE | TEXHAL | TEXFA
2.5mgh¥ (n=840) | 5mght (n=811) (n=826) 2.5mgh¥ Smghf
o 2.74% 4.27% 4.93% ) )
g | ORI 00 709 (30/703) (21/717)
. 6.31% 4.63% 0.92% 6.36 4.63
7oL L (7/111) (5/108) (1/109) (0.84, 48.02) | (0.58, 36.72)
i 5.17% 12.07% 2.13% 2.42 5.79
p | BOkeEAT (3/58) (7/58) (1/47) (0.23,25.09) | (0.73, 45.99)
H o 3.08% 3.73% 2.58% 1.19 1.44
g (24/780) (28/750) (20/776) (0.66, 2.14) (0.82, 2.54)
T 8.33% 13.95% 4.35% 2.12 3.68
o | (4/48) (6/43) (2/46) (0.40, 11.30) | (0.69, 19.66)
;&% - 1.02% 4.17% 1.55% 2.46 2.69
el (7/174) (7/168) (3/193) (0.65,9.33) | (0.70, 10.41)
e e 2.69% 3.80% 2.81% 0.95 1.33
i (16/595) (22/579) (16/564) (0.48, 1.88) (0.70, 2.51)
- 4.00% 4.39% 3.10% 1.29 1.43
f?l brA®Y (6/150) (5/114) (4/129) (0.37, 4.49) (0.39, 5.21)
7N
" 3.04% 4.30% 2.58% 117 1.66
g | DAL (21/690) (30/697) (18/697) (0.63, 2.18) (0.93, 2.95)

B AR TIE, T30 25mg 1 A 2 B 513, VTE OVE9 & OFERINENZIBWCIE, 2GR HE - &5

b(“j_‘o
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T

fERIREF TEXH /L HERA R %) R4 (95%Cl) REEH
2k 59 2,609 71 2,635 e |
B 0.8198
PE(DVT&#/3F& BF) 21 900 23 886 —e—
DVTMD# 38 1,698 47 1,736 .
321 04514
Bt 35 1524 38 1557 e
i 24 1,085 33 1,078 —e—
i 0.3427
< 65i% 39 1,678 47 1,714 —e—
65<, <758 13 542 11 561 o
=758% 7 389 13 360 f——
E e 08757
BREFZIEPFE 7 169 7 158 S e
BE 14 531 12 530 —e—
EH 38 1,676 42 1,719 —e—
*E 04344
=60kg 6 225 10 232 ———
>60, <100kg 42 1,870 43 1,892 —o—
= 100kg 11 509 18 508 —e——
BMI 0.4453
= 25kg/mz 16 693 16 694 e
>25, <30kg/m? 27 985 26 1014 —e—
>30, <35kg/m? 9 568 16 575 e
> 35kg/m? 7 349 12 335 —e——
AT y9 A (PE) DRERIZHILEAY 0.0569
IR 3 72 2 88 ®
hERE 13 382 7 385 .
Yl 5 351 12 318 i
AU TYHA(DVT) DREEIEMEHY 0.2808
RS KAk 9 412 12 437 b
KRR AR 1 556 7 571 e
BB E - (X KERAR 18 730 26 725 ——
LMWH/UFH{#F 04576
LMWH/UFH{ FR%:L 6 350 12 374 S e
> 0-1285fH 7 361 10 329 e
> 12050 46 1,893 49 1927 —a—
[ T I I I T 1
0.05 0.1 0.4 1.0 2.7 73 19.7
FTEXHN\UHTENND PEFAERBETEAD

JEIRME VTE/VTE BEEIE (x93 5 B Bl iR 4T (AMPLIFY FHEX)

AMPLIFY EHER THEISN TNV =Y TS IL—T
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& HIE F TEXY N TouRE FAxt) R4 (95%Cl) XHFHA

AR ARUE plE
zmpn TR ampy EAR

&tk —O— PEFH /U 25me
FEFH/3025mg 32 840 o - —o— —o— : FEXH/\5me
FEF4/35mg 34 813 —e—

S p=0.7652

PE(DVT& it/ I & 6
FEF4H/\25mg 13 296 a2 278 ; O {
FEXH /32 5mg 11 286 A
DVTD &
FEXH/3025mg 19 544 & i —o—
FEFH /2 5mg 23 527 —e—H
TR p=0.0804
Bt
FEFHi\25mg 15 487 & i —0o—
FEXH/\5mg 24 469 e
i
FEFH/325mg 17 353 a4 - —o——+
FEFH/\bmg 10 344 ——
i
<65 p=0.0632
FEFXH/\025mg 13 565 5 54 —o—-
FEFH/\2bmg 26 550 —e—
65=, <75
FEFH/\025mg 13 164 = - —o———
FEFH/\5mg 4 154 —eo——A
=758
FEFHi\25mg 6 11 5 {58 f : |
FEXH/35mg 4 109 e
BHEe p=0.5188
B IPHE
FEFH/\25mg 5 48 E . O
FEXH/5mg 1 44 —e |
B
FEXH/325mg 7 174 o - —0——
FEFH/156mg 7 168 f———
E#®
FEXH/25mg 19 595 - - —o——
FEXH/35mg 23 580 —e—
#E
S60ke p=0.9859
FTEFH /2 25mg 4 58 . - I !
FEFH/\5mg 4 59 f * {
>60kg
FEFH\25mg 28 780 . o7 —o—
FEX 4/ 5mg 30 751 [
I T 1
0 1 2

TEXHNUETENS TIEARETELD

SERPE VTE/ B TISH S S FE Al f24T (AMPLIFY-EXT FHER)
AMPLIFY-EXT SHER TEHEISN TN =Y T 5 IL—T

RSN 6. HIEKR O HE]
< FESPIBUE O B B R A I3V DR I A R AR P e TN B i FEARAE D REE IR >

WH . RACIETES YL T LR bmg & 1 H 2 B O#E535,

78, A, IRE, BRSRRIDIGUC, TEF N LT LA 2.5mg 1 B 2 BB G~ ET D,
< FRUR Mk ZEARIE (BRERERIR MARIE K OV MARZEARE) DIRR K UNH-Re il >

BE . RAIETER YN L LT LE 10mg & 1 H 20, 7 HEO®KE L%, 1B 5mg % 1 H 2 [E]

ROEh542,
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BRI EF TEXFH AU PERAEE 1) X4 (95%CI) ZHEHR
ARk pf&

smoky EOH onb me
EXTN 15 2,676 49 2,689 —e—
2 0.0869
PE (DVT& Bt/ IE &6 4 928 25 902 e
DVTMD# 11 1,738 24 1773 ——
i 3211 04168
Bt 9 1,561 24 1591 —e—
=g 6 1,115 25 1,008 —e—
ik 08174
<658 7 1,725 20 1753 —e—
65=, <758 4 553 13 566 ——
=758 4 398 16 370 —e—
EHkae 0.3606
BREFEEPHE 5 175 9 163 A
BE 5 549 10 544 e
E#H 5 1,720 25 1,756 —
*HE 0.3210
=60kg 1 230 7 243 f L {
>80, <100kg 13 1,920 32 1924 ——
= 100kg 1 521 10 518 I L {
BMI 0.4773
=< 25kg/mz 5 725 12 711 ———
>25, Z30kg/m? 7 999 17 1,029 e
>30, <35kg/m? 1 575 8 587 f ® |
> 35kg/m? 2 362 12 343 ——
AT u9 X (PE) DEEFIZRIEHY NE
:35]:0] 1 79 4 88 | L 2 !
hEE 0 391 7 394 @
gl 3 356 12 325 ——
AT yIZ (DVT) DR HIZFAEAY 0.1937
BRI 3 423 7 440 e
PN 6 569 6 580 ——e—
BB EXRERED 2 746 11 750 e
LMWH/UFH{sE 0.2432
LMWH/UFH{&E FR%EL 3 353 5 379 e
> 0-128%5F 3 370 4 340 e
> 1285 9 1,949 40 1966 —e—
r T T T T T T 1
0.01 0.02 0.05 0.1 04 1.0 27 7.3

TEXHNAUETEND EEARETEND

R MmiZxtd 5 R ##4HT (AMPLIFY 3RE&)
AMPLIFY EHER THEISN TNV =Y TS IL—T
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B RIEF TEXH /R TSR EE XEHEA
Pua AV 1 T R W T ) R4 (95%CI) pfi
EXZS —O— PEXHY25mg
FEFH/325mg 27 840 " - Ho— —®— TEFY/i5mg
FEFH /2 5mg 35 811 o—I p=0.7143
2
PE(DVT&#/IEE 6 I
FEXH/325mg 12 296 . 275 [ a—
FEFH/\5mg 15 286 e
DVTD#H
FEF4H/4025mg 15 544 i - Ho—
FEFH/3U5mg 20 525 eo— p=0.0999
£ 3]
B
FEFH/325me 16 487 . - e
FEFH/\5mg 15 468 e
i
FEXH/325mg 11 353 - i FHO-—
FEF4H/45mg 20 343 e— p=0.3004
Fhh
<658
FEFH/\025mg 11 565 1 = FO—
FEF4H/\5mg 21 549 —e———
65=, <758 |
FE 4 25mg 3 164 . o Ho—H
FEFH/\25mg 9 154 ——
27588
FEXH /A 25mg 7 m 1 109
FEF4H/35mg 5 108 f . p=0.6182
Bk
BIEFFITPFAE
FEF4H/3025mg 4 48 ) y ;
FEFH/35mg 6 43 *
(33
FEFH/3225mg 7 174 : 5
FEFH/125mg 7 168
nacy
FEXH/\25mg 16 595 5 _— Fo— p=0.3482
FEFH/\5mg 22 579 o
*rE
=60kg
FEXH/3225mg 3 58 ; o I
FEFH/35mg 7 58 A
>60kg !
FEFH/325me 24 780 o - HO—
FEF4/35mg 28 750 —e—i
T T TT T T T T T T T T T T T T T T T
0o 1 2 4 5 6 7 8 9 10 11 12 13
TEXHNUETERS TS RETERD

AT, TEERY N 25mg 1 H 2 [FH G513, VIE OWBIER OFERMENZHB T, AR AR T,
K M/CRNM [Zxt9 5 /B Bl fi##T (AMPLIFY-EXT

AMPLIFY-EXT
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(6) AMRABEF

1) BERARERE (—REARERE. FEERARERAE. EARELRRE) . HERFTERT
—HR—ZHRE. HERFTRERAROAR
a) NVAF &35 Uiz RIIE I B3 e e st A (6 1)

RO HAY TIF 2 —A$E 2.5mg, 5mg (LA T AH) 23R BN # 5-Z T e 51 o0 BR AR R
AL, REORIER ., B O IR TR DRI1EH D3 AR
DR, B R OF IS EL 52 5B 20N EREZHET LS
LEHMELT,

ELEE Hr ek 2

SiE B4 B B AZAE 5145 : 5,500 1]

A AR 12013 429 H ~2018 4F- 8 A (BJERIREEIZLY 2017 4 10 AT T)
ek 2013 4F 9 H ~2016 4= 8 H (B IEEFIEEIEICLY 2014 £ 8 AT
BERAET)

FARFAGEE | EAGRAEA i
2 BIVE A (BERHIE S LD AHI O R R BI6R T ) DIAY) | Hidfn (ISTH £ 4E)
B A I A B MR FEARE | — RPN i

TR | - LR RVERRITIE R 16,306 51, A BhMEREATIE 51 : 6,286 {51

*BIVEH D3 B E 413 9.58% (604/6,306 f51]) TIHh-7=, 0.5% LI EDFEHEIS
O EIERET 8 M 10.86% (54/6,306 141) . [ Rz T Hiif]0.67% (42/6,306
1) e OV pR 10.57% (36/6,306 1)) Tdr o7z,
cHERRIVER ORBEI G 2.89% (182/6,306 ) TIHh-o7=, 0.1%LL L%
BEIGOREBZREWER X, TR ) RO PG %& 0.19%
(12/6,306 1) . TA% 5 T ifo B ) 0.17 % (11/6,306 1) . [ Hiifn 10.13 %
(8/6,306 f51)  [HRAR Iy, TH At B . T B & O R b
B4 0.11% (7/6,306 f51]) 3 ONC THMAH 2E | Jxk VT AL 145 0.10%
(6/6,306 f51l) Td-o7z,
CHAHAEHE THOLOHMFROREBRIT, AL 5.52%/4F K OUK H
2.36% /- Ch o7z,
BHMETIE, HETURRAPDORBLERIL 1.00%/F- CThole, HTURR
A NINE B D& T E 10.88% /4, T8 PEFEARIE 1 0.03% /42 K O —
MM M AE1E0.09% /4 Th 77,

b) VTE Z X8 U= K 8F B 92 R e H iR A (e 1)

2) BBFHELTEEFEOABRXTRELI-ABROBE

BAISAND

(7) E DAt
MR ERL
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VI EHEB(ZEHTHIEH

1. EEFHICEAESHLILEMXTILEYE
INT 7V HNT I, T )XY RV NG A Tr o H NI AT N A AT NT =TT —
A ZJVIR RS . TR SN VBRI VN —aFt N

2. ¥EB{ER

(1) e ARG - 1E AR
TRV AT MIREEE A — R IZ 31T DAMEIHE K OV IR I 6% Ve [T B D i sl T D
% Xa [N+ (FXa) 2R A0 O Al pICEREILEL, 7 ahor e rnbha e~ #az i
THIEICE S Chrr BV EA Z D S8 | B2 Pl iR EE E 1E A & OS2 Ze B MK 1 E
MZRL, el ERET 5,

(EaEIE(L) (MEEIEE)
W E \.‘ﬁﬁﬁﬁl\u‘/ﬂ‘\"f%x?‘/\
X I Xla Vla VI
X I Xa —
o I X

oE
_— h IVFa—2R

m—’—hﬂf&

FRIUEGL: R v —T7/147:106, 2011[EQB1-0105/1.20120410122]
B (iR, P 5 —RE - A LB (BF) : 7 AT A VAR, DRI SRR E L% P R 2K,
p26, 2014[EQB3-0281/1.20170322018] LV {Fk

TEX YN\ DOERE
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(2) E$ZEE T HHERAE
1) FXa (x4 2B EEH
TEXY AU DOFFEEN BT 7 — RISk 2B, e FXa OABREE ThH 7 mhry
E KT DU ERE, EMTE A S FXa (26T 2B EEA AL,
O EEE 6428k (in vitro) ™
TEXRH T, BN FXa OFEEENLIC K258 /10 D EER 2R L, B E
5 (K) i 25°CC 0.08nmol/L. THY, fhdeh7m7r 7 —E Ll L T FXa (ZxF 3 2E0
BIMEA R LT, E7o, BER RS H EERR 72 AT DRSS, 7E %300 FXa FREEHIZ
SO B RS B 12umol/L71s™) | IR T D (IRBESE B B4 0.0034s 1) =
ENRBBNT ST,

=& BEcN OT7—EREARIZEITS K E(25°C)

EE R K; (nmol/L)
FXa 0.08
IEMEL 7 a7 42 C >37,600
HTF B > 25,000
BT T D > 25,000
BT TG > 25,000
HTF L > 25,000
HIARR - 1 [Cs0>30,000
Fv—+ >25,000
FERN T 3,500
FIXa > 15,000
FVIla >15,000
FXla >12,000
MT-SP1 =N 7FZ—+F >25,000
IFHHER =T A A —F 24,000
MmgERY I A 3,700
TIARIV > 25,400
[N=N2 N 3,100
A7 A1 >30,000
Ffk 77 AR ) — 47 AEMEAV IR A >40,000
K)o > 20,000
o —+¥ >13,000

1Cs0:50% PR R L

[FiE] BEKOTE T XUIIEFIE T C, AR E 2 G 6 T HRERI R RINT 22 TS ZB4A
W7o, B RIEE DRI LEI B SUTHE N E DB DEERTEME A TEL  HEGREDT
B Yo NZ kB FXa O FEie N 07 7 — B O EEM AL KEER L, 2. A
R G AN 7R 7a—iE% IV SOSEE 2R REFRICRFIL . TEXS VS0 0fE &8 B H
HLTz, E512, HEUD T2 FXa ET7EX A OB S KA LG T 100 F/HIRT22LT
FRBER B E A R DT,
Ki=1Cso/ (1+S/Km) | S: E/EIRE | Km: FEDOIH =V R EHK

@7 uarar v F —iEMOE (in vitro) ¥
TEFRP AT, Fabar e —PPEAIRICB W T, Fahar e 5 FXa IEEAIE
BEAHICPEZEL . Kl 25°C T 0.63nmol/L. 37°C T 0.62nmol/L. Th-7=,
[J7:] VBB IMEOIRE T IZ FXa, FVa, WLy U bhA4 0 T O NEENSRD 7 akar v —BEEe
EAEERILT-, 25°C T 37T COLEMEITIBNT, FVa, DL ALA v RO USRI E A A
V¥ a—varL, FXa KO ebar v —BERINT A28 TS EBRR LTz, b
BGOSR S FEEE triplicate THIETAZE T b B —BiEMELZHIEL, 7EF P
CORLEER (Kifl) Z#at Uz,
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QENWFE kD FXa (61 28 Fndk: (in vitro) '
TEXYNAL, Tob, U LA XHED FXa ZEBEHEL, K EIXZThEH 1.4,
0.16 }2 X 1.8nmol/L. THh-7-,

[5iE] SEWR ML) FX 20l 7oL rhU~E ol TIEMkE, Rz FXa Z2HWe,
FXa, 7B /30 o OVE A E 20 B T CIR AR | & AR B O %8 (SR L 2 L D i 22
{b%& 2R triplicate THIEL TH IR RD FXa KT 27 EF 30D KifEERIE LT,

2) ML R E R k9 H1EH
ERMEEZ VY, TR Dt pE AR K OV GE [ ~DOE 2R L7,
Obar v AL T2/ (in vitro) 'V
TEXY ST, b2 /MR BT DRERR IR T R MR b e pE AR 2 YR AR A Y
WL, 7EF Y300 50nmol/L TlE b v U pE A 3 FE 3K 50 % H il S 4,
100nmol/L TIZbr B L PEAD i KIEAK) 50 % #filS 417z,

(nmol/L)
450+

4001 Onmol/L

5nmol/L
350

\ 20nmol/L
300+

50nmol/L

250 TERGNVEE

NI

200
150+

100+

EbZI/MRIEEICE T HBEEFEREIOVEVEEICHT HER

[ 7] TEXRHSAEE T UIFEFAAE F O M/ MR T2 N2 Thes B U AR L
7o FHRER FARME N O B U BT T AT EXR U DR ERES, haL R I a0E BARWT
FHML 72, EBRITIAIRE quadruplicate THIE LTz,
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@ MIEEEE ST A—Z ~DEEE (i vitro) ')
Tahu v R E R AE L (PT-INR) | VEME(LE Sy b AN AT RE] (aPTT) & OF
HEPTEST ZREROEEE RIS 2 fFIIER T D MIER 7B AR, EhEi 1.9,
7.6 KO8 0.19umol/L Th-o7=, —77, 20umol/L ETOIMIBFEF 7L /SR EE T, b
VBV OIERIERRO BV o T,

[F7iE] EEEBRE DT M T e 0 2%, P abas B U B, aPTT & O HEPTEST®RRER %L
B ZN 2Oy M RO TRIELT:, Bbhiz7abal B R L0 FERE A LA R
Uiz, F72, 7=V L7 ML T E S0 2Nz, e B U RERERIE LT,

3) M/ MR EEER (2 k9D
NI IREEEE KT DT EF S DfE 2R LT,
OAAREIR 775 7 MEe ML NMEEEEE DM (in vitro) 22V
TR NAR, MERRIR 5 MO B E R B T R T D b B A KA MR EEER
PR FEARAFANZINHI L, 1Cs 1% 3.5nmol/L. Th-7z, —J7, EENREERER THDLT
T IV IV, a-brr | MU E U FERIEMALSTF R (SFLLRN-NH,) X =7
— I AZEDIMANMREE I LT, TEXF Y S OERITERO B o7z,

(%)
1004
901 7EFH/V> (nmol/L)
| = BIENEE o1 —a— 100
801 .= 0.1 —-o—10 —~ 1,000

70] TASEESEM, n=10 = 0 l"
e LT

m
I\ (7
£ g ans
P o P
30: o S O O O O
b I/ OO 7
20 P 5—0—0—0—= o
1o / :/ —
0 B N e e e e e e
0 1 2 3 4 5(%9)

B
HBEFFREEE M/ MRURERICN T HER

[FiE] e/ MRMEIC, TEX S0 OFRE F XUXIETFAE FISHBRR 123U, SR PR R
BOBAERIND B ACED M/ MREEEEZRIE LTz, F7o, EFOZ /MR IILIEEZ HV S, 7TEX
PR DIFLE T UTFEAFAE FICT 7 /3w Z VB, o -brr By SELLRN-NH, R a5 —4w
ZUIIL T, ZNOIC LB END M/ MBI T D B AR LT,
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4) e & O I 7 W31 H1EH
BB O M O I E7 V&2 VT AR TR ~D BT LT, TES T3,
1k M REA#ERF L 72 & T B A biie fE AR L, 2o 0B Co MR e
PNURBEZRE LIRS R AR FERIZ X5 1Cs 1% 0.1~7.57umol/L Toh-o7,

OFEIRIF /MG (db/db) <7 A F1 B A A A~ — 1 —DOFBUII T HIEH (v 2) 2
TEXH A1 H 2 BT TEETHZEI2ED, 1 B 1RO G LRIV RIIZ,
db/db <=7 AZEBF L e T F B U MHE SR (T-AT) K OVA[EEE CD40 VA7
R (sCD40L) D i #E e AR F &, BpAER C57BL/6 v ALRI%EL ~LECIEF LS
i,

FBRBAAARED M HE 7 L — R PREEA 250+ 50me/dL. OFBHIZHDHEN: db/db <~ A& R, 7
BN 5, 50mg/kg DA EAE 1 H 2 B, XiE 10, 100mg/kg O EE 1 B 1 [, & BEHLR
ALY 3 BEEOEE L% ROEZITO ., BERAEREEIC I g T-AT ROt

SCDA0L S FEATIE LTz, T2, RO E -~ AL L C#AR C57BL/6 <7 ADT —XH i
L7,

[(77i£]

@1tz K OHIMET MBI HIER (T )%

AR EEE 50%MiE 357 XV S0 D MR EE (1Cs0) 1, BE RS v MR, Kk
K755 5969 - e R IR s | SR AL @K% 98 KR AR K OVEAL 8535 38 B IR e & 7 L
TENZEI .71, 7.57, 1.84 L ¥ 3.23umol/L. Th-o7-(F 1), Tz, £, BRE KO
D H BT /BN T, TE Y230 3mg/keg/ I Tl H I BRI 2SS oD 1.9~
3.0 fFITER S| Img/kg/RECIIMG MR H M REE OIE R AR L7 DD | K52 Hi i IRF ]
Jo OV R R R O SE R 1T 540097, 0.1 )2 OY 0.3mg/kg/BECIEW T NOET UITE
WTH H M FFE OIE R ITFRO bR -T2 (R 2), TEF V0%, HIM KRR IER %0k
S A B chuA ER 2R LT,

=1 FEMBETILIZBITAHA

IR (%) ™! IDsy 1Csy
5L TEX AU | TP AU TS| TN s SN
i *2 *2
0.1mg/ke/ 5| 0.3ma/ke/Fs| 1ma/ke/Fs | 3me/ke /i | (&/ke/WH)™ | (umol/L)
R v o M . . 1.20 5.71
‘ B | 16.342.4% | 42.7+41.2% | 78.1+2.4%
=51 HEEy (1.05~1.38) | (4.95~6.58)
LRI 3B R oo 0 | . . . 1.55 7.57
§ \ W | 13.743.7% | 39.242.9% | 61.4+2.0*
MR | T (1.27~1.90) | (6.43~8.90)
WAL BRI 0.39 1.84
(ESKFAIENIIR | ) 4150 | 47.548.4% | 68.946.4% | 90.3%2.0%
fE 5L (0.18~0.85) | (0.84~4.01)
WAL EFE A . . 0.72 3.23
{Efkﬁ%iﬁﬁm 11.813.3 | 47.4%7.3% | 58.167.1% | 61.9+4.4%
Mk E L (0.22~2.33) |(0.99~10.60)

Ds0:50% FEZE &, [Cso: 50% PHEPEEE | 3¢ 1 : LIl = SEM., 362 : LBl (95%E /X M) .
% :p<0.05 (A BT REE L O LL#ER (438041 (ANOVA) £ Dunnett OFRE) ), n=5~13
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&2 HMEREAD

A

=
VRIS IR LD R
TEXYACOHE Pt R ) S Bt I B ) 3 [HIBE ) i B )
0.1mg/kg/ ¢ 1.18+0.16 1.25+0.10 1.34%+0.25
0.3mg/kg/ ¢ 0.89+0.09 1.23+0.06 1.62+0.25
1mg/kg/ I 1.03+0.18 1.34+0.12 2.43+0.48*
3mg/kg/ I 1.92+£0.53* 2.1320.17* 2.98+0.58*

X IEHIE = SEM, %k 1 p<0.05 (A FREEL O LRl (53 B3 T CANOVAD#4 Dunnett OFRE) ]| n=5~14

[ 1] BREET O/EVE SD Zo b (12 M, 290~460g) & HW o, BT B 0% BUTIZARY i
e % U MmALE O 1 R RIETA SRR 5 L7,
PR ERIZ W TE, BLFOEFT VIZBWCRHEL 72, BifflRs v MiAeE T /b :5cm OfF%
BE T M HBIR K ORI AERIL | 15 43 PRV BRI S Lz e O B &
ZE LT, MR R 75585 - M SR AR  KFRARE 78 1 U B R IRIE P2 21k . KEREFIR
O R FG2AF L -CRIEEPFR G LT, ZD 10 55 % IS KEREAR DS LA kEE L. KRR D
AR A il U CE EARNE U, EAREREE T R F AR K OSBRBIAR A% 7 /L« B RS AR X O
BRI AL ERIATRZ 2 X 5mm OAMKTHE AL, 60 % icimfezf L Emz e L,
HIIL~DOFEIZ SOV T, L FOET /RO CH IR M ZFHE L 72, A HILET IV %O
JN LR Sz Gl L, 2 DEEDD I ETORERMZHIE L, A T T L : B, Bk
BEICIVELFDBREEHEHL, 7o 7L — T SA R THAIEERE | 1k i F TR 2
ELTz, IR i £ 5 BRE S . IS MBI AR, D TR 4B U225 2% T 4 2B 1T 3 D EhARE &1
TEERIEE ., LM FTORMZEIE LT,

@ K OMILEF 31T BPE M (743) 29

BERIRS o MR T T /IR TS VS0 3 B R O e i FEAR A7 AL i A
R EANHI L. D50 1% 0.27mg/kg/FE, 1C50 1% 0.357 1 mol/L Th-7= (X 1), BN IR
MARE T /TR T, TEX ST H EAR A B BB R O B A7 R [ 2 S & S
0.03mg/kg/MRe LA 1= ClE 90 23 M DRI C LA PAZEIFERD BT | Img/kg/ IR ClRMAR TR
Z 67% M L7z, 90 ZrfE O itz ST A o F i EH O D5 1
0.07mg/kg/MF, 1Cs0 1 0.106  mol/L. Th-7= (X 2) , FERH T KEIRIMARET Mz
DIRFHCTIL, TEX AT A BRI AR R A B L, [Dso 13 0.11mg/kg/RFCdho
72 EBIT, MARDIRFEN R ORFTH H B K AFHIC AR B O MZMHIL | 1Cs 13X
0.105 u mol/L. ThH-7= (X 3) . KET /WZIUNT, AR LA i K 80 % Hf| L 7= 7 &%+
RO FABICEDE L MM O R 1, 1ZEAE 72V DR (RO R K 1.3 65) T
otz

(%)
100+

80

60+

204

10,000 (hmol/L)
TERHINY

X1 EEEARS o bmgETIVICEIT S EFH
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—o— TBIFRER —e— 0.01mg/kg/h -~ 0.03mg/kg/h
-= 0.1mg/kg/h - 0.3mg/kg/h -4 Tmg/kg/h

6XHHR
(%634ER) F5{E+SEM. n=6

1008

80-

B SRS

60-

1=

40

20

0 10 20 30 40 50 60 70 80 90 100 (53)
BRI RS

2 BEIRHFEBARMAZET ILIZE T HFEBARMTEE TISHS SR

(mg)

1007 7EFGN\Y GBERSHERIRS (mg/kg+mg/kg/bBs)
—o— BIENIEE —e— 0.018+0.026
-0 0.06+0.09 -= 0.18+0.26
801 — 0.6+0.87 %
FHE+SEM. n=6
%
m 60
g
& %
£ 404
*, +
20
BREF T EF TN 2EERSE.
HEFHRS FRIRAIRS)
0 : ‘ ‘ : :
0 30 60 90 120 150 (%)
B

*p<0.05 ; BRI FEEE & DLLE.
+p<0.05 ; MEFEFKEI0DDFHMEES & DHE
(ANOVA# &£ U'Student-Newman-Keulst&7E)

3 MBAFRAKFIRMAZETILICE T HimER CABENROBE)

[5iE] FRER T OREE NZW 793 (13 @85, 2~4kg) Z V7=,

FUARIERIZOWTIE, LT OET B W TCEHIL 7z, BiFRIRS v MR ET /L :8cm D
EETEFRRS 2 TS A A% KERBIARE R BRER AR (BRI L | 40 Z0 i oD IR 12/ R 1
LIz O ERARIE Lz, BRI EIRMARE T /L FHEIRICER LTS 72— RO
BRGIL7  7 EfiA 2525 L, BRI (4mA, 3 53 ) # 0 BAZENE AR O A A ML R DE=X
TZEVBIR LT, 90 SOBERO%, iz HL CEEZIE L, HRHRE RO TS
IV SRR O ST AT TR 5 %, REREIRE L CRESRERIRICEE L, AR Lz Az o
FERAEPEL, MARTEREOIBEIEROBRET T, 2R EE 1 FERIRTEERAIRP R 5
L. MR EE 90 /iR EEICH T DR AR F LTz, MAEDIEFN RO T, MR E
B 30 %D ERRE L, T0 2 Bk otk & &I RERFIL,
HfLA~OEBIC DN T, BEHMOTT VA AR R L 72, 37eb b ko ik
DHEERZYIEL ., 195 ETORRMARIELZ,
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@Az & CHIE T MBI BIER (%)%
TEFH ST, BERIRS v ML T T U ES T B AR FE B D1C50 13 3.3 1w mol /L. T
BHY | AN KRR B AR AR B T SIS W CRAF R A 2 (5 ICIE R T2 E X 1.2
pmol/L TH-o7=(K), £=, 2Nl ET /L CHe/EANRO LN MEF 7S
PR PRI T, BERE M OV IR R O JE R 1T E Th o7 (37)

(%) EIRS + > NI ET )L ESRHARBIRMIEE T )L
100 5q
4ﬁ
m 7> 18
2 TgEEsEm. 5] FHIMEESEM,
Ej% Y o e : n=6~14 F;I;ﬂ n:6~14
3 : 7 ool
il B
#E o5 & :
5 : R?=0.623 0 : R2=0.60
-7 -6 -5 -4 -7 -6 -5 -4
log[7E+4/V>Imol/L log[7E+4/V>Imol/L
MEETIVIZE TS RERGFNGME/ER
& MFPEERVLBRREA~NDEZE
FH & MAE 7 3 B HRE D LE#
(mg/kg+mg/kg/HF)*? (umol/L) PT aPTT HH i, B )
BRI e 1.0+0.01 1.1+0.02 1.1+0.13
0.14+0.014 0.710.07 1.2+0.02* 1.2+0.07* 1.2+0.23
0.28+0.028 1.5140.11 1.3+0.03"* 1.2+0.04* 1.2+0.21
0.56+0.056 3.540.20 1.6+0.05* 1.2+0.01* 1.2+0.16
1.1240.112 7.61+0.30 2.040.04* 1.5+0.05* 1.8+0.41
2.24+0.224 15.32+1.82 2.47+0.12* 1.6+0.1* 1.7+0.30
4.48+0.448 31.6+1.26 3.540.14* 2.37+0.08" 5.2+1.38*

SEEIEESEM, n=6~14, % p<0.05: AT AL D LL#RZ (ANOVA 1% Duncan O B 2R E)

AR 7SR T ER RPN MERR R 5-BRAAT: 60 Sy DIEE/RL, PT, aPTT B OV I BFRT 15 AR PR HERF %
5.BA1A 60 5 O 5RTE L ZR T,

a B G- R G

[ 51E] WEE T OMEREMER (T~14 » A i, 8~15kg) Z R\ -,
P EFIC W T, BIE RS o M ke & OV SR BRED IR I AE & 5 B CREImL 7=,
EhEFIRS v hARE TV FAERE FAE RO RN R & Te s v MAERIL 30 4> oD Mgt

HOMARERZRE LT, v MERIZIR AR OB 5-BAA 1 RERR AT -7z, BRRIMANRE)
HRILAEE 7L - RERBIIRIL A R > 77— MREHI LV E =2V 7L MR 50% (2700 Xopkss
L7ze SOITRBRENIRIY I FERGAI A L TR FURIEL (100 1 A) Z Rt r9 ATV
ERRIBL TAbRRE 3 FeH) | EXUREBALGTR 120 MO BRI E X O 10 53 LA Eo> s
1k (FAZE) 3RO L ETORIERZRIE L 72,
B bl M ORI 5B ARTR 60 232821k 7 v 2 v, 7 e R PT K&
O aPTT ZRIELT, Fie, il T o 7V —MNEZ AW TEICAIZAERL | AR I

(e 5.BHAE 1 BERLL

B LA ECORMZRIE LT,

(3) f¢ PSS HE AR
M ERRL
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VI. EYEIREICEEs 5I1EHE

1. MpREOHRE
(1) aREFDGOLPRE
MR L

(2) BERGRABR CTHESINMPRE
WTNORERS | RIK e~ T 71— /20T DE &S HTE (LC-MS/MS) Z W, g7
BN DT AR LT,
1) BRERA
DHL[E#E5-(CV185013) 2-?)
B A NEERERE A B M (12 ) 12, TE P30 2.5 KON 10mg A 228 IC R O &% 5L
7o E O M PR FEHERS K ORI ENRE T A— 2 & DL FIOR T, BiERE 0 & 5%, BARA
\ZBITD T [T G4 3~3.5 FEEICTHY | 1HIRHBH (T1/0) 1% 6~8 IR T o7z,

(ng/mL) 2.5 mgigs (ng/mL) 10 mgig 5
70 350+
F9fE+SD F19fE+SD
60+ 300
7 z
EF‘ 50 $ 250+
77 77
£ 40 E 200+
* *
1 A
Jv 304 /N 150+
= =
5 20+ B 100
10 50
1o S ———— A/o 0 ‘
0 6 12 18 24 30 36 42 48 54 60 66 72(h) 0O 6 12 18 24 30 36 42 48 54 60 66 72(h)
IS B3RS

X HE#RRO&RSROMERRE#ER

® HERAKRSHORMEBE/ SA—4

= Cnax AUCy " Troe Ty CLR® o c
SR (ng/m) (ngeh/mL) ) (h) L/h) 7oUR
2.5mg 52.5 466 3.50 6.12 1.11 19.56
(n=12) (16) (17)* (1.5, 6.0) (1.21)* (0.31) (6.19)
10mg 175.7 1,628 3.00 8.11 1.15 18.46
n=12) (22) (18) 1.0, 6.0) (4.18) (0.33) (5.60)

*n=10 a FTFIE (EEERE%) b PR G/ MEL JRIME) | ¢ FEATFEME (R HERZE) |

Cone i MU PRIE | AUCo-co 1 BERRCIRF R T M B i P — IRERA i T Hi A, T,

Tojo: I, CLR: BE2UT T2 A, %UR: JR AL

ARESN-[6. HiE R O &)
< FEFPREE MU EATEN BRI B80T DR Lt A 2R v R UM By 1 SEAR E D FEE HDfi >
BE L RAIETER YN LT 1 E Smg & 1 H 2 FRAFKS45,

o 5 e AL A5 R e PR R B ] |

78, A, IRE, BRSRRIDIGUC, TEF N LT LA 2.5mg 1 B 2 BB G~ ET D,

< R AR ZEARE (RERFRIR MARE K UNiT A ZEARIE) DR OB SR MH >
WH L RATIETER LU T LR 10mg 2 1 B 2B, 7 B A5 L%, 1 [Hb5mg % 1 H 2 [
RAEET2,
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@ EF5-(CV185046) Y

A A NfEEERE A BE 6 B, TERY 30 1[E] 2.5, 5 KON 10mg 2 1 [ 2 [H]5] 47 22 i
(27 BEIE#R G- L& 7 B B (PR G-#) O M i BEHER M OSSR EhRE /35 A—
ZaRLNTFIORT, MAEREEIIT7ER 085 3 B BICEFIRIEICEEL . BB R

1.7~2.0 TH-o7=, T HEEEHZDOTEXH /0D T 0 1% 8~10 FFE TH 7=,

X)) FIL B b1 12 BFRI T EITAT U, FIFRG-3 10 BRR O R & 503 3 e o 1R TS MIL 7,

(ng/mL)
400+
O:1[E25mg 182[E% S
®:1[@5mg 1H2[E®R S
3504 A:1[E10mg 1H2EEE
EH{E
300-| A
5
m 250
]
th
£
[
¥ \
-"t "\ “.
‘:\ “‘ .'n
2 S
[ —— e
@ TETTEERRPEE Qpacamnmroa=t
9% 120 144 168 192 216 (h)
B R
REZOHRSHEOFHMBREEHTE
® REROBSHOEYHRE/ NSA—42(THBOFRER)
FERERED Conar® AUC (TAU)® T’ Tyt AL* CLR Cmin ®
ke 5 J71k (ng/mlL) (ng+h/mL) (h) (h) (L/h) | (ng/mL)
2.5mg 1 A 2 5] 83.6 592.5 2.0 8.4 1.7 0.94 19.7
(n=6) (21) (17) (1.0, 4.0) (2.9) (12) (0.34) (18)
5mg 1 H 2 [A] 205.1 3.5 10.1 1.9 1.07 63.0
(n=6) (g | POSUL T 0 ) @) | a9 | 029 | ay
10mg 1 H 2 [A] 363.3 2,773.8 4.0 7.9 2.0 0.91 109.0
(n=6) (17) (11) (2.0, 4.0) (1.3) (15) (0.50) (5)
a (T (ZEEMREL%) . b HFUfil (B /Ml oK AE) |« ¢ BT EHER Z2) |
Crna: T MUFEHFYREE L AUC (TAU) : 1 B 5 X RN IS 1T DI P i B — BT AR T TR L T - i o I ST 008 8 80 2 R )

Ti2: W, AL BAGEREL, CLR:'B 27U 772 A, Cmin: b7 7 M5 i EE{E

58



<BE 1> S DT ETR S E B B G RO A F T _ATE T4 2
[AME N T —4

TEXYSAEH DD TR IR A 5 T (NGT) G- LI L& DX ASA AT XA T
74 (BA) Z, TEFX /S BEA K ONEAI O 5L D LI LVRHIILIZ, LT D 3 DDA —7
LIYL R, T A — N — R E ST,

AR 1 EERERERE 14 BIIC D 2 189K 2 Wl ra At — N —iBh
TEFHSUBER] (B OB 5) ISR D 7B UARF (B 0 4% 5-) OF% BA 27 L7,
TR A T e [10mg, SEAIRE A% 5] (ref)
TR B: 7E ][ 10mg, A #% 0 #5]

R 2. HEREGERT 21 BIIC D 3 IR 3 Wl rm At — N —iBk
TE S UARH (B OB 5 16T DT E R OSUARAIFINGT #5-(DsW THeir) OFI%S
BA, K OTEFH SARAP (1 O 5 ) IR T 27 EX T UARKIINGT $5- (ShYE ik ik
VI TYeE) OFRXE BA 2 L7,
TR A 7EX Y3 [5mg, A #% 0 F 5] (ref)
169 B: 7%\ [bmg, A 'NGT #5- (DsW THEH) ]
TR C: 7P\ [6mg, {RAIFINGT #% 5 ($h R ARIAILV 7 ki) ]

ARBR 3. MEREERE 21 BlCLD 3 TBIK 3 Ml m At — s —ilBk
TE XS UARA G B 5 ISk 2T B UAREIRINGT 5 (RETBAAE T) O
% BA, L OV XS UARHP (1R O B 5) 1233278 Y 3 st DsW IR SINGT #
H.OrxF BA Z7Hl L7z,
TR A7 Y3 [bmg, A % 1 #% 5] (ref)
169 B: 7E %3 [bmg, #AI'NGT #5- (RENEAFE T)]
169 C: 7 Ex %3 [bmg, ¥yfi% DsW ™' NGT # 5]

X1 RIAKGEAI
ref: V7 7L A NGT: &R & H & D;W:5% 7 Rk

FRER 1 TS UBEAT (BR 0 B ) ISk B T E R Y S A (18 1) B HREOD Cra D
LAEEED D 90 % E T X M AW Fr R SO #iH (0.80~1.25) [ZIEXE E4L/en >
7HOO SEEMEDHITIEFE 1 THY, AUCreol ZOWTII I EIIED > 90 %15 HE X [
AW [ M O FPH IS B EL Tz,

R 2: 7R S UURAIRR 1B ST DA NGT 5 (DsW BEHA) RFD BA 13 A & 5-
R L[AFREE THY, Craw MY AUCo- D RTEEIED LD 90% F X ML, A1 R 55
PEOFPIE EALVT, TEF TS ARARE D G0 D04 NGT #-5- (S R RV 2
TYEF) D Crae DI 1 B H-L AT 19% 1K >72H DD | AUC) kD0
TULEAEEED LD 90%EHEIK L. AW 7RI R SO FPRIZ & E47z,
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B 3 IREN R OIFLE FCHAIZE NGT £ 5-L72EED Coux Sk N AUC) oL, IEAIORE 1 £ 5-
R HE L TENE T 32% KLY 19% 1K< BT EEMED LD 90% (5 FE X 2419 R
EMEOFPIZE EN o T, LT EERIZ DsW IZHRESHE T NGT # 5 L72EED Cha
B Y AUC -« DR D LE D 90% 15 87 XX AEM A R S PE D #PHIZ & E T,

& HERI-3OT7EXYNUREHOBR[NAFTTRALIE) T+
KR (n=14) N e i e
7% 10mg B2 (n=21) 7B XY/ 5mg RS (n=21) TEFH /U 5mg
EATIE TEAINGTH: 5. NGT
Koy | HHIPO | FEAIPOGel) - SEf | WHIPOGeD) | Al WRE | EHIPO(ref)
g TRy LR AR A DsW k)
Cowe. ng/mlL,| 287 294 180 153 189 121 158 177
GM (%CV) | (30) (37) (22) (20) (23) @1) (22) (19)
GMR _ 0.977 0.953 0.805 . 0.682 0.884 _
(90%ClI) (0.756-1.261) | (0.873-1.040) | (0.749-0.865) (0.621-0.748)| (0.830-0.942)
’:Uim 2855 2707 1239 1181 1280 1122 1321 1380
GN? oy | @D @1) (25) (26) @1) (18) (18) (15)
GMR _ 1.050 0.968 0.922 . 0.813 0.950 _
(90%ClI) (0.938—1.176) | (0.926-1.011) | (0.899—0.947) (0.766-0.863) | (0.905-0.997)
T, 2.00 2.00 1.00 1.00 0.52 3.00 1.00 1.00
h,median
(’range> (1.00-4.00)| (0.50-4.05) | (0.30~2.00) | (0.48-2.00) | (0.48-2.00) | (1.00-4.20) | (0.50-3.00) | (0.50-2.00)
ty, hmean | 13.8 12.305) 10.4 10.6 10.5 9.6 10.4 11.2
(SD) (6.1) B (4.5) (3.8) (4.2) (2.4) (7.8) (6.9)
Fra, %, GM 96.7 92.2 81.3 95.1
(©%CV) 105 NA (11) @ NA (16) (13) NA

PO: i H 5 CLARHEXIE. DsW:5% 7 UMK, Fra ARX SAZT ~ATEVT 1, GM: B T4

GMR: U7 7L AT D8 EEME O b, NGT 8

Por
SHE.

Conax: T 50 ML R |

AUCq-oo : HEFRKIRFR T MSE PR — IR IR R A, S%oCV : REMREL, Ty e BT PR B IR R
tue: TR

1E) AH 2L Cofk b1, 7K

RENTZANE TOB G- TIFRL, ZOHREIEAHEET250 TIIHV A,

FER L CORFIDBE G HETELTUL, EROFKRLHWI IV T THEET LI, BEOWZLET,

ARESN-[6. HiE R O &)
< FEFPREE MU EATEN BRI B80T DR Lt A 2R v R UM By 1 SEAR E D FEE HDfi >
BE L RAIETER YN LT 1 E Smg & 1 H 2 FRAFKS45,

ek, Eiln, RE, BHREISU T, 7S YN 2LT L A 2.5mg 1 B 2 BlEE~HRET 5,

< Bk MR FEARE GRERERIR MARAE K& O M AR FEARAE) OISR K U\ B >
BE . RAIETER YN L LT LE 10mg & 1 H 20, 7 HEO®KE L%, 1B 5mg % 1 H 2 [E]
ROEh542,
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<BE 2> WLIZEERI DR A B G-RE ORI S AF T ATV T 1 D IINENT —H ]

MWL Te T BN BEE R OB 5 LT EE DRI ANAFT ATV T 1 (BA) &, TEFH 3
FERIORE O 5L DRI LVFH_ L=,

HEM. EAER L, FEEERE 33 BICLD, LT O 3 16 3 Mo ruzd — \—ilBRp £l s
o, TSV SRR (B O 4% 5) 1260375 7 B S Uitk K IS IRTE i 0 % 5 0% BA.,
F T XY EER] (B O 5) 1IZx T 2T B PN\ H% 7 v 7 L) — A TREH L, 0
B 5O k% BA 7ML=,

TRIR AL TER Y30 Bmg BE X 2, K9 240mL DK TR A 5- (ref)

169 B: 7E 130 bmg §iE X 2, etz /K 30mL (CRRE™ Lk 0 & 5-

1R C: TE XT3\ bmg §E X 2, fpth 7> 7 VY — X 30g IZRRE™ LD & 5

K1 ATKRRAIE

AR T, FERI DR D516 2 KRB L TR OB L72EED Chy KT
AUCo ool AW FIRI D IR T2 LT, L Ty 7Y —RERA LT L X, Cou K&
NAUC oo [ TFEAI DR O e 5L LR LT, 220 21.1% K TN 16.4% 0 L, S fm -2l
DD 90% 15 HE X FIRITAEM B RIS TED LR T Al ~72, ZORBR TR HLIVZIRTE
BORDIL, BRICEROHLZETIT W EB 2 bk,

R TEXYN\UBREROFBANBERN(ATRA(SE )T+

R B
A (n=32) (ref) BEA 236 2461
B (n=33) Tt 7K ki 249 2528
C (n=32) IEt% T 7 ) — 2R 186 2055
Adj(ls;sg;?c?)M § EIPGoRIEE vs. e (0.9914.?15.118) (0.9811.?13.076)
Adjusted GMR WL T T N — 2RI 0.788 0.835
(90%C1) vs. FEHI (0.741-0.839) (0.797-0.875)

AGM : FHE 5 Tr e (T84 . GMR: U7 7L A5t B S D L
Crnax T e ME PR FE L AUC oo : EFR AHRR FC oD 458 8 E — B BR AR T R, Cl: S X R

1) AN 2L CORG3, FKFBSNIANE TORE- TR ZOREGIEEHEE T OTEHEE A,
FER 2L COARFI OB EIZHOEELTL, ER O BELFRTIZIVIT > THEHEET LS, BBV WL

£7
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(3) s
AL

4) BE-FHEOZE
<1. BEOEE> (B0661019) %7 [ E AT —4
SME AR 22 BT, TEFRY S bmg AZEIER K DR ICHEIRR AR5 L2&ED
BN EE ST A—Z 2 LI FIORT, TEX VAU RBREEGICHTD Con KON AUC)-o 1 3221
BEE R L €L 22 1UR 15% M O 20% 380 L=,
AR RN A m ) — £

x HAEROKRSHOEVERE/N\SA—2(BEOHEH)

o B 2 TS BTN M (e 5 V)
O T XY/ 5mg T Y/ 5mg
N HETER (0% (AT
ST s | A o) s
Cunax (ng/mL.) 121.3 103.2 0.85(0.79, 0.91)
AUCg- (ng+h/mL) 1,229 982.3" 0.80(0.75, 0.85)

Cornax 010 MR R L AUC -0 2 SRR IR i) FC oD MU E P B — g ] b T TR L+ n=21

<2. BFRFED B>
FERRFABRIZ I, TEF Y ORERE RS B AT D RN OO EAE ML, £
ELT CYP3A4 U CYP3AS (XD DU P-BEE [ (P-gp) 2§ DHEH OB E ST
FHEICBIEL CWAZENTRSNIZZ LMD, CYP3A4 } O P-gp & BHE UL E 42 354
IZRDTEXR P DI BN R RIF T B OV TRE LT, £7o, A3 Tho = /%4
Y EDIETFRR R EAERIC W Th Et a7 o7,
O ha ' — 1 *(CV185026) % THFE N DT —4 |
HMENERERR N 18 il &% 4212, CYP3A4 Je O P-gp DI 172 fEHRICTh LT hat — v
(1[E1400mg 1 A 1 [E#RE O E) ET7EXH 30 (10mg HEIFR O£ 5) 2 0F A& 5 LTI Ex,
TEXV N D Chae KON AUC OSEHEITT BT S BB 5 LR L < 22 il
1.6 O 2 IS 7=,
XY — L SRBUE R A (B 1AL [ENARTSE

@QVNFTEL(CVIL5032) P [HE ANDT—4 |
SR EERERR A 18 il %6812, 7 ha) — L EE5 CYP3A4 K OY P-gp FLEHAITH S
VAT TEAL( A 360mg 1 B 1 [EFEOES) ET7EFY/30 (10mg HalfE O & 5) & 0F
L72E&E TEXY S D Choe LY AUC OPEITT P S B B LR T, £
MK 1.3 O 1.4 5L,

AREn-[6. I E R O i)
< FESPIBUE O B B R A I3V DR I A R AR P e TN B i FEARAE D REE IR >
WH . RACIETES YL T LR bmg & 1 H 2 B O#E535,
78, A, IRE, BRSRRIDIGUC, TEF N LT LA 2.5mg 1 B 2 BB G~ ET D,
< FRUR Mk ZEARIE (BRERERIR MARIE K OV MARZEARE) DIRR K UNH-Re il >
BE ., RANITEF YN LT LR 10mg % 1 B 20, 7 AFEO#REG L2, 1B 5mg % 1 H 2 [A]
’AEET D,
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®@F 7 rFxt (CVI85054) % S EADTF —4 |
SMENAERERC A 21 B2 512, P-gp LEAITH LT 7 1t (500mg H[AIRE A& 5)
ETEFY N (10mg HLEHRE O 6 5) Z0F % G- L7cl & TEXRH S0 D Chu LT AUC
DOIFEIT T B S B 5L LT, 2280 1.6 KUY 1.5 52 L=,

@Y7 7B (CV185045) 30 30T AL E A DT —4 |
SELABEHERL 20 Bk 1T, BJ278 CYPBAL B R Pogp BRBAI T2V 7 7
(1181 600mg 1 B 1 [ 42 5) L7 %430 (10mg AR 055 2 0F R 5L L&,

KO 54% A LT,

BT %P, (CV185055) 32 [ 4L E A DT —4 |
A ENFEFERR A 20 B2 %51, = /%Y (40mg HiRI R T#5-) L7530 (5mg
HAARR O35 205 LIz & ., FXa OLEIZFIN Th o7,

2. EWEER/NTA—S

(1) R A&
HA[E] 8 B0 K OVE HOIRREIC B 1T D3R BNAE ST A—H X, NI T — T ar Web iy 7 M
FWT, 7rar =R A MNEIZEWE L,

(2) BRIEEEH
YR L

() HEREEEH
YR L

8) DUT SR DA DTHEANT—4]
SAEINBERERR A 6 B, TEXH N 0.5~5mg ZEIRNEEER 5L LXOL2 G 77T A
(CLT) 1349 3.3L/h(55mL/min) THY ., BZUT7 7 A(CLR) X CLT @ 27% A4 75,

RSN 6. HIEKR O HE]
< FESPIBUE O B B R A I3V DR I A R AR P e TN B i FEARAE D REE IR >
WH . RACIETES YL T LR bmg & 1 H 2 B O#E535,
78, A, IRE, BRSRRIDIGUC, TEF N LT LA 2.5mg 1 B 2 BB G~ ET D,
< FRUR Mk ZEARIE (BRERERIR MARIE K OV MARZEARE) DIRR K UNH-Re il >
WH . RACIETES YN LTl E 10mg 2 1 H 28], 7 BRI DG L2, 1 Bl 5mg 2 1 H 2 [5]
RAEET2,
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B) PHEFE DV VITHNEANT—4]
AREAERERK N 6 B2, 7B S8 0.5~bmg Z#f RN BBl B G- LTc EE2 D5 A 558 (Vss) 1,
) 21L ThH-o7=,

(6) ZDfth
YR L

3. BEMAGRE 2L —aY) fighy 203

(1) @& A&
T [ B BT 12 351 B T B S0 OB BIRE IS . — RV R O — RIS %S 2
PR RARET LRI ST,

(2) NSA—ZEHER

FHE S BN RERFAT ™ IC ) T IR, BHREE . R & OV El e & ONRTER 7237 B %33
OMEHEBICKIETREO REZIZOWTHEEEITV, OO K T X5 MR A 72 B3 (R E
70kg, CLer 80mL/min, 65 mDIET 7 N AF FHHELE) OO bidEiRa 25% KL HEE S
7o FTo. RHEM BB REMRATAE R IV HEE L= T ES AU ORFEE (1 BH720V D AUC) (Zxf
T 52 AVEEIE B ORI & OME A i) & D BRZ T LT 6 B, 7TE 0 OB EO
MR K LDV 227 K OVK H I 13 CRNM DU A7 708 EF -4 A E 25580 Hiviz,
BEDVPRELZ NG RORE T ERICIR A SN DL RIFFICIRALZG S, TESR
DICARIEL 735 & L Heme L, AREES 24 BRI AUC B TX Coe 13 19% M O 32% EF-4 5L RIS
iz, EBIT, REEZENTZRITRORE T ERFD 6 FEATCMAENTZbOERA LG E .
TEEBICIRIELIZE AL HEL TAUC KO CoundZ 10% K N1T7% _EF-T 5L PRSI
ZDIIRFE R H — L TORE EOZ T R CTh o7z,

¥)  HUERERSHBR (CV185002A, CV185013, CV185022, CV185046, CV185058, CV185059, CV185018,
CV185074) . NVAF B H Zxf S & L7 B IAH B 13 Bk (ARISTOTLE-J 3 BR) K& OVES IITAH 3R Bk 1545k
(ARISTOTLERRER) D7 —212, ACSIEH Z xR L LTSI ER2FER (CV185070, CV185023) DT —%
EIMA, R BI7R AT I IR 4, 385 B B ER B L - 3B e 7 — Z A FH L 7=,

#3%) (R HE 70kg, CLer 80mL/min, 65 DT VT AAF BIERF R TEX V30 5meg 1 H 20 55517,
CYP3A4,/ P-gpPFEANTOFAL Qe TO MME IR E — B~ a7 7 AV & RHER S Bh e £ 7
NERCTTHRILE,

RSN 6. HIEKR O HE]
< FESPIBUE O B B R A I3V DR I A R AR P e TN B i FEARAE D REE IR >
WH . RACIETES YL T LR bmg & 1 H 2 B O#E535,
78, A, IRE, BRSRRIDIGUC, TEF N LT LA 2.5mg 1 B 2 BB G~ ET D,
< FRUR Mk ZEARIE (BRERERIR MARIE K OV MARZEARE) DIRR K UNH-Re il >
WH . RACIETES YN LTl E 10mg 2 1 H 28], 7 BRI DG L2, 1 Bl 5mg 2 1 H 2 [5]
RAEET2,
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4. q&u 36)
FEL T /MBS NAEE 2 HIVD,

(1) I AT RASE T4 0 THEAT—42]
SR E N FEEERR N2t Gl LT 2 3Bk (CV185020, CV185045) IZHB W T, T 0 5 &
10mg FTOHEXANAFT T XAZTEVT 4135 50% TH 7=,

5. 7%

(1) Mo % - R BE P @@ 1
U ERRL
<HBE>Tyh
7wk (Long Evans, I n=3/I 5 (Z[MC]T7EFH % 20mg/kg D & CTHERE O REGLI-Lx
DFARR A 2 AR VA Ko THREILT2 &2 A, #5514 12 RERTE TR M H T & OY
BRTHRLIEL, 0.1 Kiifi ThH-o7-,

(2) % - AR E B
M ERRL
<BE>TYR®
T4 18 HDZ >R (SD, n=1/F ) IZ[MCI T EF P30 % bmg/kg DB CH[ARE O£ 5 LI-L&
DI % ERAOBE A= NT AT TT7 40— IO LTI 82 A U RE IR B OV
HNTIR RO , 4, B S OIS PN AR L Toax 13 4 FERET TH o7, BRI Chax
1% 0.509ug eq./g (FHAMLH Cha @ 36%) THY | HLHAEIZI 5-14 8 REH CHM L AIGETdh -7
(0.072ug eq./g)., H5-#% 8 W CITM VLMD BT HEANE & FIRAT L7220, £5-1% 24 KT
1330 (3.52ug eq./g) BRSO & T ERAIM CdhoTo, #5514 48 Rt TI3R LDk <
R NIRRT/ o7,

(3) Ait~nBiTHE
M ERRL
<BE>Fyh W
HEZ > (SD, n=3/WF ) (Z[MCITE 330 % 5mg/kg O ETHE 10 X% 11 BICH[EFE D
BB LIRS T —a FHIEIC Z0 M, e O R OB Re 2 RIE L 72L 24, 2
H R BEIE P 5% 6 W C Cou (SEEL . TOHOHER I ZIMAE P B REORRRFALEFELIL |
FLHHD Ty (3.7 B 1XMIEF D Ty)5(4.3 BERE) SRIFREE Ch 7o, F7o, Tt i B i 4
HRE XVHEIK, Cra L OV AUC OFLH3HMAELLIZZLE T 8.6 KT 30 THotz, TEF I
L DORIACARITELI P HEBED 96.0~99.4%% 5 | fAEI T SN2 7=,

(4) B~ OBITHE
AL

(5) Z DD~ DFEITHE
MRl

65



<HE>Tyh

Zh(Long Evans, # n=3/IKf ) IZ[MCI 7B FH /3% 20mg/kg O B THIAIRR O 5. L7-&x

DRI AT 2 RRA A Ko TRFT L7282 A Bl KD S IR KRR oA L, B 5

% 12 FERE) = CIT I RE O AR R T M B S LS 10 208 2 7= Rk, JEDE . TH1B A8 B O HLIR iR

ThoTo, BURBEOMME AUC 1XH Thb i<, LUT . /MG B ORRRIROIE T o7z, L,
B K O OMAR AUC 1T BIRIETH -7,

(6) MEEBQHFEEE Y

EMILE A IV in vitro SRR Tl 7E WS- EE 0.46ug/mL IZBIT A MIERE BfE S HITK0
87%THY, EELTT NI IV EREET D, —FH., TEXF VAU H%OENMLYE (TES U8
FE 0.034~0.11ug/mL) Z =388 T3k 93% Th-o7-,

6. &
(1) BB R U SRR 12

3-AF RV =VELD O-PAT AL R OVKERLS T EF Y30 O E72 R Th D,
PEER ML FUAFAET 27 E RN O FZAGEHIEL, EHEEEZ A LR O- AT LT E X
NUBRERT AR (ML) TV, AUCess IZRE(RDK) 25% Th o7z, 7285, MR AR
ECHY OISV A VAVIRESY

RSN TODTEXF N ORI L, O-AT AL, HfER LK O/ UKL O-Bt
AF L, ERILETHD,

o NH: o NH2
\N N \N N
o [e]
N N

OSOsH M1 / OH M2

TEXRHN>

NHz
o) — —
2

%
N
% I \ ~-SOsH

M4, M7 M10

o
-

1
()

OCHs

4
N
\

N

N o M1: O-BEXF L7 N VBB S
@ S O é M2: O-BEAF LT EFHNY
N

o
gz
=
i
o
=

M4 KBE 7 EF SN (RIBFRRTE)

M7 . KBE 7 EHN> (5 NS5 79 LBOD31)
M10 : KE{ERRE A F L7 EF 1\ U ERE RS K
M13 M13:KEBIEO-BEAFILT7 EF /N>

HO

TEFH N\ DHETE KBRS



(2) (RIS 5 I HBER (CYPA50 &) D9 FiE. FEX
EEL T, CYP3A4/5 20 L TGETEHL, CYPLA2, 2C8. 2C9, 2C19 KR 2]2 DEFE1Z/NEW,

(3) DEBEHROHERVZOHE
B RL

(4) REMOEEOH MR UE L, FELE
EMLH ERFHTHD O-HAT LT XV SRR S A (M) IZKETEVEEBO b T e
U,

7. HF%I.E. 41), 42)
TEF PN EZORBIIL, TR R OFEFIIZEAE DA END, B PR & O e 5 04
BOYRMRE 2 AL SOITIHEE WS L WD REMES B 2 5D,
MC-TEF PN BRI AR G- LTc L& | BB SNTHETRE DR 26% ML L TEeL
THEPIZEIN STz, REERO R PRI, 25 7VT T ADK) 27%% G| IR kit & O
I COLMWDFTFHEHBEEIINTND,

8. FSURKR—4—IZBE T B 1EER
TN PREE [ (P-gp) K OSLIETIHEE (1 (BCRP) O IE Thb,

9. EMFICKDIREE
MIRFENT 252 1T CODIME AR B 2 R (ESRD) FF 2 X S MRENT B4 I %33 5mg
ZHER OG- L7cEE, AUC [ XBEHEREDS IR 7o tBRE LI LT 36 % MNLTz, £7-, ESRD &
FICTEX Y bmg AHERRAHG-L, 2 R I MIRENT 21T 728 & | MIRENTE#ICTE
FHNER G UG A LT AUC 1T 14%IK T L7z (TVIL SEyEhisic 55 E 1. iR
FEOHER (2) BRI ChegBS Lz i iR ) S HR) .

10.5ENERZEITHEE

(1) BHEEESE
O BERERE R BT 23 ENE (CV185018) W TAME AT —4 ]

HME RN BB RE R (R (/LT F =220 7 Z 2 A[CLer]51~80mL./min: 10 ) | H14
J (CLer 30~50mL/min:7 #i) . BEE (CLer 15~29mL/min: 7 #1) ] & OV HERE 1IE & % A
(CLer>80mL/min:8 1)) (2, 7&3H /30 10mg Z B [Alif 1 52 5- L7z L X D IAE ke FEHERS M
O ENRE T A—H 5 LU TR T, [BRET I DHEE RS R 5 | B AR & 3R i (24
IR ] @ CLer=65mL/min) . H % £ (24 W§fE] @ CLer=40mL/min) & OVER ¥ (24 FER O
CLecr=25mL/min) D#EERTE T, BHEREDS IEH 7245 (24 IR CLer=100mL/min) & E#ZL
T, TEXRH S D Chrax DRATEEEITENZETL 2%, 3% KDY 4% =<, AUC)-o D E ] -1
EIXZNZI 16%., 29% MO8 38% b 7z, 24 D Cler 73 156mL/min &, FEF IR
A TH, BHERENIEH 2 BRE 50 AUC OHEINZRITH 44% LHEE ST,
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400

— BEEREEE

—o— TEEBMLRE
i —— EEENEE
%,g —a— EEHEETE R
7 B +SD
E°
S
U
N
>
=
55

g =]
80 90 100 (h)

EREORSROmMAIRE (BHEERD)

= ERETIVIZEDCTZE XS /Y Chaxs AUC- DI ETHEITIER

AT T A— s 24(1‘??;1%“ %ﬁfﬁ;ﬁ SITTHEOL | AR (00% )
100 230 — —
65 234 65,7100 1.020(0.914~1.138)
Coax (ng/mL) 40 238 40,100 1.034(0.857~1.249)
25 240 25,7100 1.043(0.824~1.320)
15 241 15,7100 1.049(0.803~1.370)
100 2,749 — —
AUC,. 65 3,193 65,100 1.161(1.017~1.325)
- 40 3,552 40,100 1.292(1.030~1.621)
(ng+h/mL)
25 3,788 25,100 1.378(1.038~1.829)
15 3,953 15,7100 1.438(1.043~1.982)

@ L E R E B (31 2 H B E (CV185087) "W TSME A 7 —4 |
BT T COBAMNE KRB % 2B (ESRD) F23E 8 i, 4 RO M BATIE & 27 e
IRy 5mg A HENE N G LIzl & L TEX PN Smg A HEE - 2 B2 4 B0 ik
BT EAT ST L EOIWBNE T A—H % BREREMNIEH 7o BhE 8 Il T e 5mg %
HUETRE 1 5 LI L D FRMBI IR ST A— 5 LEBIT UL FIOR T, MBI 7343
VEBG UG ERREDS IE R IR L LT Cowe OBTIMEIL 10% KT L7Z—
J5 AUCq-co, AUC- DA IIEITZNEHL 36%. 39% L7 Uiz, £z, TedH &5 2
BEI S IIERT 2 AT ST 8, BTN T B/ S A e 5 Ui L& L HBEL L BT IC
1V Coaes AUCh-co. AUC oD S S EHMEIZFNE R 13%. 14% . 14% K F LI, TEXH 30
DFM VT Z A1 18mL/min Th-7-,
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EHICTEF )]

TEFH /2D Craxs AUCo-w, AUC-DFEETHRITHER
PR Cuax (ng/mL) AUCq o (ng*h/mL) AUC- (ng+h/mL)
FHEE H AR S (L)l AR S (L)l
A B (IEF B RE OB BRE) 125.6 1,265 1,205
B1#£(ESRD B3 (TEFH
P B DRI ) o o A
B2# (ESRD B4 (EATH T 113.6 1,717 1,673

g

S SEIIE D L (0% FHEIX

i)

AT % BIFE®

0.787(0.616, 1.006)

1.165(0.880, 1.543)

1.187(0.907, 1.553)

A BRICKT 5 B2RE

0.904(0.697, 1.173)

1.357(1.066, 1.728)

1.389(1.097, 1.758)

B2REIZXf 92 BIRE "

0.871(0.723, 1.049)

0.858(0.707, 1.042)

0.855(0.707, 1.033)

a ANOVA, b

AR T TV

Con 2 I 8 MU PR | AUC, o - BERRICIRERR T D it 3% v 5 P —Rp ] 8 T T, AUCo- 2 & 7 18 AT RE IRF R T oD 3

T E— TR ] R T T

(2) FreiREfEE A

TR ERR

W2 BT A ENEE (CV185025) ) AL E AN F —4 |

AME AT RE R 2 28 (88 (Child—Pugh A) % OV ZE £ (Child—Pugh B) : 45 8 i) J2 OV
N (TFRSREIE 5 o5 16 ) 12, TE /30 5mg ZHEIRR O #5117 L& (i 4 rh i BEHE
B OSSR BN RE /T A— 2 % LU FIoR T, FFRERERE 538 M OMEERE Al A\ O SR B RE I EERIL T

77
(ng/mL)
Ll —— BEEERSE (Child-Pugh £4875 RA)
—o— EEEE (Child-Pugh 9487 5 AB)
fm 100 —— IER
%
0
L eo
*
42
A a0]
Z
=
E 0
0 — — — "
48 72(h)
HRZOZRERFEOMPREE (RFF#EEeR])
& HEROREBFOEYBIRE/NNTA—3 (FFHEER)
JFHRERE 2 D Crnax" AUCq-" T’ Tyt CLR*® %UR®
R (ng/mL) | (ng+h/mL) (h) (h) (mL/min) ?
E5% (n=16) 123(26) | 1,054(35) | 2.5(1.00, 4.00) | 14.8(10.2) | 0.59(41) | 12.8(4.6)
2 (Child-Pugh A:n=8) | 104(29) | 1,083(30) | 3.25(2.00, 4.00) | 14.7(7.0) | 0.89(29) |19.4(4.8)
H4& #E (Child-Pugh B:n=8) | 115(25) | 1,152(28) | 3.00(2.00, 4.00) | 17.1(16.8) 0.56(49) | 13.8(5.5)

a ST PEIE (BRI %) b Hr il (/M B KA | o B TEEIE (EMER ) |
Cornax: B MAE PR HE L AUCo- o0 2 HEFRAIRE [ ST D S H e FE — IR R R TR, T s B v ITLAE I FEE ) S IR ]
Ty MR, CLR: &2V 7 T A, %UR: JRHEIL R
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(3) FHRRUEE

i L ORI X5 SR B AE~ 0D 2 (CV185022) 19 THAE N 7 —4 |

HME AR 55 22 CEAF (21~40 735%) =40 1], miflin (65~79 5%) 139 fiJIT, TEFH/3 20mg
ZHLAR O B 5 LT L EOSEMBYIE T A—Z DT EHRNT DO EHI % LL TR T, Coas (AFEO
BIFRO DAL T2 (90 %5 FH X A3 EHH 80~125% M) 73, AUC ol LMl TR
UME (32%) &2 7R LTz, E72, ZED Coue KON AUC ool T BPEE B L T, 18% K TN 15% @077,

x HRERORESHOEVEE/NTA—SIDMEEFTOEN (FE R UHERIE )

KyEhE . PR S | BT SRHEEE
PG A=Y " AIRRS) DIt (90 % (EHE X 1)
Con A4 (18~407%) (n=40) 315.4 1.07
i, T
i (ng/mL) S (655% L1 ) (n=39) 337.6 e (0.96~1.19)
i
oo BHE (18~4057%) (n=40) 3,433 _
AUC - i 1.32
(ng-h/mL) | ik (65mE L4 1) (n=39) 4,541 (1.20~1.46)
Conax FE (n=40) 301.0 1.18
(ng/mL) L (n=39) 353.7 Hlk s (1.06~1.31)
el
AUCq-co FE (n=40) 3,680 L15
(ng-h/mL) L (n=39) 4,235 Hlk s (1.04~1.27)

Con: T MLAE PR IE | AUC -0 : ERR KRR ] = C oD if # o P — WRp g th - i

4) BE

REIZE DI RE~ DR (CV185059) 17 [ AME AT —4 |

SAENERER A 55 B (KK (=50kg: 18 Hi]) | HE #E{KE (65~85kg: 18 fi) k O\ A H
(=120kg: 19 #1) JIZ, 7B 10mg 222 R R IC BB 0 & G- LT LS DS BN RE ST A—F
DFEFHRIT DEHE L FITR T, TEF AN ORERITIIAEEOZENFBDO O, EERE
BEL PO U CARARERED Chae XN AUC) ol TENEIL 27% KON 20% 5L | mERER CIEEh
ZI 31% KXY 23% M T U7 ARIRERETIT Lot (89%) 7326 <, mHAERETIZ T (84%) 8%
MOT=D T, BEIN T ZNMAE TIIR<HRNCBEEL TWDRIREMER B 2 bz, £Z2C, A&
P OKRE TR LT EFT N D Cru & AUCoooZ FEBE L7258 5L, SR REN T B ML Lotk
IXFERDIRTE B THY | RO TN EE X BT,

® HAEROKRSHOEVEE/ N\SA—IOMEETOEN (KEEHH)

iy pen sy | ETEIEOK | it
i (50kg LLF) (n=18) 264 IR, EHERE | 1.272(1.075~1.506)
(ngc/'“;;u F A HE (120kg LA E) (n=19) 144 AT BEYERE | 0.692(0.586~0.818)
HEYE(R T (65~85kg) (n=16) 207 — -
i (50kg LLF) (n=18) 2,424 IR, EHERE | 1.198(1.011~1.419)
(nAg[ﬁ:L) EORE (120kg BUE) (0=19) | 1,561 | @ik EMEIRE | 0.771(0.652~0.912)
FEHE(RE (65~85kg) (n=16") 2,024 — —

a) IEMEREREO 20137 — Z AT A BRI LT,
Cones e MR PRI | AUCo-co : BERRACIRF ) T D BT 5 S — IR R ¢ - Thi
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1.2 0t
L

ARSI 6 HE L O ]
< FESPIBHE O B A B R ISV DR I A R AR P e TN B i SEARAE D REE PRI >
WH . RACIETES YL T LR bmg &2 1 H 2 B O#E535,
72k AR, IRE, BHEEEISC T, TES N LT L A 2.5mg 1 A 2 [BIEE~HET D,
< EpRiM AR ZEARAE (RERFRIR MARE K UVIT A FEARIE) DR OB SR IH >
WH . RACIETES YN LTl E 10mg 2 1 H 28], 7 BRI DG L2, 1 Bl 5mg 2 1 H 2 [5]
Y RE A N
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VII. 22t (ERLOEES)ICET51EE

. BEEANBLETDER

1. B
=N =]

<ZheELE>

1.1 FFOZREICEKYVHOMNERL, EELHOOBEICIK. REICEZEETNLHD . FF
DERIZH=->TIL, HNDOEEMEEEEL. AFIREDOBEFHECHIRTIL, A
FlICkBHMYRH%E EREICTHETE S IEIRITREILIh TR0, AFIR 5 ik, @
BEREICETIREMEDNALST | HMCEMEDBREEZTFCHETH L, oD
BELSBOHONIHEICE. ELICEIGREZITIC L, [22,23,7.1,7.2, 81,82,
8.11.9.1.1,9.12,922,924,13.1, 132 B8]

<FRARIM A2 AL AE GRADARAR AL HE B Uit 42 AL SE ) D AR R B FRINFI >

12 HH-BENFESH IV EEHERELOAICKY., ERIEAICmENEL, #ROE
BICKIREAHOONIE TN H D, BIKMISEIREEREL-BEN, BENDT

—TILVBED, L LT EH-FESNFE X IE#ERZ B OZOESX. AFOREE
Bz52¢,

[fza]

<ZheedLiE >
ARENOE GIZIOHMAREL, 2O MAEERG AT, LEICELIBENARSH D, L-
WoC RFIOMEICHT=> L, AFIE GO G2 EEIHET 528, RFNCED MY A2
Z LM RTAT CE D HEE ST SAUTU VU2 | A G- F i i B ] | B - D ATl oD 7

Ab, HILRR I ORBEE+ R T B, Fho, SHBOBIERTED bR
b CHEY LA 2L,

¥ BEIIT S, BT i, g P i, PR | g, i R OV 5 5 0D S 73 i D1
EAFRDONIE AT, ERISERE 5108 52L,

< Rk AR ZEARE (VRERHHIR MARNE K OV AR ZEARNE ) DI B U S HIH] >
PUBE S PR TE S HE - BRI RR IS 2 OF T L7 55 60 113, RIS ML Y A7 2 RS
IR SE DFRRR PR R IR A B T B 2NN HDHIDRE LT,

WA T — T VR E | HE - RS R SO TEHEZR 3% B DR\ E R AREI D 5244
2_6:&0
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2. EZRBELTDOHEA
2. 2 BROBEIZIFZELEGNIE)
<hEEHE>
2.1 ARFORSTx LEBEUE OB E R OS5 B
22 BRARPICEEE 2D MAEROBLEF [(HiEB R T2 0H5, ] [1.1,8.1,8.2
Z ]
2.3 (IR EE S B M OB R A B 2722 i ) A Y & A7 9~ 5 1P AR AR [T il oD FE R A3 Ok
THBEND®D, | [1.1 ]
<FHREEMDBEHESBEICHSTHEMMERZE PR UL 5 EZESLE O FAEIH >
24 BAREIVLTF =207 T A(Cler) 15mL/min A0il) OB [9.2.1 2]
< AR M2 A AE CREPEFAR M AL AE B U A M AR ZAREE) D SRR R B FINHI >
25 FEEOEMEE (CLler30ml/min Ajif) DHBZE [9.2.3 ]
[z
<%heeILiE>
2.1 EIFLO—EAEREFIHEL CGRIELZ, AFNTIILL T ORG D3 5 A Tns,
FRGy TEX N
BINA: BARILRE e rn—R 7aAH L Aa—AF N L TUULVERERTRY L A
TTV B~ XY L e uin—2 UK., B {bF &2 T BT
&= TR b8k (2.5mg FEDOAH) | = R b8k (5mg FED Fx)
ZIHD AT TR BUE D BEEFE DB 5 B 12T, AFE 5 LI,
2.2 RENIPEEEAITHLT-0 | BRI E 72D D865 B AR Z G358, Hif
ERETABENDRHLIEND, REL,
2.3 ERRAYICEZEZR M MY A7 EE, Bl L7258 10l bk i 2Ss MEECEE O Him 24 U5 A
REMEDBH LI BRMRIEEFE T,
Bil) BB FRARE . B+ ZFEME . R, B e MR
FARMICE B Y A2 24 3 D HFE R N ESIZ MR EEE 5 A2 %A fid T
iU 22 3@ <72 WTREVE DN D, ZOD72wh | T R BERE 5 H K OGRS B B 70 H 1fn )
A% T HNREERE | ~OERFNOE G, FFE TERWH MY RAZ 2 LD TR 05
ZEMD, RIELT,
<FEFRBUEMOEMENBE BT DR MAERN AR & OV B ZEARE O FEMH] >
2.4 FEFRBUENELEMENBEE CTEARE (LTI =077 70 A 15ml/min Ai) O BE (%t
T oM RN FRELT,
< ERAR f e ZERRE (BRESEFAR MARE K O AR ZEARIE) DIRIR & OB Rkl >
2.5 FRARIMLARIEMIE BE CHE DB EE LA 2 EE TRT 248 O HRRER AV D72 =)
RIELT,
72K W R AR SEARAE (0 S R AR i K OVl AR ZEARSE) D IR K OV FR Il
TiE. BHREZ IR L7 B R E SR E SR8 FERBUEM OB R E ok
1F 2 R PR 25 R OVAR By PR FEARIE O RIE I S X B p o - S YEA R E LT,

73



3. DEEXIIZHRICEEET HFE LT DER
V. IBIRICETAIEE 2. 808 U R B AT | 5 R

4. RERUVAEICEEY HEELTOEH
IV IRFICBIT DA A TIER O R B Y B B

5. EELEAREELTNDER

8.2

84

8.5

8.6

8.7

8.8

8.9

8. ERLGEFMIE

<ZheEE>
8.1 BEEAEMRAE (T rhr B W] (PT) | [EBFARAELL (INR) | fEVEALER Sy b IR T AT

Wi (aPTT) 28) 1%, AR OPEEEREA T =2 7 HRIE LI bR | RAI# 5
F ISR A5 D+ BlER A28, Fio, MBS U T, MEE (~Erue
M) BRI OREE EHL . SRR~ B AR ML O T 2 0 H 8 & e
W HTE, MEIRAIZIEE 222 H P/ I O DR O TG 2 AR O 5%
kL, O R R AR T 228, £ JERITISC T, MR EL1TH 28, [1.1, 2.2,
11.1.1 2]

BT, S, BRI, g P, d PR PR, i M OV A | S e H ifn D1
RO LIS 6 ERNZEE T 5I0fRET 528, [1.1, 2.2 ZH]

8.3 HUIM/ MK 2 FE DGR IX, HI) A7 0BT K2 BZFN 03 H5720  KHF|EDHF

RIZOWTIEESBIEEICHRETTL ., 1BE_ EOFRMENEREE BRI Sh =550
I, TNHOIFEFNEDF AT 528, [10.2, 15.1.1 B ]

EXIVKEETLARI (DL 7 7020 ) MBARFI~EIEZ HERIIE, B X KEETLRI O 54 H
1EL. PT-INRZSFEFIEEEME O A Eh AR T2, 0K . R R AR ZEARE R IR IR
DT IRKHE/ 2> THOARFN OB G2 RMGT 528,

AHIHEZI KGRI (D7 7V ) IZEIER 2 DERIZIE, PT-INR 2Ma#IkO TIR%
R HETIT AFKNIET LT 7V AT 528,

DO HUEEE A QEFHD) DOARFNCEI 2 D546 | IRENZE 52 T EL TWZRE £ T
WlEZd <, AR OB G ARG HIE, 12721, PUBEREA] (~/ V%) OEHeesED D
Yl 2 DA, Bt sriE o 1k LRI AR OB 52 BRE 528,
AFNSAOFLEEE A GEHF]) ~UIVEZ 25813, WRIENCE 542 T EL TV R =
CTHkRZ ST T, Y02 DA O G54 BthT 52k,

R TR LR BB T 2 e 95 B3 Tl BE O HIY A7 LifiAsY 2271 2)E 0T
AR DG Z— k4528, HfCBL TRV AZ UM ASREH) T2 b —L 38
AIREZR T R R A a3 235-51%. Al 50200 7e< &b 24K ] BL D kR%
HIFHZENEEL, Fo, ML TH~ @AY UL ERR I E E e iz # 25
BENDGLFAM R AT H A TN T 585 51%, filal#E 5015072 &b 48R BL Eo
MRz dHITHZE, 7ot MENDSU TREBRIE (~ U ) O HEBET528, Ba
EETHPI RN P A2 E T 588 Tk, BAaMkE MM A7 B3Rl THDHD
ChE B E T DL,

REREI AT R IR PR IC LD B ERIE (BRI A& 1) O —Iey7e 1k 1E, FERRSED
YAV EMRSE D, FilitciL, BF OBERAREBICRBEN e H A3 eV 2 A fEE L TH
5. AT R HESCONC BT AL,
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8.10 £ ¥ LfrfﬁriﬁW)HEiﬁﬂ%EPJt?Lé EDILNIS T e IREFEE 2T 528, ARIZR

HALUENZHEIZE, KOWEEZTIC 1 BEZARAL, Z0%EHFERY 1 B 2 [
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DL HREED EF-9 2 aetE 3 &Y | DGR KT D2 10305,

(2) BHReEEERE

9.2 BEHEREERS
<EHEEMHODEMABEREICHTAEMMEKEDR UL SR D FRE NS >
921 BA £ (CLcr 15mL/min X&) DEE
B G UINZ &, B A4 (Cler 15mL/min i) O BT 25t L LT A 2hi o OV 4k
EHREL U IR R BRI L EML TR, [2.4 B -]
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M7V 7 F LR AR —E BN 1(2.5)

EMRBLOLERESE 1(2.5)
AIEHIH R 1(2.5)

FEIR 23, MERI L OMENR i E 5(12.5)
£ HH I 3(7.5)

i SEAR ST 2(5.0)

KREBLORE THREE 1(2.5)
KT 1(2.5)

B2 T H i, 1(2.5)
SR 1(2.5)
FZJE O A 1(2.5)

& EE 2(5.0)

1 2(5.0)
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& BIERDOFEIRERE (AMPLIFY 38R BSMEBI D AH) (BhEEIBINA )

TR S B A E ]
22 LR R SR B B 2,676 il
RIVERR LG GEBLER) 520 $1] (19.4%)
s memiR || E A
franen (EHLE) R (& BLE)
BB E 136(5.1) 1 LR A K SR SR B 0 3(0.1)
P H I 23(0.9) R ifn B 3(0.1)
B 15 £ 1f 16(0.6) T B ER SR N 3(0.1)
EEYTIN 14(0.5) A~y N> 2(<0.1)
LR R 12(0.4) =il 2(<0.1)
G 10(0.4) B I BB 2(0.1)
T 10(0.4) IR D 2(<0.1)
¥ HH i, 10(0.4) M 7L T7F =0 1(<0.1)
iR G LN 9(0.3) PR T Sl 1(<0.1)
ARG 8(0.3) FBIR HH R B 1(<0.1)
15 H I 6(0.2) [ B2 VE L 38 1(0.1)
A 6(0.2) U —F N 1(0.1)
537 4(0.1) UL SERERHE N 1(<0.1)
R IR 3(0.1) RN eyl 1(<0.1)
B 3(0.1) R—t VG 1(€0.1)
1 PR 3(0.1) R I ER > 1(<0.1)
TS A PR 2(<0.1) R H R L BR B R 1(0.1)
M Nz 2(<0.1) W& 39 B 1(<0.1)
25 2(<0.1) M i ERZ ek 1(<0.1)
X 2(<0.1) H i BRI 1(<0.1)
R 1(<0.1) K EBI O TS 71(2.7)
T RE IR 1(0.1) 5 15(0.6)
FITFH HH ifn. 1(0.1) Jii B 14(0.5)
+ % 1(<0.1) BEAR H i 10(0.4)
BLO 1(<0.1) EOEESE 7(0.3)
B . 1(0.1) B FENE 6(0.2)
HH i 1(0.1) EOPEM R E 5(0.2)
H ke 1(<0.1) Y MERIE 3(0.1)
AL 1(0.1) B &Rz s 2(<0.1)
/1N i, 1(<0.1) TR 2(0.1)
FER R, MELEs X UWERREE 92(3.4) BT 2(<0.1)
£ HH I 63(2.4) B i, 2(<0.1)
W& Ifn. 21(0.8) R & ifn A 4% 1(<0.1)
I ) 5(0.2) B2 1(0.1)
Jioli=erg 5(0.2) EE R 1(<0.1)
it ZEARSE 4(0.1) PR HE I 358 24 0 HE 4G ) 1(0.1)
DAL 1(<0.1) SRCPR HH i 1(<0.1)
(oY N 80(3.0) SETE 1(<0.1)
MH LT F o RAREF—EHN 16(0.6) ARG A2 1(<0.1)
TI=UTIINT AT 25— PN 14(0.5) A=) 1(<0.1)
y =T INAIVNT VAT =5 —P N 12(0.4) e 1(0.1)
TANRTEVET S )T AT 27 —CHIN 8(0.3) PrR— 1(<0.1)
s B 700.3) A 0 AR E 1(0.1)
~NES B D 6(0.2) E i3 1(<0.1)
fLH 7 L B URAT 72— HIN 5(0.2) R EE 55(2.1)
REHM 5(0.2) GIEpES 25(0.9)
I H R BB 0 4(0.1) FEMED F 7(0.3)
SR RE AR A 4(0.1) 5T 4(0.1)
i =L 27 m— L 3(0.1) KR =2 —m T — 3(0.1)
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s memiR || E A
AR (FEHLR) s (FEHL=R)
SR 3(0.1) mEEE 40(1.5)
JiiEqangu 2(0.1) 1 & 20(0.7)
HH o 1 2 2(<0.1) TR R A2 9(0.3)
ZH—a—nF— 2(<0.1) 1A B i (A 3(0.1)
SN 1(€0.1) HA I 2(<0.1)
R L 1(0.1) M AESE 2(<0.1)
JEARAE 1(<0.1) ExQ) 1(<0.1)
A A i A 1(<0.1) 5 I = 1(<0.1)
EEHR 1(€0.1) P e PN 1 A 1(<0.1)
ROk 1(€0.1) KIS 1(<0.1)
MEIR OB 1(<0.1) MEBI RV REE 36(1.3)
{BER 1(0.1) i 11(0.4)
—IE ML i T A 1(<0.1) I/ IR R 9 11(0.4)

EE, PERBICLESIHE 54(2.0) T B ER S AN 3(0.1)
A5 34(1.3) BRR 2 M 3(0.1)
Bl H 5(0.2) M i ERJE D E 3(0.1)
ZME 3(0.1) A BRI 2(<0.1)
LI 1 HA . 3(0.1) 5 3 M i A 2(<0.1)
BIER=R = 2(0.1) ~EZBE VAR 1(<0.1)
IR 75 /) [ ol fid 2(<0.1) H I PR SR A 1(<0.1)
FZ T i fE 2(0.1) V2 RERIBE 1(<0.1)
SMEE i fiE 2(<0.1) A ERIME 1(<0.1)
BE 2(<0.1) 1F (0 25 1F R 2 i 1(<0.1)
SHIRE 1(€0.1) BRBIUIREEE 35(1.3)
R E 1(€0.1) Bz 32(1.2)
RS 1(<0.1) BEIR 1(<0.1)
R 1fn i 1(<0.1) BRA 1(<0.1)
MG HH i 1(<0.1) AP A4 1(<0.1)
JilIGEgi=YE 1(<0.1) B Wi 1(0.1)

EFERBLOLERE 49(1.8) B ERRB LU SRS 31(1.2)
A% 33(1.2) R 6(0.2)
A HH . 10(0.4) VU e 6(0.2)
RIET- = Hif 6(0.2) 5 PR 4(0.1)
ER=gastiil 2(<0.1) e 3(0.1)
H BN EEE 1(<0.1) B A SR M 3(0.1)
R4 1(<0.1) W 2(<0.1)
it R 1(<0.1) REHfEAR 2(<0.1)
Fi%E A % 1(0.1) 75 P PN HH 2(<0.1)

—fik EHBEBLOREHAORE 43(1.6) e 2(<0.1)
ARG PR IE 9(0.3) RAFI 2 1(<0.1)
A 1 8(0.3) TRIRE I 1(€0.1)
957 5(0.2) i R 1(<0.1)
Elk 4(0.1) k=R e 1(<0.1)
i 3(0.1) 7S L 1(<0.1)
FEEL 3(0.1) RFBIOREEE 19(0.7)
HESTEBATE TR 2(0.1) EalL A7 a— )L iE 4(0.1)
5y 2(0.1) 1 I 3(0.1)
fitaJa 1(<0.1) AARIEGE 2(0.1)
TEB T 1(<0.1) &N M LE 2(0.1)
% 1(<0.1) 1R R I8 IS 2(0.1)
FESHEAT H i, 1(<0.1) TIYR— 1(<0.1)
(e ysNRe 1(<0.1) 7L — LAt 1(<0.1)
FE M T 1(<0.1) WIS 1(<0.1)
Hig 1(<0.1) I 1(<0.1)
1.8 22 AT 1 1(<0.1) R i g 1(€0.1)
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:ig;ﬁ . i :ii;f;ﬂ . E A
A FEELF) AR (RELF)
&R Z YRR fE 1(<0.1) ILMiREE 4(0.1)
(SR WIZPN (ki 1(<0.1) B AT ZE 1(<0.1)

ARfEE 11(0.4) F7 )= 1(0.1)
i B 1, 700.3) DR ZE 1(<0.1)
I . 2(0.1) N3 1(<0.1)
SR HH 1. 1(0.1) FRBIURKEE 3(0.1)
T 1(€0.1) EIEREREIA 2(<0.1)

EREEE 11(0.4) Hug 1(0.1)
THRE 6(0.2) BYSERB I OE A HAE 2(<0.1)
2O 2(<0.1) e Bt 1(<0.1)
R 1(<0.1) 2 R e 1(<0.1)
K[RAET 1(<0.1) B, ENBIOHMAHOS & 1<0.1)
HHHEEORE 1(<0.1) ) (BB LUK —T & 10) :
RTERR P 2 1(<0.1) YR 1(€0.1)

Hﬂ:ﬂﬁiﬁ%ﬁ%ﬂ 6(0.2) MedDRA Version 15.1
FERgRE 2L 5 3(0.1)

REHH > 1(<0.1)
RENAIF 1(<0.1)
SR s 1(<0.1)

9. BERERKRICRIZITEE
BN

10..B8EHRE
13. BEERS
131 fEK AF O R 52X, A7 KT 5, [1.1 B3]
132 WE HifOMENGRDONIGAITIE, @MYL EZTTHZE, o IHERICEDALE
BERTHIL,
HMENBEEE R A IZFU VT, ASA 20mg 2% O 544 2 & O 6 REICTER PR R A4 D B 5L
Tol& TEXY R0 D Crnl T LI o723, AUC 1349 50% B OV 27 %K T L., 14k
BN TIEPE R FERE 5-0FD 13.4 FEEID 5.3 OV 4.9 BEEICAEHME L7 -5,
MIBBEHTIZEDBRENIH R TIER0,
L U7 B A iE SER IS U TOMRFAY IR o B st M oW % BB 452 L,
[1.1,16.6.1 &#]
(]
WP GRFOREIR | ALEIZ DUV CREHk LTz, il G- RIS TG M R 51280 AUC DR L Y
TR N MG 35720, B 1L L TR ChD M REMER 5, £7-. RIWIEZHE (ESRD)
B OMMABRZET DR BRABROFE R KD | MBI IAFKI OBREITE FTlEaw,
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MERALDIE

14. BERALDIE

141 FHIZFFEROEE:
PTP @D IANT PTP > — e DEWH L TR 2E5 884528, PTP 3 —hOREAK

(XD OSSR IEREA~RIA L, FIZIT A B I L CHEBRIAR ZE O EER A0

JEZ DT HENDD,

[z ]

PTP @ 2EDFRER S, 1072 | TPTP ORI RIZOWT) CERL 843 A 27 B H 3EE 5

240 7)) IZHID | BRELTZ,

12.ZDMDTE
(1) ERERERICE SIS

15.1 ERERfE AICE S<HER

15.1.1 B AR ANZE Lo RV ERERE GERED B ORI IR - DY) % G & U7z [ B 3 R e PR 3
BRICIUN T, AHlbmg 1 H2[EIFEE 7 T BAREED L M T O T= 03, AFIHE CRERIC
HEERHMOEIMNARDONIZZEEND | BT R IR E 72 o7, ZoRBR T
IFEAEDBETT ALV T e AP/ IMIEED 25 E D OF M T T
VW29 8.3, 10.25 R ]

1512 WM BWTERSN 35K OV —F 2T o Far 7S i PF I Hik, Hi
B2rVazuT Ay I HUK) OWT NGB EGVET, MARTEDOBIERHLH A MEEHu ik
B FB G 2 G b LT I B VR FR AR 10 Bivke .i()/\“—uaf‘"j‘/\/)ky/l/77)/@
HEBREAE 2RIV T MR ZERMEA R hOFIEMN, UL 77U RE6 14T
DL D ST DITKE L, VS —mSe 48U BECIL59 M1 1 7451l _umgmmmi&i
W™,

(]

15.1.1 P/ MR Z2 O L CD 1O OIE R, FELIME R A IHEEZ A T D \AVAZ 725
PETREIE R RE 2 B &kt G & U7 [E RS L [R5 AR ER Clid, %«DEE%TTXE ok
F BV ARG IMEIED 2 B EO PR (A AR ABERF 1L 1ZET X TORER
2 FIOFRER]) 25217 TERY, 7“3-122“\‘E¥ézttf\“f7t°%%/*‘:/ﬁi&:k‘b VC, Ak
DEEIMNHENT=ZEND, RER TP RrEnT-,

15.1.2 LoD HALRE O HTEE I B 1T DM I R SERE L.

(2) FEEREREABR I E D IEH#R
RIESI TR

AzRENT-[6. R O &)
< FESPIBUE O B B R A I3V DR I A R AR P e TN B i FEARAE D REE IR >
WHE L RATIETEFR PN LT 1| Smg & 1 H 2 B A#% 545,
k. Fln, AE, BEREIDIGU T, TES VLT LA 2.5mg 1 B 2 [ 5~E&ET5,
< FRR Mk ZEARIE (FRERERIR MARIE K OV AR SEARE) DIRR K UNE-Re il >
WE RANETESY N EL T A 10mg 2 1 H 2B, 7 HREBAOHEES L%, 18 5mg % 1 H 2 [A]
542,
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IX. JEEREREBRICBE9 SHIEH

97

1. FBHER
(1) EZhFEEBHER
[VI. SBT3 2 H | &,
(2) REMEEEHR
B Y FE/ . & PRI/ e ex
AP ES F BeH Ik (mg/ke) s BERe & A
OMLE hERG 7 ¥ | in vitro 3. 10, | #%Y | -hERGHVYLEBIRICKIETIEM., /27
(BXZEH | RLFEBLH 30pmol/L | ARL | iR O DTS BY AL
) il THIEMAE RS -oT2,
YR | in vitro 30pmol/L
IR T
e
INIIKEEA A4X/E— | £&nQ 0. 50 He2 | DB ARTA—H K OMATEIRE IR 5
(FTVANY | 7V HA[A] 1 2 BT LT,
—) (e JPR 1)
RN 0. 1.25, 7 3
HA[A] 4.0 I 3
TN AX/E— | &0 0.5, 10, He6 | -0 R AR R K ORI SR~ D
AR | L 3 H 20 I 6 WENIRD BN T,
&R (1 A 11[E)
(3) Z DD FEEEAER
Y ER L




2. SRR

(1) BEZE5EESER 0%

~UA (K

TAHLIY, DA

BEEMNIEF

(ZHWDIES >

(2) RIEHEEMEHER 0

TR OA XA, ZNE iR 6 » AMERO 1 FRERD#EE L, uxfzh@%b%fr;ﬁ?
PEN O 73 B8 e BB L 72 673 H i
DO LIV FEPAE T A D<A
WrL7pnao7=, etk

b AR

IXRAFTHY, =R
7ehoTe, PT N aPTT OIEE 725 TN HIMIRE ] O IE = 2355
{b&&E 250, G i Mﬁ i{#bfmwtq‘:ﬁ% FEMERIT R &I

e = )

x5

7 & 4,000mg/ke) . 7 b ([F] 4,510mg/kg) & O % ([F] 1,500mg/kg)
XRAFCTH-T=, YL 2 FINIETL, 1 FlEREE(LIC X0 YN B LT-A3,
FERNIER MDD EFE A2 H &2 2 AL, BRI O AR JE O REREIRIR G K O 7 &% P30
D FXa BHFEERICE DO RS, 723, VLT O- AT VT B P U R fa A R Ol
TERL, TR WA IET S L LGl TRV e B 2 D2 2SR
LU TAXEEIRLT,

I T DR Ll R HELE BIFAeMEFEELEO L (AUC) X, Tvh 6 1 HERk 0 & 555
PERRER T 11 5, AX 1 MR N TQ’?‘%‘@?ﬁE@ﬁ’C“ 44 5 TIHoT,
HL5 & T
7 % v

B/ | e ER BeT A (mg/kg/H) (mg/kg/H)

SD Sk /3 »HRE 0. 75. 150, 300 300

SD vk R /6 9 H 0. 50. 200, 600 600

v—2 LK B0 /3 5 H 0. 5. 10, 20 20

N /1M 0. 10, 30, 100 100

W2 B THE LA

(3) BiEEEHR
2 DR SR E BB K O, T v A =— A AAZ—JIEHfE (CHO) & WD e o
FLHFRER (in vitro RBR) | T VIMEZERBR &L Y, 7 b 1oy H B A GIZ LD RMIMY oS ERke
R FER (n vivo 3UR) OFER, Wb RIETH 7o, ZNODFERND, TEF V30130
(aE U  SR VAN Vs i1V

(4) AJRIERRER ™™
CD-1 ¥V AT SD 7/1»%3:?@ VW2 2 AERE (104 ) IREEE G BROFE R, W N OB RE T
b, BB E U IR A EBHEETRDOONT, TES T SR ARIEIT 2 EfE
LTz, ¥V AILHIT D ﬁﬁ%@ 1,500mg/kg/ H (1) X T 3,000mg/ke/ H (M) 1. 4 60kg D
EMZIBT DEFRHESE H B D24 9,000 KON 18,000 fFIZFHH4 L, AUC 1R AUC OENE
2 KNS (5 ThoTo, Flo, 7y NMCBIT D E H&D 600mg/kg/ HI%, ERAHESEH &0 3,600
FHIZARY L, AUC 13BN AUC DK 11 5 Th o7,
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(5) ERERESHHER
O HERE K O R ECOYIMIIRIE LI B350 ™
Z v NEEBR B AL RE K OIS AR 12 T B P& I KD B TR b Ve -T2,
HEFEMER D 600mg/keg/ HIZRTHIEK OMED AUC 1%, FEEHERE & CTorh AUC OFNZE
NIER N2 5T,

BEE MR (mg/ke/ H)
i R /4
e AR /2 1 e 11y T Tugner T
K11/ SR 2 A~ EHE R A o
SDFvh | M ASH 15 B AT~ IR T 050,200, | - AEIL600 | oy it 600
IR 16 F (275 ELIRH) 600 FEFR AR 1600

QIR IR 3 A B2 ekl 1B~

<A, TR X E AR RO R E A BBV, TES ARV EICEAIR R
EFAE DB DR RO I AENTFRD DI o7z, B CIET e OSKEIEA IS
&% PT IEEDFRD BN, IR MR VER AT BE RF S/ o7, o, KEEIZB
TR AFRGRBEER) . BIR~DOTEX AN OB ARSI, 2B, 7HXD
RO TIX R 7B AU OREEN GO o727 | T X O IRNE 5 K Y
< ADRE A G RERE LTz, T M O~ AR O MM B30T 2R8I D AUC T,
ERRHELE B COEN AUC OFENZEIL 5 BE LN 12 {5 ThoTo,

- . Beh & M (mg/kg/ H)
e/ Rk Be 508 /P - (mg/ke/ ) . P
O/ 6~15 H — W% EE 1,500
CD-1 <74 0. 600, 900. 1,500 1,500
VR G 18 B LA E IR AR 1500 |
_ o /iR 6~15 H 0. 100, 300, 1,000, | —f¥#M:: 3,000
SD 5+ 43,000
77 (IR 20 BT FELIE) | 3,000 HEFHFEME 3,000 FEAETHE 3,
L |BAa/ER 7~19 H 0. 60, 180, 500 .| —#%#:M::1,500
NZW : &R M 1,500
7 (JTHE 29 RICHEELIBA) | 1,500 AEHEFENE 1,500 FAERE
FrRPN (R [EIERAR) / P
NZW 7H |#EHR 7~19 A 0, 1.25,2.5.5 @;:@:5 RAFE 5
(0FH% 29 HIZAEEYIBE) P

QAR & AR OFR AT BN RHAOREIZ BT~ 25 8k ™
Ty e HOWCRBRIZIB W T, BB BN L2 >7 200mg/kg/ H UL EOHET Fy it
ROMEZAZ RO T K OFFUE SRR OAR T 2R L IZFRBOHAVTZ D, sk i s fE D
PN T S flEZ DTN T EIDRRE THY | R o AUC 23ERRHELER &2k 1T 5
AUC @ 14 LA B 32 ERE B COHGRD LN AT R THDHI LMD, Eh~D I MEE
IRV EE 2 BTz, BEE K& OV AR VR o TR B2 381F D AUC XEFIRHESE H B CToeh
AUC @ 15 %, A W o fiEmEME EIZ351F 5 AUC X AUC O 4 {5 Th o7z,

- . ESaa A (mg/kg/ H)
EUL7L Ve Be 508 /P G- (mg/ke/ H) e R
—fB7EME: 1,000
SD Fvk BO/MEE 6 BH~E 20 H | 0. 25,200, 1,000 | —f¥FME:1,000 | AE#E7EM:: 1 1,000
I 25
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(6) BRI A HER
B AR B SRR RS 2SR 1 THDT20 | R TR RBR 3 52 hE L 727~ T,

(7) T OO H*EN
Oyttt ™
Balb/c 3T3 ~77 ARRMESEANIRZ 2 in vitro YT ERBROKE GL, UVA BT K OFEFR 5
T CHIRRATEROBANI AN T, TEX I ST EEZAE SN EE X BT,

O AR
FHARAR R SR ~ DA R 3 DAL N A BN T, TEF VAR DI A~OBITITIERNZ &5
FhL72h o7,

@FLR MR

T R D B RIS DA D TR IR T2 e DB EREL R o7z,
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X. EHEMEIEICEAYTSHIAEE

. BERE S
L CURPUDZE 4228 S

e SRRV IVFE AL O Nt
HERSY B4 LA

. BHAR
H2hHIH - 367 H

. BERETORE
HiE IR IRAT

. RV EDOFEE
L

. BEMITEM
- BEMEELTAR:HY

cL<FTVDOLEY:HY

- ZOMDBE AT EM (RMPO R E « FEHaFHZY A7 i/ METE B DO 72D IV ER S LT &) -
DEARENC LD ZE TR T B D720 I 2 ) 2 — A EEE IR S B S A~ (NVAF) | #kif ke
ERIEDTOIZ T F 2 —AFEL RSN DBE S A~ (VTE) . bIzliX, =VF a2 —RFEIZL DT
BRI IE AT COET (M)

. Bl— 5 - RxhE
FIZhHE TN T 7V BT A FETNT T X T — AR 2Vt RS b Vgt
AKE, Vs —axtoNy

. ElfREEEA R

2011 45 A 18 H (FkJNHEA)

(7]

[ B A 0T . I BT 4 AT B TR |2 31 D R IR AR ZEARSE O FEAM ] (VTED) | 23 i
ELTC, AR E RS LI,
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8. WERTREFABRVARES . REELNRFABR. RcFHMFEAR
RO B R QKR E 5

W5t BOERE AR A A KA =
TUF 2 — A5 2.5mg 2012412 A4 25 H 22400AMX 01496000
TUF 2 — A 5mg 20124 12 A 25 A 22400AMX01497000

A FEEHRAFE A H

k544 A VB A B
TUF 2 —AFE 2.5mg 201342 H 22 H
TU¥ 2 — ZBE Smg 201342 A 22 H

Hr7e PG H H

k544 R 7EBRARAE A H
TUF 2 —AFE 2.5mg 201342 H 26 H
TU¥ 2 — ZBE Smg 201342 H 26 H

9. PhEEXIIZNREMN, BERUVAEZEFEMNMENEFERABRUZTOAR
NRE X Fh . FE L OVH EIBIAGRAEH B :2015 412 A 21 A

ENIISY AWkl =BEESPIES
(o R LA ZE AR (PRER R IR AR AE My OV AR FEARAE ) DTEIEE K OV PR FE #0116 |

BINES- EL O &
< FRIIR R FEARE (TR B R AR M AR S K OV AR FEARIE ) DRI S ONFE3E ) >
WH L RANIETES PN T LR 10mg 2 1 H 2 Bl 7 HEREOESL2%, 1 (8] 5mg
Z1H2EEOEET5,

10.EEERE. BiMEERARFEABRVUTONE
MEABIREIFEAR SfM446 A 24 H
PRI, ERRERR SO S AR OO RS BT DIEME SR 14 455 2 THES 3 75 UK
TR HEH) ADBADWTIUTHEL LR,

1M1.B5EE M
< FEFRRENE O T Eh BB (I3 T DR MR 2 o e ON 4 By P FE AR A 0D A i) >
8 4EM] (2012 4E 12 A 25 H~2020 4£ 12 A 24 H)
<RI AR FEARSE (AR ERIR AR E J OV AR FEARSE ) 0D VR B OVFRs A >
RO FEELIR O AN (2015 48 12 A 21 H~2020 45 12 A 24 H)

12. 3 R HIRR I2BY F" 1Rk
ARFN, B ERNCBIT DI RITE D B TR,
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13.&E1—F

LR

103

JEAE 5188 AT S v L7k
e /_‘]}H: ki . - 1T 5 Sk .
B e s e — e (v) a—p) | TOTOMES | o
100 %&
(10 4 X 10) 1222494010101
140 $2
1222494010201
TU% o — 2| (14 5EX10)
3339004F1029 622224901
2.5mg 500 5 1222494020102
(10 £ X 50)
500 §E
X 1222494010301
OfR)
100 %&
(10 4 X 10) 1222500010101
140 $2
1222500010201
! — 2k 14 $£ <10
x Y% a—AgE| ) 3339004F2025 622225001
omg 500 5 1222500020102
(10 £ X 50)
500 §E
X 1222500010301
OfR)
14.RIRB(AHLEDEE




XL 3k

1. 5IAX#R

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)
30)

FENE L U 2 — AR (LERER 2012 4 12 A 25 HA&GR, CTD 2.3

fﬁ:ﬂﬁi%ﬂ A AN B OO E R Rl N BRE (2 35 1T D LR e 53R 2012 4F 12 A 25 HK
28, CTD2.7.6

Frost C, et al.: Clin Pharmacol 10, 153, 2018 [EQB8-0188]

Yamahira N, et al.: Int J Clin Pharmacol Ther 52, 564, 2014 [EQB4-0054]

Frost C, et al.: J Clin Pharmacol 55(5), 549, 2015 [EQB5-0045]

FENERL : AP R AR E B (St T 2 & OWTE 2015 4F 12 H 21 HAR,
CTD2.7.6

Ogawa S, et al: Circ J 75, 1852, 2011 [EQB1-0052]
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FRIZLOARHFEN 2SI, 2011 4F 5 HIT&GRSHL, KIETIE 2013 4 5 HITKRHFEII,

2014 4F 3 A TGS TV D,

F72., SPAF IZOW T, KE KO EU T 2011 4F 9 HIZAGRHFESIL, KETIE 2012 4 12 HIT,

EU TiZ 2012 4F 11 AZEABIN W5,

VTEt (229 CiE, KE KO EU T 2013 4F 10 HIZ/&GRH BN 28 L, KE T 2014 4F 8 A2,

EU Tl 2014 4F 7 A ICENEIVEGBEN TS,

EU RUKEIZE T 5RFXERE

[E 4 European Union (EU) United State of America (U.S.)

e aw Bristol-Myers Squibb/Pfizer Bristol-Myers Squibb Company

AR5E44 Eliquis® (apixaban) 2.5 mg and 5 mg Film—coated | ELIQUIS (apixaban) tablets, for oral use
Tablets

HITE - Bk Each film—coated tablet contains 2.5 mg and 5 | Tablets: 2.5 mg (vellow, round, biconvex, film—-
mg apixaban coated tablets with “893” debossed on one side

and “2%” on the other side ) and 5 mg (pink,
oval-shaped, biconvex, film—coated tablets with
“894” debossed on one side and “5” on the
other side)

HCGR 2011 2012
ZhHe ST [2.5 mg tablets] *To reduce the risk of stroke and systemic
IES  Prevention of venous thromboembolic events embolism in patients with nonvalvular atrial

(VTE) in adult patients who have undergone fibrillation.
elective hip or knee replacement surgery (2.5 | *For the prophylaxis of deep vein thrombosis

mg only). (DVT), which may lead to pulmonary embolism
(PE), in patients who have undergone hip or
[2.5 mg/5 mg tablets 3] knee replacement surgery.
*Prevention of stroke and systemic embolism in -For the treatment of DVT and PE, and for the
adult patients with non—valvular atrial reduction in the risk of recurrent DVT and
fibrillation (NVAF), with one or more risk PE following initial therapy.

factors, such as prior stroke or transient
ischaemic attack (TIA); age> 75 years;
hypertension; diabetes mellitus; symptomatic
heart failure (NYHA Class > II).

«Treatment of deep vein thrombosis (DVT) and
pulmonary embolism (PE), and prevention of
recurrent DVT and PE in adults
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[2.5 mg tablets]
« Prevention of VTE (VTEp): elective hip or

* Reduction of risk of stroke and systemic

embolism in nonvalvular atrial fibrillation

knee replacement surgery

The recommended dose is 2.5 mg twice a
day. The initial dose should be taken 12 to
24 hours after surgery.
Physicians may consider the potential
benefits of earlier anticoagulation for VTE
prophylaxis as well as the risks of post—
surgical bleeding in deciding on the time of
administration within this time window.
In patients undergoing hip replacement
surgery.
The recommended duration of treatment is 32
to 38 days.
In patients undergoing knee replacement
surgery.
The recommended duration of treatments is
10 to 14 days.

[2.5 mg/5 mg tablets 3]

« Prevention of stroke and systemic embolism in

The recommended dose is 5 mg orally twice
daily. In patients with at least 2 of the
following characteristics: age greater than or
equal to 80 years, body weight less than or
equal to 60 kg, or serum creatinine greater
than or equal to 1.5 mg/dL, the recommended

dose is 2.5 mg orally twice daily.

« Prophylaxis of DV'T following hip or knee

replacement surgery

The recommended dose is 2.5 mg orally twice

daily.

« Treatment of DV'T" and PE

The recommended dose is 10 mg taken orally
twice daily for 7 days, followed by 5 mg

taken orally twice daily.

* Reduction in the risk of recurrent DV'T" and PE

patients with non—valvular atrial fibrillation
(NVAF)

The recommended dose of apixaban is 5 mg

twice a day.

Dose reduction

The recommended dose of apixaban is 2.5 mg
taken orally twice daily in patients with
NVAF and at least two of the following
characteristics: age > 80 years, body weight
< 60 kg, or serum creatinine > 1.5 mg/dL
(133 micromole/L).

Therapy should be continued long term.

» Treatment of DV'T, treatment of PE and
prevention of recurrent DV'T and PE (VTEt)
The recommended dose of apixaban for the
treatment of acute DVT and treatment of PE
is 10 mg taken orally twice daily for the first 7

days followed by 5 mg taken orally twice daily.
As per available medical guidelines, short
duration of treatment (at least 3 months)
should be based on transient risk factors (e.g.
recent surgery, trauma, immobilisation).

The recommended dose of apixaban for the
prevention of recurrent DVT and PE is 2.5
mg taken orally twice daily. When prevention
of recurrent DVT and PE is indicated, the 2.5
mg twice daily dose should be initiated
following completion of 6 months of treatment
with apixaban 5 mg twice daily or with
another anticoagulant. The duration of
overall therapy should be individualised after
careful assessment of the treatment benefit

against the risk for bleeding.

following initial therapy

The recommended dose is 2.5 mg taken orally

twice daily.
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6.AERVCHE
< FEFPREENE U A AN B) R (331 B M MR AR o e OVE By P ZE AR E 0D S JiE ] >
WA RAIETESR YL TC L A bmg & 1 A 2 B O#ET5,
2B, AEE, IRE, BHEREICISU T, TER YL LT LA 2.5meg 1 B 2 [ G ~EET S,
< R if AR FE R (AR B IR AR S OVl AR FEARAE ) D TR & OV S il >
W AT ER YN C L E 10mg 2 1 B 28], 7 AR O#RS L%, 1[0 5mg & 1 B 2 [l
#5945,

THAERCHEICEETZEER

< FEFPREENE U G AN B) BB 331 B M RN AS o R OVE By I ZE AR E 0D S E M >

7.1 ROEHED 2 SLL RIS T 5HRE T, HiDURZA &L AR O M hiEER ER+ 58 Fn 0357
O, 1M 2.5mg 1 B 2 ERAKRLGSD, [1.1,17.1.1 ZH]
-80 LA (9.8 2]
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< R ifn AR FE R (AR B R AR S OV AR FEARAE ) D TR S OV S il >
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g A7) —
H—ANTUT S c
(An Australian categorisation of risk of drug use in pregnancy) (2023%118)
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KEBAT SCEZ BT DR - R IR OFCRUILL F O LB TH S,

tish A
KETAT S rE 8 USE IN SPECIFIC POPULATIONS
(2021 4= 4 A) 8.1 Pregnancy

Risk Summary

The limited available data on ELIQUIS use in pregnant women are insufficient to inform drug-
associated risks of major birth defects, miscarriage, or adverse developmental outcomes.
Treatment may increase the risk of bleeding during pregnancy and delivery. In animal reproduction
studies, no adverse developmental effects were seen when apixaban was administered to rats
(orally), rabbits (intravenously) and mice (orally) during organogenesis at unbound apixaban
exposure levels up to 4, 1 and 19 times, respectively, the human exposure based on area under
plasma—concentration time curve (AUC) at the Maximum Recommended Human Dose (MRHD) of
5 mg twice daily.

The estimated background risk of major birth defects and miscarriage for the indicated populations
is unknown. All pregnancies have a background risk of birth defect, loss, or other adverse
outcomes. In the U.S. general population, the estimated background risk of major birth defects
and miscarriage in clinically recognized pregnancies is 2% to 4% and 15% to 20%, respectively.
Clinical Considerations

Disease-associated maternal and/or embryo/fetal risk

Pregnancy confers an increased risk of thromboembolism that is higher for women with underlying
thromboembolic disease and certain high—risk pregnancy conditions. Published data describe that
women with a previous history of venous thrombosis are at high risk for recurrence during
pregnancy.

Fetal/Neonatal adverse reactions

Use of anticoagulants, including ELIQUIS, may increase the risk of bleeding in the fetus and
neonate.

Labor or delivery

All patients receiving anticoagulants, including pregnant women, are at risk for bleeding. ELIQUIS
use during labor or delivery in women who are receiving neuraxial anesthesia may result in epidural
or spinal hematomas. Consider use of a shorter acting anticoagulant as delivery approaches .

Data_

Animal Data

No developmental toxicities were observed when apixaban was administered during organogenesis
to rats (orally), rabbits (intravenously) and mice (orally) at unbound apixaban exposure levels 4,
1, and 19 times, respectively, the human exposures at the MRHD. There was no evidence of fetal
bleeding, although conceptus exposure was confirmed in rats and rabbits. Oral administration of
apixaban to rat dams from gestation day 6 through lactation day 21 at maternal unbound apixaban
exposures ranging from 1.4 to 5 times the human exposures at the MRHD was not associated with
reduced maternal mortality or reduced conceptus/neonatal viability, although increased
incidences of peri—vaginal bleeding were observed in dams at all doses. There was no evidence of
neonatal bleeding.

8.2 Lactation

Risk Summary

There are no data on the presence of apixaban or its metabolites in human milk, the effects on
the breastfed child, or the effects on milk production. Apixaban and/or its metabolites were
present in the milk of rats (see Data). Because human exposure through milk is unknown,
breastfeeding is not recommended during treatment with ELIQUIS.

Data_

Animal data

Maximal plasma concentrations were observed after 30 minutes following a single oral
administration of a 5 mg dose to lactating rats. Maximal milk concentrations were observed 6
hours after dosing. The milk to plasma AUC (0-24) ratio is 30:1 indicating that apixaban can
accumulate in milk. The concentrations of apixaban in animal milk does not necessarily predict
the concentration of drug in human milk.
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4 97.0 97.4 101.6 95.8
0 97.5 100.0 99.7 97.1
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4 97.9 98.1 97.3 97.1
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*ESC Guidelines: http://www.escardio.org/guidelines

*EHRA Practical Guide: https://academic.oup.com/eurheartj/article/39/16/1330/4942493

-AHA/ASA Guideline:
https://professional.heart.org/professional/GuidelinesStatements/UCM_316885_Guidelines—
Statements.jsp

*AHA/ACC/HRS Guideline: https://www.ahajournals.org/doi/10.1161/CIR.0000000000000665

«Canadian Cardiovascular Society Guidelines:
http://www.ccs.ca/eguidelines/Content/Topics/Home.htm

*ACCP Guidelines:
https://www.ncbi.nlm.nih.gov/pubmed/26867832

< DN EHIENEIE CGERY)) TART A2 (2013 AEE&ETHR) : http://www.j—circ.or.jp/guideline/index.htm

- Jili A ZEARSE 36 L ONVREREF IR ML AR SE D2 W 169 . TIHICBI T2 AT 12 (2017 FSGETHR) -
http://j—circ.or.jp/guideline/pdf/JCS2017_ito_h.pdf
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