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14C carbon-14 k14

ABI Ankle-Brachial Index S BEER i £ B

ACS acute coronary syndrome BRI R RT

ACTS Anti-Clot Treatment Scale OB [ P R FE R o — )L

ADP adenosine diphosphate TT ) R

Aeur urinary excretion rate R PR =R

ALI acute limb ischemia A T R ifn.

Al-P alkaline phosphatase TNV RAT 74 —F

ALT alanine aminotransferase TI3=VT ) RN URT 2 T—E

APS antiphospholipid syndrome Y CHEEPUARIEBERE

aPTT activated partial thromboplastin time TEHEALE Y v a AR T AT B

AST aspartate aminotransferase TANRTGX U N T AT IS —8

AUC Ziiieunder the concentration-time T — T

AUCo-24 AUC from time zero to 24 hours B 5-0FF[H 2 5 245 £ TOAUC

AUCo0ms AUC from time zero to 24 hours at EFEIRRBIZ I T 2 5-0Ks [ 2> & 24 R H]
: steady state * TOAUC

AUCo» AUC from time zero to infinity B HG-ORFfE] D & IEFR R RER] & CTOAUC

AUG AUC from time zero to the last PG OWRFE 2 b I i B B BERF AR £ T

measureable time AUC
AUCen AUC for the actual dosing interval at EFREBIZBTHIESGREFEtHZD O
steady state AUC

AV arteriovenous EUREHITR

BA bioavailability NAFTRAFTEY T 4

BCRP breast cancer resistance protein FIE M 2 o Xy

BE biological equivalence AR R

BUN blood urea nitrogen MmAIRFEEFR

CABG coronary artery bypass graft TEENIR S A /S 2 Af

CAD coronary artery disease Rz

CCUS complete compression ultrasound B R

CL clearance 2HI VT TR

CL/F apparent clearance Bsdoes s )75 A

CLer creatinine clearance IVTF= YT TR

CLr renal clearance BV T TR

Crnax maximum observed concentration MR (SR E)

Crax,ss Cmax at steady state EFIRBICE T D Cmax

e

Ctrough,ss Cirougn at steady state TEFIRREIZHIT D Crrough

CVv cardiovascular TN

CV% coefficient of variation ZEENRE %

CVST cerebral venous sinus thrombosis X T R{ENES A




W FE 2 MEFENE (J5E MEFENES (A AGE

CYP cytochrome P450 F F 7 v —2AP450

CYP2J2 cytochrome P450 2J2 F k7 a—24P450 2J2

CYP3A4 cytochrome P450 3A4 F k7 u—21P450 3A4

DVT deep vein thrombosis RS R A S

ECso0 50% effective concentration 50% %N KU

EDso 50% effective dose 50% A2 &

eGFR estimated glomerular filtration rate HEBRERIR Al B

ETP endogenous thrombin potential WK e o e v pEARE

FACS fluorescence activated cell sorting HOCTEME AR g5l

FDA Food and Drug Administration KEE L ERLE

FXa factor Xa IR R 55 Xalk

HIV human immunodeficiency virus b MEEAR T A LA

HR hazard ratio NP — Rk

ICs0 half-maximal inhibitory concentration 50 % PH R

I

INN International Nonproprietary Names [E PR — %44

INR international normalized ratio 7k r e R R [ A v L

e L

ITT intention-to-treat TR

JAN efl)al:lpanese Ac.cepted Names for BRSO FE (A )

armaceuticals

Ki inhibition constant PH. B

kot dissociation rate constant i Wl TE R

Kon assoclation rate constant AE A B B

LDH lactate dehydrogenase FLER K % %

ModDRA Me(_ili§a.1 Dictionary for Regulatory %i E”uﬁﬁ?ﬂﬁ)ﬁ MERESHE (ICH)  [HEE
Activities SR

MI myocardial infarction N Y E S

NSAIDs non-steroidal anti-inflammatory drugs | JE A7 1o A RIYEAEEGESR 1Y 7 3K

NVAF non-valvular atrial fibrillation FEFRHEE M0 o A By

oD orally disintegrating F e R B

OR odds ratio F v XL

PAD peripheral artery disease ARAY BN

PBPK physiologically based pharmacokinetic | A= F =258 B T

PD pharmacodynamics )

PE pulmonary embolism A (fnAe) ZERRIE

PEG polyethylene glycol RV F L7 a—

PFCA plaque forming cell assay 77— BRI T v A

P-gp

P-glycoprotein

P-pEx Ry (P—HET- A HE)




W FE 2 MEFENE (J5E MEFENE (0 AGE)

PIF photo irritation factor SRR

PK pharmacokinetics HyEhRE

PT prothrombin time A=0 =V g

PT-INR ﬁgﬁ;‘fi‘;ﬁiiie'mtemational Fr b b R ERE

PT o maximum prothrombin time at steady TEEIREIIRBITAY 2 ha v B VEEO
’ state e KAE

QOL quality of life ETEDE

QTc QT interval corrected OFAECTHIIE L 72 QTRIFR

QTCF f%f Ii?l‘i(;rval corrected using Fridericia's Fridericiast CHTE L 7- QTR

RH relative humidity FFE 6

RMP Risk Management Plan EHK LY A 7 B PR

SPAF s.tro_ke prevention in atrial étlff Hﬁﬁﬁib%r’ﬁﬂi@],@% I STp Ry AR H

fibrillation b 2E Ky OV B P FEARIE O Z8E 1]

t1m }sl]illf:ife associated with the terminal W A

TAT thrombin-antithrombin complex ke er-7oF hrsr B EEK

TAVR transcatheter aortic valve replacement | #&0 7 —7 /LAY KENIR TP & HAIHT

TF Tissue factor FHRRIK

TIA transient ischemic attack — S MEN R AR

tmax time to reach maximum concentration B 15 T AFE o B 2 5 g

t-PA tissue plasminogen activator M7 7 A3 ) —7F AEMEIRF

TSQM g;ieﬁgl??;tisoicisfaction Questionnaire SRV T X % Ta e e

VKA vitamin K antagonist B I KRR

Ves volume of distribution at steady state TEFIRREIZ T D i 5 FE

VTE venous thromboembolism e i e ZEARSE

y-GTP

y-glutamyl transpeptidase

YINVEINKT AT =T —F
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[ TVL2.() fEFEBAL - (RG] oxE (P.89) ZM]

QEWNFHMAHRER J-ROCKET AF 1%, HARANDOIEFRIEN LEMENEE 23t RIC, Aot L 0%
P Z R LR T, EAMVEITFERE ROCKET AF T & V- R g & o — B 2 R
L7z [ TV.5.(4) EERYERER ) O (P.43-49) &H]

BEAMFE M AHFER EINSTEIN PE/DVT (%, ki ZEresE (AR E IR M ZERR I K OV ifn 2 28
FSE) BEAERGRE LIRBRC, BT DV IV R T v 77 7 a—F*1 OFHED
IBMERRRES L7z [ TV.5.(4) BEEAIEER ] ©IE (P.55-66) S ]

E N IAHER J-EINSTEIN PE/DVT 1%, HARAOFARMARIERRAE (FEEBERIR AR ZEARIE K OY
M fe2ERIE) BEE R E LT, AFOFENER LM EREF Lz [ [V.5.(4) REEAIEER
DIE (P.50-54) &)

*1 0 AT DMERRIEE TA VLV AR G A TR L LR st 7 k

(@) [E B[R S AR RS EINSTEIN-Jr Phase %, HAAZ & Te/NE ORI FERIE B %t
L LB T, A Zx5 L LZESVEITERE (EINSTEIN-PE/DVT) & —H L7Zkig%
iR L7e [ 1V.5.(4) BGEAIERER) 0 (P.70-74) SR ]

(G)EFEILFZE MAEFRER VOYAGER PAD (%, FEMATHE M1 T O RMEEARE BEH & x5 &
L72RBRC, 7 AV Y %2 (2 X D P/ I B ARIEICARF S &2 LRE3 2 2 LIk 5680
OEBNE R RRGES vz [ TV.5.(4) EEryaER ] oI (P.75-82) Z]

* . 7 ALY ¥ 81mg XIE 100mg 1F, [ FRMATFEEHTHEF T4 O R BIIRR BEH 1231 2 Mg - RO
Ml & U CIRAHARTE, EPKRNE - A A, TIROE, DAFEEZE, N R EIC s B

¥ - FEREAOIH] . TCABG & %W & PTCA W T#I231) S ite - ZERTEZRROME I X O [
Wil oo

*3: [ 7V L hEE 2.5mg] < FRMATHETHTTH O KR BIIRE BBE IR T B It - ZRIE A0 B >
7. REROCHEICEET TS 7.1 7 A Y (81~100mg/ H) LT Z &, ok, BEDIREILS
CTAKXIZT A ) v ofliEsZET 52 L, |

OFERAREME LT, Hiln, AFRERERT - 3E, MEMMRE GEEARB) | i/ hkisd (8
EAW) Bdbbnd ZENnb5, [ VL8 GIfEH] »HE (P.139-150) &M ]
TARRMWERNE, A, P, AR, Sd, vein, B, @R, AR, BER I,
Mg TH T,
AT SCEOBIER R OBRIRAGE DO ZEVEDRREZ RO Z &

3. HAORFIFHIFE

ARFNE BAF 2RI XV HEE 100%* DA FT XA T VT 4 2 (T 5HATHL, A 7Y

UL R EEIXE RS 6mm OAT VN OEERITdh 5, MR K O OD §E1X, i | s

L SEAIOIRM NN GG 2 EBR LA TH S,

F7-. NEEARMARZERIERE ST D R T4 > m v FHIE. NEOFEE BB O A #7258
(KE) RGN ATRETH D, [ V.3 HEROHE] 0E (P.17) K]

* 1 bmg M N 20mg & ZEMERFICRR A& G- L T2 BRI ASA T XA T8V T 115 112% % 10 66%.
20mg Z BH%EE LI BRITZE NGRS L IR R R 1.39 5 TH DH 2 Evh, 10-15mg Bk 50
121X 100% EHEE D



I. BIZICET 5EE

4. FEIEFERICEL CRAMT NS4

G P L b 14 bt RL. B

38U 2 2 I E (RMP) % | [ T1.6.RMP Ol om (P4) 5]
R EE PG [ (XL (58 OE (P.179)
B M A MR VTR, I

\ o TR LT 2R RE A4 0 PAD

ﬁg?%iﬁﬁégﬁﬁkbf 4| - mEmGEH [ XD 2 om (P179) &

e W] A 7L R SIS BT S £ L 20

Sl A TF L b AR XD B S
— KigENRE SR (PAD) OIEEIZHOWT —

S E T 1 [T o e

T E o TR e

5. RRBEHEVINE - FRALOFIRER

(1) AEBEH
(/MR VTE. PAD)

(2022456 7 20 H B 5)

FEHSL ) A7 EHHBEZRED . @MUNCEESL 2 L,
[ ['1.6. RMP o#t%| nIE (P.4) ]

(SPAF. Bt A VTE)

2015 4 9 H OGRS —HIAR HAAGRIF 2K

aSRfEE LT RMP ORI « £ 5 S iz,

FHHRAOME, 2022 4F 3 HiZ, EERLY 27 EHEHEIZE L Cid, ®BERTE%ICBT b2et
K OE PRI T 285, W ONTIBINOZ 2 VERARTEE K ONB IO U A 7 /M5 14 73 i 1)
WCEfES N0 WS, &GREMEE LT RMP OFE « FEhildfEkk S -,

Q)@ - FARLOHIREIE
BARSAYA




I. BIZICET 5EE

6. RMPOHE
R U A7 EHEEE (RMP) O %+

MR S

- FEVRTME B £
- /N

[REFEShE) 7] (BN Y 2 7] (2Rl ]

+ - CYP3A4 [HLEFHI & D fFH * FRADIRKREEBE BT 5%
- Prl/PRFI K OFEA T 1 A F| - CYP3A4 #5574 & OFFH X

PEAFENESR TH 277 & O PR - EEEODHLEEITBIT DL
- FPRERERR S - BOE X

- BB HIC BT LA

« ARFIPE GBI A DR O HLEE
AT W BEICE
B ek

AZPEZ B 2 Ma A

A=Y

| ERRIC IS K B O 720 D5 HE)

| FEICHEAS Y 27 BMET- D D15 B

P38 2 VR R A

U 27 s/ MEst

W OB Z SRR TEE)

WH O YU 27 f/METEE)

BN 3R i 22 = PERG S )

- REZHA (PAD)

- BUERES T — Z N—ZFA (MR VTE)
- UG 5% T — 2 X— A (PAD)

BIND U A7 Fe/METE S

- TIRE %A (PAD) 1T X A F it

c EREEFENTEM GEEFERTA KA
VTE) DO1ERL & #2fik

- EIEEEEMTEM (PAD) (4 7 Lv
NEEEHT A R) OfER & it
 BEMTEM (YL FERBEND
BrIF 2O IFHE~) OFEK & ik

- BEMITEM (PAD) (A 7% L %R
FAENDHEES A~ OIERR & 2L

(202246 H 20 H H i)

BATOTEEIT, ISATBAEN RS O ORI B R A~ — U THER L T 280y,

¥ SPAF K OV AVTEIZ DWW TIE, FBRAEOR S, 20224E3H 12, BLERBRZRICB T 228Kk
OB T 2. MBI Z SMEERIEE L ONB MO U A 7 f/IMETREI S 3 Y
i Sni=bo L <=7, RMPX Y HIBRL -,




I. &¥ICEAT HEE

1. BR5E4
(1) F4
A 7Y L v M EE 2.5mg
A 7 L)L ME 10mg
A 7 L)L ME 15mg
A 7 L v MRSl 10mg
A 7Y Lo MRS ) 156mg
A4 7% L vk OD & 10mg
A4 7% L vk OD & 15mg
A THFLN N RTAvmy 7/NEH 51.7Tmg
A THP LR RTA vy 7/ 103.4mg

(2) %4
Xarelto tablets 2.5mg
Xarelto tablets 10mg
Xarelto tablets 15mg
Xarelto fine granules 10mg
Xarelto fine granules 15mg
Xarelto OD tablets 10mg
Xarelto OD tablets 15mg
Xarelto dry syrup for pediatric 51.7mg
Xarelto dry syrup for pediatric 103.4mg

(3) BIFDH
% Xa K (TERIEMAL) Z2&Te MERka W7o aHER L0 fd

2. —fB4&
(M #%& (dfkiE)
) A—m %4 (JAN)

(2) %% (M%)
Rivaroxaban (JAN)
rivaroxaban (INN)

Q) RT LA
MR EEE 25 Xa [H7-FHEH, frimieHl ;. -xaban



I. &¥ICEAT HEE

3. BEXAXIFRER

0
| 0
P |
Cl /5\/\4 A ~
A I A RPN
|
\\_/1\ /J‘

4. HFRRUHLF=E
43+ 0 C19H1sCIN3O5S
4y¥& : 435.88

5. £Z8 (f&i%X) XIEXE
5-Chloro- N{1(5.9)-2-0x0-3-[4-(3-oxomorpholin-4-yl) phenyll-1,3-oxazolidin-5-yl} methyl)
thiophene-2-carboxamide (IUPAC)

6. [EMA. AlA. BBS. L5ES
= — R BAY 59-7939



. AR ICEEI 45EE

1. WEiLmiEE
(1) 4 -tk
AT A B~ B R OBRTh 5.

(2) BfRE
JN—aFH N\ DBEMENE (25°C)

YIS BRI (mg/mL) BfRPEFR T
NN-ZPAFILHRNLLT IR 51.749 R RT W
PAFNZLRFT R 92.019 KRBT RT N
N-AFLEBR) R 66.905 RRWETRT
TEr=HKUV 1.386 BFiz<
x% ) —)L (99.5) 0.160 FR D TEIFIZ < W
7K 0.007 FEAEET R

Q) PR 1%
W AR T 720

ADpm (DfER). R, RER
fls : 230°C

(5) BRAE B AR B T3
¥

MR L ORENIKITIE E A ETET 7202, JIETE 20
(6) P ECIREN
1.5 (iR, A7 % 7 —nK, logPow)
(1) ZD D E 4 REE
FERESCEE (o)) : -48.9°
2. ABSOREELETICET5REN
BREEXETIZBTARENR
OB PRATZRAF RAFIERE PRATHA R R
EHRFABR | 25°C/60%RH Ry 7oL 48 36 » H HIFEN
o oE B Bk | 40°C/75%RH Ry 7oL 48 6 » H HIFEN
- (ﬁ"%&) St )T Sy 6 i HUH Y
TR 90°C H T A (Be) 6 4 H RSN

a

b

WEHER (RO, i)

FREE21.7 5 x, TERIMST = % L ¥ —100W/m?2
FRPRE130 5 1x-h, MRITERIM ST = R L% —600W - h/m?

CPEIR, BRI

Koy, RIF£E. &




. AR ICEEI 45EE

3. BMAS DEERRE. EEE
RS iR A
HR—aBRiE RN A ~7 bVilliEss (BAel ) o AEgRlik) | . Tk e~ 797
4 =1 IZ&D,

E L
HR—faliRik Rk n~ 7277 40— 12X 5,



V. HHEIZEEI HIEHE

1. Eif
(1) Ffz DX A

A 7LV MEE 2.5mg. 10mg. 15mg : 88/ (7 4 v bha—T 1 J8E)
A LIV M KIS 10mg, 15mg - kAl
A 7 LL b OD $E 10mg. 15mg : HIENFRER ()

ATHFLILERT Ay TN

(2) HENDHER KR TR

2 51.7mg. 103.4mg: K71 21 v 7Hl

Wk5e4 A 7Y L)L MEE 2.5mg A 7 ¥ L)L FEE 10mg A 7H 1L M EE 15mg
e D S IN=C YN
S R IRt IRE
v OB OB | @@=
=R 6mm 6mm 6mm
B = 2.8mm 2.8mm 2.8mm
g & 87.5mg 87.5mg 87.5mg
flk7e 4 A TH LV MRS 10mg A THF v MR 15mg
o il avigatl
il H
g & 500mg 750mg
W 5e4 A 7% L b OD # 10mg A4 7% Lk OD # 15mg
e FBE (D PENAREESE)
B SR
W 7183
s B I'-r'fll-f?-:}l I/;II-J?.;»\‘I | ||<;15Lr.lu- II II frﬂr L-JL}- ||
\Hon/f \oo ) = Q\GD{..” ._\ }/ =
[ENIEES 7.0mm 8.5mm
B = 3.2mm 3.4mm
B & 120mg 180mg
Wi 5 4 ATHFLILVERTIAvm Y ATHFLILVRRIAvmry
- /NEFE 51.7mg /N A 103.4mg
s I DR
£ - IR I LI %+ 1 T
e —
0“; j}i% {ff Img/mL (7K 50mL TH&&) 1mg/mL (7K 100mL TH)
K%




V. HHEIZEEI HIEHE

Q) EAa—F

A 7 Lv M EE 2.5mg A 7Y LL ME 10mg A 7 ¥ LIV hEE 15mg

T TR v (3 v (3
e 25 0 15 5
T s s s

ATV MBI e, A 7LV N ODEE, A 7LV R RTIA4 vy 7/
L7

(4) WH D
AR L

(5) Z D ith
AR



V. HHEIZEEI HIEHE

2. HAOHEK

MBS GEERES) OEERUVHMA]
7 4 | A4 7% 1L EE2.5mg A 7 LV M EE 10mg A 7Y L)L ME 15mg
A 18U " —m FH 18EF Y N—m o 18R U " —m FH

AR 2.5mg & 10mg &4 15mg &4

fEmtlre—2 ZJuaprin—2F U UA b7 Ao—A HHKR
wom gl M. ATT VB IR A TUUMERT N U A Z@kgka v 7

7 =—/1 4000, (LT &

a A 7H LIV MEE2.5mgld B A = TR bk

W 52 4 A 7 HF v MRS 10mg A 7Y L MR 15mg
R 18 Y N—aXH30 10mg &4 1A Y S—a X430 156mg S H
wmO A e e Ae—2 POk, REEKS AR, 70U UARET Y UL
ik 5¢ 4 A 7% L v b OD # 10mg A4 7% L)Lk OD §E 15mg
ANy 18EF U R—a 930 10mg &4 188 U N—m 93 15mg S
JRAHNAB—AFT N T A TR An—A BREENKS A, D~V =Fh
wWom A =, TV ERRT N U A ZaARE Ry, R r—R T<ILERA
TT7 IR DA
Wi 5 4, A N = A TPV RRTALTr T
- /NEH 51.7mg /NEH 103.4mg
b b 1P U S —m 493 51.7Tmg 1Y N—m 43 103.4mg
KT R, e/ rAn—A Dvr=Fh—) fEmELro—R I Aa—
wom A (AF RV L ZERBT NI UL A7 Tu—A FHUF UL TrE L
7 a—)v, FE
2) EREFDRE

PARPAYA

Q) #=
PARPAYA

3. ATBEBEROHRERUVRE
M L

4. Hif
A=A

5. EAY DAIREMED & 5 KW
L



V. HHEIZEEI HIEHE

6. HADFTEFHTICETIRER

Friyal)
D4 T LIL g 2. g
R B IRAF SR IRAFIZHE PR A7 31 Ao R
R W OR AR 25°C/60%RH PTP @3 36 » H KN
oA OB 40°C/75%RH PTP 12t 6 7 A KN
ot Xt/ | ve—L (Bl | 8.7 D Biks
12 # A TEx DY)
g | . = 753‘;% e CHL#& ) )
St | 80°C RYzFLoge | 1220 (L ERDEHORENR
(B jzﬁ“mdsﬁ*%%}: Age)
T i 25°C/80%RH 24 » H HikN
@ MRHZ 150klx, JTERAMIST =% /L % —63.1Wh/m?
bORRREE 130 5 Ix-h, ML = %L ¥ —547W - h/m?
RMEEE PRIk, EEWE, WhE, SRS
@4 JH LU +EE 10mg. 15mg
R B RAFSAE RAFIERE A7 IR (IS
F IR AR 25°C/60%RH PTP 36 % A HESEN
o OBk 40°C/75%RH PTP %t 6 » A HESEN
i ot Xt/ o7 | vry—L (B 24 R[] b KN
LT 80°C RV | 125 HLiE Y
Vi g 25°C/80%RH (B ) 12 % A HRS N
a FRAESOklx, IT¥ESMIUR = % /L ¥ —35Wh/m?
boRIRE192 5 1x-h, FITEESMIR = 1L ¥ —840W - h/m?
BEER - YRR, FERE, W, SRS
EiE T =)
#®OB TRAFSA: RAFIZHE TRAF I f R
FWR 7R 25°C/60%RH PET/PE 4% 36 # A Hik&E A
oo BOBR 40°C/75%RH PET/PE 4% 6 » H ik
e | | M e TR A
AR | JEE 80°C PET/PE 4§ 14 H Bk
T 25C/80%RH T —L (B 1% H Kk

a

TR 122,50 1x-h, M4SN = K L ¥ —389W - h/m?2
B - vRIR, BRWE, B, SRS




V. HHEIZEEI HIEHE

ODfE
B PRAFSAE RAFIERE PRAF AR EOR
. . . PTP a3t
FE IR alBR 25°C/60%RH LS o 36 » H RSN
. . . PTP a3t
o Bk 40°C/75%RH LTS S 6 »H RSN
w2 Htasm ek 7 o7 Ty—L .
b SRS T (B0 667 HFE RSN
e . PTP .t
R 60°C FTLS = 1% H RSN
" AR R R o0 s (RS
i L M) L KA DR O
i - v (R S U i (B T % 2800
7=
ik 25°C/75%RH 3nH -
W ORIEHEA b B
. BNTHST=N, Ky
Py
PTP el o 1 A BTG ) %
Ry oyie
a JRFEE138.9071x -h, FRITEEAMIET = kL ¥ —483W - h/m?
HIEEE - Mk, SR, BN, R, ARk
FS4vay Fihg
L PRAFSAE PRAFIRE PRATHIR R
o o o e to 7 AE KN
EHIRFRBR | 25°C/60%RH FYFUE L%y 36 » A JEAEN
. o o Bt T 2R
m o R B |40°C/75%RH R N SR 6 5 A JEAEN
" Xt ey to 7 ALY
(RehL - = S et | 1T e BRI
R AU Ry y v
5 . PR () OBALEZRD
50C 2 )
5 . PR () OBALEZRD
60°C 2 JF
| e BH 7 2RO T | o
;g RYTRELYFY T Mtk () OISLRO%E
i 80°C 2N |BEERT U U LAORED
ZEROT- (Bi&N)
—20°C 1% H JEAEN
o oo BN T AR
25°C/80%RH T N SR 6 »H JEAEN
T E N
30°C/75%RH o
. e 2 (B 25 H FRFEN
40°C/75%RH

a JRRRAE1321x-h, RIS = %L ¥ —634W-h/m?
b7V L RTA v ry SN Tmg TEN
HIEEE - Mk, BRrE, EewE., Wik, &8, pHE



V. HHEIZEEI HIEHE

7. RAEERVBHEZEOREH
1) A 7HFLov g, Mk, OD §i
L2

2) AV LR RTAvuy7/NEH
V118 EOEE] 14.2 AR GREOFEOHE (P.151-152) &

Ak A7 TrA7 R fli R
A 7P LR BT vy A 51.Tmg ok | 2~8C 28 HIH Licle)
50mL Z iz RS U 7= ik 30°C 28 H [t ik
L THFUL R RTA vmy 7/ 103.4mg 1ok | 2~8C 28 A Likisla
100mL 2 TR L 7= ik 30°C 28 H[H BUEE N

REIRE - MRIR, e, EBWE. W, SE, pH%

8. fhFl& DERALIL (MEILPHEL)
B L

9. AHM
H R —eakbnyt: aHalihi: OSRAdE) ] 1ok s

0. 758 - A%
() EBFABELEE - O, NMENFBBRLESE - QRCET 31ER
A TP R, A 7P L MRS AL, A 7 LL b OD §iE ¢ 34 L7
LTHFUL R RIA2m Y PN - F oA KT h— TR X % 0 v 7o, BT
X% v T EI LR CREEHE Y (2 E

(2) A%
A L)L MEE 2.5mg : 100 §E [10 82 (PTP) x10]
A 7 L L MEE 10mg : 100 $2 [10 2 (PTP) x10] . 140 & [14 # (PTP) x10] .
500 &£ [10 &8 (PTP) x50] . 500 &2 [Jk, /X7 ]
A 7LV MEE 15mg : 100 #2 [10 2 (PTP) x10] . 140 & [14 & (PTP) x10] .
500 &£ [10 &8 (PTP) x50] . 500 #& [k, /X7 ]
A 7 L v MRIZYEL 10mg : 90 7 [3 £1x30]
A WL L MRIZYEL 15mg : 90 7 [3 £1x30]
A 7% 1Lk OD #E 10mg : 100 & [10 #£2 (PTP) x10] . 140 & [14 & (PTP) x10] .
500 # [10 & (PTP) x50]
A 7LV OD $E 15mg : 100 & [10 #£ (PTP) x10] . 140 #& [14 &£ (PTP) x10] .
500 & [10 & (PTP) x50]
AT VLIV RTA ey 7 /NRH51.7Tmg : 1k
ORIKEH AR R (B0mL) 1A, 77X 7% —1{f, Xy b (ImL) 24K, BkaE % [E R
ATHFLIVE RTAmy 7 /NEH 103.4mg : 15
OB KRR R (100mL) 1A, 74 7% —1{f, Xy b (mLEBLU10mL) %24, I
P B % [FI A



V. HHEIZEEI HIEHE

Q) FlREE
M L7gW

4 BHJDOME
A T LI M EE
PTP w12
— kiR FurlLy, TAI=UA
IXTZak
Ahnv:R)xzFLo
TR AR A =3 < P
A WLV MRS
"RV FLUFLTEZL— /Ry FL
A 7Lk 0D g
PTP w12
Y=h ARV FrELY /R Zur M) Tt T Ly TAI=U AR
ATHFLIVERTATmy7/NEH
O - BT A
TR AR A =3 < P

1. AR S5 EMEE
L7

12. Z0ith
A4 7Y L)L+ OD kD BE SRR ATk 5 —LFRF Y
HERBHAE E CRERGF EITEEBESM (25°C/T5%RH) T 3 » ARF LR I /-1 7Y Lv
~ OD & 10mg, 15mgiZ oW\ T, 4% 300 §E % HEWEEA| 0 eIt SHEFE (¥ >~/ #l Eser HP-128HS-
GP. %L ERT#Y Litrea IV-VC, PROUD) T—alfb L., 20Oy FNFEED - BEEL
OD SEDFII « RITHEDOHARZFHI L7=, ZDRER, WTHORESRMETH &> NN TOEEH D
FEED - BESTe< . —abOBFET OD S20EIN « RIFTFEITFRD Len -7z,

59 ) s LR A
*ﬁﬁi 1) 2) 2)
Eser HP-128HS-GP Litrea IV-VC PROUD
1A S 1 ¥ g ¥ eV g Y R iz ¥
G LT LT ELAT ELAT LT LT
OD 5 El - RIUF
10mg : AR 0 8E/300 && | 0 §£/300 £ | 0 ££/300 && | 0 ££/300 &€ | 0 ££/300 && | 0 ££/300 $E
GEAli FLAF FLAF fLfif fLfif LT LT
OD 5 - RIT
15mg : - 0 $E/300 € | 0 $£/300 &€ | 0 $£/300 &€ | 0 $£/300 &€ | 0 $£/300 &€ | 0 ££/300 $E

1) ¥y Mididi BB, 188/481x100 A+ 2 $E/1x100 =300 $&
2) Ity MiEidh BB, 188/A1x50 AL+ 5 $E/81x50 41 =300 §E
3) 25°C/T5%RH, a3 » ARG



V. BEICEEd 5IEH

LU AN—md o] (LU, AH) OFRNER QL EMEICEET 5 B2 x5 & U7 AR B ITHRFRE L

VR BERIEZ W RETH S, ]

1. BEEXITHR

BE

Ak P
ZHRE ST % 5 2. 5mg

B
10mg/15mg

AL 5378
10mg/15mg

oD #&
10mg/15mg

=
/NIRH]
51.7mg/103.4mg

[RA]
FEFPRERENE L ) 1
BT 2 MM A J OV
Y VEFERRIE D FEAE SN H]

O

O

O

[A]

AR FERRAE  (PRABERIR
i AR E Ko OVt A4 ZE A4 )
DRI K O FE

GNEY
AR I A FEARE DR MR M O
FEE A

YN
AT AN R T 1% DR
HERR B EE 2B T 51
fa - FERRTE AL O

O:xhEdHY —: e L

2. MEEXIIHRICEET DI

5. MEXIHRICEET HEE
<EFAR ML IEAREE D EHR K VE RG]

ko

G952,

5. 1 lRATIE, va v 7 REMENBIET 5 X 9 72 MATENRE N AR E e il ke FEARSE B, AL
VL MAR AL S I FEARTE BRI 2N VB 73 il AR FEARE FRE (2569~ B AR D222 M OV 2k
IR EN TV RO T, ZHEDBEEITH L TN U ofUERRIEE L TARIZRE LanwS

5.2 /NRTIE, AANIBMEM~OFE I 2 WHNEE (~"Y V5% n5HU BRI -%Iick

5.3 FREHIRT 4 /L& =3B ST BB TR DAFN O LM O ZMETHR Sh T,

L ATHFLAL N RTA vry F/NEHTIERE S TH RN

[%hhE

(IR PE S D I EE OBERIL]

5.1 Jinfe ZEARAE A OO s I MATENRE S A2 E 70 B . BRI AR A MR 125 ST ZE AR R R
fireVofc i) 27 RLREMEDOE VR EZ T LLENLLBELETEND, ZOX 7%

BT,

RAMICHm Y 27 RPREVED @SR 2 o NITHT 5 Z L3 AREE 72D &

DL R Y 5~13 B AT 2 AF TIE <. K0 R E VA~ NY o Off 8
FLnL ST, £o, ZhHDOBEITMA VIE BE 265 & U7 ERAME IR )

HERFF STz, U AN—a XN O R OE MR S Tunin,

L7=7

ST, ZRHDOMABEITKH LT, Kfle~~Y oKL LTHERA LN &,
5.2 /NEVTE BF x5 & L ERERES AR, 272 eb 5 AR O DB EZ %
FleBFE 2SR e LTEY, A VIE BE ST DGO & 912U ~A—m 3 BLAIRRE



V. BEICEEd 5IEH

DA IR OB ERET L T Zenizd,

FERE T PUERE SR K 2 WU 2 IR A A 2 5T 52 L & LT,
5.3 TRERT 4 V¥ —DOEBEEZIT TWDHEFIL, A VIE B %2 %15 & U EWNF I
DHERIN STz, /NE VTE B#F 258 & Uz ERE LR AR Tk, FREIRT « v
A —OEEIZOWTHIEEN TR b OO0, BFt S EFBIIRLATWS, L
Mo T, R APUEEE B G- ATRE 7R T REIR 7 « v 7 —REBE ST 2 AA R 5 OB 1%

HEIHWET 5 Z &,

3. RERUA=
(M AERUVBAEOHEDR

[4 74 LU g 10mg. 15mg/4 FHLJL b OD §&/4 J 4 LIl MMEfina]

GERREMDEMBBEICH T D EMMEKEZED RV EFHEERE O FRAEINF)D

/NR T VTE FIER OB O gIHGRH & LT

WHE. RAIZY NR—aF P L LT 15mg 2 1 H 1 REHICROEG TS, B, BEE
DI DHEFITH L TE, BHEEDOEEIZS LT 10mg 1 B 1 HIZHET 5,
<EFARMAEZERIEDABER VB RINED

A

W, AN TIRE SR R I AR T ST AR ZEARE R IER O 3 WX Y N—m xR b L
Tlomg % 1 H 2EEBZICERORE L, T0%IT 16mg % 1 H 1 [FIEZICROKEGT 5,

INR

WE . RE 30kg LLEO/NRICIZ U S—a Y R0 L LT 15mg % 1 A LEMEHICRNEET 5,

[41 JHFLILE ESqa oy TINRA]
W, RE 2.6kg UL 12kg K O/NUIX FREOHEL 1E&EE L, 1 H 3EREARET 5,
RE 12kg LI L 30kg RGO/ NUTIF ) N—mF P L LThmg % 1 H 20, (K& 30kg LI 1
O/NIZIE 15mg & 1 H 1 ERA#KET 5, W bR 2k CG L, 1 3 1, 2B K
O3 [ G W TR, 22K 24 IR, K 12 REE R O% 8 Iffl B = 1o 5775,

1 [F &
(LN (U _R—m X% Img (FIREIK 1mL (ZFHY) 1 HHE
1H1[H 1H2[H 1H 31
2.6kg LAk 3kg il 0.8mg 2.4mg
3kg Ll I 4kg K 0.9mg 2.7mg
4kg L I kg A 1.4mg 4.2mg
5kg L E Tkg A 1.6mg 4.8mg
Tkg VL I 8kg A 1.8mg 5.4mg
8kg VL I 9kg A 2.4mg 7.2mg
9kg DL | 10kg A 2.8mg 8.4mg
10kg LA E 12kg i 3.0mg 9.0mg
12kg UL 30kg AKiifi 5mg 10mg
30kg UL 1 15mg 15mg
[4 ZH LU Mg 2.5mg]
CFROTEEMBTEOREBMRERRE IS T 510012 - ERTE OIS

WE. AT NR—a xR L LT 25mg % 1 H 2EREAEET 5,



V. BEICEEd 5IEH

(2) RiERUAEDREREE - 1B
CGEFEEMDERBEEICH T2 EMMEKEZ SR UL B ERAEOREINHD>
B A FEFRIEE M AT S BB 1280 1l 2 %142 & L= EWNS RS (A5 12620,/ J-ROCKET
AF) Tix, ERZ2HMIIEKR T WAERRICIE E 72 5 HimlcB LT, A4 15mg 1 H
1[G [PEEREERE (L7 F=027 U7 72 A 30~49mL/min) 21X 10mg 1 H 1 [7]]
OREWN, AERAHONL T 7V o LU CHEEMTH D Z 2R LI, &b, ENE
AR ER DA E & O 2VERkiE 2. [EA O % MARGBR G & 95 = & ¢, ESRBREE
D HARNBE ~OIMNEREMEZ 5N L 72, SVEAFEFRBENE L EMENES 14264 a2 x5l L
7o EAN O MARGER Tk, M2e X2 H PEIERIE ORFEIHN KT L, A 20mg 1 H 1 [BF 5
[P fEERE (L7 F=2 27 U T T A 30~49mL/min) (21% 15mg 1 H 1 [A]] OF
DVER, HEMREI VLT 7 ) LU THLETH D Z LAt LT,
IHORE., ENAAOE MAHRERIZ I T 2 BRENIT. AREHEEE Ch 2 M x4
HPEFERRIE DRIERICEHT 5P — FRICBW T TR AABETHE LWERTHY . 4
PEICBAL TEO AT 7 U v ERIRRET, MaRBROBMREICIT— BN 5 L sz, I 51T,
E A AR ) D15 B AL 72 2O RAEHFEMENRE & 7 VAT R 2 & 0 WiadBRic s 1)
HRREF OB EIIFRE TCHDL EEZ BN,
IO EEE X, REXITIRTH D [FEFRBIENEOEMENEF 1T 1T D & mEM2E 1 L U4
B PEFERRIE ORIERN ] 132 HELROHEE LT, ARTIE HRE, RAIZITY S—a %
PR L LT 156mg # 1 H 1 BIEHRICERAKREGT 5, kB, BEEOHBEEITHLTUL, B
BEREOREEIZIN U C 10mg 1 B 1 BNCEET 5, | ERE L,
¥, AFOFEIL, ERAENFERRICEIT %5 HELEBY, B%KES5 & L,

<FRARMAZZEASAE D ABE R U B RINFD

A

TEGEMEEEERIRIMARAE (DVT) OA %% b WAt EErEiiZzERiE (PE) B 4833 #il kO
JEWENE PE Z R WAPEERNE DVT B4 3449 iz 2h g & Liz 2 SOEAEIHEK
AR GRBR 11702-PE,EINSTEIN-PE } O%&#B 11702-DVT,/EINSTEIN DVT) T
X, AR EEGE B T DIEMNE VTE O3 MHIRIZOWT, &K (PE X3 DVT ZJiE
B 3K 156mg &2 1 H 2[H, 0% 20mg 2 1 H 1A% E) OESFE~Y /e
Z 3 v K P (VKA) 12T 2IEBHERREES Lz, 72, ReEEEHIEE OEKRH
M SUFE R TR W AEERACHIE & 72 2 Bl O R BRIT, AHIRE LK) B~ Y V/VKA B
THEETH- T,

HARNOJEGME PE BH 40 #ilZ2 x4 & LI ENE RS GLU 15960, J-EINSTEIN PE)
TlE, JEFEME VTE O BRI K AR RMEh R CA A, N HI Y X7 25D
ARV B U CARAIRE & ROy B~ XY /U7 7 ) UEECREETH o 72,

A ARNDJEFEM: DVT B3 60 2 x5 & L7z [ENE IR Uk 14568 /J-EINSTEIN DVT)
Tk, AFo 28 (DVT IEZ O 3 EREIEAA] 10mg ik 15mg % 1 H 2 [7], ZD%IIW]
W 3EMOHREIZEST 15mg 2 1 H 1 [F#&E) OFNMER LRI, ROSEA~ N UL
Ty VURERBECH o7, o, BEMEIZOWT, Y1 S M OAA 2 FH &4 bl U755,
156mg 1 H 2 Z&EL7ZHEAICBW TS, 10mg 1 H 2EZFE L7284 & ik LT, KR
\ZRFICRIRE & 72 2 T RIEER D e o Tz,

7o, ESEIMERAE (EINSTEIN-PE } (' DVT) & EWNHIIFERAS (J-EINSTEIN PE &Y
DVT) OAENMER L EMEOFRERIT B L TR TH Y | EHFE MR TR I AH O R



BRICEI SIEE

7R 7 4y R VR DONT U AX, BHARANZEBWTS, EANE FEFERO M HE L)
MAETEE LIEGAICHFFCE2 b0 EEX LN,

51z, EAVE T ARRER K ONE N AR 2> 515 5 I 7= RHEMTSRY B HE £ 5 VA X 2 fifdT ik
B, HARNVTE BEICEITH5AA 10mg 1 H 2 [BHEHGF LD 156mg 1 H 2 [Bl#& G-RFOIRFE
B, AAVTE BF|2 15mg 1 H 2 [H#5 L2 EREE & i L <, 10mg 1 H 2 [A#%
BT TEL, 16mg 1 B 2B G- CIEETE» -T2 b 00, IREEOHEEFRAIZER L T
7co —J. AARANVTE BFIZ 16mg 1 A 1 [H#E 5 L-BEoOgEREIZ, A A VTE E&I2 20mg 1
A 1E&RE Lo ERERE L RRETH T,

o0z s, VIE (PE XiE DVT) HBEORIEH OO 3 MEICI VT, MERE 72 1R
2179 LT, ESEEERD 16mg 1 H 2854, i 5BAMA% 3 M % LAFEIE 15mg 1 H 1
M2 ®RINT D Z L ixB e B b,

. AFIOBRETEEITBREERE THINT 5 Z ENMBNTWD A, [EAVE A FRER O H A i
Wi WT, REFETZ LT F =027 U7 5 0 ZAOKRTITE, ZAVE R EIFAGE B ORBL=R
DEIML7Zb 00, MO IZENMERFIEFECTL Y REBO LN, £, RARHCE
WTC, ZVvT7F=0 2077 ZDETICES THERRMIN) OBINERO bhholz, 2
D ENDG, BHENMET Lz oEHICB VT, B¥EICX ST AAIR -HE L2
07y ANBERETHD I ENRB I, £7o, EAE IFERER & Rk, B#Eck s
AR —HEE LEENFEIIFERBRICBNT, ZLT7F=27 U7 7 A<50mL/min DO #5kR
FRBIIASEED 9 BILRLATWEb 0D, ZeMEEFMEROREIX 1 flchy, [EXK
RHI ) TR BTV, L7edi-> T, FREXITRTH L THRMARIERIE (REHR
MARIE o Ol AR ZERRAE) ORI OV (a3 2 HEROHEE LT, AHTIX N
WL BRI G SR AR AE SO AT AR ZEARFEFSFE P DA 3 WAL Y N—mF P L LT
15mg % 1 H2EBHBICROEEL, T0%IX15mg % 1 H 1 HABBICROEET D, | LRE
L7,

B, AROFKEX, ERNAESIHHRRICE T 285 HEEBY, B%EEHL L,

INR

NROBYEVTE B3 (% 0 » A ~1858AK0H) 500 B2 x5 & U7z [EES I IAERER GRUBR
14372 /EINSTEIN-Jr Phase 1) Tix, /NS D AR OBRZE RS KA & RIFLE THILE,
RNBHE THOLNIZAIER NEEENNETHELND EWVIEGHO T, FEEIRABRANEE
WCAAI 20mg 1 B 1A (HANTIEZ 156mg 1 H 1[0]) HEHOBRBERICHY T2 & 5 (KE THK
L7eAH GEAIII R IA4vny 7L LT 1 H1~30, B%RAOKE) LiEREEOEINER
OZ2MEN G SNz, RRBRCRE S i - A&, IERBARARAOAEFZRIEY
HWEGR (PBPK) £ 7 /WA IREEEO TR HERE L2 BRE AT 0 HikE K OH &I L.
% LA~ IAHRBR RO EYEIRE (PK) /3E7)% (PD) MUGRICEE D & R b 21TV \i%
EENT, Fo. Bh&. BARMNNED PBPK EFAVARE L, HAANEROIERARANED
PBPK £ /VIZESSBBRED Y I 2 L— g VRN D, (KE 50kg £ TO HARAN/NE TIEIE
HAR N/ & R CARE T L7 HEA OV E, RE 50kg UL EO/NETIZEAANRBA VTE &
FNHT AHEF O HiEROCHETHS 1 H 1 15mg 2% E Lz, TOME, KEIOHRME
K OZAEPEICE LT, R OF i, KRB, &5AFE, KOS Ek7/hNE VTE ORBEBAIZ L5
ZRIIRO LT, KRETHE LEAEROHBEIZZ D ARABEGICONWT, BHRARRT v
NEVRINRG U ABRHFFTCE D LD EEZ LN, 7z, A PE/DVT B¥E TOEIEIHE
Bk (EINSTEIN-PE/DVT) & & —E L7pig23 R &, PK/PD OBLEN G b Tl S dui- #ipH
DFERPGE BT,



V. BEICEEd 5IEH

E, ARICHOWT, (KE 30kg RiO/NRICEETIHEIE. FIA4vny 7E2FERHL
[ TV.4. AELOHEICE#ETAEE] ©E (P.20-22) 8] | (K& 30kg L Eo/NRICIEA
# 15mg 2 1 H 1 HEBICRAKS T2 L L Lz, £/, ERORMANREEZ/ NI, 88
Fl & DAY FRIFRIENE (BE) BWRSNTW AR E LT OD SEZRINT A2 & & Lz, i,
BERBRIZBWT, FIA4 vy 7 LEEREDOMTBE 2V RS TWN5S,

CFERMATEEMETRORMEEIREREREICHS T 51012 - E-TEOIIF)D
AT AR AT % O JEREME R EBNIRE R (PAD) BE &5 & U 7= [E BRI R 55 A R B
(75 17454, VOYAGER PAD) (282 MIELOHEIL, BITLCEMSNEZRILT 7 12—
LEREE( LR R L U CRIENEEIL TV 5, BEEERERE (ACS) #oBEZxIg L LZE
A5 T AHRER  GRBR 11898, ATLAS ACS-TIMI 46) K ONH AN H SN U 7= [EBE I A 55 AR Bk
(7XB% 13194, ATLAS ACS 2-TIMI 51) DifEIC IS @I LT,
ALTAS ACS-TIMI 46 TIE7 A Y VHAIUIT A v L Fx /v Y VU AFU/ MEED
2 FIOFABEICAKIO 1 HHEE LTS5, 10, 15 XU 20mg # 1 H 1 [BIXiX 1 H 2 [A] L35
BTRE LI-BRoR 2R OEIMEN 77 R E RIS Sz, TORE, etk
TR H ORBE AT BRANNCHEM L7225, 1 BEERE & OBEMEIIFES S 7272,
—J5. AR TEEIHMEE X, 1 BAEL LT5 KO 10mg 2> 6 FEBHNHME R 2552 54,
SHIZ1H1IEIELY 1H 2EEE TRIFREEN GO, £D-H, ATLAS ACS 2-TIMI
51 TliE, A&l 2.5mg XN bmg 1 A 2 FET ALY VHAITITFT /) Y ¥V RPUIL/IMR
Lo 2 FIOFARIEIC ERERE LTEBOAE ML O ZEERREF ST, TORER. A
e EFRHIE B IZOW T, I B ARERI T 2 WA EREO BN TR S, BT
FEMIE H O BEISIZOW T, bmg 1 H 2 BIRECTE-72720, ACS BEICHIT DA
e FEL L CRKEMIIC 2.5mg 1 A 2 [BI2NEIR Sz,
FEFRMUENE L MBI RS 2 %5 & L-ENE TAERER GRBR 11390, 12024 &Y 11866)
K OPME N ACS B A %15 & L7= ATLAS ACS-TIMI 46 7> 545 5 i 7= RESE M 3R i e K& O
WA ET LI HESS I al—2a itk V. AAATREREOBMAEESNT b
DD, FIFRNNIERINCIE L 2 52T W Z LR S, HARACBWTHHE
—HEEOHENRE SN,
VOYAGER PAD (25T, AHl2.5mg1l H 2[0%& 7 A ) N2 B LEEBEOARER O
LBEMERF LI R, A EEFMERICE LT, 77 B Rk 2 E-EN R X
Nl ERREMEICOWVWTIE, ZOXRXT 4 v ML L THRATE DREMENREINT,
HARANZBW TS, RROFERIRI N,
LLEX Y, TFBnAT R IET T2 O R B R BB 12 81T 2 ke - ZERRTERLOH] ] D%h
BEXIIRhRICx T 2 HIEAOHEE LT, TlE, AR S—a %P L LT 25mg %
1H2RBEOREGT S, | ERELL,
[ TV.5.QHEMKSEZERER ©1E (P.33-42) . [V.5.(4) MR ©HE (P.75-82) &
M1 2]

4. RERUVAZICEET HFE

1. BERUVAZICEET R

[4 LU LEg10mg, 15mg/A F+H L)L LODEE/4A 4 LU Mk E]

GEFEEMHDEMBIBEICH 1T 5 EMMERKE S R UL S ERE O FKEMSD

1.1 72v7F=027 0770 A30~49mL/min® 35121, 10mgx 1H1E#E 595, [9.2.3,
16.6.1, 17.1.1% /]




V. BEICEEd 5IEH

1.2 7V 7F =277 T A15~29mL/min D BF 2 1%, ARG O G 2 EE IR LZ B
T, H#ET 85481, 10mgx1H1E#E ST, [9.2.2, 16.6.1%]

<FRARMMAZZEASAE O A B R OB KNG

1.3 RE30kg R O/NEFEICEGT2H5EGIL, VN—ax AU R4 onmy P2 iHT5 2
& RE30kgUL ETAA] (824 OARFADKEE 2/ NRIZIX, AFILSNOFITE 218 IRT 5 Z &
(A 7 ¥ v ME1IOmg, 15mgDH)

[4 JH LI FEE2. 5mg]

CFRERMTBEEMETROREBREEREIZS 5 - ERLBEOIEHD

7.1 72U (81~100mg/H) ELOFHT2Z L, B, BEDIRBIL U TAFIIT A
U ohWiELZET L2 L, [10.25H]

7.2 TREMAT RN LT O MIEEER I B W CHUIL MRFI2 FI0FRBIENLE R AT, TAY
JVobkruae R UV EERTAHZE, 7t FZ7 LLOEAMBIILERKRICE XD D
&, [84, 10.25]

1.3 RFNOF G 1L, FTRmATHENRSRE) U, LA MR X7k, BHICHBTZ L,
[17.1.15 K]

LAY LV RTAvmy TNRATIERE S TH AR

[AZERUVHAZICEET 5 FEDHRERM]

GEFBEEHDEMBIEFICHS T2 ENMEKZED R UL B EERAE O KN

1.1 WEEEEE (7L 7F=0 2717 70 A 30~49mL/min) O &H 5 HBEICHOWTIE, EHNE
MARFER CTASAI 10mg 1 A 1 [BIFEG L2 AR NZRBMEN, 7 VT F=0 27 0T T A
25 50mL/min DA EOBHFIZAH 15mg1 H 1 [0I1% G LI2GA ERBEOBFE TH 722 Lk,
10mgZ# 1 H 1HE&EGTLHZEE LT,

1.2 EEREE (7L T7F=0 2707 T 15~29mL/min) D 5 BEITHOWTIL, [FEAMEE
HRBRICBW T, BEEK ORI ZNREN 7 LT F =07 VT T A 30~49mL/min @
BEIDORWMNT 5 EDREINTND, 2L T F=27 U7 72 A 15~29mL/min @
BEICBITD2HHRBRIIBELNTE Y . AFOFMELR LTSI SN TE LT, 20
HEHOBRE T, PUEEEREERRICB T 2 M IHED I Y 27 REWZ ERRENT
Wo, LinLens, BEEFEBREE CIIMAREREOTRIEY A7 NEmn 2 ERREINTEY,
AR E RO D HEEREE LEE T HBEELFET L5205,

L7i=moC, HEBEE (V1L7F=227 U770 A 15~29mL/min) O H 5 BHFITIT, K
A G- OS2 HEICHWT L2 BT AF 10mg 1 A 1RZz&EG352 8 & L,
<FRARMAEZEIEAE D BB R U B FHINFD

7.3 IKE 30kg RiiORE CTHAMGEL T IARII N T uy TORTHDIZD, DX H 7/
FCIE, BE, MR E KR OODSELHEHET, Ry 72 lilT5Z L& L, Fiz,
(K 30kg LA LoD B3 THERI O IR 2SR EE 72 FBE Cld, AR al ) O OD SEDf FH 238415 2%
b LT,

CPFROTEEMBTEOREBRERBRE IS T 50012 - ERTBE O

7.1 ERERIFEIMEHE (VOYAGER PAD/GRER 17454) 2Tk, AAIEDFHT 27 A v 1
HH&EE LT 100mg 537, ok, ENOBRHET AU VBEINRT A Y UGS
100mg K OHIERREE 7 A &) 8¢ 8lmg THHZ L aBE s, UTFToHHBLY 72 Y »
(81~100mg/H) AT L & LT,

s TAEY OFU/MUER L, /MY 7 vt =B ORI EM . 7T5mg/ A LA L



V. BEICEEd 5IEH

DORfFEE 512 LV ZER SN, ZBOBERBROERN S, = o AE#HHCIX, AF (2 B4
boP LMEA XY FOMBINESRE TN D,

- FAZEMEIREEROE Y A7 BEEXNGE LI A X T U A ITIL, WM2ah b & OV L5
FIEFIEL R e Pl MIIER O R B Z ET 23565 mE, TAE Y Y OFIMEZRTH
BRI E LT 75~150mg/ H R ENTEY . ERNINDOTA FT74 L OHTIFNE L —F L T\ 5,
- ACS #BF & x5 L L7- ATLAS ACS-TIMI 46/35k 118989 K% (8 ATLAS ACS 2-TIMI 51/i5
131949128\ T T A Y > 75~100mg/ H IZxf 95, AAl 2.5mgl A 2[FD LREHEG1T T 1
— AfRtEA X FOIBNCAZTH D Z EAURENTEY, BT, b ORERERIC
HEOXERINT TOEAA F~—H—D EFHEZMES ACS %OBFIZEIT 57 71— Atk
AR O BT LEEICE LT, AR EGHT BT A o 1 HH&EIX, 75
~100mg/H £ T3,

Fio, KAIL T ACY Lo RS TIC, AEEROBIREOHMBIZ LY —RpIZOFH S e
IR BBES D Z b, BEOREICIE U TAFIUIT A v OS2 EET 5 2
L LT,

1.2 70 FZ7LAOHMICBE LT, ERERBIARE (VOYAGER PAD/RBR 17454) 2TI
MATFEIEITHRE 30 A, EMIMOMEANLE L EMAHET 258180 THERE 6
ﬁﬂﬁi?@ﬁmtFﬁvw®ﬁ%ﬁﬁﬁéﬂfwﬁo
VOYAGER PAD (2B 2FEEDO 7 v v K7 L AGEFHBIRIZ, ZEAEOHBRET60 HULT
ThH-oT.

MEAEBIF T 30 HLAN X Y, TIMI O KH MO RFEA R FRIRIZ Y N—nm FF
AT AV UBEET AE Y CHEAIFEOM TR O b, 7 e e 7 LV O
M5 (BFFAZ L, 30 HELTF, 31~60 H. 61~180 H. 180 H#) DOFEILKILIZWFH OO
HMIZBWTHRRER ERIFRE TH o7, —F, MARMEMLE A X ks DOIFBLEIE X0
Wik D2 REREN TR oT-, ZNHDOZ &G, MATEHENEITHICIZ. T OFH X

TNRARZ LT o E R LADOHFAIIRNETH DL DD, 7 r e K7 L&D HKFC
MY A7 BERTDHEBZENRH S b, PFHAMBITILER/NRIZED S Z & A EY)
EEZ B, MATEHEMEITR OPIINERICB T 57 e v K7 L Lo HBREICET 23R
WA 2 E LT,

7.3 ER LRSS ISR (VOYAGER PAD/GABR 17454) 2 (2B 21RO 550060 1X TF

R MATAREETHETT/2 10 H Z @72\ EHEINTWe, 2O/, KRB To M TR
GEPRTHEAT 7> S IRBREE P 5-BAAA £ TOMIR OFEE AEER AT 5.242.9 B, FHfE (FiPR)
1£5.0 (1~39) HThH-o7,
VOYAGER PADIZI5 1T 5 N MAT FEEEIMTFETT 2> HIaBRIEER 55046 £ COMRB] (BHLIN, 5
HEE10HLIN, 10H ) ot 4 <> b &2 O E R ONZ TIMIZHE O K H i 03
BURME R L7z & 2 A, At 1 <X b ORBEE ST, RBEREGEEE TOMRMN
EL DIV EL RAEAPRD N, I, TAE U VHEARHCT 2 Y N—a %
PR+ T A O — REE, 5HUNK S HBE10 H LR O 3 TILIAR C
HolmbOD, 1I0HBOMBERTIZ 1 2B T\, — T, TOMMRERTH DL
FEOIE AR M 26 1 72 & DR BUR BT I I G- BGARF & o — B Ll midos s ineinoic, £
7o, TIMIZFEO RIS 3B W) TG BRI B W T B 22 B WIEERD b v o 7o,
NSO END, FREMATHEMMEITH OPADRE TIX, B2 AT B a7 4012 i
MM A X FOFBY 27 BEm<, BRI ANA—a X N o520 T52 21T X
DIRFENEDBWFFSND Z e, FRIMATREN 2SS L, ki3 fER T 2%, R
UN—m YN EEZRGT L2 &8 LT,



V. BaRICEAT SEE

5. BRERAIE
WEERT—2 /15—
AFIOERNBFICHTIEBERT—2 /v 5—2
EREEHODEMBREZCSTIENMEKREZEPIRUVLEEHEREDOREMNFICET S
AFIOERNBEFBICH T EIEET—2 /v Tr—2>

E WiEsh
R4y
(R Rk A fERERR A
& 1 FREAETRE 5 R & 1 IR 5 R
w Lmp sy |/ ———I\ 5 1R R
WA | EEmE i E Gats \JKPDOLE B S B B [ 3 15 3R
Bk Gk | N 4 B PR SR 1 1 5 A
SRR AR R kR YR H {38
SR NVAF## VR BEEDVTEE NVAF##
. e P DVT % 5 4
JEpp— HAANVAFEE % /I—L\ % AR
AL P e \FPKPDOIEL 600 v Dy
EINSTEIN-DVT
A A ANVAFERE 5 //4 NVAFH# %4
B | 4IRS ] H N L Oz 2k 00 He e 5145 I FR 35, -
J-ROCKET AF \] | ROCKET AF

NVAF : JEFpBEVE LEME), DVT @ BEEARMARIE, PK : %85, PD : K%



V. BaRICEAT SEE

<EFARMAEFARIE (REFFIRMADE & CIMRERE) OBRRRVCERINGICET 2AFOE

REBEIZE T RBBERT—2/\v5—)
ES[z) I
HERER A fEHERR A
B/ |5 1B 5 1 AEERe
= SPEREGENE | AEREREME SPREEGENE | SMERENE
BB | NVAFIRE | “ppese | "Dyrms DVI#% | PRz | NVAFEH
EF N WDVT EAE B
NVAFHEE %% HIAERER D | DVTERE S
e o5 I AH R F SR, o TUAHRER -
5 ILAH RIS ODIXa-DVTe
D Hg EINSTEIN-
DVTa
V2R -
R - r---> | AL APEERE | ! !
! fﬁ%iﬁ%? ! B DVTEE S| ' !
v R ! DVT#BERS [ — \| BIFERE: | ! !
RIEDSE | smfsks: [ OMEROT \EINSTEIN- ¢ :
i ! J-EINSTEIN DVT ; ; :
3 DVT PK/PD® L / : N :
! HAN V| R E !
! APHIE G | | PER#E XS !
: PER# 5 | AR ;
! CRILGEEY$ / ' | EINSTEIN- !
i J-EINSTEIN HaE R Ve att. PRK/PDOME: N\ | PE :
PE \J(V\?PE’E’% AR ER 00 BB 4R) : :
EAIEiE
| v i
| AMSEFEDVT U :
! PEIZx7 5 HuikH |
: ‘ BRiL7%6~14% J v,
e | Bt | | Warkee
NVAFHE % TN . S TIARRARR:
S AT - Ii%l?g@ EINSTEIN-Extension ROCKET AF=
J-ROCKET AF= <______________________: ____________________________ >
a: A 7F L hO5E 15mg LK OAIBE 10mg WIEIZAFERE (2012471 A7&GR) FHm%E A& B
NVAF : JERREME L EMEY, DVT @ RS IRMAEE, PE : MimtesEeiE, PK : E9@me, PD : 5%




BRICEI SIEE

(Al
FABREROEMBEEICE T IEMMEMEHRRVEHMEEEEOREINF . I U CFHIRMAE
EARE (GREBFPARMASE R ORI ERE) OBRRRVCBREINGIORETOT S LICHT SR

ReAER GRHEmERD)

%iﬁ
B | REBRE S - SRR = o
/B:\ (%f‘\%ﬁ%) Xd— % uitgﬁT‘]j_/]) N *ﬁ g
77
AA AFEEERR N B [MEEA L, BEER, AF| 5, 10, 20 X 40mg % ZZjE
11126 (40 f51) 7T AR, AR BB SR By EiRe . 3K
2V R OB O RS
W AA AEEERR N B [MEEA L, BEER, AFI10, 20 X 30mg & 1 H 2[5 6
£ 11127 (30 #1) 7T AR, HEME| B R % ICRER G RO KB HE,
I ) E, Bek OBEEOKRE
HH HA N GEREE D 5 & (BEAEA L, HER, AFI 10, 20, 30 KT} 40mg* % (12
R 11395 (64 1) 77 B ARAHR, B H & 5 R0 Ky Eie K F w7
R A e OB DR
i *TE &7z 50mg K5 1T FE
R AAR NS & |FEE R, R AFI10, 15 XN 20mg & 1 H 117
3K 12026 (36 #1)) HE &% KE®R G REOEYENRE,
fif N, REVEROERFEEO K
i HA R T [BE(E (. 77 R | I 7 7 U o b AR 15mg & 1 H 1
B 14883 (36 f) R MATRERECEGRER (ol 4 AR 5CE) 0 B B
¥, EpyEe, 2R ORREE
77 2 A ATARA B L & LR
HAR N FEFRIEGE |2 gk |, FEEMR. |[AH 10 LT 20mg* 1 B 28] 28 HH
11390 DEME RS FH B BLGROEYEIRE, BNZROES
= (36 #31)) PO R
* o S 72 30mg £ 5 F R
w H AR N JEIp BE |2 JE 3% L [, % /E B A% 2.5, 5 XN 10mg @ 1 H 2 (0] 28
I 12024 D AmE) B b, IEEHR. EEXHBERGREOEYIRE, EITFEEY
. (100 %) W SPATRER bR AV KE
H AR N JEIp BE |2 JE 3% L R, 8 7E | A% 10, 15 X1 20mg @ 1 H 18] 28
11866 DEME RS b, EEKR. FESFBAMEBESROEYDTERE, KHZELY
(102 %) FR L SPATRER bR AV KE
A& N B E o | SRR IR MEEA L, [ AH] 10, 20 X 30mg %= 1 H 2 [A],
11223 DVT & FEHR (KAIOMNER40mg 2 1 B 1[5 12 A 5RO 3K
(ODIXa-DVT 2| (613 ) Mix—EER) . EXEie, Eh% %L E2ME
4 5 xHRR . APATRERD bb i Oet, =/ %Y RXY o F U oA/
Fa v a2 v KGO & o bk
I 11528 A& E N BT IE 5 PR SRR G R, BEEA L, |AKI 20, 30 XM 40mg A 1 H 18] 12
+8| (EINSTEIN- |DVT &% JEEW ORH o HEREE B 5o 8-SR, A
DVT A EMET | (543 f) M —EEMH) . EEIEOZEEOKRET, ~) /e H 3
9] SRR WPATRER b v KHEFEROEH & otk
A AN FE o9 B 0E PE| 2 B 5% 5] . M /F %A A 15mg  (CLer:30-49mL/min |3
12620 LN EAEY B fb.. X7 NF I —iE12|10mg) 1 B 1 FHEREOF ML
(J-ROCKET AF) (1280 1) Lo ZEER, EEMLZL2ECHTIHERGIOLT 7V
W, A TRER e VL DR EE N E A A R
Br b otk (& 31 » HE#E)
H A N S0P E 68 MR |2 b 5% 25 R . 2 1F 24|03 SEMIEAH 16mg % 1 H 2[F],
W 15960 PE &3 b, EEKR. EExHZ0H% 15mg % 1 B 1 EEEROAD)
5 (J-EINSTEIN (40 #31)) W, A TRER e Y AN e X i A 1o 2 b RS ROV I el
11 PE) 22 K HEPUERGEA & o Hels sl O
e W ESVE ITARERER & ol (FE®R
5HIM 3. 6 XX 12 » AE)
14568 H AN B E e 1|2 i 3 36 1R, B 1E 2|00 3 R AA 10 XX 15mg % 1
(J-EINSTEIN DVT 3 b, FEERHR (584 3|H 2R, F0#% 15mg % 1 H 1045
DVT) (60 #1)) T XA A o H BB (RO F 9 & O 2 EIZ B9 2~ %
X TEER) . ER U /e X I K EFEROEA & o ik




V. BEICEEd 5IEH

HRL AT ] e

R E It 0N [E A5 AR BR & o i
(PE#HESHIM 3. 6 XX 12 » AR

#EH

=

O [E N S BEE ) 2 B i 36 [R) A6 4 2 4k . | AR K] 20mg (CLer:30-49mL/min (3
11630  |[CFEMBIEE F7 NI —IEIC L % |15mg) 1 H 1 B GROAEER O
(ROCKET AF) | (14264 1) CEEMR, KEMM, ket AEREU LT 7Y L
A S N FEER AT (R 42 » A REE)
FER b
S BN S R | 2 M B SR TR L A R 2| W0 8 IR 15mg & 1 H 28],
PE &% b, EEBR. EIEZOK% 20mg 2 1 H 1 BIEGREOHZ)
11702-PE | (4833 fi) M, A~y b REM RO e ) T b

(EINSTEIN-PE)

PATRER b

U ANEZ S KRG & g
et (PE&REMM 3. 6 XX 12 »
HIH)

S E N 2 M E B

A | 913 3 WM IIAK 16mg % 1 H 2[5,

11702-DVT DVT &4 ft. IEE M. . % By %@f&\ZOmg Z1H 1EHFEREOHAL)
(EINSTEIN- (3449 f5i]) %:{Nyk£§@\ﬁ&vﬁé@%z/%ﬁfuyfh
DVT) N AT RERA] LL R U aes 3w K EFERGEA & i
et (PE&R5HIM 3. 6 XX 12 »
AR
AN B E PR 2 b % 2k TR . IR fE & AHI 20me & 1 A 1R RO G B
11899 DVT XX PEizxtd b, —EEHR, 77 2| R RLe2EE 2 77 v R L KB
(EINSTEIN- |2 HiEtEREE 6~|FR B, N0 b FHE| (TERE5HM 6 UL 12 » A1)
Extension) |14 » A3 7-8F  |BL, WATHER L

(1197 f5)

Cler: 7 Vv7F=227 7T A

) AR TEBINTRANIHKT 2 HEROCHEIIUTOLEEY TH D,
@ JEFRIBE M LA EN B (2 31T D B i MR i 25 M OVA By M FEAE 0D FEE ST
G@as ., AT N—a 2P0 L LT 1smg 4 1 H 1EIE#%ICRAOKS TS, B, BEEOHDHH
FCH L TIE, BREREDREICS U T 10meg 1 B 1 NS ET %, |
@ IRIMARFEARE (T FR IR MARIE B Ol AR FEARIE)  DIBH K VI
GEE . RN TRV ER IR AR AE S A ZEARIE RAE S O P 3 BIL Y N—m 3 L LT 15mg
Z1H2EEZICEAKES L, Z0#%IZ1bmg % 1 B 1 HAZICROEET S, |
@ R TFEAATIET 7% D R B IRE B ERF TR 2 e - ZERE ko]
D@as ., AT "= 2P0 e LT 25meg% 1 H 2RO%E5T 5, |

BRI
[E A AR (S 35 1) 2 LA N h DEFRE LA FISRT,

HIfLPEA X s D4

=

RE

e
FR

HORZp i [EFR AR ik i

¥4 (ISTH) L]

« 2g/dL LA LD ~F 7 o B BOMK T 245 Hi

< QWAL B oot (REJRMER X 1T A1) A3 E e i
- BRSBTS i
< BEIR & 7o 72 i

BRI RO N EE A
& 7 D

PLTFICREYS 95, BERIIZE 5272 Hifn

« WEHY ST/ BHAO AL IE 23 2032 70 HH 1.
cEfEOTENDaZ T N (%2, BROHE) BHEL -
7= Hifn
« JRERER o I g 1k A B 2 HY Iff

IR B AR IR A E R EA3VA U= i




BRICEI SIEE

(/MR

FBIRMARZERFEDABRRVBENFORE T OIS LI HERRHAER

AR

[Xﬁj} (%Eﬁ%) )d‘ % gﬁﬁ% ']j\/], N *E% g
INREEENRE L-HEB GHEEHR)
VTE (2% 2 kel B VTE BF#FIZAAK] 10 X% 20mg 1
JBIEZSET LD H S e JEE M H1E&ESREOBREZICHEYT 5 L5
12892 RV AV EMT D 6 in s (T LA G A
4 » AL E 18 sk |7 LUTRGHRERE L, EyEikE, 3
£ AN (59 1) 1%, TRV OB & Mt
1 % A\ VTE B2 A% 10mg 1 H 1 [3]#%
fﬁ A2 iE DBEIE &2 F 9 HREOMREE &Y 35 & 5 KRECTH
; L799s  |PVUBENRIEEET (S MW E R, LR (KR 3~12kg Rl T
B L7 2 » ADLE 1255, am— a8k |0.4mgkg) # K7 A4 vmry 7 & LT,
AED/INAL (47 1) BHEPIERICHEREORE L, 3
WEheE, LMK QAR AT
WA VTE #1247 20mgl A 1 142
- A A 13 A (e R OBEERAATS 5 K5 (B T3
0| 1az7s  [VTEERIE L7 6582 i 3 L JE bR Lo AR AT S LT 1A 1T
i D18 A D /1N FERIIHEH MM L LT 1A 2% 30 AW, &
& 2 (64 4) BAR DR L, KB, KE, A
% IR Ve EWE 2 W
E|
3 \ .
s FE A S Py VIE S A 20mg (1K)
i VTE % %52 L7~ 6 % Tt 16mg) 1 B 1 [ 5RO TE &
sz 14374 e, 6 s% LRI FEER., ITHYT L ORECHEL-HES.
- I S SO e REEA L LC 1A 2 % 30 AR, &
e N wmfkEn&E L, EKpEhie, Ehr A
FH (AARANLHIZET) I OV 2 % et
e i
7 F A VTE H#E A% 20mg 1 B 1A
Piran S Bl - pIVa A 3|
v S S I (G i%gﬁfﬁﬁﬁﬂ:ﬂ‘ﬁéﬁé & O T
& Algz 12 1 = e, AT Z i%:_ﬂ’*{%%ﬂﬂ&i]\7/{ =
23 1] aE Y IS A E LI R =F I s
/ L7618 |0 06 1 it oo [ d 212 vy 7L LT1H2EXIZ1H 3% T
I A (10 5D AR, RERTUIABERE S L,
A ot IERE, 7 AIMER O
= AR
B
=]
S A VTE BHIZAHK 20mg (AN
3t &V VIE %635 TiX 156mg) 1 B 1 [ 5-R O IE T &
7] %O DD 183K 4 1o i =1 4 g S IZHY T AL ORETHEL-HAES
5 14372 [R5 o /(500 ;ﬁg%ﬂ;ﬁf%m BERIMIERTIAvmry 7L LTLH ]
il 1) A o ~3 [Al, B%FEO#EE L, EhBhE,
el (HARAN 645 5Te) AN b NTH MR Otk
By DUNTRERIE L & Hefe it
B




V. BEICEEd 5IEH

BERAZRRE L-AYHERZERARE (SEEH)
fRERE Rl N 55 FEEM. TEAL., 4 7[RRI Z2EAl S LT 10 X 20mg %
14022 (17 f51) T A —N— HRREE  |ZEMERE, 20mg ZR%, WONIEHER &
L T 10mg % ZEMERpIC IR OB 5 L
7= DFA%IE) BA % Mt
ﬁ fRERE Rl N 55 FEEM. TEAL, 4 $17|ARH 2 REA] & 10mg &2 fEE, RRE
! 16886 (14 #1) 0 AA— 3 — HEE  [FlE LT 20mg 2 BE L OEEAIE LT
jf 10mg % 7S (- BT 0 # - L7
g,j DA% BA %t
BA R R A 55 FEEW., TEAL. 4 WIZIARIZ RT A4 v u v BEA M OB
24 17769 (18 %) 0 AA— 3 — HEE  |[AlE LT 10mg &2 228, WONZ KT
B Avay7E LT 20mg = BH%ICHEA
BOEE LB BA % Bt
R R A 55 W, TEAL(L. 5 WIZ|IAAIZ MK & LT 10mg & %72 5K
17861 (16 f51) 1 AA—N— Bl KR CHER G L7 B0 kY BA %
Bt
TR A Bk B, BEAL. 2/ AKE FIA4vmy FROBEARIE LT
g (30 %)) 0 AA—— HEHEE  |10mg % 22 AR O 5 L 72 B
BE 19365 ® BE %5t
5| B A AR AR A B JEER. IEAL. 2 WIZ|ARKIZ KT A4 v o v T ROGERE LT
M (44 1) 0 AA—— HEHEE.  |15mg % 22 AR O 5 L2 RS
BE 20152 ® BE %7t
2l
TR A Bk B, BEAL. 2/ ARE FIA4>my FROBERE LT
st (30 #1) o AA—— HoE  20mg & BZICHERBEREO®E L7ZBED
BE 19366 BE % it

BA : "AFT_AFEYT ¢, BE: EWEEEE
o RORIEE (RS TFEARY L, T ANY X7 ZAF MY AT S I v K#EHEE) 25t e L-EES
{LIEEAATRE LLEGGRER & U CBHAA STe Dy, BRBREE D7 < R D & 2 BEM LRI A EE L v & OB 7>
5. e R~ ORI E PR

) AR THRBE NI NEOER AR TV RRICET 2HE 3. llELUHE] 0HZZROZ &,



afICET HIER

(R A]

TROTEEMETEORMEEREEEEICS (TS50 - EREROIIGEHOREITIOS S

LIZxt 9 HERKREAER

%& =P =]

2 f;f@ﬁ) W % BT YA o=

67\

FEA &R

=] TR AT RN AT |25 M 5 3t R . e R 2% ARAKl 25mg 1 H 2 B+T AE D
S B OJEEMERMENR ., —EEMR. 77 &|100mg 1 B 1 [BOHFHES5EEOLA%R)
4 17454 PiRERE REEE, R FEHEEROLRME, T TER+T ALY
[l (VOYAGER | (6564 fsi) 7 > 100mg 1 H 1 [E#5 & ikt
4l PAD) (AAA 459 fl% 5 CRETE IR 30 7 /1. BBy
A i) 42 3 A L #EE)

SR

E5| ShE N ACS B % i g% R . M AR & IAA] 5. 10, 15 KTV 20mg 2 1 H 1
P48 11898 (3462 ) k. :EE*@\ 77 ®|EXit 2.5, 5, 7.5, 10mg # 1 H 2
% | (ATLAS ACS- AxP . AEME. H|Bl6 » A& SEFOFREN V22t
o| TIMI 46) B )iy

A

5| ACS 3 % i g% A MEAE 2| ARK 2.5 RO bmg & 1 H 2 [Al#% 55
B (15350 ) b, ZEEHR. 77 2| 0K NZEEORGFT (kE 34F
| 18194 (AAA 397 Bz R, A <o k3| )

& (ATLAS |5, "

P ACS 2-

I TIMI 51)

A

) AIRTHGE S NI
@ LR EE M O A E) A1

MEHE. A i)A~u#%A/gLf1m@%151@ﬁ%

FIZH L CE, BHREOBREIZSE T T 10mg 1 A 1]
B E IR AR AE B OV A FEARIE) 0D TR K O R 176

m%ﬁ%ﬂﬁfﬂi%ﬂﬁ%ﬁf%ﬁ%®@%3ﬂﬁi)AﬁD#%ﬂykLT1%@

O%WEE%EP(
HEE . AL

%152@@& EAES L, 0% 15meg & 1 B 1A%

@ TR AT FHETHETT £2 O R BRI R 12

Bl ot -

T LMERLCHEZILUTOLEY THD,
B 2 MR AR o e UV %ﬁ%&f®%fﬁﬁ

RO 5, 2B, BEEOHDE

IWET D, J

BOoEs5+s5, |

%*iﬂ:/ﬁk @D Tlﬂfﬁ'J

D@as ., AT "= 2P0 LT 25meg% 1 H 2MRO#%E5T 5, |



GFCFH
ノート注釈
CTD 表2.5.1-2 申請データパッケージに含まれる第Ⅱ相及び第Ⅲ相試験一覧と、試験成績に記載されている症例数が異なるので、合わせた方が良いのではないか。


BRICEI SIEE

RESRR
[E4N 5 T ARG L ONE BRI RS AR ER (2 35 10 2 k1 X b (TIMIZ3HE) OEFRE LTI
R,
TIMI 553 %8 IEE
R H I PAF % 120 B4 Him &35,
< EEIRSA X2 (CABG) & BN 220 I
— B (7 BUPIZHE T E T EEDER & o=
i)
—BAZFW M (gradient-echo ¥4I X 5 We5 LA {51 T D A3
» HIL5 10mm A O/ M 2R <)
—b5g/dL LA ED~FEZn EAMEDIET, ~EZ 0B ENELR
TWRWERIT15% U ED~~ h 7 U v MEDOIK FIZE#E$ %
PR BOIZ B & 27 H i D 18cfi
- CABG & B D & 5 Hifi.
— SR I (EREDSER & 72 - 7= Hifn)
— JET A B 2 PN L .
— = he— O =dOliE YRI5 B BIBE O S
D Pl
— 48 FRILANIC S hia L 7= 5 BAATLL B oD A iin X R ik o iy .
— 24 B LLN D e = — 7 Ok H E2Y 2L #
NXATLAS 7' v 7' A TlE, CABG & BHHED & 5 Hifn o> Fe A% Ry 7z,
/I 3g/dL LAL 5g/dL RiifiD~E 7 m B BEORF24ES | FRIIIC

B S i (B2 Wnc X v MR Szt &2 &de) o
(NEZ B EVEDEFERNZ2VGA, ~F27 U v MEOKHXHET
D 9%LLE 15% R DK T)

B R BN 23 6 27 H if.

WEHERE, SMEHERSUIRR A2 L E 2 Hi T, TR K&
O Vi) O¥ERAEICEY LW i F5




V. BEICEEd 5IEH

(2) ERPREEEEA 58

1) B[ 5 iR

[RA)

EREE I B (HERES 11126) ©

H AR AR A B 40 BIIITAH] 5, 10, 20 XN 40mg XIx7 7 & R & 22 fEHF 2 B nlfe 0 % 5
L7z, ZORER, AHIE OREBEENEE T R2WVEEFEGUL, 10mg BT 26 (Hi iR 4E
£) . 20mg BT 2 #] (HMFFFER, BmEkEgED) (SO 6722, WInbiRETH
V., EEIFRKRICHE L 25 AEFZITRO o7,

EsE 1 AR (RBES 12361 AEAT—42) D

AV E AEERERE A 5B - 24 IS AFHKN 2.5, 5 %OV 10mg % ZEfEHFIC AR O35 L=, & Ofi R,
AF) & DREERNTE TE RVAESRRIT 24 #d 2 6] (8%) 12 3 HICHE S4L. bmg B
T 2 ] (ESHEBATIMAE, U S—PHIN) | 10mg FET 1 B QEEEALMAE) (2380 Sz,
5mg FED 1 il GEEHPALMAE) DOAPERE T, ZOMITRE CTH -7, EE IR
LR DAEFLZITRDO LN T,

(/MR

OEsE 1 HHAER (GRERES 12892 : SHEAT—%) ©
VTE (26T AP EREZ5E T LN ERY A7 26 THEE2NH4E% 6 » A~18 A
O/ 59 BN, A VTE BEIZAA] 10 % 20mg 7 1 B 1 [BIE G REORE &Y 55
K ORECTTHEL-HEL, 6 M~18 A ISR, 6 » H~12 mARiiXREds s LT, &
BICHBIRR O BES LT,
ZOFER, MIER U R—m PR JEE L PT, aPTT OX—2 7 A bt ORRIL, FiipiE.,
G- 'L OCHETBZ 0 63, lRADOSREROFPHANIZH - 7=,
AEFRITI6HINCHIELL, 200 BAFLEEODH L2 HEFEFRIT 46 EHAPRE. 7L
¥R, WERR, #RE) IR0 bR, T UK —EEROAPEET, 20
i Ch o7, [ERAHM T TERTIEARWSEROICHEL 722 i) (3589
BT, BRMEICEBWTHERE, B5EXTAEM CTHL L RZEITA LR -T2,

QEsE I HEAER GRERFES17992 : HAEAT—42) 9
MARSE DB 2 AT 2 PEBEREE 52 T LizA% 2 5 H~12 58K 0/ 47 i, sl A VTE
BFITAH 10mg 72 1 B 1 EEGREOREEICHY T 5 X O RETHME LR, SUIARE 3
~12kg RiifIZH) 0.dmglkg & K74 vr vy 7L LT, BFEFIAEZICHRERO&KS LT,
ZORER, MIFEF Y R—a PN RE L PT, aPTT OX—2 714 U HOBRIT, RADS
UL DOHEIFANTH > 72,
BEEZITIIF (19.1%) IZRBLL, 209 LAAIEEEOH 56 EFEFLZT 3 6 GEHELEHY
brUART T AFURRIER, 5, KOMAEZFREAAN ML) TR by, § X CTRE
THH, WITNHEA L, TERAHM XE TERTIERWAERRICHE & 72 5 i
O LT, BRI W TERE, &5&8UIFEMTH LN RETA Do Tz,



BRICEI SIEE

2) R 1B 5HER

[RA)
ENE I iR GABREFES11127) 9
H A AERER A B 7 30 BlICASH] 10, 20 ¥ 30mg XL 77 ®AR% 1 H 218 6 HEKERD
5 L, TORE., AF EORRBEFBNGE CE WA FRLIT 10mg #ET 2 F (HifmEE
IER) | 30mg #EC 341 (HiMFFMIER, i, ) (RO LR, WTNERETH
V. HEHESUIERARICHE L R AEFEFZITRO N o T,

E) A CHGRE NN T 2 HELCHEIZLLTO LB TH S,
@ S RIEEME L EAME) B (2 3BT D B i MR i 25 o M VA By P FEAGE 0D FERESTIHH]
D@, AT N—a XYL LT 15mg % 1 B 1 BAZICROEET S, B, BEEDH
HERFITH L TE, BHEEOREEIISE T 10mg 1 H 1ENZHEET D, |
@ HIRIMARFEARE (IR MARIE B Ol AR ZEARIE)  DIEH K OVFR4H
DR RN IV ER IR AR S AR ZE AR E R E R O 8 HRIL Y N—m X H L LT
156mg % 1 B 2EAZICROKRE L, T0%I1T 15mg% 1 B 1 RIAZICROKBEST S, |
e, DNRORERCHEL, [V.IRRICET 5HA 3. HIEAUOHE] OEEZROZ L,
O FREMATFEETIET 1% O R R B IR BERF TR 1) 2 e - ZERE koM
G@as ., AT "= P02 LT 25meg% 1 H 2RO #%ET 5, |

<BESHEHERANCBIT 5 QT Mgk 2% 5

QT/QTec #FfizkBR 10 (Through QT #kER) “HEANT—4)

ENE T FERBRIZ W T, SMEAEERRC A B 2 54 il (5% 27 #) ZRRIT, AAl 15mg X
45mg, 77 EARBCEF v 7 aFH 2 400mg (BHIEMIR) ZHEHE 5425 48447 0
A ——ilBR A i L. AK|D QTe MME (Fridericia {EDOMERX A A : QTcF=QT/RR3)
DB LT, &5 3 B OARA] 45mg #E L 7T AR L O QTcF RkED /N 5
SEHED 1T —1.03msec [95% 5 HEIXM : —3.47~1.42msec] TH V. AKIH QTcF (T2
ERIESHRVWZ ENRBENT, XU 7axd oy (B BTk, o =T
9.77Tmsec [95%15FAX [ : 7.39~12.15msec] ThH -7z,



V. BEICEEd 5IEH

Q) AERIGIFRRER

GERBEESHDEMEEREICH T2 EMMERE T R U E 5 EREOREIDNFD

()

1) ENE IHEFER

DHERES 11390 12
A AR NIEFRIEENE O A AiE A 36 il 2 k51T, Al 10, 20 X 1*30mg # 1 H 2[5, 28 HfH
AR AHEG LB IEMENRE, N FRRKR LML RET 52 L2 HE LZHFE
B B & FEhE L7, T OREF, Step 2 (20mg, 1 H 2 [A]) (2BWT 11 #iH 5 i
(45.5%) |ZHIMHERNFER L, HEDIEL o2 Lnb . HARAIERIBAENE L HE) H
FlTxP L, AAl 20mg, 1 H 2 EESLL EOHE TORGFHIED T &l sk,

QFEEES 12024 13
A AR NIEFRIEEME O A ATENEE 100 B2 5412, A#12.56, 5 N 10mg % 1 H 2[8], 28 Hf#
RAERE G LB O3B, N FRIRKR LM ERFIT 52 L2 HE LT, U
VT 7 U E LT A IR B AT R MLl R 2 e L 7=, = OfER., EARTIE
7R WVSEERAICE & 70 B 23 A K 5mg #C 26 il 1 1] (3.8%) . 10mg #£ T 24 #iH 2
Bl (8.3%) IZ@RD BAVEA, Wb B CRALE|IZ THA LT,

HIMEROHIRHE
UoR—uaF o301 H 210E)
2.5mg 5mg 10mg ]7/1/7_7 )
(o2 | (26 | (npa) | 20
EEpNASA RN TN 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
HRTIEAR WD ERIRAYIZRRE & 72 5 i 0 (0.0) 1 (3.8 2(8.3) 0 (0.0)
BRAM 72 HH 1. 1(4.2) 0 (0.0) 2(8.3) 3 (11.5)

BRI GEMNGHEE ST RRERGKTRTHAET n(%)

QEHERFE 511866 14
HARNIEFRBENE OB EE 102 2 551, A4 10, 156 X1 20mg 2 1 H 18], 28 H
MRAERE O 5 LR oKy @hie, KV FRIR R OV Ze 2t 2 2 ¢ 2 YL LT,
TUNT 7 ) ERRE U BEACIEE R ATRE M LB & FEh L 7=, TR, ERT
E72 VAR A RE & 72 2 23 AHK] 10mg BT 26 19 141 (3.8%) . 20mg T 24 44
16 (4.2%) ITREO LN, W HEREE CRAEICTIHKR LT,

HMEZORFHE
YS—mXH3(1 H 1[HE)
10mg 15mg 20mg ]7}1/7_7 )
(0=26) | =25 | (n=2a) | 27
ER 72 H 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
R TIER WD ERIRACRE & 72 2 i 1(3.8) 0 (0.0) 1(4.2) 0 (0.0)
BRI 7 H if 1(3.8) 4 (16.0) 0 (0.0) 1(3.7)

RV GERNGBREE ST (RREREK TR TARET n (%)

P EORAEN S, AFlo 1 HAESE LTE 20mg £ THRZEMEK QBB S CrEb) 2 &
LEZ RN,



BRICEI SIEE

2) EIN4V 55 I 4B PK/PD f2#7 1917
FE4hCi, SVEERME DVT B F 2 x5 L Lz EE TR (ODIXa-DVT 19 & O
EINSTEIN-DVT H &fatakii 10) OfERESEHIL, AOMEROLEMEDENG, EAE
MRBRICH T 2 AELOHESE LT, AFI20mg (7 L7 F =227 U7 7 A 30~49mL/min
DHEEIZIT 156mg) 1 H 1[RINERE ST,
EAN T, ENSETHERER &L PRK/PD 7—# L 2MEfd: DVT B a5 L L
TEANE DR D& B 7z PK/PD 57— X ([ZHS& . AN ONHCK A O FEFRIEEM: L
EAMEEBRE AR EZ 1B 1EERE LoV 2 b— g U E2ITV, BBEEOkREIT 12,
ZORER, EATOMEROCHEL S 20mg 1 H 1 EZ#E LB, BARAFERBEMEOE
AENEE O—ETIL, WCKANEE L ENIREEN & < 2D TR R S 4L, 16mg 1 H 1 [FH
G LTEBRICIZIERREORZEEZ R~ T LB 2 bz 17,

ERSNOERKHEBRBEN D DEYEFREL T2 L—2 3

(e/L) Cmax (g=h/L) AUC
600 - 8000 -
Cmax ] Al;J_‘Co-zl .
S 500 = 3, . -
< . S 60001
=+ .
T 400 4 T . L —|_
] | |
P4 ] Z i |
300 S 4000
0 : -
7 mm - g I
B 200{ —— . € B ==
— * —1 N l .
= . F 2000 - 1
. L]
100 - ?%?
1K %
8 &
=0 . , 0 . .
FRK A AAA B A BAA
(20mg 1EVED (150g (@1E) (20mg 161D 20mg 1B1ED  (15mg 1R1ED (20mg 1B 1D

F57145-10-25-50-75-90-05% M &R T



BRICEI SIEE

<FFARMAZIEAZEE (

(Al

1) B4 O4EEER

ponkd

xR

PEFARIMAZEE R O M2 EEIRE) DAREUBREIMFD

@ODIXa-DVTi#tER (GHERES 11223 : st 7—4%) 9

18 i LA EOBAMIEEETAL DVT B3 613 fil 2 %1512, A% 10, 20 X1V 30mg % 1 H 2 [H],
FONT 40mg 2 1 H 1 [\, 12 HERER G LTEBERO A0, Zatt, FEYEhE &k O3
FHRT A= ERFT A2 EEME LT, EAMERIFE (= S v F MU oA
THEEROE X I K TSR O& GO0 22Xt e Licain &, ZhisgdbnE, MEIEA (L,
FEER (RFOHAEREMTERIL) | WATRER el eBh 2 5245 U 7=, A 2h M = 23 5 B
[VEBRSEIE 5. 3 WE% DZERNE] (CCUS R aT*R_—Z T A LG 4 S FSE LT-0E
) 1 OFEIAIL, AH 10mg (1 B 2[A]) # 53.0%. 20mg (1 A 21[a]) #£59.2%. 30mg (1
H 21 B 56.9%. 40mg (1 H 1[E]) FF 43.8%. TERIRIERE 45.9% ThH o7,

RRERS 3EMROEMNGIDESK (FF)
U—nm ¥t (1 H 2[E)

UR—m 30 (1 3 1E)

(3 3ES

10mg
(n=100)

20mg
(n=98)

30mg
(n=109)

40mg
(n=112)

(n=109)

53 (53.0%)

58 (59.2%)

62 (56.9%)

49 (43.8%)

50 (45.9%)

7'u b a— Vi EEH

* CCUS (complete compression ultrasound) A =7 : EEEPBHFRBAEIZ LD . MBRNES D EHARD
KEALZ Lot Uz, BEREEAR (BEB AR, ZISEHEAR) 14, BEEIR 2 s, KEREAR 4 0 (RIRTER:
Wk 2 &) | BREIR 8 R, 4 RLL EOUEZFROIIER & B & HE LTz,

LM TFEIEA (EXAMMm) 1%, A% 10mg (1 H2H) ##T1.7%. 20mg (1 H 2[A])
BT 1.7%. 30mg (1 H 2[A) BT 3.3%., 40mg (1 H 1[A) BT 1L7%THY ., HEREIER

WZIFRRD b e oz,

LM FEFTMIER DFERHIR (RIFXR)

JoR—m 80 (1 H 2[5) YoRx—mFHo3 (1 H 1R)
TE AR TE
10mg 20mg 30mg 40mg (n=126)
(n=119) (n=117) (n=121) (n=121)
2 (1.7%) 2(1.7%) 4(3.3%) 2(1.7%) 0 (0.0%)

LEVERAT S GEEF ARG T (RBRER SR TH 2 AR £ T)




BRICEI SIEE

(QEINSTEIN-DVT FREMRETRER GIERES 11528 : gt 7—4) 19
18 LA L2 e DVT B3 543 il 2 x5z, AH| 20, 30mg XU 40mg % 1 H 1 [8],
12 HEER O G LB oa o, 2tk A E-OSERERFT5 2 L2 HGE LT,
feskRiE (AN U THRE RO X 2 K PR NG O0H) xR E LzRinE £
fisk A A A LIEE MR (R —E M) WATHEM bR 2 Jhi L7z, btk d%
FEMiEE  GEMEME VTE OfF%, VTE BEE, Tmt@oE ) ORERIL, KK 20mg #f
6.1%. 30mg &t 5.4%. 40mg B 6.6%., TEREIERE 9.9% TH -7,

AT ETME R DREFH (FAER)

YX—m X430 (1 3 11E)

20 T 3J¢/ 40 PEAI s
mg mg mg =
(n=115) (n=112) (n=121) (=101)
7 (6.1%) 6 (5.4%) 8 (6.6%) 10 (9.9%)

7ok a— L EaEH

A OEAL TR EBERMRAEIC XD KEBEFIRE ICEEFIRERE L, X—2 4 VL0 ke
dmm LA E#R L7286, XIIMMmE A ¥ ¥ A2 XV Hi/hEX a7 2 26% %= 2 Tl LizgE . XIXER
Mgt rtA X PR NG E

AT MEE (EAZR M T ER TIEAR WA ERANCRIE L 72 5 i) 1%, AH
20mg #£ T 5.9%. 30mg# T 6.0%. 40mg FET 2.2%., MERFEIERET 8.8% TR LT,

2T EFTMIER DRERGIR (RIEFXR)

UoR—m X480 (1 | 110E])
20mg 30mg 40mg PERIEIL
m m m —
(n=135) (n=134) (n=136) (n=137)
8 (5.9%) 8 (6.0%) 3(2.2%) 12 (8.8%)

LEVERAT R GEEF ARG T (RBRERGR TH 2 AR £ T)

2) EIRSNE DR UEME PK/PD fiZ# 19

E o cix, 2MEMRME DVT B 24 & LZES S 0 #HRABR (ODIXa-DVT & O
EINSTEIN-DVT A &M&iEER) OfRE2S55I1C, AR NEEEO D, EHAVE DHE
ARERICI T D ER R E LT, P 3 MRIXAK 15mg 1 H 2\, Z£DO%1E20mg 1 H 1
EARE SN, ERNTIE, ENSIFERR S5O MR ) S —a 9 s —
& L EANVE TARRER D DS Hi/z PK/PD 7 —Z2HS& BARATOIZHAD VTE #BE I
AAHNZ1H2EE N H IEHEG LEZEOY S 2 L—y a3 2170, BREREOLR AT 72,
ZORER, BABREIZBIT S 15mg 1 H 2 [BE G2, BARNER KT 2R 21X 10mg
1H2FETIFEHELS, 1bmg 1 H 2EITIE TR RS2 bD LISz, —F, BAEE
W2k UTAH 20mg 1 B 1 [FlfG L2 & BARNBE IS L TAA 16mg 1 H 1[H&EE5 L7
BADOAKORBERITARANL AATIRERBREORBEREL RTLEZ LN,



V. BEICEEd 5IEH

ERNDERKFRBRAENDEYBEL 2 L—Y 32 (1R 2EKRS)

(e/L)
Cmax
<, 800
3
L
[ 600
v
3
= 400 -
&
=
% 200 -
®
HE
0

Cmax
s

|
. s

T

E RS ORRRRERRAED b DEYE

(ue/L)
800
Cmax
z
3 6004
L
]
e
3 4004
=
i
= 200
&
K
f&
0

BA BAAN
15mg 10mg 15mg
182 1B2[E 182[E

Cmax

!
T

-
-

BA BEA
20mg 15mg
1815 181E

(reg-h/L)
AUCo-2
:{ 15000+
3
1
s, 100001
3
b
fa
© 50004
z
b
iR
0

AUC

1

i
-

HEA

G|p |_II_|..... e

1B82[g

15mg
182[E]

10mg
182[E

EEvIal—Y3y (181EESE)

(ueg-h/L)

AUCo-2s
12000 1

‘)

X

8000 +

4000 4

ESE XA, (B W\ —Tpm

AUC

i

==

L
T

BARAN
20mg 15mg
181 181[E



BRICEI SIEE

<EHARIMAZZIRE DR E VB HMHD

(/MR

1) B E THEEER (

HERE/S 14373 : BV T —4) 19

JEMEME ST IEMENE VIE B8 T, 27 b 2 9 A (7 —7 VB mARIE Ciddb el &b
6 FH) OPBEEEIRIEZ 2T TV D 6%~ 18 AT O/ 64 Bl K IZ, AFlOREME, A
e, PK/PD ZMiatd 52 LA HAVE LT, Zhusk LFmIEEMIERTIREER 2 i L 72, 7.
ARBRIIIEIFRE (R TEA~RY Y 740N X7 2 F M) A TeZ v K it
) At & U7 R 2 b IE BRI TRER LLEGRBR & U CRlta S ey, #EE R D B
RO & 2 REM LI EHE LN E OB G | IBFERIIEREOMA AN EZHIE LcTo, ek
FAEREDORERIIZ BB R E LT T,

B VTE SBE A 20mg 1 H 1 [5G R OBRGEEICHY T2 X ) RE Tl L&,
BEFIE LC1H IESUISEAIE LT1H2E% 30 HIE., BEREOKE L,
FHMIFIREMEETFMMEE O THEXZR MM X TER TRV ERCREE 725 H
] &L, BKERE L TEMEFMER O HEFEE VIE O R OESBRRE Eo TE
EPED kg O FEAL] ORBEIS 2310 L 7=,

BRIVEIZOWT, AFZ#E ST 43 f] 212 DEWEYE VTE O3 ORBILRD 720
o7z, F7o. 30 HEOEGHIMKE TREOmGMRA Lo THGEGREMED 2B OBl OFEA
A[RE CH o7 33 B, HifgMRAE Lo TEFMEO MR OB 135D e otz

AMHEHmIE R
LRI (GEBLEIE %)
AHIRE TE IR
1200 E | 6Ll E 1200 E | 6Ll E
PRI | vkl | vz | T | s ki | 12 kil
(n=11) (n=32 ») (n=13) (n="7)
JEfEME VTE OF-3E D 0 (0) 0 (0) 0 (0) 0 (0) 0 (0) 0 (0)
%g%ﬁ?ﬁxoﬁﬂé@?a) n=33 n=7 n=26 n=10 n=4 n=6
JT%H ©
EwAk 9 (27.3) 3(42.9) 6(23.1) 3(30.0) 2(50.0) 1(16.7)
o 21 (63.6) | 4(57.1) 17(65.4) 4(40.0) 0 (0) 4(66.7)
ik L 3 (9.1) 0 (0) 3(11.5) 0 (0 0 (0) 0 (0)
AL 0 (0) 0 (0) 0 (0) 0 (0) 0 (0) 0 (0)
AL RE 0 (0) 0 (0) 0 (0) 3(30.0) 2(50.0) 1(16.7)

a) TRERIER - BRAARTIC RIERE] L7z 164 Bk < B 2 st e & L

b) FEAM TR BRI G- e O 544 T 4% 30 H H]
C) N AT A I R OVRBRIES G- W RIS T I O AR AR SR AT RE T b o To BB 2 Sk RUCRTAN

LRI OWT, KAlZ&xEG Sz 43 Pl TERZ M) OFEFITERD RN T,

MERT

(TR WDNERR B R & 722 2 i) 1 3AHIRET 4 B (ARaEZ 3 6, A 1 #1) (2378
DAV, TERIRIERE TIIRRO bR oTz,

HEFEGIL, AHFIEET62.8% (27/43 #)

FEZRBIT D EES

DOWNFRIZ,

. DEREIERE 50.0% (10/20 f5]) 123D B, AKFH
g% 7 B (16.3%) . AR 4 ] (9.3%) . MEJm, MEMH-,

7. BUHEHRNZNEN 3 6] (7.0%) FETholz, HERLKREFILIZE -T2 AFFRRITR

Wl

) AR TARSNI/NROAEROHER TV IRRICBET 25HA 3. iR UHE] OHEZROZ &,



afICET HIER

2) EfEH£RIE DHERER (GABRES 14374) O
JEMEME XX BEREM: VIE B35 <, < &b 2 9 A (7 —7 VBhEmARE Clddb e &b
6 H]) OPEEBEIFRIEEZIT TS 6 5 H~6 Ak D/NE 46 Bl & k50, ARE| oz e,
HBhE, PRK/PD 2952 L2 HIE LT, ZhiskdLRIFEEMIERT R 2 i L=, 72
B, ARBRIIMEREE (BRSFE~RY v, T30 X7 ZAF MU AIEHX I K
FEPLEE) A RTHR L U7 BIEALIEE RIPITREM LEGBR & L TRt S 723, #aa »3b 7e
SEWRODH HREFIHI D EHE LN E OB G | BPRERIRIEREOMAANE F I L=,
WERPRIEREORERIIB BB R E Lo T,
BN VTE B 1281 244 20mg 1 H 118 (HAANTIE 15mg 1 H 1[8]) & 5RpOugEE &3
BOND X HRECTHEL-AEL, BEAELT1H2ME% 30 HE, B%EOEE L,
FHNTZ M EEFREE o TERZR MM XL TERTIERWAERKRICHEE 725 H
My &L, BIRERE L CTHEMERMGEE o HEfME VIE O] KO GHEA Eo [HE
Btk D AR DA OFBEIEIZ OV THHm L 7=,
BEEIZOWT, AREIZBE Sz 40 Bl DEfEPE VIE OFR ] ORBITRD Hiv/eno
7oo Fiz. 30 HHEOELGWIR& TROMGBHRAE Foo THAEFM:O MR O[] OFEAR2 AT
RECTh o7 33 B, HEifgfE Lo TREREM:O MARE O 1TERD bl o Tz,

AXEEFFMEIER
FHIEBUBE GEBLEIE %)
A FIEE BESIRILRE
2 LA b 6 7 AL 2wl b
%ﬁ%ﬁ 6 KAl 2wl 6 KA
(25 f51) (15 f51) (6 1)
JiEBErE VTE O @ 0 (0) 0 (0) 0 (0) 0 (0)
P EPIERD | gy (n=22) (n=11) (n=5)
EHAL 10 (30.3) 6 (27.3) 4 (36.4) 1 (20.0)
o 19 (57.6) 15 (68.2) 4 (36.4) 3 (60.0)
b7z L 4 (12.1) 1 (4.5) 3 (27.3) 1 (20.0)
Eib 0 (0) 0 (0) 0 (0) 0 (0)
RN 0 (0) 0 (0) 0 (0) 0 (0)

a) FEATEI IR BR B4 G- ) Je Ot -6 T 1% 30 I TH]
b) =2 T A R K OTRBREE S G- IHE T RF O R B A AR FTRE C &b - 7o R 2 5 R

BEVEIZHOWT, AAIZ#E Sz 40 Fll TERZRHIM] ORRITRD2hotz, TEKRKT
7RO DS ERIRAOIZIIRE & 72 5 L) 13ARKIRECIEERO T, #ERBIERET 1 #1 (EAGHIm) |
B BT,

AEFEGIL, RAIRET62.5% (2540 1)) | TERIFIERE 66.7% (4/6 f) 1T BV, AHFIHE
m%@%iﬁ%%wmﬁm\%ﬁ5W(m5%)\?4wxﬁiﬁﬁ@%3ﬁ]W5%>%f
Hote, HESLCEGHIEICEST-HFERRIIRD LT, BEMEICBOCTERE, 58X
AR T BRI A R o T2,

ASSN $ﬁ%fiﬂ$klﬁ(6wﬂuh2ﬁ$%)ﬂﬁﬁﬁ O AT o=, Dtk
VTE OF%| RO GRAE Lo DEEMEomegomEl) | @%ﬂﬁﬂoﬁoﬁi$%k
L C EAGERGE K O ) o AR DA ERGRO HIVTZH, me%ﬁﬁ&@l%%%i SE S LT,

) ATERSNI/NEOEROCHEDL TV IRRICET 2HE 3. HERUHE] DHEZROZ &,



afICET HIER

3) EMNEI/I#MEAR (HBRES 17618 : g7 —%) 2
FEMRM ST ISE B OBIRSUTFFARMARE S T, 27a< Lb 5 HREOFIEEEREZ 1T T
WD 6 AR ONE 10 B2 R, AFIOREN, A9k, PK/PD Z2fE+25 2L 2 H
e LT, %ﬁmux/\ﬂélﬁaﬁélfﬁﬁ@nﬁﬁ%%ﬁm L7z,
F A VTE & ZRT 244 20mg 1 H 1 BHGRFOREEEICHY 42 X 5 FRETHE LM
B, BEASUI R Amy 77 LTI H2EIXET H 3ME%Z 7 HiE., ERFERT XIS
PlaRTR RIS NG L7,
AZIPERFARIE E - CiEft i VTE DFFE S ONBHEARA b D BEEfME 0 AR g O EAL) 125V T
AA P b Sz 10 FITITRD S e o7,

AMATMEIEE GERMVIEOBRERVEZRE EORERMEOMEBOEL) OFM

FRIBUI (FBBEIA %)
1 H 2 [EELRE 1 H 3[ml¥58E
(n=5) (n=5)
JEBENE VTE O @ 0 (0) 0 (0)
SHESE (B 0D AR A% oD : 3
SSEE D) n=5 n=4
EHAL 4(80.0) 1(25.0)
0 1(20.0) 2(50.0)
bl L 0 (0) 1(25.0)
ik 0 (0) 0 (0)
A BE 0 (0) 0 (0)

a) AEATIT IR BR B4 G- ) Je Ot -6 T 1% 30 I TH]
b) =2 T A R K OTRBREE S G- IS T RF O R B A AR FTRE C & - TR E & 5 IRl

LM TEREEE ( TERZHM ) X% TERTIEARWAERARIICME L 25 i) ) 12
OWTIEIRRO b olz, AFFRIT 2 B (R, DHEMARE) (CFEOZR, WTbA
%'k@l?‘%%ﬁ#i YE ST, TGP IICE>TEAFRRITROONT . ZEMEICE
W, BEGESUIATER TH LR ZITH b Rin-o T,



BRICEI SIEE

CFRIMTBEMRTROREBIREBEERICE (T 5ME - EeRROIE)D
AT R TR 0O PAD A xS & UTc B RUSERREBRITZEM L Tuuy,

2E)

EFR A [E S MFHRER GRBR 17454, VOYAGER PAD) 21281} 5 &K FiE L OHEDOHREIC
BWTIE, BT LTEmBINT ACS HOBEFZIRE Lo ENE TR G 11898/
ATLAS ACS-TIMI 46) 9%2Z&M & L7z, 7. HARAN PAD EFICHIT 2 HE - HEOREID
%, ACS BE COREMBYBRER VKN I 2Ll —a a8 RELIZZ LD, AAID
WIVE TIE R WA S E & L CRER N Ot O E % 7,

1) E4V5 I #85KER ATLAS ACS-TIMI 46 (5XB% 11898 : @45t T7—4%) 92
FEIEL IS 72V ACSEEFE 3,491 2% 4c, 7 AE Y > (75~100mg/H) HAIXZT7 AV
vEFZ Y D URGUI MCE2RIOFRIEC Y N XN R 6 A ERERERE L
BV R ORI ERGT 22 E 2L Lz, BIEAL, “HEHER., 77 B RH,
Ll R, s, AEmiEBRrEm L7z, VAA—axd 31 &L LT, 10,
15K 020mg4 1 H 1R X1 A 2[a 8 5 & Lz,
AT EFAMEE (R, LR, MM XA TN 2 M2 & 3 5 & O RN
DBEMOBES) LT, VA= X3 0010 HESmgk N10mgk v FBE U 2 7 K
OEEMN A HHL, S HIZ1AEE G, 1A2RES TRV BEFTH T,

A2 R R I
| B SEBUEIE/IEBI R (%) NP — R [95%(EHE X ]
==X S SN
(mg) N ;fng\;@ 75 'R 1A 1M vs 75kEAR | 1H2E vs 7R

5 14/155 (9.0) | 9/153 (5.9) 1.00 [0.56-1.78] 0.61 [0.30-1.22]
10 29/529 (5.5) | 26/527 (4.9) 83/1160 0.80 [0.52-1.21] 0.71 [0.46-1.11]
15 16/178 (9.0) | 11/178 (6.2) (7.2) 1.67 [0.95-2.94] 1.20 [0.62-2.31]
20 16/304 (5.3) | 20/307 (6.5) 0.70 [0.41-1.19] 0.86 [0.53-1.41]

BT, GDAFEIE, BNASH SUMAT I A LB L 3 A EE OB O LOES
ITTHAEHT SR F B BRG] L OB ER T £ C
fRNT 7« F ) B U U RBUIL IMEE O T E O A B X 0 R L 72 Cox kil — RET L



V. BEICEEd 5IEH

LZEPEEEFHMEE A (BRI E®R O H 2 il (TIMIZGE O KL, /N SRR
BB HoEE) ] ORREEIE, 1 oGRS OREMEIIEEO b, BEE
23030 531 B HEOHANI NI U A 27 23880 L7z,

ZEMTFEFMEE
— B/ EBIE (%) NP — R [95%1E #E X [#]
B s S
(mg) 1 Elulj\lﬁvlﬁlja?’]jl‘/ﬁ\glﬁl TR AREE | 1A 1Evs TR | 1H2E vs 7T R

5 11/155 (7.1) | 6/152 (3.9) 3.10 [1.56-6.14] 1.68 [0.70-4.01]
10 |55/527(10.4) | 54/519 (10.4)| 36/1153 3.44 [2.26-5.24] 3.40 [2.23-5.18]
15 |22/178 (12.4) |21/175 (12.0) (3.1 3.59 [2.09-6.18] 3.50 [2.02-6.06]
20 [48/301 (15.9)|41/302 (13.6) 5.54 [3.59-8.53] 4.71 [3.01-7.37]

* o ERRANICER O & % i (TIMI 43O R L, /N i SUIRFRA R E 2 272 i DA
LEVEAT R GEEF ARG T (BB RKIRG% 2 AR £ T)
fEMT 71k - F 2 B U DL R/ MGEO BT E OF B LV ER] L7 Coxbhfl Y — R ET L

2) ERNSETHERERD PKIPD /ST A —F(Z K DHEE D

PAD B#E A XGUIAAID PK/PD 7 Vet Lic T — 213w, 207D, BARNIEFRBE
PO EAREN RS x4 & U ENE TAERER 3 3B GUB 11390, 12024 &Y 11866) KUYt
EIAN ACS B Zxtge & L7 [EAVE TAERER GRBR 11898) o3 o/ RER PK XU PD &
TMIHE S I a2 b—3a 2k . BARANIEFRBYEM.OFEMENEE K OSE A ACS BT
AF 1 B 2 [A#EE LB EFIRBRICEBIT 5 PK/IPD /X7 A—Z ZHET 52 LT, BAA
PAD B ICAK 25 LT=F o PK/PD #HEE L7,

ZTORER, U N—axH N 25mg 1 B 2 [ME#L LizGE ONENBEICRT 2 BARNEE
DOIEFTEREOHIT, AUCrss T 1.37 £i%, Cmaxss T 1.25 & ¥ Coroughss T 151 {5 TH V. FMEA
BEICHASTHARANBE CEBZEENE L RO ARENTEINTZ, —F, PD NTA—ZThD
PTmaxss PHIX 1.03 5 TH Y, DL 0.39 P TRERETRD LN o7,

) A TERENTZY N—a XY NEE 2.6mg (2B DRREIIRIRIT T FBAmAT BRI T O RAEEIIR
PIBBE TR 5 Mke - ZRIEROME] Th D,

18 2EESHOEZRRERFICE THIENEENTA—F (T2 L—2aVITEDHEER)

&5‘5 AUCT,SS Cmax,ss Ctrough,ss PTmax, ss
- (ug-h/L) (ng/L) (ng/L) (s)
HAN 2.5mgX2 (A 534.05/1.42 58.93/1.39 26.63/1.59 15.92/1.10
SAEAN 2.5mgX 2 [A] 389.31/1.42 47.07/1.39 17.59/1.59 15.53/1.10

AUCT,SS : Eﬁ%%\‘&z%”’éﬁgﬁﬁﬁﬁl’% T %7’: D ) AUC\ Cmax,ss . Eﬁ%%@lﬁﬁéﬂ%%mtpﬂ%g\
Clroughss : EFIRIBIZIITH N T ZIRE | PTmaxss : ERIRIEIZI T D PT OFKE
A I (AR A AR AR 7



V. BaRICEAT SEE

(4) ¥REEAVEAER
1) B3N EREESER
GEFBEEMODBEMENEE(CH (5 EMMEKZED R VLS HEEREDRIEINTD
(A
. BENENEA_EGRITEBLEERRE J-ROCKET AF : JESMHRER (GRER 12620) 29
A4 J-ROCKET AF
HEBRT YA v |[Aim &, ShukdtE, WIEAL, ¥ 7V F I —IEIC LD T HEEREE R TEE
] Lb i B
PO H A A O FEFRBUENE OB R 1280 1l (A4, @ifE, 75 bl b, BERA
DIB 2O EDY R T EHT S, XL MM EE F/— @R 381 (TIA)
IEEMEREOME /9 5 83
HiY BEMIZBITD ) AN—a X DT NLT 7 AT HELEERFETH &
BRIMEORBEHIT T 72 mE 128 LT iedo 7208, BRI DUV T b )
Jii ( JEHEER DRSS (1,280651) ]
"o ,-~ IL77 Y (RERH
A0 %9/ 15mg TH1E (E4BPT-INR <70% : 2.0-3.0,
(CLcr30-49mUmln : 10mg) >70% : 1.6-2.6)
(L) (640f51)
\ Cler: Y L7F=2 U750 y,
s U NR—mFH N 15mg (Z VT F=27 VT T A 30-49mL/min O BFEIZIE
10mg) XU NAT 7 VT TvR, HANMIHERAG OV 7V v (BEE PT-
INR : 70 AR I1% 2.0-3.0. 708500 11X 1.6-2.6) KON RXR—aFH X 7T R%E 1
H1RES L, &E31» AMEELE,
TR U | N2 U R E MEIEARIE O fEBR IR - 2 9 2 FE SR IEE M O A B B
sl ue | 1 MATENREIC R A ROT TR OEIRFIAE, N Lo a AT 58
2. AIWEDE AR (B FURIRESAETCHESE . JZERRSE, BaL O T, DR L) 12k D
—iELEMETH D b D,
3. DERNEIESD D WIIELENREAF L TND S D,
4. J VT F=o 7 VT T ADEFHFE (Cockeroft-Gault DI & v HH) 2% 30mL/min
KD D,
F@@ [F=ZEFHLIAE )
FEALTE H c BEE T AR HTEEERGE [ e b o — LA EM/IEREEKR ST (BRIKER 5
BTH%2HEBEET) ]
AR A E ]
c PEEH . B PEZERRE X0 A S
- BzErh . 2R MEEERRAE, OAREZE X0 E ST
- BizER . EEMEEERLE, D SULLIIESEOE 2 DA Xk
- HERBEEEDOFRRK & 2 AT (modified Rankin Scale : 3~5 /&)
- B
et B M MIEE R TIEARWRERRAICIIE & 72 5 i (2T st Eq/
FEALTE H R G T (BB GKTH%2HEETT)
SR ER | U R—a XN UfE 4989 H, LT 7 U UEE481.1 H
AT 2 LR EEFAME B IZOWT, et SERAEHEE S ToT —212KS5% U

N—a xRN DT NT 7 U AZxtT HIELME [FELE~—T 2 2.0, WA EKE
0.05, Cox N — RET L (AR : FH5E) | #MaE Lz, AMEEEIHIEE I
DN, Fu b a— VESEM/IERERE TOT —2I12ikS&, Cox N — T
v (GEER WER) AW TEREHMOEK 21T 72, ETEMEEE ORFERERZIZD
WTHRIBEDFT 21T o 72, S BT, RRBRICB T 2 F4ME R Oz etk mfE %2 ROCKET
AF CEERETT 2 2 & T, BRASOIMEFREMEEZ N Lz, FRNCHE ST 7
J—TRAT & LT, AR, BRERR. BEIRE. OREOF R SOV A7 KT BN 21T

>7,




V. BEICEEd 5IEH

(2]

BN ERARE R (M2 T 2 S HEIERIE) OFIERIIAFIRE 1.26%/4FE, VL7 7U v
B 261%/MFETholc (APF— KR 0.49 [95%EFIXM : 0.24-1.00] , p=0.05) . AXERF
fiEE DS B, WEE BICHMAETORIEN RS < AHIFE 10 Fl, Y77 U U8 21 T
ol (NP —FRI 0.46 [95%1EHEXH : 0.22-0.98] , p=0.044) , MMz OFEAIBICTIE,

AFIEETIEL

TNT 7 U BT CTEMMEMA T (MFEZE) ORBIEN DL (FREh 7
BN 1T Bl A~ — R 0.40 [95% (E#EX M : 0.17-0.96] , p=0.040) . HmPEAMzE

(4L

BEThH-oT- (NN 3BEO46], ~V— K 0.73 [95% E4EXH : 0.16-3.25] ) .
ADHETEFMEEORBREE (NEPXIIELHHERIE)

(%)
74 n=1274
6 4 N —FLE:0.49[95%{E$EX 1 :0.24-1.00], p=0.05
%"
% o
&
E 24
1 | s d) Mg
— ) N—OFH
0 7 L L] L] Ll Ll L Ll L] Ll
0 100 200 300 400 500 600 700 800 900
pa— ®|EAEFASDBH
x—aAxH/\L 637 593 563 542 443 313 217 156 48 0
JILIT 7). 637 581 547 517 406 285 212 154 48 0
7'a ha—ViEaERAERER T
FENT 51 - Cox BN — REF L (& : B 57F)
B xhEEHMIE B o) 5
FRFIEBIE (%/4F) o
- - NP — R
Yoi—mEdos) UAT 7 U (950 (2]
(n=637) (n=637)
HMEF B TE A 11 (1.26) 22 (2.61) 0.49 [0.24- 1.00]
AERIREHER 1Y 16 (1.83) 24 (2.85) 0.65 [0.34- 1.22]
HMERIREHEER 27 19 (2.18) 25 (2.97) 0.74 [0.41- 1.34]
A 2B R GG IE B
i 2 10 (1.15) 21 (2.49) 0.46 [0.22- 0.98]*
H 1P 2 3(0.34) 4 (0.47) 0.73 [0.16- 3.25]
REmPERZE T (IMPEZE) 7 (0.80) 17 (2.02) 0.40 [0.17- 0.96]*
4 By PEIERR T 1(0.11) 1(0.12) 0.99 [0.06-15.85]
TNy 3(0.34) 1(0.12) 2.93 [0.30-28.16]
IR a 6 (0.69) 2(0.24) 2.97 [0.60-14.70]
’/:-\/\\-77. A, \mm%@/‘ 7’- \\/f\,—;
B 75 Pttt 3 DR & 72 i 5(0.57) 10 (1.19) 0.48 [0.16- 1.40]
(mRS:3-5)
A 7 (0.80) 5 (0.59) 1.37 [0.43- 4.31]

7'u b a— /LG ERNRRIER T

fiftr 7k - Cox fui N — RET L (LZEH .
1) Mzar . REPEIERRE 3D B 5

2) iMZaH | B PEFERRE ., (O REZE S0 4 AE

BeHEE) *p<0.05




V. BEICEEd 5IEH

[Z41E]

LA R EAARE A (R M ST R TR W ASERR A R & 72 5 Hifn) o FE BRI,
AHIRE 18.04%/4F, VLT 7 U UEE 16.42%/1FETHY . KEDOU LT 7 U ATk 5 IEH M
PIRGES LTz (NP — R 111 [95% 5 X H : 0.87-1.42] , FEHME~— 1 20, p<
0.001) . LAMEFZFHHEH ORISR TH 2 HARHMORBIHRITLZNZN 3.00%/4F K&
W 3.59%/METH -7 (ANP— KR 0.85 [95%(EHEX ] : 0.50-1.43] )

REMEIRFMEEORERER
(EXRGHMXIFEXTE RO ERREICHERE S 425 Hi)

(%)

30 1
n=1278
Y —REE:1.11[95% 538X E: 0.87-1.42], p<0.001 (FES 1)
= 20 -
i
=
B
F
& 10
3= T
— 1) A—AFH A
0 100 200 300 400 500 600 700 800 900
FE {17 EEAB(TASOBHE
Ji—axt\ 639 548 501 473 367 260 175 125 39 0
L7 639 551 504 461 350 241 170 117 35 0

LAVEMRNT R R TR REER 5T
AT 515+ Cox Heffl ¥ — REF /L (GLZEE  #r5.8%)

T EEMIE R O
LI (%!
FHEBUBIEL (%/4) S
YAmmERG AL TAT 7Y [95% (& #F X ]
(n=639) (n=639)
M EEFHnE B 138 (18.04) 124 (16.42) 1.11 [0.87-1.42]
BRI 26 (3.00) 30 (3.59) 0.85 [0.50-1.43]
2g/dL UL Lo~ 'O )
IS FAFE 5 L 13 (1.49) 17 (2.03) 0.74 [0.36-1.53]
2 BAN7 LA - O #gi I 8 4 B 7 H 1ff. 4(0.46) 6 (0.71) 0.65 [0.18-2.30]
I EEiteb Iy aatiiig 13 (1.49) 13 (1.54) 0.98 [0.45-2.11]
FEIR & 72 o 7= Hi i 1(0.11) 3(0.35) 0.33 [0.03-3.14]
BHRTIEZ2WANEEEAICRE S )
P 119 (15.42) 99 (12.99) 1.20 [0.92-1.56]

T2 T X 4 S AR - T



BRICEI SIEE

2. ENENMHA-_ETRULITEMB LB E ROCKET AF : JELMRER (GRE& 11630)

BN T—42) ®
HER4, ROCKET AF
BTV A v | FiAE, Zhas iR, BIEAL, ¥ T E IR L D T HE BRI A N
I RN A TR R b R
PSES FEFBEM D EAENBRFE 14264 #] (AR, &SIfLE, 756 U E, FERBEO S S 2
DU LDV A7 H2HT 5, XITE MMM/ TIA/ 25 HERIEOMEEEZ AT 548
)
B FEIZEBIT AU R—a X DU LT 7 U AT A ISR RIS 5 2 &
ik [ SRR EARIEE (14,2645) ]
1) /A—0O%+H/320mg 1H1E JLTF Y (RERE)
(CLcr30-49ml/min : 15mg) (E4EPT-INR : 2.0-3.0)
(7,131481)) (7,133431)
L Cler: JL7F=UOUFS A )
s Y R—aXH N 20mg (ZLTF =07 U T TR 30-49mL/min D EFEITIE
16mg) KT NT 7 U7 TRR, HHNIHERHS V77V (BEPT-
INR: 2.0-3.0) ZROY RXR—axH 0 FI5tvR4 1 H1EHREL, HE42 5 A
e,
EAEINLHE | M AR T B M IERRIE DO fEIRIN T 2 AT B FESREE M OB R
/RN EEVE | 1 MATENEIC B A I TREOMIBFARAE, N TOBres a5
2. AHMEDOBE (] BURIREERETCHEE . MZERIE, Bl T, LAEER L) 1Tk
>t LEMEBTH D H O,
3. LDERRIED AV TELEMREZEF L TWE LD,
4. 7VvT7F =2 VT F 0 ADFBE (Cockeroft-Gault DFUZ L v ) 2% 30mL/min
KiEDOH D,
itk [ EZEHhEE ]
ST TE B c AEE OT BB PEEERE [T e b o — ViEAEMN/ERERRE T (RREEK S
WTH2BEET) |
[EIREHGE E ]
s AR, B MEZERRE X0 AE
< BMZET . R PESERRE, OFRREZE L0 L SR
cAE 2 DA R
- EHELBEEEDRK L 2 AT (modified Rankin Scale : 3~5 5)
- BT
et BRI SUIERTIE R WNEERIICHEE & 725 K [ 2T S E:1/
ST TE B TRBEERET (RRERGKTH%2HBET) ]
LR EHE |V N—a RN UREST22H, U7 7 U UREESTI.9 H
FRAT 2 AP EEAMEEICOWT, e Fa— LB ASEMASRIER S ToF — X Itk X,

UNR—a B DUNT 7 U AT 5IESMNE [FESME~—T 2 1460 A
0.025, Cox WBINY—REF N QLR 58 1 PREESNZ5HE. ROIEF CH
WE FME A S0 L, BEBME A MGE L7 [T Bk HE 0.05, Cox ILfil#— FEF /L (It
ek e RE) 1 . OAZMETEEEHEEE . QA MERIKEHERE 1 (g, 2k
BESITOMAESE) . OF LRIV R 2 (2sd, S PEIERAE, D EgE 30
M) . @EHT (2 2 F TELEMMIT G REHNGBRIERE T TEM) . @8fT
(ITT fgtfr st AR /BRI .

LA, LEMPITGREFNGRER S T D7 —2I1CHk3&, Cox HHINF—FET
N GEEE  BERE) 2 W THREGHROL 21T -7,
FANCEIB SN2V 7 7 V=TT & LC, Fln, Bne.
mEDY AT RFRNIENT 21T > 7,

HKHE

R, HERIN, DAEOAFE




V. BEICEEd 5IEH

[ 2hE]
BN EEFMEE (M UL HEERIE) ORIERIL, AARE 1.7%/4F, 9v7 7Y
VEE 22%/IFETH Y . AAIOUNT 7 U AK T DIELERRIES L2 (O — KB 0.79
[95% (5 #HIX[H : 0.66-0.96] , FHPE~— 2 1.46, p<0.001) .
IELHEPRGESNIZ Z £ D, EEIEICOW T, FANCHE L7222 VAT o R TR 3K
B 5 FCOAMETZEFMEH ORIEIC OV TR Lz, TORE, FHRERIT, AHEE
LI%MAE, DVT7 7 U ABE22%MFETHY | ARRENHO LIV (AN —REH0.79 [95%18
FHIX[H - 0.65-0.95] , E#LME p=0.02) ,
R, MHRIASNERNT S LT, ITT E£RICOWTREST 21T o712 & 2 A, AR EEF
I8 B OFRIERIT, AEEE 21%/4E, UL T 7 U B 24%/FETHY (~NH— FE 0.88
[95%(EH#EXE : 0.75-1.03] ) . U7 7 U UBHIHT D IELMEN RSN (p<0.001) |
PRI DD 272 (p=0.12) .
ZOHME LT, IRBRER G P ILZICBIT 5N EFHMIEE ORIEN, VLT 7 U R
IZHARERAIFECTE <, BEYEICS T 2FEH PR BMERHERF SN2 ool LB X bz,

AWEEFEMER (RN ZE C=#i)

FRIENER (%/F) NP— R p 1
JoR—aFPav Ty Yy | [95%EEKE] | g | b
2\%;;/;@% (1881/67958) (2412/'72004) 0.79 [0.66-0.96] | <0.001
i;ﬁ;ﬁﬁf% (1891/'77061) (2432/.72082) 0.79[0.65-0.95] 0.02
ggéjgﬁ @ 692/'71081) (30 62/'74090) 0.88 [0.75-1.03] | <0.001 | 0.12
g;%i B (11;3) (224%) 0.79 [0.66-0.96] 0.02
SR 1 @D 9 110 10.79-1.52] 058

O PN FRIGIEGIEE FIE UL FGRIEFI 5L 2~ d
Cox lefNF— RFET /v (FEE &5/ . ok, ITT LMK 21RRER 5 T MO 1E# 1T post hoe

it

p EIEIELE © ArlE, BRI - e




V. BEICEEd 5IEH

b I i S

n=13,962

I —FEE:0.79[95%{SEEXE: 0.66-0.96], p<0.001 (FEL %)

AT EFHEEE O RERER
(RZE R R (T2 S 1 EIREE)

HRPY | 2wl 4V

— \J/{—D#ﬁj—;\:y

0 - T | ] | ] L | | ] L | L |
0 120 240 360 480 600 720 840
i |+ %
ﬁﬁ“ﬁ ,.‘-VEZ.E;-J:-IHT)JJ\"OU)EFR
JA—0O34H/3 6958 6211 5786 5468 4406 3407 2472 1496
JILTF) 7004 6327 911 5542 4461 3478 2539 1538
7u b a—ViEaERNEREEE T
AT 715« Cox el — REF L (L258 « H 51
BxhEEHMmIE B 05
FRIIEBIEL (%/4F) .
JR—pg XY | ULTr [%JE%E%] p &
(n=7061) (n=7082) oI
HEERIREEER 1Y 346 (3.11) 410 (3.63) 0.86[0.74-0.99] | 0.034
HEERIREHEEE 22 433 (3.91) 519 (4.62) 0.85 [0.74-0.96] | 0.010
A M B R GG E H
A 7a e 184 (1.65) 221 (1.96) 0.85 [0.70-1.03] | 0.092
HH I A A 2 29 (0.26) 50 (0.44) 0.59 [0.37-0.93] | 0.024
MM 2R R (AN ZE) 149 (1.34) 161 (1.42) 0.94 [0.75-1.17] | 0.581
42 B P IERR ST 5 (0.04) 22 (0.19) 0.23 [0.09-0.61] | 0.003
TN S 101 (0.91) 126 (1.12) 0.81[0.63-1.06] | 0.121
TN IIKE27 170 (1.53) 193 (1.71) 0.89 [0.73-1.10] | 0.289
A 208 (1.87) 250 (2.21) 0.85[0.70-1.02] | 0.073

TP ERET X G G T
p B AR E

BGHE)

D) BdAEr By MR ZEARE 0 ML BE
2) AR S VEFERRIE, O IR 2E S0 L 5T




V. BEICEEd 5IEH

[Ze4%]
LA EEFMEE (ER2H M T ER TR WA ERAICRIE L 72 5 i) ORBERT,
AHIEE 14.9%/M4F, D7 7 U U8 145%/FTh o7 (01— R 1.03 [95% 5 #HIX M :
0.96-1.11] ) . ZEMFEFMEH OMRER THLEKRRMMO 55, 2g/dL Ll EDO~E
7ua ey BORT D HMOBBRIT, KHIRE2.8%/F, TVv7 7 ) U #E2.3%/MF (~TF—
R 1.22 [95%(E4E XM @ 1.03-1.44] ) | 2 BALLL Eosgifn 3 M3 22 i, 2 1.6%
I, 1.83%/4F (N — REk 1.25 [95% 54X M : 1.01-1.55] ) Th-olz, —JF, BEHEANMM
IIARHFIFET 0.5%/M4F, U7 7 U VBT 0.7%/4F (O — R 0.67 [95% (58X : 0.47-
0.93] ) | FERE Zeo7z L, £NEI0.2%/4F, 0.5%/M4F (AP — R 0.50 [95% 5 HHIX
fil : 0.31-0.79] ) Th-o7-,

e T ETMIE R D
FLAEBLBIE (%/4F) e

Voo RS U7 7)Y fosoqainn) | P1

(n=7111) (n=7125) B
7o X ot S & i R RE 1475 (14.9) 1449 (14.5) 0 91691311] 0.44
R i 395 (3.6) 386 (3.4) [0 910'91420] 0.58

2g/dL UL LD ~F 7o Bo 1.22
R 2 EE 5t 305 (2.8) 254 (2.3) [1.03-1.44] 0.02
2 BN LA E oo 23 24 B 7 H ifn. 183 (1.6) 149 (1.3) [ 011'_215 551 0.04
EERRERIZ I T B Hif 91 (0.8) 133 (1.2) 0 5(?3'_6(?91] 0.007
B 5P H 55 (0.5) 84 (0.7) A U X
FEIR & 732 o 7= Hiif 27 (0.2) 55 (0.5) [0 301'?’(? 791 | 0-003

HRTIERWRERIKAICHE L 1.04
7o % L 1185 (11.8) 1151 (11.4) [0.96-1.13] 0.35

MR G R AR 5T
fENT 1% © Cox Bl — FET L (QLZ8E : 54
p R E

PLE, EWHE IR TR O o a2 [ESMEIFRRBR OB & i L7c & 2 A Wk
D EARR A BVE T ERHARE B e O et FEFHEE B I HOWTHEERTH Y . T OMoF R
RNz ORI BT S — B RE NI,

7)) @FEFRIBUEN: U BN B (238 1T 2 e M i 25 v J OV By M FE AR SE 0D FEREHIH]
AFRCTARINZHEROHREIL, [@E, ZAKRY N—axP 0 LT 15mg # 1 B 1 [E&%
RO T2, 2B, BEEOHHHBFITH LT, BHEECEREIZISU T 10mg 1 H 1 BIIHEE
T5, | Thd,



BRICEI SIEE

{EFIRMAEZEFRE CGEREPFEIRMASE R UMM ERE) DABRRUVEBRNFD
()
ERNEMAEEAILIETRAITER LLEEER J-EINSTEIN PE R U DVT260)-28)

1.

B4 J-EINSTEIN PE (GX%% 15960) ‘J-EINSTEIN DVT (G5 14568)
REAT Y v | Shak i, EEAL, JEEM (J-EINSTEIN DVT Of5BH4 3 ALY ~N—n
T ANCHERMOA T EER) . KRR, B TEG, WEATRER eiGRER
SoE HAANOZMERM PE B#E EEME B ANOZMERM DVT BE (EFEME
DVT OF % B 7av) 40 41 PE Z{£H720N) 60 i
H HANDSMEREM PE B3512B17 2 U | HEARANOBMEHEEEDVT BEICK T 5 U
N XY N DML BEME RINN—0 TN OGN L e A R
TEASNY )TN T 7 b BERRE | B~ DT 7 ) & R
TAHZE THIE
Wapis
[ JEINSTEINPE JN—OFH8015mgx U A—OFH /N2 15mg ) |
BAEE(RIEPE 1820 1818 &
(EREDVIOASEEMDELY) >f > (X
i 1) £
2 #
T
#*
30
H
J-EINSTEIN DVT E
2 MEAERPEDVT *
(ERIEPEE fHLLY) 'T’
n=60 7
FEREMM ;36X K12 AN Z)
R EEAL. B, BEAEYFFTAT48EMLIANND IR QREEREIC & SAMEATEES L=,
*:J-EINSTEIN DVTIZDWTIEX10mgidH Y . #H5MEIAMIE Y /A—0F4 N\ OREHM (10mgff& 15mg
) ox-FER J
c U R—m P RUET . I 3 BRI Y N—nr %32 (J-EINSTEIN PE :
15mg. J-EINSTEIN DVT : 10* X% 15mg) # 1 H 2[al, =D#%lE 15mg% 1 A
1EEEROHES L L,
C RO ASRY /U T 7 ) BRI 5 B RIERSE A~ RY
(aPTT N EFEXROD 1.5 - 2.5 (F THERM) ZiFIRNEEG L, Vv r U oY
U ARRORS L O T T PT-INR 28 2 FlE#T 15U Lo, ULT 7Y
VAU v AEMBE (FHE PT-INR : 1.5-2.5) & L7z,
s PEESHIMIZ, He0BEO Y A7 FHEEOHMO eI S E | BIELEIRT
FRICERTOHBIZ LY 3, 6 XX 12 5 HiM & STz,
R ERT®%RIOBEME A —T7 v 7HIE L LT,
*10mg 1 A 2 [ER#EE, 16mg 1 A 2 FRG-0OReM2 iR 5 BRI THRE I,
TR HE  EWEENE DVT OF B4 Rb e WAMIEREEEME PE % £ 22 W@k e Gk ir
" PE LHEEZK = H D DVT tHeEZW SNz D
FeBRANEUE | - BIfED PE/DVT 1BRO - DI MARREN . TREIRT ¢ V& —REE . i)
WL BIEEEZITTND
- PEDVT USD v % 3 v KESHEROGER ) & 5
- EVEAEIET 48 RE 288 2 D IRIEREO~ Y > (BB~ U &S Te)
T X HENRY X ARG
- EVEAEINET 2BILL Fo B & I v KighisEis 5.
VLT F =07 VT T A 30mL/min K
- ERIREOICTIRE & 72 D FREE (BMENTZ, 1B MEoTREiETFR ., HFEZE R L) T
ALT 23jiti g LA RO 3 (5 Z2 8 2 %




V. BEICEEd 5IEH

A [ FZEEEEA )
ST EE H JEEE VTE OF3 UEfME DVT SUNERNE PE GEBSEN R OBER) oS
(7272 L PE O A[REHENE E TE WA AR O 2 &) )
[&EEmE A ]
- TRERER I E B 4G 22 H B o ke 1R AE ) FL*
- VRBREE T E B G T RO B EME o AR 18 O AL
- TREREE T E B G- EP DOIEWME VIE L BE M o Mtz OB L O EE
* VTE fF COBEBGBZWICHES < MARIBMEIZ O\ TIZ, A Z T F U o 2R RBR I
T, JEBENE VTE OF¥R BT 5 2 L REN TN 5,
P X et B I ST E R TR AW ERIR A E & 72 5 i
R E H
SEHEE R |V N— o YN R 204.7 H. Y S—m 2430 10/15 B 191.8 H.
KB~ /U7 7 U URE213.0 H [15/15 £ 186.8 H.,
Koy EA~RY /U7 7 ) EE192.1 H
FEAT S HANCTRER T — &% OB 21T 5 2 L B BUE SH T, AR OV 4k 1 ST
HHEICRH LT, A Xy MREEO SHEEME L 95%EHK M AR GRE T L ICEE Lz, 7=
MRER DO FE B DTN T b SHEE R O 95 % XM 2 5 H L 7=,

(i) ERNEIMEER (J-EINSTEIN PE XU DVT] D& R 2

[ 2]
AOMEEERHMEIEE GEWNME VIE OF%) 1%, TERGHIRKE T £ TICARA 15/15 B0
DVT &% 1 6 (1.8%) (238D b, AH| 10/15 BER RSB ~NSY /T T 7 U URET

TRD LN Do Tz,
AT EFMEER
(J-EINSTEIN PE XU DVT O#t&T—%4)
FRIIEFIL (%)
U /Ri—pm N
10mg 1 H 2[H | 15mg 1 H 2 5] S AR57 B~ U\‘/
/15mg 1 H 1[8] |/15mg 1 H 1[H] (n=78) 1977 v
(n=23) (n=55)
SE M VTE O3 0 (0.0) 1(1.8)* 1(1.3) 0 (0.0)

ITT AT REEN T ER G5 (3. 6 30X 12 » A M)
* JEEME VTE O350, J-EINSTEIN DVT #Br o 15/15 BEIZHB\WT 25 it 1 4] (4.0%) 123D S5,
J-EINSTEIN PE #5& > 15/15 # 30 9213380 b o=,

F7o. ARMERIKEHE B 2B 5 A2 ORI I T, 1RBREER 5-BRLAE 22 H BIZi
FRTH DGR BN TIEB OEI S X, AA| 10/15 BET 17.4%. AHA| 15/15 BT 30.8%. K4
HANY O NT 7 U BT 16.8% ThH Y, TESKGHIRE TR CIX, AH 10/15 BT
50.0%. AH| 15/15 #ET 66.7%., R7TE~/NY /TN T 7 U T 31.6% Th o7,



BRICEI SIEE

BVMRIREEMIBER (B ERMG 22 A B O MBS E & OVRBREE 5-8045 22 A H
O I 3 BAEh FLTE B T TE e A& T IR O BESE gtk oD A1 o FEA)
(J-EINSTEIN PE U DVT D& T—4 ]

iE 515 (%)
At Oy~
A I L e
B 55846 22 HH (n=23) (n=52) (n=75) (n=19)
e (M AET) 18 (78.3) 45 (86.5) 63 (84.0) 17 (89.5)
[IIRERERES 4(17.4) 16 (30.8) 20 (26.7) 3(15.8)
EAbie L 4(17.4) 5(9.6) 9(12.0) 2(10.5)
Bk 1(4.3) 2(3.8) 3 (4.0) 0 (0.0)
T RE GRS TR (n=20) (n=51) (n=71) (n=19)
e (A kETe) 20 (100.0) 48 (94.1) 68 (95.8) 17 (89.5)
JIIRERIEES 10 (50.0) 34 (66.7) 44 (62.0) 6 (31.6)
b7 L 0 (0.0) 2(3.9) 2(2.8) 1(5.3)
Bk 0 (0.0) 1(2.0) 1(1.4) 1(5.3)

ITT fiEdr st BEEN/ P E& 5B (3. 6 30X 12 » A M)
EEBE A (CUS) MUASA T CT 2% x> (sCT) 5 ROHA M

NIRRT
M3 |
[fk72 Ly
AL

[Zz4pt]

R OOV IS AR AR O R
N TR b BE, XTI teE L oL L
DR DTS B kR L
DB DT R E b

ZAAVEEEFAEE (ERARH M T ER TR WS EERAICRE S 72 5 i) oRH =R
1L, AHI 10/15 BET 13.6%. AHAl 15/15 B#ET 5.5%., KHEA~NY /T 7 7 U URETIE
5.3% CTho7c, KRMFZEIMEE OMLER Th 2 HERR ML, ARAFE R ORI~
INYUNTNT 7 U BEONTIUCB N T HR O bl o T,

TeMEEHmIEE D
(J-EINSTEIN PE B U DVT D& T—4 ]
FHRBBE (%)
U—ua N
ARy~
10mg 1 A 217 | 15mg 1 A 2 [A] SR | /o7
5mg1 A 100 |/15mg1 B 1[a] | /7% _
(n=22) (n=55) =77 (n=19)
BERAHM T ERTIE 20N
NERLRHG L2 TS = 70 2 1L 3(13.6) 3 (5.5) 6 (7.8) 1(5.3)
A7 H 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
HRTIT R WD BRI
REEE 1 7 2 L 3(13.6) 3 (5.5) 6 (7.8) 1(5.3)
L ERTEAEAE i 1 (4.5) 0 (0.0) 1(1.3) 0 (0.0)
TR AL H I 1 (4.5) 1(1.8) 2 (2.6) 0 (0.0)
PA] AR ) o R 0 (0.0) 1(1.8) 1(1.3) 1 (5.3)
BRI K OE ST
ST 1(4.5) 1(1.8) 2 (2.6) 0 (0.0)

LAV SREFMRRER G T (RBRERSK TR 2 ET)

) @FFIRIMARIEMIE (FREERARMARIE X O MARTERRIE) DI OFFE4H
AHTHABINTRAOHELOHEIEL,  TEE., B IERE R AR 3 e JEA S R IE
#oWM SEMIZY N—a XYL LT 1mg % 1 H 2EAZICRAKREL, £0%IT 15mg &
1H1EABRIIRAKET S, | ThD,



BRICEI SIEE

(i) EWNEMMEEER (J-EINSTEIN PE] 29

[ 2hE]

AWM EFAGREE  GEEEME VTE OfFF) (X, TERGHIME T £ ClIOARRIRE R OFR 7 H
AN TN T 7 ) AHEOWNTIUZBWNTHRO bR T,

AEEEFTHIER

FLIIEBIE (%)
RITEA~RY
[T )v7 7 U (n=7)
JEfEME VTE O 3 0 (0.0) 0

ITT fEtT %I M/ T E# G 8 (8. 6 XL 12 » A )

U 8= %32 (n=30)

[Zz40E]

ZAARMETEEFMGIE R (ERAHM ITER TIE WS EKRICHEEE 25 Hin) X, A%
BE 30 Bl 161 (3.83%) IZRED BN, RuEANY TN T 7 UFETIXRO Hiv7em
277,

ZEVEEERHEIE H O ERE CTh 52 R M IMmIT, RKEREL R HEA~NY T VT 57
U U FEOWNTIICB W THRD N7,

T2 T EFTEE B OFH
FLFEBBIE (%)
§ } /\E‘/\/\" 1 NS
U/“EE;KVRV iﬁiﬁ77ﬁﬁ/
(n=7)
R i SOXE K TR W ERIRAIC - & 1(3.9) 0
72 % i
R i 0 (0.0)
BERTIE RV ERRAIC - & 72 5 i 1(3.3)
ERAMEBAL S OFEFHENL LA O B2« B T H i 1(3.3)

LAV SR NRRER G T (RBRER S’ TR 2 AR £ T)

) @FRIMARIEMIE FEEHARMARIE & O WA FEARIE)  OIEHE M OEFRAM
A CABINTRAOHEROHEE,  TES ., A IG5 R AR E ST AR FE A2 i 3
#oEM SEMITY N—up XYL LT 1hmg% 1 H 2EABZIZEOKEL, ZD%IT 15mg &
1H1EBBIIROEET D, | Thd,



BRICEI SIEE

(iii) ENE MR (J-EINSTEIN DVT] 29

[ 2hE]

AR EFAGREE GEEEME VIE OF%) 1L, TERGHIRK T £ TICARHK 15/15 BT 1
il (4.0%) T3 B, AA 10/15 FEL OREIA~NY TV 7 7 U CFETITRD bR
oz,

AT EFTMER
FELRIEGII (%)

JoX—pg PN = .
E~/NT 2
10mg1 H 2[F | 156mg1 H 2H] SR TUH/I;;;U‘//

/1bmg 1 A 1[E |/15mg1 A 1[H (n=48) (n=12)

(n=23) (n=25)
JEfENE VTE o F% 0 (0.0) 1(4.0) 1(2.1) 0 (0.0)

ITT T3 REER T ER G5 (3. 6 30X 12 » A M)

[Z4tE]
LA EEIMEE (BRI SUIE R TR WA EREAICEE L 225 HiMm) 13, AH
10/15 #£ T 3 #il (13.6%) . 15/15 H#ET 2 il (8.0%) . Ry~ U /I NT 7 U ARET
1 ] (8.3%) IT#RD bLle, LaMFEMIAE OMAMRER ThH 5 HRAR MIMmIT, AHAIE
K ORIEANY ATV T 7 U BEONT BN THRO bR o T,

T EIHEE DM
FRIEHHE (%)
UoR_R—m N T
NN )
10mg1 A 217 | 15mg 1 A 2 [A] S 5}%;/57;9\//
/15mg 1 H 1[H |/16mg 1 H 1 [H] (n=47) (h=12)
(n=22) (n=25)
B Mm X IEE K TIE RN
S EGIRHG = FERE & 72 2 L 3(13.6) 2 (8.0) 5(10.6) 1(8.3)
A7 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
R TIE 7 W28 R B
B L 72 7 L 3(13.6) 2 (8.0 5(10.6) 1(8.3)
AR A 1 (4.5) 0 (0.0) 1(2.1) 0 (0.0)
THBIEAL A 1(4.5) 1(4.0) 2 (4.3) 0 (0.0)
ESHIRESTING 0 (0.0) 1(4.0) 1(2.1) 1 (8.3)
B ML 56 A7 Ko OV B E8 AL
U R 1 - 7 FHIL 1(4.5) 0 (0.0) 1(2.1) 0 (0.0)

LRV SR NRRER G T (RBRERGR TR 2B ET)

F) @FARMARIERRAE (BEFHIR MARAE K OWH AR TEARSE) DOIRHE K& OFR
AFRTHRGE ST A O HER O &I,
BOWH 3EEITY N—oFH AL LT 15mg % 1 H 2 EBHICRAKE L, TO#%IT 15mg %
1H 1EIBBICRAKET S, | Thd,

BiiK N YN =

TR AR S0 e ZE AR FEAE



BRICEI SIEE

2. ENFENHEEELEILIEERIEITHRELESER EINSTEIN-PE U DVT : JELMHER
GeonNT—4) 2973

R4 EINSTEIN-PE (3XB% 11702-PE) IEINSTEIN-DVT (3R 11702-DVT)
R Zhax LA, HEAEA L, FEEM. FEHI, B NEME, WATEMbER, A X &
THA L | AL FEL MR
POE SAVEEREM: PE B (EMEME DVT OF 4 | ArEEREY: DVT B3 (EFEM PE 27
fld7evy) 4833 #il V) 3449 B
H i LMHERNE PE BEICBT 5 U N—a 0 | AEEE DVT BFICBIT 50 N—a ¥
N DOFMM ERBEMEERD TEANY | BN OFMME L ZEER RS B~
NEH I RKIEPERL ka2 2 & |/ B X 30 KifPi & ilstar+2 2 &
Wapis - - - - ~
EINSTEIN-PE ) /i—AFH15mg  Ys8—BFH/3220my )
%EﬁEﬁPE 152@ 151@ ) Eﬁ
(EREDVTOEREM DALY ~1 %
n=4833 38R 5
% g
30 =]
EINSTEIN-DVT R J FEI i
DIy 5ABHESFEA~N) >
B EEDVT T e e e e
(ERIPEEHEDILY HESSIEALA > 2
n=3,449 PTINRZ2.0CE A3/ Kik i 58 B (258 B422.0-3.0) }
FEREL : 3,6%(%12 AR 5
ROBEAL. 8. BEATIYE ISR NOIHE DHERIC & 2ERETRE Lz,
* EATEANRY T/ 24800 2 (RBEPEDVIORRE L TIRAMERR)
E4 2 UKEBIRE DL T 7 ) »XIFacenocoumarol (ARFHEKD) )

c UN—E YOS URRT, O 3 XY N—mF YN 15mg 21 H2[E, 0%

20mg %1 H1BE#REN&EE L L,

AR FEANY e I KBS (VKA) BT D7< b0 5 BT 2 F¥ %Y

»F U A Imgkeg 21 H 2 B TS5 L,

N2 ERERE T 2.0 B Aeotott, X 2 v KESHEREMRS (A PT-INR : 2.0-3.0)

X v KGR O&E & Ot T < PT-INR
L7,

s PREKRGHMIE, He DBEO Y X7 5 O MO ATREMEIC SO X | EERBIMNRRC EAT D

HWric kv 3, 6 3T 12 » Al E &z,




V. BEICEEd 5IEH

F FEMNE DVT OF A4 DO 22 WEPEIEME | JE B E PE % £ 30 72 W G MR JE o VE T (i
B |PE SEEBWT SN b D DVT L iEZK SN b D
F7  BUED PEDVT {BROTZDITMARBREMNT, FREART 4 V2 —RE, MAREIFANC X D1k e %

[ ok L v FTnsg

« PEDVT LSt v 4 3 v KiEHEROBEIS 3 5

- VR EIRT AR HEE 248 2 DIREM B D~ o (B FEBA~NY U EET) 174 Z 8 X7
ADPE.

- EVEAEISRET 2B Fo v Z I v KSHISER

VT F =27 )T T A 30mL/min K

- BERAICHIE & 72 DR (BUEATSR, B EOTREMERTR, TFEE 7R L) XL ALT A3hEs%EEVE(E
RO 3% B %

ARMEEEE JEM VTE O3 UEfE!t DVT SUEREN PE GEESERI K OBSEH) Oie (7721
FHEEE | PE ORREMENTRE TE RWRRKAHOREC 2 &)

ZAEMEEE | R i ST E R TR WS ERIR ISR & 72 % il
At ZE H

IR JEMME VIE UEfRt: DVT XUMERNE PE GEBSER) ] X2 T oEE

A IE H - ARE LRI B O HERER SUTE R o EE

- ANME LS IE B O REESE, BRI, LS, OAEZE, MR RN AR
TS IE PR R FERRE DA

- BRI
R TIHARWAEERIC - & 72 5 i
Sy A

LIRS (LM SE, OEEZE, R PR A5 o SO IR A AR R FEARE)
- B A

) YnR—a Y2169 H U X—m P N8 1944 H
BEHE (Ko FE~XY / VKARE 2149 H KA FE~%Y >/ VKA B 188.2 A

fEprEt | O ITT st GE R T EHR G OFT — 2 IS & Fhi Uz, A2 EEREMhTE
HIlzoWT, U A_A—axH Ry FE~Y ) VRA ([T 5L [FELME~—D
1.75. R EKEE 0.025, TERGHM (3, 6 XX 12 » H) ROA T v 7 AL b
(DVT ®#, Xix DVT OFExMb2v PE) &g & Liz@hl Cox i F— KET /L (3§
EE  FHFERLORN—=RA T A EOIGFEMEEM R OFE) 1 ZMEE L7z, A2 SR E
B OIELEPKRAE I NTGE ., A EEMGEER OBBEEZRFELZ, X6, AMEEE
FHEIE B OFELENBIE S NTZHA, RONEF CHRBRETIEEZ FEE L, B2 BAE L7 [l
A EAYE 0.05. TEBREGHIM (3. 6 XX 12 v A) BIOA T v 7 AL+ (DVT @
F. XX DVT OoFELZ 72 PE) %@L L7-ER] Cox LN — FEF L (HEE  X—
AT A VREOIEEMEEEEEORE) 1, OREMETEEFHMIER ., @& K i,

FANCHE LY 7 7N — T & LT, Ffm, (KE, e, Fragile (4E#>75 %, Cler
<50ml/min, AE<50kg DWTIMNITHY) . BAREDY A7/, EBEALATOIERD
PLUEE SR o ff BN AT L7z,




V. BEICEEd 5IEH

(i) ESNEMEAE (EINSTEIN-PE BU DVT : ESMHRER]) OHARNT CBNT—%) 3D
[ 2hE]
AMEEEREEE (EMEME VTE OF%) ORIERIL, RARE 2.1%., KO8~ v/
VKA 2.3% Th v, AMEEE VIE (EFENE DVT & 5V ITERME PE) BFICBT5H
BHHEIZHONT, KBNSy B~ o VRA (ST D IEBMERRGEES N (N — Rl
0.89 [95%(E#EXM] : 0.66-1.19] , FHHME~— 2 1.75; p<0.001) , EHEIIRHGE SN

oz,
AOMFEFMEEDOREREE (ERMYE VIEDER)
(EINSTEIN-PE R U DVT D#i&ET—4 ]
(%)
30
n=8,281
)5 INH—REE:0.89[95%{E X Y 0.66-1.19], p<0.001 (FEL 1)
#
& 20 1
Y
Ed
% 15 1 — . EAFE~/SY /KA
iE — A= O
* 401
05 -
TTR=61.7% (FH )
00 T T 1 1

I 1 I 1 I I T I
0 30 60 90 120 150 180 210 240 270 300 330 360

| A 3

FEBIEL: RERTGHLOBY
J\—OF4/3 4,150 4018 3,969 3924 3604 3579 3283 1237 1,163 1,148 1,102 1,034 938
BSFEA/N/VKA 4,131 3932 3876 3826 3523 3,504 3236 1,215 1,148 1,109 1,071 1,019 939

ITT fEfT st GER/ T E& 58 (8. 6 X127 H)
AT . PERGHM (8. 6 T 12 v H) kO v F w7 ZA4 2 b (DVT O&, X% DVT A
720 PE) &L L8R Cox WhHl A —RET N (LEE  HEHLOR—R T 1 URFOIREME

TR O A 1)
AT EFTHIER DM

(EINSTEIN-PE R U DVT O#i&T—4 )

FRFIEBIE (%)
. o | ES TR~y | AT R
Y ’\(_‘2 5?*7‘)’\/ I VKA [95% (2 #E X [1]
n=4150 (n=4131)

e 0.89
JEfEME VTE O 58 86 (2.1) 95 (2.3) [0.66-1.19]
JEMEM: PE 43 (1.0) 38(0.9) —

PE (3£1) * 15 (0.4) 13 (0.3) —
JEMEM: DVT 32 (0.8) 45 (1.1) —
SEEM: PE KON DVT O f3% 1(<0.1) 2(<0.1) —

ITT fiEtr xt GEER T E & 58 (38, 6 i 12 » A)

RN T . PERSHIN (3, 6 T 12 v H) KOS T v 7 AL~ b (DVT D&, it DVT OA &
b7y PE) ZEE L7zEh] Cox Whl¥— RET /L (LR BERELOR—RZ T 4 VIO IEEM:
EMER O )

* HAEH) PE X PE O R[EEMES G E T 22 W R DSET



V.

ARICE I SIEE

(2 4%]
LAt EEME A (BRI ER TR WS EEEACHE L 225 i) ORI
X, AAIRE9.4%, K5 T8~/ U U/ VKA BE 10.0% T, EBEEIIRIES N otz (0N
— Rk 0.93 [95% 15 #HX[# : 0.81-1.06] , p=0.27) ., LEMEFEFHNEE OMKLEZTH
LERLMMORBRIL, RARE 1.0%, K58~ U/ VKA B 1.7% Th ol (N
— N 0.54 [95%1EHIXH @ 0.37-0.79] ) .

TEMFEFMEE DRBEREER
(BERGEORIEIERTIEAOHEERMICREEL 45 HMm)
(EINSTEIN-PE U DVT D& T—4% ]

(%)
14 4 n=8246
N —FEE:0.93[95%E#EE MR :0.81-1.06], p=0.27

— ERFEA/NY L/VKA
—_— =Ry

i G el 9 4t R B

0 1 I I I I 1 I I I T T T T

0 30 60 90 120 150 180 210 240 270 300 330 360

FiE 5 5 HEEABIIDBEH

1)\—O&+\ 4,130 3768 3671 3406 3270 3210 1928 1051 1,009 936 878 853 453
ESFE~/N)2/VKA 4116 3,738 3,618 3,330 3,186 3,125 1,711 1,025 981 907 857 823 389

LEVERNT R REMNRBRERE S T (BRIEREGKTH 288 0)

RN T . PERSHN (3, 6 T 12 v A) KOS T v 7 AL~ b (DVT O&, it DVT 04 &
720 PE) &L L72EH] Cox WAV — FET /L (AR EHEKPIR—R T 1 URFOIEENME
EVEES O %)

ZEHTETMEEOBRERODRBREE (EXAHMm)
(EINSTEIN-PE B U DVT O#&T—4 )

(%) n=8,246
30 /NY—Ft:0.54[95%{E$EX[E:0.37-0.79]

4 S0 e S et 3

— {ESFEA/IN /KA
— ) N—O N

00 1 1 1 T 1 1 1 I T 1 1 T T
0 30 60 90 120 150 180 210 240 270 300 330 360

FEBIH : EEABEIASDEH

YA—OFH30 4130 3921 3862 3611 3479 3433 2,074 1,135 1095 1,025 969 947 499
ESFEA/NY/VKA 4116 3868 3,784 3525 3394 3348 1835 1,109 1065 990 950 916 409
LRVEMEAT R G ERNGRIER G T (R TH%R 2HEBET)
fRNT T« TERSHIE (3. 6 i 12 # A) KOS T v 7 AL~ b (DVT O, XX DVT OF%E
72\ PE) &L L7z/@hl Cox NV —RET I GEE  HGHEONRN—R T A1 VEEOIEEME
TEMENEE O A 1)



BRICEI SIEE

&M FETMIER O
(EINSTEIN-PE XU DVT D#t&ET—4 ]
FHFRBBE (%)
Yoamm xRy ﬁﬁj\%{%@( o [9;2%%,;@%]
(n=4130) (n=4116)
K73 H i X1 TIE A2V AR .
Egﬁkéﬁégéﬁ%;i7ﬁégéfﬁu 388 (9.4) 412 (10.0) KL§12306]
R il 40 (1.0) 72 (1.7) [0‘307'?0%79]
FEIK & 72 o 7 Hi 3(<0.1) 8(0.2) -
SHEN 2(<0.1) 4(<0.1) —
% NE N 0 (0.0 1(<0.1) —
EEE A fiEgR BT 5 L 10 (0.2) 27 (0.7) -
SHEN 3(<0.1) 9(0.2) —
% MR 1(<0.1) 7(0.2) —
RPN 3(<0.1) 3(<0.1) —
BAHN 0 (0.0) 4(<0.1) —
2g/dL UL EDO~FE T o ED
BT A&FE D i 5\ ik 2 B 27 (0.7) 37(0.9) —
LA o i 703 0 B 7 H afiy
%zﬁgﬁ RNBERIICEE S g 6) 357 (8.7) _

L MERRNT R REM IR 5 T (RREH K TH%R 2BEE )

T I1E - TERGWIE (8. 6 X 12 # ) ROA T v 7 AL b (DVT OF, X DVT OF %
b7\ PE) &L Lz/@hl Cox Y —RET N GEEE 5K ON—R T 1 VEOIEEME
LS O A )

@ B R S ERHmE B

(B 2h:F- 2 EhE H ]
Fragile*|Z 8} 2 A MEFERHEEE  GEWNE VTE OFF5) ORIERT, AFIEE 2.7%., 1K
3 EASNY VI VKA RE 3.8% CTh o7z (AN — REE 0.68 [95%EHEIXH @ 0.89-1.18] ) .

Fragile*IZH 1T 5 A FEFFMIER
(EINSTEIN-PE R U DVT O#i&T—4 )

HSIIEBIBNIERIEL (%) S R
U—m FHoN &S F=E~ ") >/ VKA [95% 1= g [X []]
(n=4150) (n=4131)
. 0.68

Fragile* 21/791 (2.7) 30/782 (3.8) [0.39-1.18]
AR > 75 % 15/656 (2.3) 23/627 (3.7) —
CLer< 50mIL/min 11/332 (3.3) 11/322 (3.4) —
K <50kg 3/42 (7.1) 2/66 (3.0) —

ITT fiEtr xt GAER T E & 58 (3, 6 XX 12 » A)
* AR > 75 1%, CLer<50mL/min, AHE <50kg DWW NanIZi%y
RN T . PERSHN (3, 6 T 12 v H) KOS T v 7 AL~ b (DVT O&, it DVT OA &
b7y PE) #EE L7zEhl Cox Whl Y — RET L (EEE  BERHELOR—RZ T 4 VIO IEEMT:

RIS o A 1)



V. BEICEEd 5IEH

(24t =R A ]

Fragile*|Z 8} 2 22 FEIHEEE (EXAHMSUIER TR WS EROICHEBEE 725
i) OFRBLRIT, AFREE 12.3%., K578~V »/ VKA B 14.0% ThHh-o72 (NHF—F
b 0.85 [95%EMHXM : 0.64-1.11] ) . ZaVEEZFHNIE H OMERE S Ch 5 HAR /2 H
DIEHRT, AHEE 1.83%., KD FE~U >/ VKA B 4.5% ThH-o7= (NPF— R 0.27

[95%15HE X M) : 0.13-0.54] ) .

Fragile*|= & 1T 2 B2 F EFHEIE B O
(EINSTEIN-PE RU'DVT O#ET—4]

FERIBLFIBEGIE (%) JRE
YN—ua PN Koy E~"U VKA [95% (= 1 X ]
(n=4130) (n=4116)
TR M IFE R TR 2RV ASER R A R & 72 % i

Fragile* 97/788 (12.3) 109/779 (14.0) (0. 604‘?15.11]
A > 75 B 77/655 (11.8) 87/624 (13.9) —
CLer< 50mL/min 39/329 (11.9) 44/320 (13.8) —
(K <50kg 7/42 (16.7) 11/65 (16.9) -

R i,

Fragile* 10/788 (1.3) 35/779 (4.5) [0 103‘_207 54]
i > 75 % 8/655 (1.2) 28/624 (4.5) —
CLer< 50mL/min 3/329 (0.9) 13/320 (4.1) —
(A <50kg 0/42 (0.0) 3/65 (4.6) —

L EMEMRAT R SER BRI 5 (BRI G K TR 2AH £ )

* 4R > 75 f%. CLer<50mL/min, KE <50kg DUV HLNTHEY

RN T . PERSHIN (3, 6 T 12 v A) KOS »F v 7 AL~ b (DVT O&, Xix DVT 04 &
b7\ PE) L Lic/ghl Cox Y — RET L LR FEHKPIN—R T 1 UREOIEEE
S O A 1)

) @FRIMARIEMIE FEEHARMARIE & OWiMAR FEARIE)  DIEHE M OERAM
A CHARBINTRAORHEROHEE,  TES ., A IXIGREH & R AR E ST AR FE A2 i e
#oPM SEMITY N—g XYL LT 1hmg% 1 H 2EAZIZEOKEEL, ZD%IT 15mg &
1H1EBBIIROEET D, | Thd,



V. BEICEEd 5IEH

(i) ESEMAEZRER (EINSTEIN-PE : ELMRKER) GBS T—4) 2

[ 2hE]
AMEEEREEE (EMEME VTE OF%) ORIERIL, RARE 2.1%., KO8~ v/
VKA # 1.8% TH Y . AFIDIESFEA~NY > VRA ITHT 2 IELIERBEES N (A
— RN 1.12 [95%f5#EIX[H : 0.75-1.68] , FEHME~—22.0, p=0.003) . EEMEIIMREE

INghho Tz,
AN EETMEE DRBERER
UEIRMSERIRMEERLE (VTE) OBFH)
(%)
30 4 -4832
N —FRE:1.12[95% 588X :0.75-1.68], p=0.003 (FE % )
25
;’i; 2.0 4
H
ﬁ 15 4
T ——— ESFEAN /KA
& 10 4 — 'J/\'-ﬁ#—ﬂ/\'y
05
TTR=62.7% (F19{H)
0 ] ] 1 1

I I I | | 1 1 I
0 30 60 90 120 150 180 210 240 270 300 330 360

FE{IY : BEHIEMICOBER

JA—OF4H,3y 2419 2350 2,321 2303 2,180 2,167 2,063 837 794 785 757 725 672
B FEANY/VKA 2413 2316 2295 2273 2,155 2,146 2050 835 787 772 746 722 675

ITT fiEdT 3 REEN P EH5HIR (3, 6 XX 12 % A)
AT 51 - TEREHIR (3. 6 X 12 » A) #EL L72ER] Cox LNV — KET /L (HLEE &5
K ORR— 2 Z A B OTH B B i o 45 )

AT EFHIER DM
FHIIEBIEL (%)
. o | ES TR~y | AR
S D [95% = ]
n=2419 (n=2413)
s () 1.12
JEfEME VTE O 5 50 (2.1) 44 (1.8) 0.75-1.68]
JEMEM: PE 23 (1.0 20 (0.8) —
PE (3EL0) * 11 (0.5) 7(0.3) —
JEEME DVT 18 (0.7) 17 (0.7) —
JEEM: PE KON DVT D OF% 0 (0.0) 2(<0.1) —

ITT fEMT i GE M/ E& G- (8. 6 XX 12 % H)

RN - TERGHAM (3, 6 XX 12 » A) ZE & L@ Cox Ny — FEeF /L (25 %55
FONR— 25 A HEOTEEPEENEREE O A 5)

* HIEH) PE X% PE O FTREME N E TE A WRRARH DL



V. BEICEEd 5IEH

(2 4%]
LAt EEME A (BRI ER TR WS EEEACHE L 225 i) ORI
I, AAIEE 10.3%, B E~XY >/ VKA B 11.4% T, EEIEIIRGES 2o T2 (O
P— K 0.90 [95%EFIX[H : 0.76-1.07] , p=0.23) ., Z&MEFEFMEH OREKER T
o HERBRMMOFBLRIL, AFHE 1.1%., Ko FE~Y VKA B 2.2% Th o7z (N
P— N 0.49 [95%(EHIXH @ 0.31-0.79] ) .

REMEIERFMEEORERER
(EXRGHIXIFEXRTEGEWOAERRANICHERE S 425 Hi)

15 ] n=4.817
14 4 /YF—FLEL:090[95%EHEE M :0.76-1.07], p=0.23

5t S o 9 4t 48

O =NWahsoodoo©

—  EFFEANY D/VKA
— A=A XY

I 1 1 T 1 T 1

1 1 1 I I 1
0 30 60 90 120 150 180 210 240 270 300 330 360

FEI S : BEAISHCOBH

JoX—OF4s32 2412 2183 2,133 2024 1,953 1913 1,211 696 671 632 600 588 313
BERFE~NL/VKA 2,405 2,184 2115 1,990 1,923 1887 1092 687 660 620 589 574 251

LEAEVERT R RN RS S5T (AR 5K T#% 2 HH £ )
AT 1L « PEREGHIE (3. 6 XL 12 # H) ZEL L@ Cox tbINF— REF /L (M2 F 5
K ONR— 2T A L REOTRB)PE M IE R O 45 5)

REMEIETMEEOBRRERORERE R (EXAHM)

(%) n=4,817
30+ /N\H—FH:049[95%{S$EEM:0.31-0.79]

£ 254

2.0 1

1.5 4

1.0 H

—  EAFEA/N V/VKA

057 —_— O

0.0 77 1 | \ | | | I I | | | |
0 30 60 90 120 150 180 210 240 270 300 330 360

R 2 - BEAIMMrLDBH

Y—OF4\0 2412 2281 2248 2,156 2,091 2063 1,317 761 735 700 669 659 350
BESFEA/N)/VKA 2405 2270 2224 2,116 2063 2036 1,176 746 719 680 658 642 278

LRV SR NERER G T (RBRER G’ TH% 2 HH £ T)

FRATIE « TERGHIN (3. 6 UL 12 v A) ZJE & L72@R Cox LBl NYF— RET N (JEZER « S 5#
F O — R T A W OTEBEIEIEIES O )



BRICEI SIEE

2T EFTEHIEB DM
TR B (%)
U oR—nm R 1&%\%{%&\ U [95/(;04%%5;:%]
(n=2412) (n=2405)
73 i % NESAAY
%ﬁ%&iﬁ%ﬁ E@ﬁg R IR TCICUES 274 (11.9) (0.76-1.07
AR 72 26 (1.1) 52 (2.2) [0.301'_43 79]
FEIN & 7o 7 Hidf 2(<0.1) 3(0.1) —
SHEN 2(<0.1) 2(<0.1) —
RN 0(0.0) 1(<0.1) —
EE NI S 7(0.3) 26 (1.1) —
SHEN 1(<0.1) 10 (0.4) —
% N 1(<0.1) 7(0.3) —
RPN 2(<0.1) 2(<0.1) —
Lol ) 0 (0.0) 2(<0.1) —
BARIN 0 (0.0 3(0.1) —
Il 1(<0.1) 0 (0.0 —
it 1(<0.1) 1(<0.1) —
JE 1(<0.1) 2(<0.1) —
2g/dL I EDO~FE B BED
KT 2L i 5% 2 BAL 17 (0.7) 26 (1.1) —
LL_F oo g i 703 04 B 72 .
%?;ﬁ RNDERRIICRI L 900 (95 235 (9.8) _

LAV SR NRRER G T (RBRERSK TR 2R ET)

Rt 071k PERGHIM (3. 6 XX 12 » ) & & L7l Cox INF— FET L (LR

B ONR— 2T A R DIV O A 1)

) @FIRMARZEMIE (PRABFRHIRILARAE K O AR FEARAE) DGR K O PR 56

AFR TR S TN DR R OB,

D B G

ME@H . RN TXIR R E MR AR AE S 30 A ZE A2 i F8 e

HBOPH SHERIZY N—mxHP L LT 1mg 4 1 H 2EEBHICROKE L, TDH%IT 15mg &
1A 1EERICRARET S, | ThD,



V. BEICEEd 5IEH

(iii) ESEMEAER (EINSTEIN-DVT : ELHHER]) CBOT—4) 20

[ 2]
AohME R EFAGEE  GEEEME VIE OF3) ORERIL, AARE 2.1%., KO8~ >
VKA Bf 3.0%TH VY, AFNOESF B~V v VKA ITHT HIELMERREES Lz (N
— R 0.68 [95%fF#EXH : 0.44-1.04] , FELHME~— 2 2.0; p<0.001) , EEMETHR
SES N2 o Tz,

AWEEFEHEER O RERER
UERMEFFARMIZZLZE (VTE) DEH)

(%)
40 4 n=3449
INH—FL:0.68[95% S8 XM :0.44-1.04], p<0.001(FEL &)
30 1
-4
b
E
& 20
F#
IE
= — ESFEN V/VKA
10 - —_— Y N—aFYAY
TTR=60.3% (F{H)
00 T T T T

0 30 60 90 120 150 180 210 240 270 300 330 360

- BN N
Bl - EEAEITHADOEE
YN—BF4H8 1,731 1,668 1,648 1,621 1424 1,412 1220 400 369 363 345 309 266
BRFE~/N)/VKA 1,718 1616 1,581 1,553 1,368 1,358 1,186 380 362 337 325 297 264

ITT fENT R/ T E & 5/ (3. 6 XX 12 % H)

BT 5L - TEREGHIM (3. 6 XX 12 5 A) ZJ@L Lif@hl Cox HeffilF— FETF L (LR @ 5
B OR— 2T A I OTE R TR 0 A )

Bt E EETMIE B O

FHIRIEBIEL (%)
. o B TR~y | TR
yon “*“7‘)’\/ 7 VKA [95% {7 #EI< ]
n=1731 (n=1718)
. 0.68
SEENE VTE O3 36 (2.1) 51 (3.0) [0.44-1.04]
JEMEN: PE 20 (1.2) 18 (1.0) —
PE (EL) * 4(0.2) 6 (0.3 —
JEEM: DVT 14 (0.8) 28 (1.6) —
JEEM: PE KON DVT O 0% 1(<0.1) 0 (0.0) —

ITT fEHNTH SR/ T E & 5/ (3. 6 XX 12 % H)

AT )75« TERSGHIM (3, 6 k124 A) #EE L7=/@3] Cox e — FET L (

BONR—=R T A O TE R MM D A )
* FIERY PE X3 PE O AIREMEN TR E T & 2 WRKRBHDFELT




BRICEI SIEE

(2 4%]
LAt EEME A (BRI ER TR WS EEEACHE L 225 i) ORI
I, AFIEE 8.1%., K&~ >/ VKA BE 8.1% T, EHMEIIRIES N o7z (AT
— R 0.97 [95%f5#HIX[H : 0.76-1.22] , p=0.77) ., LEMEFEFHNEE OMKLEZETH
LERLHMOFRBRIL, KRABE 0.8%., K5 FE~ U v/ VKA B 1.2% Th otz (N
— N 0.65 [95%1EHHIXH @ 0.33-1.28] ) .

R& T BFEER O RRRRE
(B A H N X (% B A T (75 UV ASERER (< PR & 72 2 Hihn)

(%)

141 3420

NY—Ft:0.97[95%{E$EX R :0.76-1.22], p=0.77

12 A

[y
o
1

—  ERFEANY U/VKA
— ) N—OFH N

0 I I I I 1 I 1 I I I I I I
0 30 60 90 120 150 180 210 240 270 300 330 360

REI 55 : EEBEFHSOBE
1J\—O%4H/vy 1,718 1,585 1538 1,382 1,317 1,297 715 355 338 304 278 265 140
ESFEA/NYD/VKA 1,711 1554 1503 1,340 1,263 1238 619 338 321 287 268 249 118

LEAEVERT R SR RBR IR 5 T (RBREEEK TH 2B £0)
AT 1L « PEREGHIE (3. 6 XL 12 # H) ZEL L@ Cox tbINYF— REF /L (MLZE&E  F 5
R ONR— 2 T A REOTRBPE M IE O 45 5)

REMTRFMEEOBRERORERER (EXAHM)

0,

(%) n=3,429

2.0 /Y —Ft:0.65[95% 55X :0.33-1.28]

— ERFEANY U/VKA
— Y N—AF Y

—_
(4]
|

—_
o
1

B4 S e -4t B 48

o
3]
1

0

| | | I | | I | I 1 | | |
0 30 60 90 120 150 180 210 240 270 300 330 360
FEI RERZSALOBH

YN—BFHNY 1,718 1,640 1,614 1455 1,388 1,370 755 374 360 325 300 288 149
BERFEA~/NYU/VKA 1,711 1,598 1,560 1,409 1,331 1,312 659 363 346 310 292 274 131

LRV A SR NERER G T (RBRER G’ TH% 2 HH £ T)

FRBT T TRE G (3, 6 T 12 9 ) &L LTJERI Cox Wil — FET L (RAHE : B 58
RO — R T A W OTEBEIEMEIES O 1)



BRICEI SIEE

T EEITMIEE DM
FHFRBBE (%)
NN ﬁﬁ%{%@( o [9;;/17;%%;@%]
0=1718) (n=1711)
7 o i TIE WA .
?%%ﬁéiﬂ%?@?g o %78 139 (8.1) 138 (8.1) [0.7%?17'22]
R g H i 14 (0.8) 20 (1.2) [0‘3%?15‘28]
FEIK & 72 o 7 Hi 1(<0.1) 5(0.3) -
SHEN 0 (0.0) 2(0.1) —
TH L& i 1(<0.1) 3(0.2) —
GEEA | Rl I N antiil 3(0.2) 3(0.2) -
FHEN 2(0.1) 0 (0.0) —
% NE R 0 (0.0 1(<0.1) —
BAHRN 0 (0.0) 1(<0.1) —
AR 1(<0.1) 1(<0.1) —
2g/dL UL EDO~FE T o ED
BT A&EE D i d 5% 2 B 10 (0.6) 12 (0.7) —
L _E oo i, 73 24 B8 732 H ifn.
%?;ﬁﬁw%ﬁﬁimmﬁﬁk 129 (7.5) 122 (7.1) -

LM R SRR G T (BB R G TR 2R £T)
FRET AL - TERGHIE (8, 6 XX 12 » A) & & LER Cox tliingF— RETF L QAR R58
BONR—=2 T A W OIEEIMEEIE R O A )

) @FRIMARIEMIE EEHARMARIE & OMiIMAR IEARIE)  DOIEHE M OERAM
A CTHABINTRAOREROHEE,  TES ., A IG5 R AR E ST A2 FE A2 e F i
#oOPM 3EIIZY N—aXHh R LT 1smg % 1 H 2RIEBHZICREAKRE L, DKL 156mg %
1H1EBBIIROEET D, | Thd,



BRICEI SIEE

3. EYVENERELE 558X EINSTEIN-Extension : #1488 (5(8811899)
Gy T—4) 2

R4 EINSTEIN-Extension
R Lk L, EAEAL. —EER., 77 AR, WITRER R, A N S IR
THA P ERRFERR
POEd JEWENE PE B8 SUTERNE DVT B (6-14 % H OPBEESRE SR H 5) 1197 f
H i JEEENE PE XUREEEME DVT B2 B1T %5, JEENE VIE O EHIFERIHIC35 U ~S—
0 XN OFME & ReME T TR & ERIRETT A Z &,
ik ( 1) 15— O34/ 220mg 0 )
EINSTEIN-PE/DVT 1818 &
S Dk >
n=632(52.8%) E
&
T
i
30
A
&l
PS54t 7
EINSTEIN-PE/DVT 1B1E o
BAF AN S DB >
n=>565(47.2%) 7
FEB S : 6X(2125 AR )
R: E{E AL
* EINSTEIN-PE/DVTIZEWT, REHMAGRIZ120 ATH 1< EE (EINSTEIN-PE 19.1%, EINSTEIN-DVT34.1%)
o EEMEOREDVTRILRMPEREFEES~ 140 AME 7 3 U KEBIREOIES £2 141 EHRUEINSTEIN-PE/DVTIZ
\ £ig. WHEBACVTEDBRLEESh. TOEEINSTIEN-Extension~$10 L1z EH y
s U= FH R 20mg HDHWIET T EREEE 1 H 1 RIERE Lz,
- TEERG WM, EERBBIRFICERMOHEIZ LY 6 XX 12 » H & STz,
- BGKTH% 30 M E T e —T7 vy THIR & Lz,
E7pEIR + EINSTEIN-PE/DVT |25\ T, #E5HMB 6 XX 12 » A THo72HD
A - SEEPE DA DVT 34N PE 3E% 6~14 » AR E# 2 v KO 5%
ZFeb o
+ EINSTEIN-PE/DVT (Z& Ntk . B/ T VIE OIGHENEf I, D%
EINSTEIN-Extension ~& /I L7= %O
EEANIZ0YN *DVT XIIPEUANADOE X I v KEEFEROBEISNH D H O
HHE cRERRIGE LTS A X b (index A X2 ) ICK L CHUBEBEERIC K D
TRIENLER O
AEEEH M T E WM Y A7 3 H 5 H 0
VT F =7 VT T AN 30mL/min RO EH D
- EIRAICHIRE & e D AT (]« SENTFS . BYEOTEEMWEITR, ) | XX
ALT DN EYEME EIRD 3EE2 B2 DL D
HhME R EfEM: VIE OF% UEWENE DVT SUXERMY: PE OES (7272 L PE O AIEEMENGE T
AT H ERWRKRARHOKELE 2 ETe) )
oA (ER
ST H
IR EEAT « BRI XTI E R TIE R W DS EE RIS B & 72 5 Hf
HE oy A
- D R
- JEfENE VTE UEfENE DVT UERNME PE GEEZER) ) ISR T OEE
< JEFEME VIE UE@EME DVT UTERMYE PE GEESER) ) . ST, BN
HOUTD AR ZE DA
- MG A HVEREM (A 2 3 A S B O SR B SR UL E R e M i oA
S UNR—a P 81895 H, 77 AREE 189.5 H
¢ 5 H




V. BEICEEd 5IEH

T A1

BWEEERME B 2 oW, ITT AT xR EH/ T EER G R OT — X 12K % |
UV R—a X077 vRICxtT 2 EBME [HHAEKE 0.05, TELS M
(6 XX 12 » H) Z@L L7zER Cox il —FKET /v (FLEE &5/, 7
B (U —m X2 H L VKA) ) ] Z/EE L7, BEESREES %6,
B EFINEA £ L. BIKEEME B 2 >W T OERME [MAFEKE 0.05, FERH
WM (6 Xix 12 # H) #EL L7=EH] Cox N —RET L LR &5
FEROHTTEHE (U= 3 0 Xix VKA) | Z28EELT-, Z2ettix. Z2eMig
Wt G ERNRBRIEE G TOT — 2 1EkS% ERIL2W Cox Wl NYF— KET L
ERAOWCEREEB OB 21T 72208, 77 v R CERRHMLAER L o727z
®. exact log rank fRE % A\ 7=,

CEEED

BAWEEEFMEE (E@EM VTE O %) ORIERIL, AARE1.83%,. 77 2R EE71%TH
V. JEEEME VIE GEWEME DVT XUIEEEME PE) OFFREMHENIZOWT, KAIO 77 2 Rizxd
HEEMEDREES L7z (N — R 0.18 [95% (5 #E X @ 0.09-0.39] , p<0.001) .

4 R ol S0 4t i

RE{5 24 -

AWM FETHEE D RERER
CEMRMERARMAZEIEE (VIE) OFH]

(%)

139 n=1,196
124 NH—FLE:0.18[95%{S 8RR :0.09-0.39], p<0.001 — 754tk
" — ) A—=O XA

—

! ! ! ! ! ! ! ! ! ! ! !
0 30 60 90 120 150 180 210 240 270 300 330 360

BIEAIFISOBH

Ji—oF4/3s 602 590 583 573 552 503 482 171 138 132 114 92 81

IR

594 582 570 555 522 468 444 164 138 133 110 93 85

ITT fEHT G4
fRNT 1« PERSHIE (6 X 12 # H) &/gL L7-/g0l Cox el #— FEF L (4R  HERERD
BIGHE (U N—m X4\ X E VKA) ]



BRICEI SIEE

[“Ze4xtE]
LZAMEFEERHMIEE (ERMm) ORBRIL, KARE 0.7%., 77 2R 0.0% TH-o7,
AKIFETRD DALz 4 B 3 HNXTHLEH M, 1HIXARBEEZ THY . WT b ERRICE B
ARETCTH -7,

ZEMELMmIE B 05
FLREBIE (%)
UoR—p FHh N 77k R
(n=598) (n=590)
IR AT I H
B2 ML ST B R TR AR WS R R A R & 36 (6.0) 7(1.2)
79 % Hiin
FEFMGE A
AR H I 4(0.7) 0 (0.0)
BEIR & 72 7= Hi i 0 (0.0) 0 (0.0)
HE I 5 i 0 (0.0) 0 (0.0)
2g/ALUA EDO~E VB v BT A5 i
3 VN 2 LA L A8 2B H 40.7) 0(0.0
ER T2 WA ERRAICE & 72 5 i 32 (5.4) 7(1.2)

LRV S GEF IR G T (RBRER G/ TH 2 HH £ T)

1) @FFARMARZERSE (G SR AR E K OV AR ZEARSE) D TRFR K OV F& ]
A CTAB SN ADOER ORI, @, BRI R MR E 030 A% ZE R AE F6IE %
OHH 3BTV N—m P L LT 15mg % 1 A 2 HEZICRAOKS L, £0#%I% 15mg % 1 A
1EIR#ICEAREGT 5, | Thd,



BRICEI SIEE

(/MR

ERtFEEI4EGEE EINSTEIN Jr Phase I (3%B& 14372) 3

A4 EINSTEIN Jr Phase III
WERT VA | Shis e, BIEA L, FEEM. FEIERIR, WATRERM bui sk
POE /NRZAME VTE B3 (18 miklil) 500 1 (9 H HAAN 6 1)
EBEREICB LT, LITOMRANEENERE ST, HEREKKAEE (eGFR)
7% 30mL/min/1.73m2 AJiii D BF, 1 A O/NIX, TRBRFEMFTHEE CHE L7
975 /NN —L U ZANME Y VT F =i B 2EE (1L 2 ko AR
NI, TRBR G 2 CHUE L 72 eGFR 30mL/min/1.73m?2 A5l |2 402 9~ 5 1.
H27 L7 F =218 0.93mg/dL UL O EE)
B /NRBEVEVTE BEICEIT D Y N—0 $ 0 8 EOF M O 20 % 0E ki ik
LHRRETT 5 2 &
Jiik - N
ﬁ' — p v g e b=
giheamﬁa m(;;;;f)ua UN_EF,WU‘MJ/&D% = >
N~ ST HETHELAERVARY —
: - ETRSHM: 358 EEERS
T2V FINURD 2 s EMOHET C3n AT BT
[CRDPEBREE [— EER ‘EME RN BR122BiRS5 "2 308/
2(F71z0~18mF JA0-FvT
WONREE I
n=500 ﬁﬁﬁﬁ? HERESER: AUV (GRAE, EXFE).
3 FINURT AR FETZ K IEH
\ J
¥1: JEHAANRA VTE BEIC ) S—o %30 20mg (HAATIL 15mg) 2 1 H
1 [ G-RFOMREE B A 95 & O IRE CRisk
¥ 2RANE DN T —T VM VIE BE 084, TEHREGHRIT 1 » AWM, EE#K
ST 1 2 AMZEICREL, ARSI 3 » AL L
X3 KT EANY UL [VTE OFRFE L OIS 123 LT, 742 ¥ /80 X7
A% TVTE O3 123 U CTIEIAFARKGE
B IR 5T 72 < & 5 B, ~XU 2 CGRayE, K08 X
THUENRY R AL AR EZ TS L Ui, WREREAT - LA
F a2 PIHRIEBAEN S 9 BRILINIZ U N—m 5 R 0 SIRERIFIEIZ 2 : 1O T
MEAEIMT L, RECTHELZHELROCHED Y N—a 3530 I pEkEE
DT ERE LT,
T RUE | - VTE L fEERZK S, 1RFEERO~Y v (RaoE, Ky F&E) XX7+2 4
NY X7 A KD 0NEREZ T, D &Y 90 A ObUEEERE A VB LT
HH% 0 n AND 18 AR D/, 72720, 2RO LT —7 VE# VTE
ONIE, D b 30 HIMOPRRERIEZ LE LT 58O
-6 7 ARWIILLFIZEZ ST 5/
-tHAERE O A sy 37 W LLE
-0 HEEBEREOKR 10 HEL E
-IRE A 2600g LA




V. BEICEEd 5IEH

TRV EYE | - PUBERIEN R L R ATREEHIN S A VXY A7 2 H T 5 H O
- eGFR 7 30mL/min/1.73m2 A D b D, 1 AR MO/ INAIE, TRER I £ CHE
L7915 \—2 A NVMEZ VT F=flialB2 560 (1l b 2R H
AN, TR EREHEE CRE L7- eGFR30mL/min/1.73m2 A2 3 5 1.
B2 L7 F =218 0.93mg/dL LL ED 1 D)
CBRARPICRIE L 72 D I ) A7 R3S DEEFERELZ I HREEOH S O, T
ALT 2 JE#EfE EFR (ULN) O 5% B2 5 b, XidHRe U e ULN ©
QEEBAEZEE Y VEVNEIRD 20% 522550
- I/ NVREL DS 50X 109/L K D & D
< AR 95 N—R U H A NMEEBA D L2 br— A REOEIEEZE TS
%)
EMTPHEN 3 ARMEEZONDIEELRASHEELZAETIHLO
- CYP3A4 }xOY P-fEH X7 (P-gp) (Zxtd D 7B EH, xR )7z
CYP3A4 FHE IO &L 5 MRS GBI TES N TWD H D%
B [ EZFmEE ]
S H SEENE VTE 0 f3
[&EEmE A ]
JEEME VTE O FR% XX iR o SE GO A oL
e [ EZFmEE ]
S H R I S E R TIR A W S EER I RS RE & 73 5 H .
(& EEmE A ]
R H
Z DD AEFSL . W1, Net Clinical Benefit (EfEM: VIE O XIXERZHIM) |
ST B g R A b O SEE At O A2 O E AL K OB L, RipEhie, i, R4 v
1 PO R OGRS &
SRR G | SRR G O EEE (g fi)
c 2L EDHBE RO 2 R O T — T )VEE VTE B
UoR—m 2438 0 88.0 H (91.0 H) , TEIEIERE : 86.7H (91.0 H)
c QIEARN D B T —T /VEEE VTE B
UoR—m 24308 0 29.8 H (32.0 H) , TERIEERE 295 H (29.0 H)
G (FEE G L OEERGHIM) OFHE (FFyefE)
c 2L EDHBE RO 2 R O H T — T )VEE VTE B
UoR—m BN FE 0 149.0 B (97.0 H) , TEREERE - 146.3 B (98.0 H)
c QIEARM D B T —T /VEEE VTE B
UNR—a X U8 6090 (58.0H) , fEIEERE 6270 (63.01H)
AT E B D E B AT X AR A BN Sio 2] (CAWERNT S G4 H) 12T
TN, B R R OFEIREGE B2 oW T, R S TREOER T —
BT OWEH L ORBHEELZR A L,
LEVEDIRITITIRBIR 2D 7p < &b 1 RG-S B3 (Lt G4 MH)
WZDOWTATVY, BEELEIT T 0 DIRBRIE R B 2 B E TICRBLLIZT T
HMm A2 B ERE T L ICEH L, $-2eto EEFHEE Th 5 BRI
SAFER TR O RN & 722 5 B OB S IZ oW T, EBEEE LR
FEEEZFEH L, £, FiEBICHOWT, FEln, (AE, FUEINCEEE L
7.

AL, SHRBHCXT 5 U N — 1 T PN OEIECIESE L B U7 MEERER TiE 2w,




V. BEICEEd 5IEH

[y ]
w0 U R—nm N BESRIRILRE
Pz (%) (n=335) (n=165)
Bk 52.2% (175) 48.5% (80)
N
HA 80.9% (271) 75.2% (124)
HA 3.9% (13) 7.83% (12)
TIT N 6.0% (20) 4.8% (8)
HAN 1.2% (4) 1.2% (2)
Z OGRS 722 L R OEERIE &) 9.3% (31) 12.7% (21)
IR Gag), T-YME A e 2= 11.0+5.8 11.3%+5.7

12~18 i ATl

6~ 12 Ji% ATii

2~6 I AT
0.5~2 i Al

0 % H~0.5 s A

54.9% (184)
20.0% (67)
14.0% (47)
6.3% (21)

4.8% (16)

55.8% (92)

20.6% (34)

13.3% (22)
5.5% (9)
4.8% (8)

A (kg), ¥4 ME &= £F e 72 [ ]

46.7+29.2 [2.7-135.2]

45.7+26.9 [3.0-159.7]

A7 v 7 AVTE
Jibd e RS of A A
7T —F LB VTE
FEH T —T )V VTE

22.1% (74)
26.9% (90)
51.0% (171)

26.1% (43)
22.4% (37)
51.5% (85)

FLERIR D T — T VYA
KFME 21395
TA bl UFERTT S RAFUOMER

26.9% (90)
23.3% (78)
15.8% (53)

JEWEME VTE 80.9% (271) 82.4% (136)
J7i Kl
Fiot P fa Al 1 18.5% (62) 15.2% (25)
— M fe B K] 7 45.1% (151) 51.5% (82)
Frfoe it o OV— M R K - 26.9% (90) 15.2% (25)
FEFH I 9.3% (31) 15.2% (25)
EA USRS
IREEN A 11.9% (40) 9.7% (16)
WA ZR S5 18.8% (63) 12.1% (20)
F: B Y E 28.7% (96) 27.9% (46)

21.8% (36)
25.5% (42)
14.5% (24)

A IVERRAT R S AR




V. BEICEEd 5IEH

[ 2hE]
FERGHMICBNT, AEEEFMEEE GE@EME VTE OFR) ORBLEIG L. AAIEE
1.2%. PEFRIEIERE 3.0% TH 72 (NP — R 0.40[95%F XM : 0.11-1.41])
AEMERIVGHTE E  GEEEME VIE OB U LmG A E o SEGEMEO Mg o) OB
BB, AFIBE 1.5%., ERFEIERE 3.6% THHo72 (NP — Rk 0.41[95%FHE X[ : 0.12-
1.36]) .

FOMOFHEEH & LT, Net clinical benefit (EfEM: VIE OB XIZE K/ HIM) OB
BIGIE, AHIRE1.2%, WERBEIERE4.2% Th o7, ST ORBEIEIIAFITE0.83%., HERERE
BHECIERRO LN o Tz, FhnfE, REXIIARFOATEOE N X 58 5072 BT A5
IR o7,

BRI O IEGEYEO RGO EFLORBLEIG T, AKAIRE 38.2%., 1EREIER 26.1% T
ol

BEEHIIE B DFFEH
FRREBFIE CRELEIE %) NH— R (HR)
D A e SRR E3Ets
(n=335) (n=165) ﬂ“‘/xlél: (OR)
[95% 15 #E X [H]]
EEC A NpEEYE )
=M VTE 055 4(1.2) 5 (3.0) HRO0.40 [0.11-1.41]
B G H
SEENE VTE O3 X EGE 5 (1.5) 6 (3.6) OR0.41[0.12-1.36]
fed: o> A% 12 oD HEA L,
Z DA ORI IE H
SESE e o A D 45 FE*
EFAL 128 (38.2) 43 (26.1) OR1.70[1.11-2.58]
e 129 (38.5) 75 (45.5) —
ik L 16 (4.8) 13 (7.9 —
GiNl g 1 (0.3) 1 (0.6) —
TR BE U AN 57 (17.0) 28 (17.0) —
Net clinical benefit** 4(1.2) 7 (4.2) HRO0.30 [0.08-0.93]
TS 1 (0.3) 0 (0) —
* R AT A R R OB G T R O BB AVFI F ATRE Cdb o 7- RF T JEMEME VTE OFER A 1L
DR E]

** o JERME VIE O3 XI3XE K2 Hif

A N RRAT R G 56 [/ E 22 4% - 1)

FENT TG - BOMEEERHMEE B /A T v 7 AL X2 b [EERIRAMAEAE (CVST) . # 7 —7 /L B#E VTE,
AT —T VEE VTE] %) & L7ZER Cox [l — NET /L HEEE . #58)
BHERIRE O OMOFHIEH /2 AT ¢ v ZERET L (AR BEHERA VT v 7 R
ARUN) L Ay RET L (AR BGHRLOA T v I AL R N) AT v I AL
Ny TR L7 van Elteren @/ L %F X N w T RRE



BRICEI SIEE

[Ze4%]

FERGEHMICBNT, ZeMEEFMEEE  (FERAR M SUXE R TIER W ERR A E
LB tHi) ORBLEIA X, AAFES.0%., HEIPRIERL.9% CTho7e (O — RE1.58[95% 1515
[X[H : 0.51-6.27) . LCEMERIKGHEEE (EXZ2HIM) ORBIEIEG IIMERBIEREL2%, AFH|
HETIERD BN hoTz,

e MEHEIEB D
FHREBIBE CEBLEIA %) e R
U oR—n P8R DEAIRIERE o) =
(n=329) (n=162) 19576 1E A
FERHGIE H
BERAAHIM X ITE R TIERON 10 (3.0) 3(1.9 1.58 [0.51-6.27]
R RN RRE & 72 5 H i
BRI B
N 0 (0) 2(1.2) —
FHEN 0 (0) 1 (0.6) —
s 0 (0) 1(0.6) —
R TIT AR WS EE R A 12 R RE
L 72 B 10 (3.0) 1(0.6) —
L 4(1.2) 0 (0) —
ARl 1 (0.3) 0 (0) —
FESERAL 1(0.3) 0 (0) —
B 2(0.6) 1(0.6) —
A fize 1(0.3) 0 (0) —
R i 1 (0.3) 0 (0) —

L A MERRAT % G /32 245 5 ]
) AR THRBE NI NEOER AR TV IRRICET 2HE 3. llELUHE] 0HZZROZ &,

[ B ANERATOHLNE - Z2atk]
HARNNROZME VTE BF 1L, AARE 4 6] (£1% 0.6 » H~4.25%, 2.7~12.7Tkg) . 1EHE
ERE2 5] (4£# 0.9 » H~1.57%. 3.0kg~8.7kg) Tho7-, FELHLGHIM T, AFIFE. 16k
FERE & BICH MR EEHIE B T 2IEMEME VTE 0 B30 MUE B o ke o BRI LR 0
e olz, BEMTEEFMEE Ch 2 \EAR MM SUIE KR TIE R W AERRAICHE L 72
HHIM GBSO bR T,



BRICEI SIEE

CFRMATHREMBITEORESIREREREICH T 5MiE - ERBE O]
(AL A]
E Rt % M4EEER VOYAGER PAD : E#sifEstEs (8R17454) 2

B4 VOYAGER PAD

BT VA | B Hiak A, IEAERAL, CEEMR, 77 B AR WATHR R, v bR
A R EE AR

ISES RIMAT FF T RS T 14 O JE M PAD 3 6564 151 (9 B H AN 459 f4i)
H Y FIBAT TR T 52 OAEWE PAD B2 2 ERZRMARTEME A~ kD)

BICBL T, U A—mRg R0 &7 2 S E ARG LEROT ALY HA
BHKT 2@ EREES D 2 &

Jiik s — - “
Jr;;jﬁg; 1)/ X\—OF4H/32.5mg 18 2E*
ﬁg: (3,2861}‘]) +77\E'J‘/100mg*2 -
TRERMTHRMETER | W& T oaEERs
DIEIEEPADE & 108 EA “BTH
308H
n=6,564 o | Z4O0—FvF

FARE ) HEFE 7St 182ME
(3,278 +7AE1)2100mg*2

BEABFTED

L S 0E FT UL HROEEIMRLEN )

- BEAEZ BRI T R ONGBREE O 513, MATHEIRAKI L, 2 olkmpy MR Tz
e, AIREZRFR D HLCHHAA L, BEBMGE TR 10 Bz a2 & L L,

*1 [ 7L b 2.5mgl] < FRMATAENH1TH% 0 PAD BFIZIS T 5 (ke FEF T 5 oo il >
7. EROHEICEET 57EE (7.1 7AE Y (81~100mg/F) EPEHT D 2 &, 72k, BREDIR
RIS UCAAIIIT A ) O 42EET 52 &, |

*2 7 AV 2 81lmg X% 100mg (X, TREMATHEMNEITH O PAD BE I 5 mARFER K O]
& UTTIIARIAAR, ENARIHE - 200, THoUE, DpFEgE, i MK i B 381 ) 2 i
ke - R OME] . TCABG & %\ ME PTCA HifT#236() 5 Mt « BRI OIH] LW
DINESP ,

TR BIRILHE | - 50 DL B
- MEVEAEIHTET 10 H DANICREBENE PAD 2% L CAMBBEIIR LV 3m07 0 KRB
ARV AT PRI 235 FEAT S AL, BB L= B
T OTRCEAT L PELE I IEEEGNE TR T 7 a— Akt PAD £
a lERMIAT R« BATHEEETIRR . MR I 22 &R R SR A Y 95
b R AT R (ORRBEA N OARML & 32 mATHEEATRT 12 » A LA U R
TR - A>T v 7 AREOIGEEINR X 0 0L KR B REE B03 i
W CHERTE 5
VT O FRIC BT 5 IMATERE AT R (B AN ORI & 3 5 f4T
FREEARTAT 12 % A LAN X R0 A 7 AR
- AT 22 W R E T, BB B (ABD) 2% 0.80 LA I3 /2R
FRRdLEE (TBI) 23 0.60 L F
X%
- MATFFEETE S & % T, ABI 2% 0.85 DL F XX TBI 7% 0.65 L F

T/ RAEHE | - BHT T eGFR 15mL/min/1.73m2 K O B HkREfE = 2 44 5 B

- BEEAN L, MZET, EMENMEILRE (TIA) OBEOS 5 HEE

- MATHEITL (ARG ER & B OB THUGEERIEZ LB L 55 B

- BEREEME PAD, MUTEREBATRALND D, A 2T v 7 A OKEETHIRRIN A 5
ZRVREEDO W Tt L CIA TR 2 521 5 B

o MESE i SRR PESEMENE DS A R T T 7 S A AT RE RS ZE PSR ZE DTG 5
DI, A T v 7 ZAEOMATHEN AT 5 B

« ARFRERAA AL ORI & 3 5 AT EETAT 2 W EILANICANE FREIM (AL 233
W BE




V. BEICEEd 5IEH

- AR AFLORIL & 2 AT AT 10 BRLANICA 7 > 7 2RO AT
T 22 T T B

* AFREGEAN ORI & 9 5 MATHEMTICK L, iR 6 » AR 2B Tr7rE R
ZLET AN D 2 FHUIIMURIEZAT O TED & 5 HE

s ARBAAAL ORI & 5 MATHANER, 7 e B LAET Ae ) LSt
DYl MM ZBIE T 5 TED H % BH

EEEoilin |(@=CRERERED|
AT B B\ARAMARMEME A <> b CORRFEZE, EiltEap, LimiE s, ALL, X%
MR ORI X 5 KU OB )
[ EIRFHGE H ]
< DAAEZE, MR EENRME DR ESE, ALL, XIXiE R OJRREIZE D
KulWroE &
C FREREMLODICHITSIND, O UHFHBIN T RNl VT v
7 AT D MAT RN (BAEAFITITRICSH 50 COEHE S LTV 720 o
7o AT ENRIREHE O —H & 72 STV o T2, T3 O M4 752 1i)
OSHEIIRSUI AR ME (WT O T) omtettA <> M2 X5 AL
CDARREZE, R AR, 2T, ALL, ITmEROREIC L D KM OEE
CDERREZE, ez, DMAEE, ALL, SUTIMAE R OKIRIC L 5 KU oOES
- BT
- B IR AR FE AR E
€7/3=DRZGIRENED
« FEIREMIE B & ORIREHN B B O£ A%k 2R
rgesXis [ = ZEHmEE ]
ST H « Kt (TIMI 43%8) *
[EIREHE H ]
- ERZpim (ISTH A7) *
+ Bleeding Academic Research Consortium (BARC) 43%E® Type 3b UL EDH
i H5 5
[ Dt OFEmE A ]
- AEFER
s NA BV A (IGHEm I, PEEE R, AREE)
%1 V5 () BEIRT— 4 /S o r— VO BB
TEB G |V AN—aF PN+ T A Y URET30.7 A, 7 ALY IR 745.7 F
ST S 1 A NMEFEAMGE B 1 ITT ATt G E /R 2 BT 2 G RE D i D A1 > b A

7 H (LLEE, ITT AT L84 OF — ZITHES T L, A%k EinE B
WZOWT, UN—aXxH " 7280 2 AEE (Vo N—a XN+ 7 X
BY VR LEBoT A Y VHEBIRE (T AU CHEAIRE) 2% S @R
R B KYE 0.025, MATHEMOZ A 7L 7 K7 Lo OAEC X
VJERIL7- Logrank Wi (EEZE : 8GR 12MAELIZ, P — RS
EMEE OIS T 2 EERKEORHBICE, MfTHEEFOXY A 77 K7 LLro
fERHOFEIZLVERI L7 Cox Y —FRET N (HLEE . 58 2HW
721 . F7=. BREA X2 MEHERO Kaplan-Meier #EE &M CREE AP — %K
R L, BEREMOA R RIREBRE & O IR COTRIE IR O — B % FFfh
L7z, BIREHOE B X, EEHMOEB ICBWTCY AN—a XN+ T A Y f#f
OEMVENRGES N5, AMERHETEE o [TEIREFMIEE | (CF# L72IAE
FrCRARE TIEZ Ehi U7, PARE CEEESRGES N> 2848, %Y Ol
R TE B O E TR RANC I U=, TEEANIE B M ORI EEMLE B O &8 %
FRICOWTIRBCITAN L, FEFMIEE & R OMAT 217\, e RGE
DOxfG & UT-RHBE B DA OFERICIE, WiHlAE KR 0.05 & Uiz, L2V MhE
Hix, RV SEMNEREE S T (GBREEEKRTH%R 2 BEET) 07—
HICHSE FEEORIKRIHMEER & L-HmEST, A8 M GEE &
FIEEDEAT 21T o 7= (WA E/KYEE 0.05) , AEFHFZRIT. AFoZL2HETe 7 7




V. BEICEEd 5IEH

AT, BRI FRICREESNTWAZ D, BERAEERIITATUNELE
B, FEERAEERICOVTUINRER S TINEETTo T2, 7272 L, HARANIZ
DWNTIE, IRBRT OZLEVER RO IEE K O (25303 5 [E N O SRS RE W
INEE LT,

TR SN 7 7 v —Tfibrix, BEYRA (AN | HARNEM, Fln,
PRI, (KE, eGFR, ¥R, NEEREAE, WS, SEEARER, &ifE, mf7Hd
oz A7, 7 RZVAVOMMH) | BElA <2 NISET, EHEFMEE &
[FARDIENT 21T > 7= (WA E K% 0.05)

(BEER]

BE1X74.0%, FHERITZ67.056, 7oLl EDEFE1320.3%, KE60kg% B 2 5 HBE I
825% CTh o7z, AFIZ., HAN80.8%, 7T AN14.T% ThHh o7z, X—AT A VD
eGFR2360mL/min/1.73m2LL D BEFH1X76.1% Th - 7=, BIBEE1X34.7% T, &if)Eix
81.4%, NEE HFEIEI1X60.0% ., HENIREE EI1X31.5% ., HEIRF1340.1% ., FHAE FEEE M1
30.0% To o7z, HAEZET TR RERIKF & U7 AT FF iy CIixsh Ry AT /& 2 iy 23
34.6%. MENMATHEMR T/ o RZLALOMHG Y 1346.9%., IM&ENMITHEFCT7 0

R LA LN18.5% Th -7,

U N—m F Ny et
LAY R 7%t}yﬁﬂﬁ
%) (n=3286) (n=3278)
Bk 2439 (74.2) 2421 (73.9)
FRRGER),  PIE AR = 66.9 8.5 67.1 £8.5
=75 % 673(20.5) 657(20.0)
K> 60kg 2716 (82.7) 2700 (82.4)
PN
HA 2647 (80.6) 2656 (81.0)
BAXFET 7V HBT AV B A 84 (2.6) 71 (2.2)
VDN 484 (14.7) 482 (14.7)
AHARAN 230 229
Z O R LR OB A ETe) 71 (2.2) 69 (2.1)
eGFR (mL/min/1.73m?), EH)fE 1= {7 78.6+25.8 78.2+23.4
< 60mL/min/1.73m?2 661(20.1) 666(20.3)
B R 1147(34.9) 1132(34.5)
8 I 2684 (81.7) 2658 (81.1)
JIE B B E 1971 (60.0) 1968 (60.0)
LR 2R 1052 (32.0) 1015 (31.0)
B R 99 1313 (40.0) 1316 (40.1)
FE T 999 (30.4) 969 (29.6)
AT FEEEfET TR O PAD 0 BEE*
2 BRI & R DBAT 746 (22.7) 734 (22.4)
3 HWEDBAT 1697 (51.6) 1688 (51.5)
4 [ i 2 R 397 (12.1) 396 (12.1)
5 MM M{ES (k) 347 (10.6) 350 (10.7)
6 MR - BEH 9(0.3) 7(0.2)
MATHEM D & A 7
B IR 1133(34.5) 1138(34.7)
158 TR
rav K7 UAGEAS Y 1539(46.8) 1541(47.0)
sav RZUARA L 614(18.7) 599(18.3)

ITT figthir % 4L H
* : Rutherford 73580 EHBHIFEAN 51k 2 0 L 7= 5L HE



V. BaRICEAT SEE

(BxhiE]

AR LB E R (ERARMARYE M A N b o ODAFEZE, iRt LIS E, A
PER BRI, T RO X 5 KO OBEE) ORART, VAA—aFH 0 +7 R
B UHET 6.81/100 A (LUK, %/AFELFET) o TAE D VHARET 8.01%/AFTHY |
UN—aXHh N+ T A CHOT A CHFIREC T 2 BEESEES v (N —
REE 0.85 [95% 5 4#EX ] : 0.76-0.96] . p=0.0043) .

AMMEEFTMER (EXGMAREMEAS Y b)) ORBEREE

(%)

251 e YR—OFH AU+ TREYS
— TFREULHH

20 4

15 -

NHF—FE:0.85
[95%1S #8 X [H): 0.76-0.96]

it S e i 48

10 o
p=0.0043 ({Z#k14)
5 -
O L] L] L] L] L] L] T L] L L]
180 365 540 730 900 1095 1260 1460 1550
(14F) (24F) (3%) (44E)
RIS H|EAZIHILOBRH
Y—OxH I+ FAEY L 3286 3082 2938 2838 2219 1460 684 145 0 0
FTAE U B 3278 3031 2880 2775 2151 1404 642 134 1 0

ITTHEHT

AT - MATHRWN O Z A T RO v e R 7 VAR OFETRER] L7z Coxtbffil i — FEF /L (G
B GH) KOLogrankiE (A4 EKYE 0.025, EIER  #5-1)

*ODAEZE, MRS, DM SE, Bk L, SUTMAE SR ORI & D KU O#EE



V. BEICEEd 5IEH

A E EFMIE B D

U R—pgFHg 011 s N
+T A LR 7 AR B .
" - [95% {5 & X Rl
EEG | EEE | wmbik | mg | e
(%) %l 4 (%) %/4F:
[ F2EEAHEE ]
N 584 0.85 0.0043
ROyt | P080ER 681 qrgy | 801 jo76-0.06] | D)
[RBHREAGEE H ]
. 0.88
WY E S 131 (4.0 1.68 148 (4.5) 1.90 [0.70-1.12] | 0-3060
U 0.87
Jo . i 2 71 (2.2) 0.90 82 (2.5) 1.04 (0.63-1.19] | 3777
N 1.14
IR 199 (6.1) 2.47 174 (5.3) 2.15 [0.93-1.40] | 0-1971
‘ 0.67
M T R 1. 155 (4.7) 2.01 227 (6.9) 3.01 [0.55-0.82] | 0-0001
%??gg@ 103 (3.1) 1.32 11565 | 148 | [ 6%_81916] 0.4019
ITTHEHT

AT 51 IATREIR O 2 A 7RO v e K7 VAR OATETRRI L7 Cox HfiNF— FETF /L QLR :
BKRHE0.025) | EEDR - B GHE]
*ODMAREZE, MRS T, DDESE, S TR, AR OFIRIC & 2 KU OEE

FERE) KO Logrank #& [l

HKYE0.05 (BEREMET AR




BRICEI SIEE

BHOMEFEFMEE IS N T I ARN—a PN+ 7 2 OB N RBIE SN 2 & n
5. FRNTHE LIPS 22 E FIE A AW CTTHODAMERIREAGE B 12 H>W T FRIDRT
E - CHEBEDORFEEZTT - 72, TOFER., 608 OFEEE Th 5 2 IV CRFHEIA
EEITRINT (p=0.8322) | LIEOIEHIFHRRAIICHHMN L 72,

ARNERIREHEIE B O

UoR—na PR o1 N v
SR R 7%(1;_932/7?)%% o
(n=3286) - [ég;?;#;f%] ﬂggﬁ
Yo 15 FEH XA K
B | EEE | I | ERE ()
(%) %4 (%) %/ 4
e e Eis
WRME LR EBSE, SVE FREE 0.80
L i S ORI E 5 433(13.2) | 5.82 | 528(16.1) | 17.26 (0.71-0.91] 0.0004
KUk
ﬁ%ﬁ%ﬁ@@tbﬁ@ﬁé
N5, HoHMCOEEIINT 0.88
Wt g oy s 2| 984 (17.8) | 8.37 | 655(20.0) | 9.53 | [ 70.0 gg] | 0-0140
*3 2 ImA T AT
BN AR SRR E (D34 0.72
PO T OmtetEA <2~ 262 (8.0) | 3.47 | 356(10.9) | 4.83 [0.69-0.85] | <0-0001
(R SYNIT : :
DMAEZE ., B tER R, 4 0.89
FEL, Ak MR SO TmE| 614 (18.7) | 8.22 | 679(20.7) | 9.31 [0.79-0.99] | 0-0145
FZOJFIRNC X 5 KU ‘ :
DMAEZE, RzE, O 0.86
B, Atk PR ST imE Rl 514 (15.6) | 6.89 | 588(17.9) | 8.07 [0.76-0.96] | 0-0051
DOJFFRNC X 5 KUk : :
1.08
I 321 (9.8) | 3.98 | 297 (9.1) | 3.68 [0.92-1.27] 0.8322
Ep R pe ZEARSE 25 (0.8) | 0.32 41 (1.3) | 0.52 0.61 —
ITTEAT

AT T - MATREIRDO 2 A 7RO v e R7 VAAEROA S TREAI L 7-Cox HlNF— FETF L LR :
Feh5af) M OLogranktiiE (A A E/KYE 0.025, [HEZR : &GHE)



V. BEICEEd 5IEH

(&2t
A EBFEIE R DRl (TIMISYE) 1 ORBHAE, U A—aF P v +72E ) v
BETLO9%, 7 AL D L HAIRETLA%, BEFEIL, 2 2H0.96%/1E K (0.67%/4E T - 72
(A~ K143 [95%IEHIXTE : 0.97-2.10) |

T FEEIEE DA
JoR—agFP o . N
L7 R LB YXff/ﬁmﬁ Lo
(n=3256) n=5248) bt
Y15 HE X [E
EEEO | REE | mEk | wma | o
(%) % /4R (%) %4
1.43
S (TIMI 49%) 62 (1.9) 0.96 44 (1.4) 0.67 [0.97-2.10]
CABG & hdn 62 (1.9 0.96 43 (1.9) 0.65 [0.95.9 16]
1.02
FCFEH H I 6 (0.2) 0.09 6(0.2) 0.09 [0.33-3.15]
. 0.78
SHZE N H I 13 (0.4) 0.20 17 (0.5) 0.26 0.38-1.61]
ﬁ%%&gg#& 46 (1.4) 0.71 24 (0.7) 0.36 [Lé%ﬂﬂ
CABG LD 0 0 1%(<0.) | 0.02 -

LRV R R FNERER 5T (BB G K T#2HB ET)

*1: MATHBINO X A 7RO v & R7 L UERORECRER] L7zCox el F— KEF N GLEE : 58

¥ : 5g/dLLL ED~E /7 u B EOE T, ~E 2 8 B ERE LI TORWESIII5% L Lo~~~ v 27 U >
MEDOAK T I B

*3 1 48FHILAPIZ F2hiE L 72 BHLNL LA B od4xiin SR M Bk oD i,

(BRAEFATOENE - T2&tE]

THMAT PR T O B R NJEBMEPADEE X, U AN—m P 0+ 7 28U 23041,
T AR CHARE2290] TH o 7o,

BNMEFEFARE R (OAEEZE, B rER AR, DA sE, Ak PR, XM R DR
I E DRI OBEE A X2 b)) ORBEEGT, VAA—aX A +T7 28D UEET10.0%
(23/230f51) . 7 AE Y CHAIRET13.5% (31/229%1) . FERITZNEI4.35%/4F K
6.00%/FETHY, VAR—aX PN +T ALY VBHOT A ) CHEAREIRT 50— Rk
130.72 (95%1EHEHXH] @ 0.42-1.24) Th o7z,

M EERMEE E Th 2 K (TIMIZHE) ORBEEEE, VAA—gFHh A+ 7 28
VHET3.5% (8/229%1]) . T AR Y CHAIRETS.1% (7/229%1]) THY . BERIIEZNEN
1.72%/4E K O'1.46% /% CTh - 7=,

%)

TRZIMAT AT T  PAD & 24 & UZ [EER LRSS IAHRBR (GRBR 17454, VOYAGER
PAD) 2|28 2 AHKIOHIER OCHEOREIZEBW T, BT L TESNZ ACS %kDEE%
)Gl U ERS L IAEGRER GRABR 13194, ATLAS ACS 2-TIMI 51, HA LS 5% &K
L7z Enn. ARNOEIVE TIZZ2WNREE L L TREDEE 2 /R,



BRICEI SIEE

E R F % MAAEKER ATLAS ACS 2-TIMI 51 : B#itEiKER (38 13194) 92

FIEZ S 70V ACSEF 15,5260 (9 H HAAN4006]) Zxt4ic, 7 AU > (75~100mg/
H) HAISZT A Y & Fxz ) v ) D0 R/ MREED 28I B AREIC Y /S —m F 43
2.5mg&k NbmgD1 H2[A# 5% EREEG LIEBEOFIMELNLEESMEE2RET 52 EHINE

L7z, JEA(L, —HER, 77 2R, A0 EE8R I TRER] el akER 2 it L 7=,
B EEFMER (D&, OAFEZESUIMZET OEA) 1IZBIL T, U _A—mF P
DO AEMATE (2.5mghf L omglEDBFE) O F T B REHI T AN R E N (A
— R1£0.84 [95% 15 #HIXH : 0.74-0.96] . p=0.008) , 7=, U \—aXH DK HER
IZBWT HEEEN RSN T,

AT EFFMIBER
o g (o 77N L DHE
FERPIBBERE 0 s Tosv ]| i
HEDHE 626/10229 (6.1) 0.84 [0.74-0.96] 0.008
U _—p 4N 12.5mg 313/5114(6.1) 0.84 [0.72-0.97] 0.020
5.0mg 313/5115 (6.1) 0.85[0.73-0.98] 0.028
7R 376/5113 (7.4) -

* DML, DREIE MR TR DA

HNERRNT SR AEMMAEAEI T b, RBREERORFEK T H, 1GBREEEOPIE%30H B, BIEAEIAT
SNTRTEBRE AL IRA L TR WEERE TOMEL BT %30 H B OWT IR UORE R FE TO R

RN 515 . T v ) VR IMCE O T E DA I XY BRI L7 Cox bl Y — R E TV & RNlog-
rankf& &

ZeVEEERMEEE [Riifm (TIMIZ 36, CABGEIHE M 2#R<) ] ORBEEIEIT, U/ —
7 N RE 2. 5mghE e UBmghE TENENL3% K D.6%, 77 EAREET0.4% Th o7,

ZEMFEFMEB*
o e (o 7 7R L O
FRPBHERE (0 s (o5 Tl
iR <finEy 147/10225 (1.4) 3.96 [2.46-6.38]
UR—nm X430 (2. 5mg 65/5115 (1.3) 3.46 [2.08-5.77]
5.0mg 82/5110 (1.6) 4.47[2.71-7.36]
77N 19/5125 (0.4) —

* KM (TIMISy3E, CABGRES:E H M % fR <)
TRMERNT R RENNRRERE G T (RBREEKEE#%2 HE £ T)
fENT 7L - F= 7 BV DU RPULMCEROEH T EOFIZ LV @RI L7z Coxtbffil Y — RET /L

) VA= XY NTACSISH T DR & L TIIAFARAR

@ TR TH BN T4 O R EIIRE BEF TR B ifie - ZER L O]
AR CEABINT-HELOCHER., EE., RAEY) N—a P30 L L C2.5mga 1 2[RI O# S5
%, | ThHD,

2) REHRBR
PR L



V. BEICEEd 5IEH

(5) BE - WERIER
OREEESHEEXNRE L-HEERSHEE (BB 11325) 39
60 kLA LD A A NGERE s % 2 64 BICAA] 10, 20, 30 UM 40mg L7 7 B R il &%
HER ARG LTz, EOREER, BH L ORPRERENGETERWAEFSIL 30mg #£T 4 4
CGELL, W@, M7 2 7 —BHIN4E) | 40mg RET 261 (fif 7 Ko g, PRI m )
RO BTN, WINLRETHY . EENXITHERMICHEL 2 58 EFRITRO bR
hole, ek, BHETORHEKRGEEFNRT A =20 EAR TSN oT=2 &
5. 50mg HH-1FXFE M SN o T2,

QEESHIEERNRE LI-REHREHAE (X858 12026)
65 UL HAS A\ s 5 40 36 Bl AHKI 10, 15 X1 20mg % 1 H 1 18] 7 HBER 0 #%
5 L7z, ZORER, AKAIE OREBEENEE CEXRWAESRGIL 10mg BT 161 (FHF)
20mg BET 14 [ALT, 7 ANXNTGX U T A7 27— (AST) #0] (258D bizs,
WTNHBRETH Y EmEEIBRKRMICRE L 255 ERFGITBO Lo T2,

(%)

ODEHMEIEE>

FEINS AR Gk 12620 : J-ROCKET AF) 29 (281 B £ MIBENT > D LL T OfE R 315

biviz,

OBFEEERSE
EANFMHRBRON—ZT 4 VIICHEEFREE (FJ V7 F=02707 7230~
49mL/min) ZA T 25MEH (n=141) X, AFIOHEZ 10mg & L7z, T bOEFNICEIT S
ZEAVEEIEMIE H ORBER (27.76%/4F) 1X. 15mg A H5 S 1072 15 H B AE S| 3 & &
FHHEE (0mL/min LA E, n=498) DOFBLH (15.64%/4F) IZIE~_@EETH-T, VLT 7
VRO EREEREICBIT A REEER (22.85%/4FE) LESNTHLEMETH 728, EKRAR
I OFE BRI T2 o T2,

BB, VT F=0r7 )T T A 15mL/min AR O HEE TITRHT L Ty,

Q=

ENEIAHRBRIC BT, 76 sl Lo ER (n=252) ([Z361) 5 &M FERHmHE B O %
B (25.06%/4F) 1X, 75RO ER (n=387) TORHELE (14.18%/4F) ([ZH~EE
Thotz, UVT77 VU FHIBITD 75 il EOENEN (n=246) TOIRHER (16.95%/4F)
EHARTHEMETH S 72A, BN IO FHLSRIIARAIRE TR - 72,

—J7, 75 WL E OB EEIEEE ORIEE (2.18%/4F) 1X. 75 AT O RIE F
(0.72%/F) EHARBEETH SN, VL7 7 U UBECBIT 5 75 L OISR T O FRAE
F(4.25%/4F) LHEEKETH -T2,



BRICEI SIEE

ERNFEMERERICE T 582 KRN (i)

B FEFMIELR TEEFEFTMER
10 - IR/ —ns9v 30 1 ERvs-axys p=0.042 (Eﬁfﬁﬁ% 49
Bl 777y B n7ru [1.02-2.18]
8 -
~ A20 1
W6 =0.823 (3TE{ER) il
Y 6 g 0.51 >
s [0.20-1.271 <
; o &
@4 : & p=0.042 (S E{ER)
0.44 10 1.51
[0.13-1.42] 0.49 [0.68~3.32]
2 | 1 [0.23-1.05] —
= 5.01
g 3.29
0- (387#1) (39141) (25081) (24681) 0 ) (38781) (3938 (2524) (24681) (3876 (393M) (2521) (24661)
T5RKR 758l E T15mKR 75mELE 15\ER T5mRLE
EEP RIS ST ERE EXLHm EXLHmIE

ESRMICRIEE LA m
(%/4E) 1%, B3 100 AN4720 0 TERNZA XV FBARBT2EEHE TR L, UTFTORICLVEHE L,
(W)= (1 X2 b &I U I BB 505 R O 28122 B B0 A FH)x100%365.25
Y — REE[95%(E M X ]

OIEAKE

EPN A TIAERBRIC U T, 50kg LT ORER (n=57) 1281 % 2R ERFHIE B O %5
#(43.99%/4F) 1X. 50kg Z X DM (n=582) TOFRHFR (16.22%/4) IZH~F
ETHoT, UVT7 7 U UBIZEBITS 50kg LLFOESGER (n=74) TORELFE (16.52%/
) LHANTHRMETH-7p, HENHLSFOERR M ORHRIEI R >T, —0,
50kg UL T COAZNME T EF0TE H OFER (1.50%/4F) 1%, 50kg Z iz 2 EM TORIESR
(1.24%/F) LHANEETH ST, U7 7 U RS S 50kg LUF OESIEEN T ORE
HEHR (5.30%/4F) LHAEETH T,

ERNELIMHERARICE TS KEAMER KEH)

EEFETMIER e FEILMIER
p=0.010 (ZEE{ER)
107 EMvs—osc 50 1 EEEV/—O%y 1.25°243)
B 7770y 77 —
8 T 40 -
p=0.569 (XE{ER)
#6- 0.28 ~
# [003-2.36] W30 -
= =
B o 1.00
@, B o~
- 520 i [0.77-1.30]
0.55 p=0.406 (XE{EM)
[0.25-1.20] 145 16.22/16:41
2 - 10 - [0.37-5.84]
[0.45-1.39]
6.24
14 351 424

(580M) (563M) (578) (7480)

T (s82f) (56560) (STH) (7480) (58260} (5658) (5760  (748)
50kgi#8 50kgLLTF 50kgi8 50kgBLTF 50kg#d 50kgBlF
BRI S ERE EXLHMm EXLHmMR I

EERMICRBEEA3HMm

(%HE) 12, B 100 A\247-0 0 TERICA 20 FARBT 2 BEKET L. D FORIC LD 28 LT,
(%)= (1 o | 2 ReBL L T R S A ok O 2858 FL D A7) X 100%365.25
NI R EE[95% 5 X ]



BRICEI SIEE

@FFIEE

EWN L OEAF IRV T, ERRRE (SVEATR, BIEEEMEATR, L)
X% ALT H3EEUE(E BRRD 3 (54 A 2 IR LT, o DBEICET 27 =213

BoH TV,

(6) Ja A=A

DERARERE (—RERKERE. HECARERE. ERARELRAZR) |
BERTERT —FN—RAFE. RERTERERFBRONR

(AEA]

O EERARGERAZE (SPAF) —EFEEMHOEMBEZCE T HEMMEMRERRVEHEER
FEDFEAEMF — (BBT)

H# FEFRESE M D A ED B 1T B 1) 2 2 MM A T e OV By P SR AR JE OO T8 JE N
(SPAF) DO7=OIZAKIZMH L= BE 2 xtgic, MHEETICBIT R

OFIWER. BWERAORIIRN., M ITHEIESZE IR BLEZ HEE2 D
N2ERZHIET 5,

G R B 7 5

JiE 5115 FAAEEISEF £ 10779 #1 (B AZERFI% 10000 $1)

AR HA FHATHAR - 2012 42 4 H ~20194E 3 A, BN & 740

ZEMRFIEFE | BMEHORIURN, KEEERFICB T 2Relt, BEEOH HBEEICBITD
et REHEGICET 2L, AARGRNCMOR O PrEEE R 5 %%
TV BFICBIT A LM

BHMEMRFITEE | SPAF (2% 9 2 AKIHHERE FIck it 2 H/ 20

ERAS T [Ze4t]

< FEARVERNT S 10664 D 5 B 1416 il (13.3%) ICEWEMARSHE L, N
ST EHIm 143 B, IR 96 B, &1 94 . FZ FHiML 81 #i K& OVE 5 H
65 BIETH -7,

KR EERH (KE 50kg LLT) 0BT 2EIMEHBEE ST 144%
(296/2057 %) <. {AEN 50 kg BOBREIZE T 5 EIMEHRERE S
[13.2% (1035/7865 f5]) ] & BHfEZRZEITRO LN -72,

B LEBBREOBKERE (/) BFE CORMEAEIESIX 171%
(819/1870 #) TH v . BFHmEmE ) BF CORIERAREEE
[12.5% (1097/8794 f51]) 1 XV @iz,

- R GICB T 5222 LT, BHEH ORI, &5 HMICfE- T

M BAEENL 7R Do 7,

- BRI (RF 50130 HE) 12U 7 7 U UAMEH S U-5EFI UL Z v
HRNTZUPEHINTES TCOREHBEESIXZNZEN 183.8%

(525/3808 f5i]) } T 12.7% (209/1651 f5l) ToH V. BB L DIEH]
TORIEMRRBES [11.8% (458/3890 #i]) 1 & HME/RZ=ITRD b H
>77,

[H%hE]

- BHEERRAT RIS 10628 BID 5 B HIMWEA X b (R 2EF ik
Mrizarf FE R HR AR R ZEARIE S OV IR FEZE) 13 350 f3] (8.83%) IZREH 5
. A0 REEERIT 1.32/100 AFETH o 72,




BRICEI SIEE

QR EFEMAMMERZE (SPAF-QOL) —EABEMOEMBBEICE THIEMEMNEHIRUVEH
MEREOREMNH (QOLEHE) — (#T) %

H UNT 7 ) R EREOIREEN, AK (B4 oFEICLVkEIND
WHERT B L L bic, AKF BEA) OFHAFEETICBIT A RAOENWER. &l
YER OFBARDL., Bt X IIHE M B L 52552 0N ERZE
795,

A g 5 5

R LIIE="e TR = A E R £ 694 B (HAZSERIEL 725 61)

TR AR - 20124FE 4 A ~20164E 3 A . B - 6 » A

E7METAE BEWEE (ACTS Aff - Mg 227, TSQM-II A0t - gIfER - FIEME: -
R R E A 2 7) | L, AR ZERRE

ERAS T AFEE 3 XL 6 # A% D ACTS A A a7 3 &R 5B » b A EICkE

L7, TSQM O 4 SO A a7 HREICHEEICHKE LT,

A 7Y LV N EEGRI#IZE TS QOL A a7

BEMWEEAaT BeH-BRthRT | 3 4 Atk 6 » H

ACTS =Y 51.0£7.6 54.6+6.3*% 54.5+6.5%
Fllts 10.1£2.8 10.2+3.1* 10.1+3.1*

TSQM-II | Hxhit 61.3+13.4 65.1+13.0* | 65.5+13.4%
EIEH 82.5+20.4 86.0+19.2* | 87.0+19.4*
F {5 60.5+13.7 67.1+13.1* | 68.8+13.1%
EAYEEE | 59.9+113.9 65.4+13.5* | 65.6+14.4*

*p<0.001 (1A t-#7E. Wilcoxon £ 5 AL E)

LR S: 691 Bilod 5 5 59 Bl (8.5%) (ZENWEHRFBLL, WNaRIT&EHL
i 81, MR 651, K OBTFHIM 5 61% Th o7, 3961 (5.7%) (ZHIMmAIE
BHL, 2055406 (0.6%) AEKRARMHM, 161 (0.1%) 2NEHZAHM TS
ol Flo. APEMATRISRIER] 665 Fld. 4 ] (0.6%) (T MLPENKAHAY
FIE LT,

QOL: quality of life. ACTS: Anti-Clot Treatment Scale.

TSQM: Treatment Satisfaction Questionnaire for Medication




BRICEI SIEE

QOB EEARMERE (KA VIE) —MfiMi2EiefE R NREFFIRMAZECES THEREETTO
ZEMRUENEDRAE— (BT)
HAY DVT KO PE OIREDO T2 OIAKAN 2 i L7 BE 2550, HHEERTICE

JoRMOBEM. BIERORBURI, el UIAIMEFICREE 525
LEZONDERELET D,

A= gk g7 2 L s A 7 o OF

iE 515 A RIEFIEL 2180 %1 (HASEFIEL 1250 L. 1)

A 2 FHAHAM : 2015 4F 9 H ~2021 4= 3 A*2, BIZWIH : 2 R

ZEVERFTER | BIERORBRN, (KAERFICB T RN, BEEOHDLEEFICBITD
ek, BRM&BGICHT 2%, ARFIRG IO 0 bk E SRR 5 %%
T CWEBEF IR bRk

BHMEMRFIEE  |DVT &K PE (&3t 2 ARFIEHEE TICB T 5 H/ M

TR R [Ze4tE]

< REVEMNTRIZ 2171 B0 5 5 253 51 (11.7%) ICEIEFAZZEEBL L, PER I
PR 31 B, & 22 B, A% 13 i, SHif, FFEERER S & O T i
11 1% TH o7,

ARAREEE (KE 50kg LLT) ISR DEIERBEEEISIE 9.8% (47/479
) THOH ., KEN 50kg BOBFIZH T HEIMEHABIES [11.5%
(186/1616 f3) | L W72 213780 bV o7,

- BEEBHAARECBE A T BE CORIWEMZBILEIA X 19.0% (39/205 )
Thy, BRE ME BFECORWEHEHEES [10.2% (198/1949 fi) |
L VEMNo T,

- R GICHB T 522 LT, BHEHORIUL, &5 HMICtE- T
4 BAEEL 2R 0o 72,

c HERFIRIE O T2 OICAR K & P 5 ST JER] 337 BlCi VT, BiEEE ORA
FEHRT 3 AR (ORI HUEEE SN 5 S 7TV T SEF] T O EIE %
BEIGIEL 7.9% (17/216 #) TH V. AHEEIKZ LORER]TORIVERHIEBL
FE [7.4% (9121 41) 1 LEEIRD LN T,

[FH%htE]

- FEPERRAT R 2170 il 5 B, PE X% DVT OFEFEIT 1.9% OJEH] (42
) IO BT,

*1 o HARSRIL, 20195 9 H 15 BRFRC/R T, *2 : AR R R TR,

DRERFTERT —FN—RAPE - TROTEEWEITROREDIREEEEICHS (T 502 - EE
AL DHNH —  (BAsERET)
EERR T T T RIAT @I 7% O PAD B 2R e LT, AT A 20 L
& EOHMBEBRRIUCEIEST DR ZINET D, o, RIREGICBT 5008 I BEES
DIEHIZONT, AAPERGREOTE R G INE L THEBRETT 2,

[/MNR]

BERFGHRT— 2 N—XAE PR VTE) (EiEH)
/IO VTE BEZx5%E LT, AALOCSBEEU LT 7 U o OEREE NI 5 Hio%
BURDUC BT D IR A IET 5, F7o. BN VIE ORBURIICEET 5 1FH® b IUET 5,

2) EREME LTERFEONERTER L -HE - HROBE
BB L



V. BaRICEAT SEE

() Z Dt
R L



VI. EEE(CEAI HIEHE

1. ZEZHICEESHHILEHRITLEYEE
T )XY NRYLFRYUTA, T AR AFRY YA, ULT7 YA YA FEH R
TUETRY T NAL AR VR T EXR Y = RS ROV
P O B B LAMOMREUTAREIT, BHOWH LBEZBBT 52,

2. EBE#%ER
(1) YERERLL - 1ERKR 39

TEPEA LI RE E 2 X R (B Xa [K+) 13, WIKR &K OSMNEREERE D A7 — RO RIIALE S
LEEERFCTH Y | MIREEEK SO L2 &E 2l Tns, Y T a7 T —EBThHH
XalllFix, 7mbherrvrz hbor Bl L, Z2oME, F Xall+ 1511280 1000 5
FUED R EUNERESNS,

U= P Nd, RORGIZE Y SR DSEEIC P EHERN L O e e v e —
PEAKRBEMOE Xa KFOIEHICHET 52 TINaHEL, hrr B OARRZ I
fild 5 2 & CHREERZ 38T 5,

I % 5% [ 5

EVIalT | BXET = HiXa EXalklT

4T TR ey

VR > UUkeE

Ca? Ca?*
EliEERR ‘ BiEEER
EXa EF RRSLEELEEED || %Xa? ||- ...... 1 E=XaE@F
BEF—7FroOEL J s PRI
REE K
JarosyE4—8 BEValT—$XaAT
HEk Ca?

| OO EY = bOE Y |

—> SEILE |
el FFF [ J4TU I~ = 74T




VI. EEE(CEAI HIEHE

(2) EshEE T+ HHERAE
1) E E XaBEFHEEER
b R Xa R LT, U AA—a 2N T EEFACE Xa RFZ2HEL, HETHK
(Ki) fElX 0.4nM TH o7,
T2, V=P o003, mEREER R T e b e v =P E SRS O Xa K1
W& D br B ERERERAICHEI L, 20 50%MERE (IC) 1. ThEi
0.7nM & X 2.1nM TH > 7=,

ErEXaBRFRVOTOMOVEF—FEESKEEICKT 2EEER

100=

.......... o
s
m—
gc\’\ G0 =
i
fin 40— _
ot
P o - HBEEE Xa BT
20 =
@ JOrOVEF—EHESHE
F 154 + SEM
0 T L]
001 o1 1 10 100

Jx—OFH/NEE (nW)

Dt o TaF7—HEIIxT BFINMEEIER 30
UoN—m FH 3003 23 KOV 69uM (10 XY 30mg/L) DORET, M) F U ROAY 7 LA
Y OIEME R L2y, R ComEriRE 0.58pM (238ng/L, 15mg 1 H 1 [Fl% #
B UTZBRD Cmax ([CFEY) ICH_ERETH Y, BRI W TEEL KITT X 9 ERA TR
Motz FEVIaK T, F$XalTF., brrbvy, 7920, EHRETaT 4 o C%ITxt
LT, UnN—axH 3852 LTI RhoT,
fEmE LT, hrrErzid e dsmot) r7ar7—BIZR LT, V=g FH
UHMER T 2RI Xa R HI/EHT 2IRE L 25 L 10000 (52L EOBE 2B 0 | 5 Xa
-2k 32 @O ERRPER RO BTz,

3) £ bEE Xa BRFITxT DA R UMRBHERE
U= TP NAFE FROIEFE RSB 5 e M Xa K12 & 5 A IEE Ok oy fiig ik
POEM L AN—a X008 Xa K1 & ORSEIEEER (ko) 1 1.7x10"M 1871, fiF
HETER (ko) 1% 5x1038s1, XIS BRI 200 B Th o7z,



VI,

\.

ENEEICRI H1HE

4) pugEEER 39
t MR OEFEE O MEIZBNT, U AN—a X037 e b v UkE (PT) KOVEMSE
b5y ha AR T AF U] (aPTT) ZERSH, b MW CEER 2 2 (SR
SHDDICHERIEFEIL 0.23 X1 0.69uM Th -7,

PTRUaPTT 2 2EERSEADICHRELZ ) NN—OXFHYN\VEE

TRE[IRF ] 2 5 SER B (M)
PT aPTT
= 0.23+0.02 0.694-0.09
ZAvAES 0.12+0.01 1.97+0.49
Z 0.30+0.02 2.09+0.19
~ A 0.15+0.02 0.5740.10
A X 0.23+0.03 1.19+0.17

Mean*SEM (n=4-12)

5) MARFEE TILICE T Mg /EFA
D7 v FMEMMEEFRFAIRR OVBIRLZEE TIL 4O
7> b (Wistar) OZEFIR&L OFHENRICHEMAOE S 201 2 CTIAREEGESRE L7 v & Hvn
T, U A= RN 2R OEE LICEO MREEMEERICOWT, = 2530 R
NG L L7z, VA= NI ERFNICIREELKT S, 50% 620 H&
(EDso) 13K T 2mg/kg., IR TIX 10mgkg Tho7z, =/ FH )Y b [RERIC AR E &
KT S, EDso i1 H 1~3mglkg TH o7,

J v MEBMGESRMEERETILICHY 54

SEH & MARTERL D= (%)*
(e -2 ) (mg/kg) XEER R
1 40+7 12+15
U R—nm %43 (po) 3 61+12 34+16
10 80+5 51+14
1 44+8 20+20
T 7 F P (i) 3 73+15 89+7
10 71+17 88+9

U 8= 8 A MARREFE 90 Z3ni, = Y8 A3 15 i
Mean+SEM (n=18-20). * : %change of vehicle control



VI. EEE(CEAI HIEHE

@3 v MEEAR S o M4 MmASHE T TIL 394D
Z v~ (Wistar) #k 9 o M MAARIEET L2 HWNT, U 8—a 20 25 RNES LT
R MmARBINHITERICOWT, =/ WU UEIRNEE G Lt L7z, U x—m 580
(T AT R Z P L. %@ EDso 1% 0.1mglkg Th oz, Fiz. FARKFNICH Xa KN11&M
ZAEL, PTZIERESE, =/ %80 U L RERICIMARTER Z 86 L, EDsold 0.04mg/kg
ThoTledd, 5 Xa WFEMEICK LTI, EDso 282 5 A& TITARKAEICHE TS b0
®D. EDso L FOHETIIE Ld o7,

Z v MR D o MMEMAREE TILICH T SR

FEA & AT A A % Xa KI5 H PTiE R
(& 512 5) (mg/kg) (%)* (%)* (X-fg=R)**

0.03 8+18 24+4 1.2+0.1
oS N 0.1 588 3245 1.840.3
(iv) 0.3 86+3 65+3 3.240.5
1 86+3 7944 4.6+0.2

0.01 14+21 446

0.03 47+13 147

s
/XYY 0.1 72410 91+4 _
(iv)
0.3 96+1 50+ 4
1 97+1 84+1

UR—m X = 2Y ) 3R (TF) 3840 16 oo s, - Fagd
Mean+SEM (n=10). * : %change of vehicle control, ** : vehicle control DR



EEE(CRAT HIEH

®F v AV ¥ LETIL 394
7> b (Wistar) FH#hER (AV) ¥ NETAEZHWT, U AA—aXH 0 2R 0h L
TR D MARTERINGENERIZOWT, =/ F N VR RE SR L, UV AA—m
XA EAEAFENMARTE R A 0 L. &G HIAE 2 B R L7 EDy 1% bmglkg Th o7z, F
7o U= oI RIENH O EDy, T, 5 Xa K1, e BT F ey
EVBEAIR (TAT) KO PT 22218 74%. K 76% &% O 8.2 {58 & 5 WITFERE 3%
CHEE SN, = V)Y b FREREOICIIARTEAZ IH L. EDs 1% 21lmg/kg Th -7z,

Sy bkAYV Yy FETIVICHT BER

A (BrEerEs) | MAREEIE | aPTT T PT #EF FXa TAT
i (mg/kg) (%)* X5 | XAER)™ | #HIo)" | k)
Y R—1 %43 (po)
1 -14+7 nd 1.71+0.16 38*+5 269
2 165 1.12%+0.05 1.80%+=0.09 46=*=3 5110
3 41+7 nd 2.38£0.20 612 75+14
6 51*+6 1.40%+0.02 3.66+0.36 78+2 78*t4
10 73+2 1.77%+0.07 5.06£0.14 89+2 105*+4
> ) X9 (sc)
3 137 1.00£0.02 568
10 366 1.75+0.12 - _ 578
30 5017 2.58+0.08 617
100 8521 8.4310.68 872

Vo= m XU TRIET 60, 90 ZMTRRAEEE, =/ FH3Y 43 60 /AN TR E
Mean+SEM (h=5-18), FXa : % Xa [A /&, * : %change of vehicle control, ** : vehicle control {3
nd : not determined, - : FEfit9



VI. EEE(CEAI HIEHE

@YX AV O RETIL B4

X (NZW) AV v ¥ FETAEZHANT, U= X 0 280 UTEF RN 5 LTz
B> AR AAIHIERICOWT, =/ VR VR FRE LR L, U =m0 T
BRO%BEICBWNT, MR ZIH L, £ EDs i 0.6mg/kg Th o7z, £ 72 HEELFHIC
IR Xa NEMEZBLE L, PT 2R L7z, ZOELY . AR oM mH o ED;,
Th 5 0.6mgkg T, 3 Xa IHHEZIFITTRICAE (9 90%) T2543, PTIZxF L CITBRMLE
E (1265 CBEL LHEEINT,

RN S I2B W TH U N—a X 3 BRIk Z2 s L, £ EDy X
0.6mg/kg Th-o7z, F£72 aPTT, PT #iEE L7=A, PTICBWUERIIIHE Th o7z,

YAV Uy FETIVICHT BER

FEA) (B H-R8 ) (AR T B PT i F aPTT #EF % Xa [A7-I5
& (mg/kg) (%)* (X-fi5 )= (X5 =)= il (%)*
Y —nm %43 (po)
0.3 17+£25 1.07+0.03 59+9
1 55+5 1.32+0.05 o 91+9
3 68+11 2.11+0.25 10010
U= 3 (v)
0.1 4+10 1.25+0.02 1.05+0.07
0.3 40+10 2.19+0.13 1.25+0.11
1 58+5 3.48+0.24 2.27+0.11 —
3 83+7 8.60+0.58 nd
T/ FH Y (sc)
0.3 107
1 43+5
3 62+9 — — —
10 84+6

U _S—m oS 3AE 90 NS B G. SUTLEERNZFIRN K 5, =/ F 330 I3A0E E RN IR
W#EE, Mean+SEM (n=5-12), * : %change of vehicle control, ** : vehicle
control D3, nd : not determined, - : FEfEt¥J

®OY VX TFFRMBREREETIL 4
<~ A (NMRI) TF #¥imiteERiETT 12 A0, V3= x4, (0.03, 0.1, 0.3 X
O Imglkg) % ElRNE S L7ZBRo iR ZERIC L 2T 2B IC DN T, =/ 3%
VERIRINGR G S LT, U oN—a Yo, HREGFNICY U AOAEGFREZ M S,
ED;, 13 0.32mg/kg Th o7z, =/ FH Y U [ERRICAEFREZHEINN S, EDsld 7.13mg/kg
Th-oT=,

®3 v b TFEREETEETILSD

7 v b (Wistar) TF #FFMKEERE LT T V%2 FV T, TAT JEEE 288 & U 7= i i ke E %
BEICX9 2 U = 3,3 (0.0009~0.9mg/kg) % kINIES LIZBROIERIZ W T, X
T N7 (RHEHARAR) L LT,

U= o0, HERFIZ TAT Ak Z2 6l L, 0.27mg/kg © TAT A% 5221280
#il L7=, 0.0027mg/kg LA F CTld TAT £ERICEEEZ RIZS R0 olz, AT H N7 U0Z
0.35mg/kg CT7E42IZ TAT Ak &40 L7223, 0.012~0.035mg/kg DL & TIx TF i 2hEE
[ 2 LS DA 2R LTz,



VI. EEE(CEAI HIEHE

6) LE 12 K (X9 522 38)40)
Z v b (Wistar) BHIMLET AL EZHWT, U AN—oX P "0 2RR0O0&%E5 L7ZBEo IR RIE
WL ) XYY CRTIRG L L, Ty MRET L (AV v v MET AR LY)

IZBWT, U —ax 330 3mglkg ORFAHFEGIZLY 34~61% D MARTERINHIZh R 2 588
e, ZORHBEIZBWTUIMMEEMICEEZ B O R0 o7z, ARG RO EDso Z i %
% 6 KO 10mg/kg CHIMBFRIZH 2 (5 ~3 5 DIEE D3GR BTz,

T XYY O TFERGIZEO T, K 36%DMARTEEMEI R Z580 7 10mg/kg DHET
X, HIMEEEIE 2 f5ICIER LT e,

UbozEmnn, Vo—axh 0Ty MBI 2 MR EMEI/HImY 27 IZBEFTH

AHLEZ 5T,
Sv FEHMETILIZNT S48
, HH 1ff i R aPTT i+ PT %&£
S o E(mg/k L . e
FAl o) | B R(melke) (XA (X3 (X530
0.96+0.06 1.14+0.02 1.99+0.12
. .
J s '(Hpj;#'\/ 6 2.06+0.23 1.04+0.02 4.35+0.73
10 9.73+0.17 1.39%0.06 3.59+0.34
3 1.01+0.03 1.97+0.12 —
NN
i/ﬁzj;)/ ad 10 1.95+0.19 3.97+0.18 —
30 9.3 3.90+0.19 —

Mean*SEM (n=10). a : vehicle control D&, b : HIMEFHE >600 %> (9 #), — : Efad$

T) M/MRESRANDFEE 4D
U= PN Ol MR KT TR RE Lo, v 2/ MUz U S—o 4
N 2.3~230pM ANz, M/MREEBEFEEWE (27 -7, brrRxHrrins
[U46619] X U7 7/ 2> Z U VBE[ADP] 72 &) &A v FaX—bLizbZh, U AA—mxt
ANATEIREIZB W T G il MREEE IR L KX S RroTo,



VI. EEE(CEAI HIEHE

(3) fEFISETRRERT - RS
R L

JR—aFHny (LR, FF) OBFMESIVCRERITET OIRAZHRE L-BRRHAR,
FEELBLRY IRTERFZRAVVHETH D,

1) 58 Xa AFEHICT 1R
HAR NGRS 1 32 BIZAH] 5, 10, 20 KT 40mg % ZEEREIZ BRI 1 6 5 L 72 3BT
5 Xa ISP LT 5% 0.5~4 BRI B filo e U, 24 BER H OB 5 C_— 2 5 A
»D-3~16% IR~ 7=, % Xa K FIEMELERIT 44.4~T70.0% DI H 0 . FHEBEHI LD
bR L7,
PT. aPTT K& U'Heptest® (BEEKFHE) X2 NENN—RT A D 25245, 1.731%F,. &r2.41
fFIIER L7 6,

) ARFTHEBINTRANIHKT 2 HEROCHEIIUTOLEEY TH D,
@ 3EF IBOE M D AN Eh B 12 35 1 D BRI 25 HR R OGP SEARE oD RS
GEsr, AT NR—eXP L LT 15mg % 1 H 1 RAZIENEET S, B, BEEDOH
HEFITH L TE, BHEEOREISE T 10mg 1 H 1ENZEET 5, |
@ IRIMARFEREE (SR ER IR MARIE Mo OV AR ZEREAE)  DIBHE I O FE 4
Fi % B IR IR A i S i A ZEAE R AER OAIH] 3 WX Y N—uaXxH L LT
156mg % 1 B 2EAZICROKRE L, T0%I1T 15mg% 1 B 1 RIAZICROKBEST S, |
e, MRORELOHEZ, TV.IERICET2HE 3. HIEKUOHE] OHEEZROZ L,
@ R T FEETIET T1% D R B IRE BERF TR 2 Mie - 2Rk oM
G@as ., AT "= XY 02 LT 25meg% 1 H 2RO #%E5T 5, |



VI,

ENEEICRI H1HE

2) 7o kO EVERM (PT) (29 5/EH

ENEMAHFER J-ROCKET AF (28T 23EpEiiE (PK) KUO¥EF (PD) 7—#0bE0
Iz BHER PK-PD €7 /L& v 49, ARH| 156mg & O 10mg  (FEA) B5-FEZ 240 1000
DIEARBF BT AKX EEGZOEFRETO PTOHBEZ I 2 Lb—a v Lz, HE
L7 PT IR R—a P 005 LTSRN EWE SNNTWARST ST AF 77 A® (PT
) 9% HWHIE LIZBEOETH 5,

AR AR G% O EFIREEBICBIT 5 PTIX, U TFO LS itz "4 B2 bhiz,

BE£EF PK-PD ETILASEB SN /N—OXFHN\UIBSE0O PT () OB
(2alL—v3Y)

15mg ¥ 5.8 (CLcr =50mL/min) 10mg %58 (CLcr30-49mL/min)
401 40
—R{E
e QOUA= £F [R — R {E
304 T IOMRRE 30 wm%méﬁz@
E 20 - i_jr 20 _ .
0 0

0 2 4 6 8 1012 14 16 18 20 22 24 0 2 4 6 8 1012 14 16 18 20 22 24
&5 & EfE (h) BE&EsR (h)

BEE PK-PD ETIALHE LN )A—BFHNEEREO PT (])
(YTal—v3V)

PT (7)
$e bR (h) 15mg # 5# 10mg # 5-#
(CLer=50mL/min) (CLcr30-49mI/min)
4 19.7 [13.8-31.3] 18.3 [13.4-27.4]
12 16.1 [12.1-23.9] 15.4 [12.0-20.8]
24 12.9 [10.2-16.8] 13.0 [10.4-16.3]

e fiE [90%EEX M. Cler : Z V7 F =07 U T TR

E) v be v UoRBEBELEL (PT-INR) AR OFEBEEFIC OV TEEL SN ZHRIETRL .,
aPTT2 OREREMRAILX. AAOFEEEHZT=2 1 U 73 2IEL LTRSS, BE5ICHZ-
TiE, BRERAZEEEBE L., HlLENRD b EA I35 2 f k4 5 7 @G 2R ALE 21T 5
Z L,



VI. EYBREICEEI HIEHE

[DAN—OF4H/1 (L&, KA ORAZHRE L-ERREARE. FEELGEORY IXTHEXZAL
EBAETH D, |

1. M REOES
(1) SAFE L7 bR
R L

() ERRABR TR SIN-MFRE

DEERA/EERE

@Y N—BaFH/NfE (5. 10, 20 RV 40mg) ©
AAR MR A B 1 32 Bl U /N—a 3068 5, 10, 20 &N 40mg % 2 REIZ B AR 1 8 5
U7ZBS, MR ) S—a e R R IR 5% 0.5~4 RIS RE MAE PR (Cmax) (ZFEL,
HRAEH (te) (X 5~13 Rl CThH -7, AFID 1 RIHABEOFHFAIZIWT, FHEITIS U7
FEEOHEMMBRD L,

JN—OFH/\NU8 5, 10, 20 R U 40mg BRI SEOMIERREEHTE

1000 -3 —d— 40mg (n=8)
E —4— 20mg (n=8)
N —— 10mg (n=8)
~ _ —0— 5mg (n=8)
@ 100 =3 “ {4l
= E
i .
&
= 103
g 3
1 T L] L] L] L] T
0 4 8 12 1\6 20 24
BE %R ()
HEZOBEEOEMEIE/NS A —4
= AUC Cmax tmax* t1/2
el (ug - h/L) (ng/L) (h) (h)
5mg 815.5/13.2 141.3/14.5 1.4 (0.5~2.5) 5.7/19.8
10mg 1564/24.5 226.9/18.7 1.4 (0.5~4.0) 7.1/35.3
20mg 2777/26.9 341.7/29.6 3.3(0.5~4.0) 8.9/50.1
40mg 3051/21.3 329.4/26.1 1.4 (0.5~2.0) 12.6/40.0

AUC : 2 — WA AR TR, tmax o R e 0L T 5 B8 20 S R ]
o (BEPE), 2R LIS E AR A ER S (CV%) | n=8

1) AR CERRBINIZRAICHTDHELOCHREIZILLTO LB TH D,

@ E A EENE L AN BN BB 1381 B R ML ME M 26 o R OVE By MEZEAGIE 0D F& SE S
Das ., BRASIZY AN—a X302 LT 15meg 4 1 H 1RIBBICRAKEGET 5, B, BEE0H 5 H
IR L TE, BHEREOREINU T 10mg 1 H 1 EIZHET D, |

@ 7R I AR ZEARIE D VR I OVF S
DE ., ARSI GEER ER R LR 5 S 3 AR ZE AR E RIE % O P 3 IZ Y N—u X930 & LT 15mg
Z1H2EEHICRAKEL, D#%IT16mg% 1 H 1EIRBICRAKET D, )

ek, NEROMELOCHEIT TV IREICET2HEA 3. HIEAOHE] OEZZROZ &,

O M T AN T T O R BIIRE B ARE B 5 Mk - ZERIE R oM
D@, AT A= XYt LT 25meg% 1 H 2ERAKEGT 5, |



VI. EYBREICEEI HIEHE

@Y N\—axH/\UfE (25, 5 RU 10mg)
A EAFEEERE B T 28 BIICAHK] 2.5, 5 &Y 10mg Z 288 AR Q¥ 5 L7-BE, miEd v
N1 RN R T 514 0.75~6 FEHE]IZ Crmax

277,

HEZROREFORDHE/ NS A —4F

HNEAT—%) D

WCEE L, RN (tie) 1X4~11HTH

&,_7_% AUC Cmax tmax* tie
(ug * h/L) (ng/L) (h) (h)
2.5mg 321/28.8 52.0/28.1 2.0 (0.75~4.0) 4.99/28.8
5mg 626/18.8 90.6/24.0 1.5 (0.75~6.0) 6.79/33.4
10mg 1110/25.2 138/29.7 2.5 (1.0~4.0) 10.8/42.2

ool fiE P, 2 MR EAMCV %, n=23

)N\—OFH/N\EE 25, 5 R 10mg #ZERFREG LIz E0mBFER ) N—OFHN\VURE

RS
140

120

100 4

80

60 4

40

Mg/ A—OFH /3R E (meg/L)

20 +

—C— 2.5mg (h=23)
—0— 5.0mg (n=23)
—&— 10mg (n=23)

B FIE

12 18

24 30
x5 &ERE (h)

36 42




VI. EYBREICEEI HIEHE

QHEFIDEWFEHIR F iR
@-1 YN—aFHNUiEE ) N—OF YN UHRS B0 E YRR F R ER 505
ARRBRIT, EER2BE2 W 0 A4 — N—JETHEM LT,
H A NERERY N T 7 40 BINZ U 23— 8 53R A 16mg & OEA 15mg % % L2 1L 22 IR
EIFE O BEE LB, WHE OEYENRE T A —4% (AUCt KT Cmax) O EATFHIE D Lo i ]
90% (B X ATV T 0L b AW F IR ZE M O E FETE 0.80~1.25 OFIFHNTH V. MRIAl 15mg

& EEA 15mg N AEMFHICFAETH D Z L AVR S iz 5,

) N—0FH/\NUHlRE] 15mg R UEEF 15mg BEEE AR SROMBHREH#ERE

350
300 S
250 A

200

150 -

100 -

M3 Y X O R (/L)

50 4

- ) A— O %Y/ HEFI15mg (n=39*)
== U /A—0FH A EEFI15meg (n=39*1)
B FE/ SR RE

G e (h)

48

) A— O X4\ U#RRIE| 15mg R UGS 15mg BEIEO R SROEMENEL/ S A —4

5 R U R— 1 X HRIA] 15mg U x—n ] §EA] 15mg
(n=39*1) (n=39*1)
AUC: (ng * h/L) 1870/23.3 1820/21.3
Crax (ng/L) 253/25.0 248/30.2
tmax (h) *2 2.5 (0.5-4.0) 2.0 (0.5-4.0)
tys (h) 8.94/46.4 9.23/58.8%3

*1 0 1IN 1 O REERR (C[RIEHRR] L7 7o il z thik L7z,
*2 hRfE () | RPN EEEAR R CV%

*3 : n=38

—100—




EVBREICET HIEE

ERRIC. AARNERER A B 40 FlIC Y N—1a 253 HkiA] 10mg M O%eH] 10mg 2% 5- L7z
B, WA OIPENRE N T A — Z |\ ZEIXA LT, MRIA] 10mg & #EH 10mg & AW FRIICES%E
Th D EHE ST 5,

) N—O XS\ #REl 10mg R U EEHR 10mg BERIZBORSEOMFEREEKR

300 A

gﬂ 250 -0 ) /A\—OFH/AHFIF]10mg (n=40)
= -0 YA—OFH U EE10mg (n=40)
H — P
g@ 200 BT [/ ST ERE
2
£ i
+ 150
a
4 100 4
g
# 50 -
=
0 - *_lct‘ — ™~
24 36 48
‘B &M (h)

1) A— 0O X5\ UliHiEl 10mg R UEER 10mg BEE#EOESROENEEE/ NS A —4

o= 4 U =1 PR ki 10mg U= 33 FEH] 10mg
INT A —H
(n=40) (n=40)
AUC: (pg - h/L) 1440/20.7 1390/20.0
Cmax (ng/L) 217/23.4 215/25.0
tmax (h)* 1.5 (0.5-4.0) 1.75 (0.75-4.0)
tz (h) 8.38/40.0 8.25/42.4

*oohaRfE (FEPH) . SR LISMIEATEEAE AT CV %

@-2 )N\—AFHYNEE Y N—OFH/\2 OD FEDEYFHRF LR 525

AT, FER2BE 2 v A4 — N—JETE LT,

A A AR A 53 80 i, 40 Bl IZ U /S—m 430 OD §E 1omg 2K CIRA (kb 1) K&
OBEH] 15mg Z IRH S8, 40 BliZ Y S—a 493 0D $E 15mg 2 /K7 L CHRH (k72 L)
K OBEH 15mg ZARH ¥ 72, Wb ERFFICHFERRO#KZ LG L, U 3—a X432 0D #
156mg (k& V) KOSEH 15mg 134 150mL DAk L & HICARA S 72, ZDfE5. OD §EARM
REDKDOFIIZE D 57, WK O T A —4 (AUCt X Cmax) DT FEHMEOLL
DO 90%FHXFNT T AL b AWM RSEME OB E FHE 0.80~1.25 OFIFHINTH Y . OD £
15mg & $24] 15mg 1ZEWFMICRE TH D Z LIRS LT 52,

—101—



VI.L EWEREICEEI SIRE

JR—0OFH/3 OD §E 15mg (K&HY) KRUEEH| 15mg EEIREORSRO MTHIREHRS

350

—6— A —nFHs0DEE1Smg, KHY (n=39%)
-—--B3---- YN —OF B 58EI15mg (n=39%)

BAFE/ SARERE

250

150

100 4

50 I

migh U N—nEHNVEE (pg/L)

T T T T T T
¢ @ % % ¥ % %

G5 ikkRE (h)

FLBIAAEES (BMERGERRYYE) (&0 RBRE ik Lz,

JX—0OF4H/3> OD & 15mg (K7 L) KRUEEH| 16mg E[EHE O RS RO mIEHIREHRS
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VI

EVBREICET HIEE

1)/A—0OF4/\ 2 OD §£ 15mg OK#HY) KRUEEH 15mg HE#EORSROEMBNRE/ NS A —4

Y N—m %43 OD $ 15mg

U =1 48 BEH] 15mg

NTATS Kb (n=39*%1) (n=39*1)
AUC: (ng - h/L) 1800/27.3 1710/27.8
Crmax (ng/L) 265/31.9 248/31.7
tmax (h)*2 2.5 (0.5-4.0) 2.0 (0.5-4.0)
tue (h) 9.19/55.9 9.38/61.2
CL/F (L/h) 7.92/26.8 8.30/27.9

CL/F: Aty s V7 I %
*1 1IN EEES (AMKERYYE) 12X vz gk L7z, CL/F KO tuzlZ oW\l n=38
*Q o Ll (HAPH) | U LIAM ST/ CV (%)

1)/A—0OF4/\ OD §£ 15mg OK7%L) RUGEH 15mg BEE#E QR SROEMBNRE/ NS A —4

U R—n 93 OD $ 15mg

U S—m 3 5EH] 156mg

TAS AL (n=40) (n=40)
AUC: (ug - h/L) 2150/26.6 2170/27.1
Crmax (ug/L) 290/33.0 284/31.7
tmax (h)* 2.0 (0.75-4.0) 2.0 (0.5-4.0)
tiz (h) 8.76/53.6 7.79/45.4
CL/F (L/h) 6.70/27.9 6.72/28.1

iR () . 2RI RTEEEAR T CV(%)
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EVBREICET HIEE

FIREIC. HARNEERER A S 80 1] (OD $ED/K&H Y XidAKZ: LIRS 40 61]) 12U
—nr XN 0D §& 10mg X OFER| 10mg =5 L72BEC b, mEANTAEDFRICHEETH D
T EDRIRENTE B,

JN—0OFH/N> 0D 10mg (KHY) RUGEH| 10mg BHEROZRSHOMTREEH#HE

300

—O6— Y- FH A 0DEELI0mg. KHY (n=40)
cmeeB---- Y —OFH A 5EFI10mg (n=40)

BT B/ R AIRERE

150 -

100

m#Eh Y AA—OF S EE (ug/L)

—=
%

2 E1B5R (h)

1JN—BAFH/32 OD & 10mg (K7 L) RUEEH| 10mg HE#E O &% 5 FO MR P IRE#ER

350

007 == === Yn—nFH/0DEELIOmg. KL (n=39%)
R B seesBe-es U —aFH v EREI10mg (n=39%)

250 i LS/ Mz ERZE

2004 1

150

100

50

migh Y N—oF N EBE (ug/l)

. . N N > M
W E%EER (h)

* 1 FIREERENC D ERBRA IR L,
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VI. EYBREICEEI HIEHE

1)/3i—A x4/ > OD §i 10mg OKHY) KRUGEH 10mg BEE#EORSROEYERE/ NS A —4

Y N—m %43 OD $ 10mg

U =1 48 B 10mg

NTA KHY  (n=40) (n=40)
AUC: (ng - h/L) 1460/23.6 1510/18.1
Crmax (ng/L) 230/27.2 245/22.1
tmax (h)* 1.5 (0.5-4.0) 2.5 (0.5-4.0)
tue (h) 8.37/43.6 8.09/52.4
CL/F (L/h) 6.70/23.1 6.45/17.5

e () . 2 RLSMIREEEAR T CV(%)

J/S—BO%4/3> OD §# 10mg (KAL) RUSHH 10mg BEMEDRSHOEMEE (5 A —4

Y R—n 93 OD € 10mg

U S—m 43 5EH] 10mg

NTATS AL (n=39*1) (n=39%1)
AUC: (ug - h/L) 1580/26.9 1530/30.2
Crmax (ug/L) 240/28.0 231/35.5
tmax (h)*2 2.0 (0.5-4.0) 1.5 (0.5-4.0)
tiz (h) 6.99/33.1 6.50/31.4
CL/F (L/h) 6.23/26.0 6.42/29.1
*1: 1 BIAEERENC X0 Bk % ik Lz,

*2 0 fE (HPH) | 2 DSMERAT A EAAT CV(%)
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EYMEBEICEEHT SIEE

@-3 UN—OFYNUigEUN—OF YN K54 20y TOEYFEHREFMHERER
AR, B, EIEA, HFEER. BHERE, 27 0 24— " —1ETHEM LT,
HARNGERRA B 44 iz, VR—a XY 2RI 4my 7L LT lomg & U/ N—a X4
NUBE 16mg & FAVE NSRRI BARE O e 5 U7, A O SREhRE < T A — % (AUC: &
O Cmax) ORFEEIED L OW R 90 % (5 HE X LW 900 & AW F R [R5 O E HEE 0.8~
1.25 OHEIPANTH Y, N7 4 1y 15mg & EEAl 15mg [TEWFHICFREFETHDH Z EDPRS
i,

JIN—AF YN\ RS54 28y 7 156mg RUEEH| 15mg BEEZEORSEOMEDREEHE

300
5 —e— UYN—0OFH N RS540y TINRBA 15mg (n=43%)
0T —-o--- YN—OXH/NUEE 15mg (n=43%)
=01 | T SEITIE / SRR

200

150

100

YNA—OFHNVEE (ug/l)

50

< Vg %

wE®EER (h)

A
o

T T T T T T T
079 6 -4

*: 1 BINEEFESRIC L VRBRE T LT

YN—OFHND K54 20y T 15mg RUEEH| 15mg HERZE QIR EROEYEE/NS A —4

R JR—mXHP AN RT A my S YR N
/MR 15mg  (n=43*1) PEA| 15mg  (n=43*1)
AUC: (png - h/L) 1840/23.9 1720/23.6
Crmax (ug/L) 256/23.1 222/28.4
tmax (h)*2 1.50(0.500-4.00) 2.50 (0.500-6.00)
tiz (h) 7.90/50.7 7.98/55.0

1 1BPAEFRICIVBREZPIELE
*2 PRE () | ZALISMIETEEEAR T CV(%)
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VI. EYBREICEEI HIEHE

2) FEIRMERERESARIMAZEE (DVT) RUMEIRMMERE (PE) DBEAEE
FRADJERNE DVT e M OYERNE PE 855 265 & UIZ[E NS IARRBR O Mg e 2 v 7o
REHEMEY BN BT IZ & 2 Y ERE NT A —% (HEEM) 13, LT LB ThoTe,

N N==R=R AUCo-24,s8% Cmax,ss™
[0} ’ :
SRR O & (ng-h/L) (ug/L)
15mg 1 H 1[a] 29717.5 (36.8) 276.9 (19.8)
15mg 1 H 2[a] 5955.0 (36.8) 363.0 (26.7)

AUCO-24,ss : Eﬁ%ﬁﬁbzﬁﬁ’é&ﬁ 0 E#Fﬁﬁﬁ)% 24 H%Fﬁﬁif@ AUC\ Cmax,ss . ﬁiﬂﬁ%ﬁgc:%”’é Cmax
BAEEIE G- CV (%) ) % BFt T2 FlomERIRET — 2 12 HS < HEEH

3) AMEEERE (ACS) BF (25mg RU5mg. 1 H2REES) 2
UnNR—m 30 25 KON bmg 1 H 2 A5 O8R4 & e 0 AR AFEFIUENE LB ARE) B 2 %t
Grl U=EWNE AR 3 5k GRBR 11390, 12024 } X 11866) 7515 5 v 7= REEE 34 E)
REF ONZAMEI AN ACS HE & %4 & L= [ESME DARER GRABR 11898) 7615 b7 REEMHKY)
BEER VIS FET NS VI alb— a2k, ARAKRUSE A ACS BE O EFIR
RERFIZR T D HMBIRE R T A —F ZHE LT, A 7T LA hOFKGEDT L OERYENRE (HEEMH)
ILLTF DY Th o7,

1B 2B EROEERERFICETEEMEBEB/AATA—2 (U TaL—2 a3 VITEIHER

B Gy s Py
HARN
2.5mg 534.05/1.42 58.93/1.39 26.63/1.59
5mg 1068.10/1.42 117.85/1.39 53.25/1.59
I E A
2.5mg 389.31/1.42 47.07/1.39 17.59/1.59
5mg 662.36/1.42 80.09/1.39 29.92/1.59

AUC‘E,SS . Eﬁ%ﬁﬁiiﬁﬁé&@%ﬂ% T %71’: UN7) AUC\ Cmax,ss . Eﬁ%ﬁﬁﬁiﬁﬁéﬁ%%mqjﬂ%g\
Ctrough,ss : Eﬁ%ﬁﬁﬁli’dﬁé ]\ ? 7{)%};1;:
ST - S5 TR HE A 72

VIalb—ya OfER, UR—a XY 25mgl A 2 EFS LS 0SE A ACS B I
*THHEARN ACS BFIZBIT 2BEREOIIE, AUCus T 1.37 f%. Cmaxss T 1.25 5L
Ctroughss C 1.B1 5 ThHo7om, HEIJFNT A —2TH 5 PTmaxss DL 1.03 5 TH Y, ZD7=
£ 039 B ThHo7z, LEER->T, U x—aFH "> 25mg 1 H 2 BEGIZHEWNTE, FMEA
ACSEH LILXTHAANACS BETOTNIEmWIRZEENTEEINTZ OO, NFEOZEITEE
PRI & 72 25 TlER N 2 EDVRIB S vz,

) A THERBEINT Y N—aF PS8 2.5mg (2RI DREEIIRNRIE T IBmMAT AT T O KA B AR
BRBBEICRT DLtk - ERIZAOHH] TH D,

4) INRESARMAE EAEAE (VTE) BE
[ [VIL10. M/NRIC T 5 3EpEhED | oIE (P.119) &M
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VI. EYEEICEAT HIEE

(3) gt
R L

A BE - tRENDEE

.ﬁ%@ﬂﬁﬁﬂ 56)
HARNERRRA S 11 Fllc, AA] 15mg 2R XX /% (900kecal, NI O =R/ F—3 K
87)5*'1/5} 30%) 6\7—%‘@&’—3‘ [/f\-lz/é']%\ ﬁ &&5&# 1% tmax @ﬁ@ﬁ‘ &)Ehﬁ_ﬁ‘ AUC\ Cmax IZ
AT D LN o T,

JN—0OFH/\ 15mg ZZERX T BERICRE L RO MBHIREER

1000.0 1
-+ 15mg ZRERF (n=11)
- 15mg &% (n=11)

E ATl R AR ERE

100.001

10.001

mi#giRE (ug/l)

0.104_,

‘S5 RERE h)

JN\—OFH/3 16mg ZZERRIFIBERITIRE LI-FROFEYERE/ NS A —4

IRT A—H 7 i Fef %
2042/26.95 1924/16.31
AUC (ug - /L) (1196-2816) (1490-2399)
o (el 289.0/31.67 268.2/23.75
max THE (160.5-520.9) (169.4-372.6)
s 2.50 4.00
(0.75-3.00) (2.50-12.00)
(b 6.90/33.96 5.85/28.94
e (4.07-10.68) (3.67-9.61)

P RAEGREER) T AL LISMBERTEAE, ST CV % (REFH), n=11

(2% HEANT—)

TR A BT 24 BT, AH 10mg % 225K T EH% (900keal LA | JEI D=L F—73 5D
LEE 35%LIE) | ?&5 L7-BE, BRBEGRHIIE, tmax (T8 0.5 REF OPRRLEDZED BT,
AUC, Cmax (ZSZITRRO IR T2 57,
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VI. EYBREICEEI HIEHE

JA—0OFH/\> 10mg ZZERXEEREICRE LE-EOnRRREER

350 7 —d— (Omg ZEEEEF (n=24)
200 - —O— 10mg B# (n=24)
T RATFE/ RAEERE

250
200

150

MmEERRE (Le/L)

100

50

o

0 2 4 6 8 10 12 14 16 18 20 22 24

&5 &ERE (h)

JN—0OFH/\ 10mg ZZEFXIBERICIRE LEROEYEBRE/ NS A —4

INT RA—H 72 j EF =T %
AUC (ug - WL 1234/23.44 1219/24.30
(835.6-1941) (734.9-1864)
o (oL 183.9/26.14 190.1/25.86
max HE (94.52-288.2) (105.4-332.2)

. 2.500 3.017
e (1.000-4.033) (0.500-6.000)
7.442/37.81 6.668/24.69

ty5 (h)

(3.348-13.94) (4.296-14.28)

o pRAEGREPR) AL LISMBIR T A/ AT CV % (REPH) . n=24

— 05, RN T 24 BT, AH| 20mg A Z2EER T R%  (900keal LA L, JENF DT R LF—
BEDLEIE 35%L L) 2HREG LIE, BREGRHICITVINAEBIET S L &bz, AUC KU
Crmax N E LI 39% K TN T6% N L 7=,

ZOHH L LT, AFNIAKITEETIC S Wiz, ZZERHTERE U BRI IR MK T L7223,
B EEERIC X VBRI L, " AT XA F VT A PWHE LT LICLDEEZLN

7": 49)O

) A CHRB SN ANCHT A HELCHEIILLTO LB Th 5,
@ JEF IRAEVE D AN BN B (2 35 1T 2 B MAE I 22 Hh Je Ve B MESEARE D RS FESM
Das ., AT AN—a X302 LT 15meg % 1 H 1RIBBICRAKEGET 5, B, BEE0H 5 H
FITH LTI, BHEEOREICE T T 10mg 1 A 1EICEET S, |
@ RIMARIERRIE  (BEETFFARIMARIE K Ol AR FEARE) DTG K OVFRAM
MEHE ., BRI R ARE SO AT AR ZEREREZ ORI 3 LY N—r FH 3 L LT 15mg
Z1H2EEHICREAKS L, Z0#%IX15mg % 1 H 1REBRIKROKSGT D, |
B, MERORELOHET [V IERICET 525HA 3. HIEAUOHE] OEEZROZ L,
@ FIMAT PR M T4 O KA BIIRE B AEE 1T H 1T B AR - SERRT AL 4]
DEs ., AT N—a X308 LT2.5mga 1H2MEAHR G545, |
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VI

EVHREICET HIEE

WOFASEOFE S [ VIL7.(2) PFHEE &2 oBh ] O (P.136-138) & ]

OV b BMEAT—X)
A ST 12 2 Y FF EJL 600mg & AHK| 10mg 2 L LB, &Aoo AUC 1% 2.5
%, Cmax 1T 1.6 %5 L5 UPUEEEE A 58 S iz,

@ haFry—iLT7rary—i GEANTF—F)
fERERL N 7 20 Bl 27 b ) — /L 400mg & AHK| 10mg Z PG L7zEs. AFo AUC I
2.6 {5, Cmax1E 1.7 {5 LA UHUBEERA BB S e, @ERAS T 18 fllcyraty—u
400mg & AH| 20mg Z FFHFE G L72Bs. AFID AUC 1T 1.4 5. Cmax (T 1.3 5 L5 L7,

@77V Aa~wAf vy -z Aa~vA vy NEANT—H)
e AEF 15 Hillc7 7 U An~A v 500mg & AH 10mg & &S LZEE. AFloD
AUCIZ 1.51%, CmaxlX 145 EFH L7,
fEFERABF 15 i) 2Ar~A 22 500mg & AHK| 10mg % OF A 5- L72E. A#Klo AUC
KO Cmax 1, & HIZ 1.3 5 EH L=,

@V 77y GMEAT—4)
R A ST 18 Flic) 77 ey (BthHE 150mg LY 600mg & Tillitl) & AK| 20mg
EOFRBE LTBs. A&l AUC 23589 50% 1K T L. EAUTPEOPLEEE/ER & 9855 Lz,

®=/FY Y GNEANT—4)
Rk A B 10 Bz 2 430 > 40001U & AAK| 10mg 2 OFAEE L72BR. ARA Oy E)
REICEI T o 7o, PUEE Xa K FIEMEITAMBZHEAN L7223, PT KON aPTT (ZI3 2378
O LRI T,

® 7AEY» GFEAT—%)
fEEERR A B+ 13 BliCT A Y o 500mg & %5 L% H ’YXE)ymmmgkﬁﬁlwg%
OF G L72BE. AHI OB E K OB EE ISR BIIRE D biviehho T,

@7 R7LL GREAT—X)
@%WA%¥J1WK7ﬂ5F7VW3%mg%&Ebk” IZZ B RZ LV T5mg & AH
156mg Z PF G L7BR. AAIOFEWEREIC R BIIR D bR > T, BIORERIZIWT—H
DOYLERAE 1 H i RF ] D HE R H358 @%ﬂt&@ﬁiﬁbé

®F7Fuxtr UEAT—F)
@%&A%%&l%ﬁ%fn#ty5mmg1a1@&@&5ﬁ’¢ﬁ1@g§mmﬁgbt
B, R ORERITER D HAVR D o T2, —E ORIV THUEEEE ] D HE 7R 2358
b,
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EYMEBEICEEHT SIEE

@Qurzyy
AAR AR A B 1 12 5l (VKORC1 {51 1639 LD A 7 LAANHREHEGEREZA L TN D
WERE) ICU LT 7 ) o EREHRE L, PT-INR 2 2.0~3.0 IZE3E L2410, A% 15mg1 H
1 MR EHRGICE Y B2 265, aPTT., % Xa NFIEMELE L OWNIKRME b o o e v pEAdgE
(ETP) ~ODOEEIIME T > 7225, PT KO PT-INR O & — 7 {13 AF B G- & b
LENEN 235KV 295127257, AFIEEHIG% 3 B BIZIX, VA7 7 U OREITH
KLz, 7ok, HEWEhigloHAERITERD b olz,

ZOED, SEVT L, VIXTUROET AR RETF L RFI OB K D YR AR
AREBR A EHM L7223, EHEREENMEEERIIRD O NT, Sl KB vI=0vny
Lo Kb~ TR T AREH]D) . T=TF VU R ONF AT T — LT, AF O ERE
Bh RIE STz,

) R CTERSNEZRACH T HELCHAREEIUTOLEEY THhD,

@ JE A EE MO AN BN BB | d8 1T 2 R M i 2 v R OV B 1 SEARE 0D J8 JE 4T
G@as ., AT N—a 2P0 L LT 1smg 4 1 H 1EIEH%ICRAOKRS TS, B, BEEOH DR
FCH L TR, BREREOREICS U T 10meg 1 B 1 [ENSHET %, |

@ IRIMARFEARE (IR IMARIE B Ol AR FEARIE)  DIEH K VI
GEE . RN PRI ER IR AR E S 13 i A ZEARIE FAE % O P 3 BIEL Y N—m $H 3 L LT 15mg
1H2BERICROEG L, 20O%IT 15mg% 1 H 1HEZICRAOKLET S, |

eB, MNEORELOAREDT TV IERICET 5HEA 3. ELOHARE] OEEZHOZ L,

@ T IMATHENTIET T O R BIRE BEF BT 5 Mg - ko mibl]
G@a ., AT S—a P08 LT2.5megka 1 A2 NGS5, |
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VI. EYBREICEEI HIEHE

2. EMERERA/NTA—4
QD)2 iwaps~
(Al
1RWPLEFEDH D 1 3> /X— kA MET IV
(/R

1 RWIGEREDH D 2 a2 /)X— R XA N ET IV

(2) MRUE E TE 38
SRR L [ IVIL3.(2) T A— 2 B DI (P.113) B

(3) K REEH
R L

Do VTF7I3UR
R L [ TVIL3.(2) /3T A — X ZREhHK ] DIE (P. 113) &[]

(5) IRt
R ER R L [ TVILB.2) N T A— 2 EFERK ) O (P.113) S

(6) £ Dt
BEERR L

3. B&EH (REaxL—23y)
(M @ AE
(RAl
1 REIGEREDH D 1 a2 /3— kA M ET L
(/hR)

1RBIGEFEDH D 23 23— M A METIL
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VI. EYBREICEEI HIEHE

4.

QINT A= EBER
[RA)
RN LEMENEE 2 x5 & L-ENE IR GRUBR 12620) TE L mEH#EE (597
B, 1834 m) % FHAVWCRHEEMISEWENREMIAT 2 S0t L7, FH ST T U X 2 3REhRE
NT A =L OFEMPEERE (FEARMES) 1, WIGEEEED 0.617 (/hr) (58.2%) . 7V
77 A0 4.73 (Lihr)  (41.0%) RO HEMED 43.8 (L) (63.6%) ThHH ., BEikse (7 L
TF=0 T VT T UR) IR OEYENRERICAEICEEL RIT LT 9,

[/NR] 5969

WNRBFE 7 1 7T MBI S EBEILFE S IERER GRUBR 14372) & TRAICFIHATRECTH - 72/
ROFTRCOEMENRET — & Z I\ CafEN 2 RHER R EIREE 7V (iffT 18376) %L
7o /NIRRT DWIPGEE EH (RHEMHEEM : 0.799hr, EARMZHE) : 9.21%) (21X 21T
DO Te, F/NRITR T 2WIIGHE ELBIEL, A OFE R EDEREE T LIS
< FRANTOWLIGHE TR (RHEMHEEE  0.821/hr, AIARIZE) : 24%) LRBRETH- 7=,
AR IR REM T T VIS NR 23S & U ERR LS AR GRBR 14372) TOARHA
DEEBROEMENENT A —F & FTRITR T, FROK T TR VT T ARy
RO TGO bz, REIIAAOIEYBEREI A BT EL KT LT,

NRERRE L-EREREELIARER GRER 14372) ITHITH5EMERE/NT A —F (F&EER)

g 12l B~ 6l b~ 2Ll b~ HAE~
INTRA—H 18 IeAi 12 A 6 I 2 IR
%k 174 67 44 35
oL L/h 7.29/22.7 4.97/24.6 3.37/25.4 2.65/38.1
(3.37-11.2) (3.02-8.93) (1.97-4.93) (1.26-5.32)
v L 92.6/23.6 49.2/25.3 28.9/18.2 14.4/42.7
* (45.2-169) (33.1-104) (20.0-43.5) (6.78-29.1)

CL: 257 1) 7T A, Ve : EEIREITEIT D 0MEE

AP EIE/ICV %o (HEFH)

IR R
WU IGEAT - A 6
WA FTXATEY T ¢

(2% HEANT—H)
FEFERLAIZ I N T, AH| 1mg OFIRMN AR G- 50 5 AH 5mg §E D 22 E R B RIRE 1 5K DB
WNAFTTRAZEVT 41F 112%, 20mg HETIL 66% Th-o72, Zid, UV A A—aFH oK
~OEFREDOIRSIZL Y | EmHEEEIERICELE LBIE, RNENME T T 5720 B2 50,
20mg $E &2 BB IR G U BRIT 2GR L NIREE RN 1.39 5 CTh o7z, £D72) 10~15mg A%
F H-REZIE 100% & HEE S b 62),
INBICERIRNEE G LTz & 2 OFEPBRERRE IS D T2z, NRICBIT 2 Y N—a 43
VORI SA T XA TV T A IR TH D, A TORGE L RIS, /DNEIZBWTHRE
B2 OEGHE (mgkg) OIS FXHINA T XA ZE Y T 4 OILTRFEOH BT 60,
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VI. EYBREICEEI HIEHE

5. 5%
(1) M % — A B8 P9 & @
(%) Zv b
7w Mz [14C] U N—a XNy S3mgkg ZHERROEE Lo & & 2B DU RERE X
K<, TR O T b2 > 72 (AUCo» T 0.149mg-eq-h/L) 6369,

(2) ik —RERERAPT BB 1
(%) 7w b
YT v M [1UC] Y 8= %P3 3mglkg A HEIRAKRSG Lz & & BEREO IR i@EE A
P DAL IR R OB T T AR R R BB O Mk R & e AMRWRETH T, TR
TN I RERREE D AUCo-24 (T RFEM O MK T OPRREEDHI 20% T > > 72 69,

) Eir~D#BITME
(%) Zv b
ST v M2 [MC] U N—a X930 3mgkg ZFHEIRO®KG Lz & &, s & Ot
DIEHBEIRE D tmax 1% 1.0 L OY 1.7 B[, AUCo-»1% 4.85 & O 11.1mg-ep-h/L TH VY, #45- 32
REfE % £ CICHIT IS W ST B RR I 58D 2.1% & HEE Shuiz 69,

(4) B~ DBATHE
TR L

(5) Z DD MR~ DFEITHE
(%) 7> b
7 v MZ [14C] U "—mFx ¥\ 3mgkg ZHEREOKE Lz & &, HhtlEds TH o, 5
b, BN RO ST RRIETES TR DA, 1T L A E OlES « MRS BV TR & FIE R
EORETHY . KOG 24 Ktk £ TITiH% LTz 6969,

(6) MITELFESE
1 92~95% (in vitro) 67
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VI.L EWEREICEEI SIRE

6.

il

(1) AL R UM BTHR K
AANTEIC CYP3A4 12 L2 REHREEKIC KRBT S 4L, —H8 CYP2J2 DR ERF bivlz, FH
AT ENRY ) VEROBAC IR KR T X RiEE ORI AR TEH % 6D,

EMZHBFD)NA—OFY N\ OHETE R & HEABHER

UUUUU S od
Aok - od
FrOQu o ° A0 -
ws X T o ¥
W, o o
CYP3A4 < A
0 Ay
",—{‘—Q"A“ WMo \_’M—Z ‘—(,t:\([}—c ydrolysis oo NIU
ou ‘—\,H{(}—c 8 T W e J‘Q\_&u\({}_u
T e N8 T -
M-5
~ D CYP3A4 o’_{—@—uio —
T, e WG . i
P}n pal / BAYS-700  § e )
M9 o ﬁ- Hydrolysis \ vone-/" %'1)):} L
!
M-6
oy~ L L / £ 1 "O\H\'}—u \
(BaF- 9 OOG .. Y . o
@‘WJ\,}“ M-15 & =SS, UUN_O_'%WU
L P MAO/" " (sr-Oxamine 1
M-10/M-11 ) uoocvn\p\“ M-12
Zo-d !
Nt \_\,U
M-16 M-4
L o
dod L
= = = s . ] 3 :
M-17 M-18 *:position of radiolabel

QRBICEETIEE (CYPE) ORFE, F5E
CYP3A4/3A5, CYP2J26D
P T — 2 RO 7T e 7 7 ANV EZBELIZBER, V—a X N OERICHHT S
CYP3A4/3A5 K Tf CYP2J2 D% 5-3ITZNEIVK 18% K UK) 14% T 5 Z & SRR STz,

Q) WEEBHNRDERERVZDEE
HIElEE B RNTE T 7200,

4 KEYOEEOAERWE L., FELE
AROR#HTHS M-1 (b FEZERHY) . M-2, M-4, M-7, M-13, M-15, M-16, M-17
KON M-18 @ FXa {GMEICKIT 2 HEAEN 25060 L 7285 8], A& M-13, M-15, M-16, M-17
KOYM-18 X, 100000nM T HEMEHZ RS 20o 72, i M-1 XO'M-4 ® ICso (CEHIfE
THEWE(RZE) 1E 5840+ 110nM M O 52457 +5429nM CTHHIWVHEER 277 Lz, i M-2 &
M-7 @ ICs0 (CEHME THEHE(FZE) 1% 2.3+10.2nM } (O} 89+15nM TH V. AH| (ICso : 0.68
+0.17nM) D 1/3 2 U 1/130 ThH -7,

N 31

FRNTIE, AFIDORZEAL L OGBS OFEE 25 L TRt s s 69,
INRTO Y N—1 293 OPRHIEE T 5 B35 5 Ty,
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VI. EYEEICEAT HIEE

(&% AEARAT =)
KA DB G EDK) 213 DATEMEE & LTRPROERICHRES L, 780 OF) 1/3 SRR D
FEBEHREEND,

TANT AR GHEAT—42)

R A B 4 B [14C] U X—r P30 10mg % HERE OG5 L2, £ 36% 23 SRBLEM: 4
TRTREAARE LT, SRERIK A8 K OMEENRE 1 & 2 BHEIRE 20 L CHEtt Sz, RIEMER
B & G e IR R O FER ~ORIEEFREOPEIERIT, 221K 66% K U 28% Tib o 7= 61,68

8. FIURKR—E—ICET H1EH
In vitro RERIZEBWT, AKFIRHE S X7 THD P-WEX )7 (P-gp) ROFLFEMIES X7
(BCRP) OIETHLHZ LRI NTND,
9. BWFIZLBHBRER
MMERR L
(%)
AFNTIMAE S X7 L @WEEARERT I D, RSB S eEEZx 65, [ IVIL10.
WL OmE (P.150) S
10. HENEREZATHESE
BEFESHEICSITA2EMHE (RERS)
A AR i 55 & 36 (il A 10, 15 (0 20mg %2 1 B 18] 7 H &% RER ARG LB,
PIlalP ks & ol U S B EARIEIC R & B B3 72 <, ERELRBO b oT,
REZOKREBOEYEIRE/NS A —4
BRI R (}f;fjfl 2| s (g e (1) 12 ()
J0me 1 HH 1443/21.0 232.6/18.7 3.0 (1.0~4.0) 5.7/18.2
7HH 1533/14.9 246.9/10.6 3.0 (1.5~4.0) 7.7/141.2
|5me 1HE 2080/26.7 347.6/23.0 4.0 (1.0~4.0) 6.3/35.1
7THH 2243/21.1 330.6/20.8 3.5 (0.5~4.0) 8.7/26.9
1HE 2419/24.6 391.2/21.2 2.5 (2.0~4.0) 6.1/20.8
20mg 7THH 2839/20.9 398.5/24.8 3.0 (1.5~4.0) 7.7/23.6

R fE P, T LIIMTRATEEEAT CV %, n=12

) A CHRBSNIRANCHT A HELCHEIILLTO LB Th 5,
@ JEFRIEE M U AR E) R 1S 38 D I M 25 o e OV B i FEAGE 0D FESE A
BEE., RACIE Y A= F A" L LT 1lomg% 1 A 1EERICRAOBRET S, B, BEEDOH D EE
W6 LT, BHREORE IS U T 10mg 1 B 1 EICHET S, | THAH,
@RI AR ZEMAE (R E IR M ARIE Je OV AR ZEARAE) D IR M ONFE &4
DEE . BT FR R AR E ST AR ZERE R E# O P 3 WL Y N—r X9 & LT 15mg %
1H2EEBHBICRAKEL, Z0%IF 1mg % 1 H 1EIEBICRAKRET D, |
eB. ANEROREROHRIX fV.‘?ﬁ‘%‘?KEW‘éIEH 3. LK OHE oHESZROZ L,
@ T M AT AT AR T 1% O R BRI BB AR (238 1T B A - ZERRTE Rk o> il
DEs ., AT "= P02 LT 25meg% 1 H 2RO %5T 5, |
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WEEEEEICHTHENBE
(BE  AEARATF—4)

WE (717 F=027 U772 A 50~T9mL/min) . PT4%E (30~49mL/min) K& VEE (15
~29mL/min) OEEERESL 8 HIICAK 10mg & ZZMERHE R O G LB, fEfipbhg
(80mL/min YL F) &H#z L AUC IZZNEN 1.4, 1.5 KON 1.6 {52 EH/- L7z, % Xa K%k
PHE=RIT 1.6, 1.9 KTV 20fF5I2HML, PT () & 1.3, 22 K245 LR LTz, 7 v T F =

7 U7 T AN 15mL/min A D BE IR D ETHE S L TV 7Ru,

250 BREEECHTIMBEFREHR

200 +

150

#EF Y fE
100

MmEdRE(ue/L)

50 +

—&k— JLFF=OYTSA Z80mL/min (n=8)

—— YL TFTF=HYTFZA 50-79mL/min (n=8)
—0— L FF=PYFZA 30-49mL/min (n=8)
—— JLTFF=UHYFIUA 15-29mL/min (n=8)

O 2 4 6 8 10 12 14 16
RE5&ERE (h)
BREEEBCETHEVHE NS A —4

L BEEORE (/L7 F=>27 U7 7 A mL/min)
A =80 50-79 30-49 15-29
AUC (ug - h/L) 1247/49.3 1863/30.9 2068/33.1 2228/37.0

Cmax (ng/L) 172.3/30.7 217.5/37.9 206.2/26.0 232.2/33.1
tmax™ (h) 2.000 2.000 3.000 3.000

ty2 (h) 8.275/38.4 8.685/50.1 8.990/38.6 9.459/31.8

CL/F (L/h) 8.022/49.3 5.366/30.8 4.836/33.1 4.489/37.0

CLy (L/h) 2.384/46.5 1.183/29.2 0.6779/33.1 0.4982/40.4

R, R AAMIIRAT I E/ AT CV %, #HE n=8, CLg :

BT TR

BEEREICBITA 70 MO E UBRD#ER

1.8 7
Q —A— JLFFZUHYFSUR Z80mL/min (n=8)
Irr<\ 16 —O0— HLFFZUHYFSUR 50-79mL/min (n=8)
) —o— JLFFZUHYT SR 30-49mL/min (n=8)
éi ‘4 —@— ILFF=UHYTSUR 15-29mL/min (n=8)
ma ok
He
S
A
PAAY
- 12 4
AR
o
L
o
N 1.0 —h
0 4 8 12 20 24

#E &M (h)
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VI.L EWEREICEEI SIRE

BiFEEREICH T H5EYEIRE 0

(% HEARAT —4)

BEOHEEDH DT B (Child-Pugh 438 A, 8 #il) Tix., AH| 10mg &5 L7I-EED
SEEhRE I TR & ik L CIRIERBETH Y (AUC IE 1.2 5 E5) | B FRIRIC =T
RO ORI, PEEDOIEZDOH 22 EE (Child-Pugh 738 B, 8 i) TR
B L LT AUC 23 2.3 /5 B L7z, 7eds, FERAETILO AUC X 2.6 fi5 LA L7z, & Xa K+
TEMERERIT 2.6 5 LA L, PT (B) & 215K L7, Child-Pugh 7% C 0BEHFIZHKIT 5
BRIZSEH L CTuRu,

350 - FrIEEEFEICH T HMERRERE

—h— PFEQOFEFEE (n=8)

gzw- —— HEOFEEEE (n=8)
= 200 - —— #EEEE (n=16)
4 H o] F 5 {E
"
& 150 4
T
£ 100 1
50 <
0 T
0 4 8 12 16 20 24
W5 %R (h)
HEEEEICEITIEYHENT A—4
85 R Child Pugh A Child Pugh B BB
(n=8) (n=8) (n=16)
AUC 1746/42.39 3510/59.07 1516/33.44
(pg * h/L) (840.0-3158) (1109-6578) (850.4-2886)
Cumax 202.6/41.82 279.0/45.76 213.8/36.82
(pg/L) (107.0-311.7) (110.9-425.2) (118.8-466.8)
CL/F 5.728/42.41 2.849/59.06 6.595/33.43
(L/h) (3.166-11.91) (1.520-9.014) (3.465-11.76)
Aew (0-48) 24.94/37.3 25.09/50.9 36.10/21.3
(%) (8.063-36.39) (7.203-49.79) (20.13-53.84)

BT TIIMIAENT CV%. Aewl0-48) : IR HRIESE

) A CHBSNIZRANCHT A HELCHEIILLTO LB Th 5,

@ JEFRIEEME L EANEN B (238 1T D B i MR i 25 M OVA By P FEAGiE 0D FE RS
Dad, AT AN—a X302 LT 15meg 4 1 H 1RIBBICRAKEGET 5, B, BEED0H L H
FITH L TR, BHEREDOREIZIE U T 10mg 1 H 1 [ENSHET 5, |

@R IMARFEARRE (T F IR MARIE B OV AR FEARIE) DTG K VI
MEHE ., BRI R IARE SO AT AR ZEREREZ ORI 3 LY N—r $H9 L LT 15mg
Z1H2EEHICRAOKE L, Z0%IT15mg% 1 H 1 EE%ICRAKET 5, |

B, NRORMEROHER TV IRRIZET 2HE 3. HIELUOHE] 0EZZHOZ &,

@ AT T T O KA BIIRE B AEE 1T H 1T B AR - SERRT AL D]

DaEs ., AT AN—a X308 LT2.5mga 1H 2 AHR G545, |
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VI. EYBREICEEI HIEHE

11.

W/NRICE T EMBRE
INREEIRIMASERE (VTE) B
OEEEZE (NEAT—2) 9

/NED VTE #3559 6 (6 % H~18 ki) (2, A VIE B&ICAAl 10 XX 20mg % 1 H
1 a1 G & AR EORBEEN G OND X HOERECHELI-HEZ, 52/ (678~ 18 i)
OTREEA (6 » H~12 oRil) & LT, BRROHEREIERE Lz & & OEYBIRE/ T A —4
ILLTFO#@Y TH otz

INRD VTE BEICE T H5FRHRANDEYHRE/NNT A —42

FE Xy (12 LAk 18 kA 6 B LL b 12 BT 2 Ll b 6 R |6 7 A LILE 2 i
bailbi HEA gEA | BRmA | SEA | BEA bERvpell SR A1)
& BHE | &HE | KHE | BHAE | 5HE | fHE | BHE | fHE | BHE | 5HE
5% 4 5 4 11 4 5 11 5 6 4
AUCo» | 1320 1760 902 720 1540 1070 674 755 503 672
(ng-/L) | (18.1) | (20.7) | (31.2) | (24.1) | (52.0) | (87.5) | (25.5) | (39.0) | (20.6) | (29.4)
Chmax 129 180 118 82.5 172 85.1 84.2 60.1 94.9 143
(ng/l) | (11.4) | 12.00 | 11.00 | (37.4) | (25.9) | (15.8) | (36.0) | (33.4) | (28.3) | (14.7)
Caa 7.94 9.46 3.18 3.35 8.46 7.18 3.27 5.71 1.94 2.39
(ng/l) | (35.4) | (55.6) | (73.9) | (57.6) | (98.5) | (96.1) | (65.00 | (129) | (33.5) | (39.9)
ST %M CV%)  a) AFEMEYEE R (PBPK) €7 /MCES S HEEM
QEM£RE MARBROMFFRES AV -BEAZNHRBNICL IEDDE/S A —4

(#EEME) >

/J\IEI/%A

JLieN

MEVTE &3 (18 A 2 &5 & L7 [EBRIL[R 5 AT

AR D i B P BE A O T R

MR EHREMENTIC L 2 FMBENRE R T A — & (HEEME) X, LFDO LB ThHhotz, EERILFE
FBIFRER T, FEHARARAZAA] 20mg (HAR AR AIZAA] 156mg) % 1 H 1 [BE5EFEO
BREEICFYS 5 L O RE T L HELOHE TAS 2% 5 L=,

ik i | on | oo | pmes | Qs ()
1H1H 12~<18*! | 173 | 2120 (26.4) 238 (20.0) 20.7 (45.9) 4.17 (19.1)
6~ <12 *1 29 1960 (31.8) 247 (23.1) 15.4 (56.4) 3.44 (21.6)

12~<18 *2 1 1770 123 30.5 3.76
LA 2 6~ <12 *1 38 1960 (32.0) 148 (25.5) 27.5 (51.4) 3.11 (18.4)
2~ < 6 *2 39 2370 (42.2) 185 (31.8) 30.6 (72.3) 2.90 (25.1)
0.5~<2*2 1640 (49.4) 156 (39.8) 12.6 (82.8) 1.92 (19.6)
2~ <6 *2 2480 (30.9) 162 (25.4) 41.2 (46.6) 2.24 (15.9)
1H3[H 0.5~<2 *2 18 1890 (34.4) 132 (27.2) 26.2 (57.0) 1.89 (21.3)
E%~<0.5*%2| 13 1590 (29.6) 119 (24.1) 18.5 (50.4) 1.61 (17.8)
552}\1%5‘%%*3 18~<45 | 203 | 2484 (388) | 232 (50.1) | 17.4 (126) | 6.16 (46.6)

LA FEE (BT CV (%) ) *1: AT RI Ao my FE LTRE
*3 : FEHANBMIERNE DVT & D7 —#

CRIA vy L LTRE

F/. MBER Y S —m RSP NI AT A—& L LT PT, aPTT & OWiE Xa
R 52 O CHERYBIRE R OS2 O BIR 271 L 724538, PT XU aPTT Of5RIZHA D
ZHEMOHIFANTH > 72,

Z 0t
KPR L
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VI. Z2t (ERLOZEESF) ICEI SEEB

LU AN—mH o]y (LU, AHD) OFRNEN OVZEMIZET AN Z x5 & LRI T~ T
Rl W liE Th %, ]

.25
e @>
L1 RHOKEICEYHMAREEL, EREGHMDGZEICE, RTICESSENLH L. FFID
HERICHE=->TIE, HIDBKREZZREL. FFIRSOEREZEEICHIET S &, FHIISE
HHMm') XY ZEHEICFHETE A HEREEI S TGN =S, FERS PRI, MR
T EREBENALG LY. HMPEMFEOBIEZTHITBET S L. ChoDEEARDHLN

EEAIZIE. BELICEYGREZITI L, [2.2, 8.1-8.3, 8.5, 9.1.1, 11. 1. 13H&]
[fi]
{EPEEHE>

1.1 AFOBEGIZE D BB L, ZOHMNEERGEICIE, XCICELIBENRZH S, Lz
Mo T, REOHERIZH Tz - TE, AFEGOBEE 2 EEIHBT5 2 &, Fio, RFlELE
TOANC, BEICEMMm, EAHm, @R, L, M O ES . B e i o #EEER
SIIHAITIE, EMIOERT S L ofE+s2 L,

AFNC XD HIM Y R 7 % EFEICFANC X 2T SN TV RN 0 h | RAIE G HILii
WREEIZEAT 2MEBEMOAR LT, HMSLEMEOHEL +IBET 228, £/, b
DOEFEDGRD LT HEITIE, EHICHERLEEZITH Z &,

1.28&

<FRARMMAZZEASAE DA B R OB FKIMGD>

1.2° BADFREBFRARMAZAE XL AT 42 AR EFREZR DO MHASER O 15mg H2EESBEICHE T
F. HFICHOOBEENEELAEEZEET HL L. BEFEOHM) X VIZ+HHEEEL.
Bz, BEE., SHXTEAEOEECIHEOOBREIERTIEFNNHEI L, F-.
RM/NMRBFIZ AT 2BETEHEHOERIMERT EETNLH LI LMD, AL DEEICD
WTIEAELOBERELNEIRMEE LR S LHEINZIGEOHARFNEHRET DL,

1.3 B - WENFEH D DVIEHEFRZELOFRAICKY . ZREBAEICOENEL. BEDER
ICKDFRELHLONIBETNLH D, BENDT—TILEBEF. &L LILEH - BIESNHE
RIZEHZERZBEDZXRMESX. AFDREEEZDE,

L ALV R RTA vay TNRATIERE ST RN

(i)

1.2 i A OBEHEIRARE (DVT) XidhlimieZErE (PE) BE#ZOYIY 3 Mo A&, EN
TOH FEIENELEME) (NVAF) BF KT 2 A4 0@EFEHETHS 15mg 1 H 1 [HD 2 %
BCTHDLHI LD, HLOMEBEMENEE D FREELRH D, £/, FRCEREE, @S UTIRAE
DB, B D WIIPUI/IMEEZ OF 32 & Tk, IBEIZHIM Y A 7 ST H f O 8 A3 K
ToOIBRETNLH D, S5, ENEKRERIZEIT DA% 16mg 1 H 2 RO 5 %25 1) 7= IEFIEK
FRONTWDZ &b, ZOERMMEZHE LT,

1.3 BrEt[EpRE & BHE - BERANREE S DN IHEMEZE RIS & OFHIC LY | SRS AE A U, il
WX DMROEENLERD bbNDBENRH D, BHE - @SN T — 7 VEE R OF
HE « BERRANZERI0N T DO 7 BIEAVEL Tl o DVT XU PE OB L OFES MM 2 B & LT,
AFIDBFLAIZ 16mg 1 H 2 Bl G SN HE6 K OVNRICEE S G602t a3+ 5+
DIRERPE LTV, BT T —T VR E R, 2 L <TEFHE « BIBESRRER S SIEHE 27
FIDOWES B DERWIGEIL, AAlORG 2252 &,
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VII.

T2t EARLOZIESF) CEI SEEB

[
of

1

CPRIMATEZMRTROREBIREBEEICE (T 504t - EeHROMFH)D

1.2 Bt - BENKREH D VTEHFERFLEOHRICEY .. ZRMLAICMEAEL, HEDEE
[LEBMEAHOONEIEENLH D, HAT IESICFHERETOBEEWERIZIOVTT
SEEL. EELNROONGRICKELICEULGLEZTS C &,

GG
AR S D FRmATFENRATE ORMEINRE SR (PAD) & TiE, ik - SRR 2
T2 2 LBMESND D, [FRERZ M OB LE LS B ITRE LT,

. ERRNBELZDER

2. 22 (ROBFIZITBE LRI &)

BhEEH &>

N RFNO R R LIEBUE OBEERE O & 5 B

2 i L TWABRE EEENHIM., MEE H SRR ERZR M) [HinzZBhET5E
Tnnbs, 1 [1.1, 11.1.15H]

3 IR E 20 O IR AOBRE [9.3.12 ]

A FEED EoEE (Child-Pugh/2 B XIICIZHEY) b 5HEH [9.3.2, 16.6.25 ]

B IR SO TATHR L W D TRENMED & B bt [9.55 ]

6 HIVF 57 —PHEA (U hFEeL, vae'ren- U hFen, 7ZFFeL, FLrFE
L. RAT A LF BN, X7 4 FEN) BEEFOREE [10.1. 16.7.15 K]

davev iy haEATLRAERE TOEE [10.15K]

2.8 7V NVRPLEFEAl (f vTafYy =, R afy— Jafy—) Fhafs—
JV) OO ST ESH 2GR o B [10.1, 16.7.22 M ]

2.9 BMERIEMEONER O BE [IkelX < BRSO mipgEettiek s BT 28 2hnd 5, ]

NN NN N N A

N

AT LR RTA vay /NEHTIEEERE S L THARN
[fizan]

{EPEeHE>

2.1 REN DRSS 2 T RO b 2 BE 2 A s & LTz,

2.2 RFNE, PrEEEERIC L VIEBEORMZBET 2B8ZARH L0 T, “Hifl L T2 EH
(BHZAN I, H0E IS ORRMICE R i) "2z s L,

2.3 I ikEE R R M ONERRAOIC I & 72 2 i U R 7 244 0 IR B A A 9 5 B Tl o faki:
DHRTLHBENRH D Ehbiigd Lz,

2.4 ESMEIRIEHEABR I Z B\ C, PEHEEMEEL AT 2HELEE (Child-Pugh B (25380 TiL,
MAgER Y N—a PR RBENFEICER L (AUCT2M#ELLE) o Wi Y 27 238 K32 " hE
PEDRE S Ve, LTei> T, “PEEL EOFRESE (Child-Pugh 7% B XX CIZHY) O
LIE R L LT,

2.5 I - JRRFANCET 238 T, MR BB EM O L 2 B D RHMREMEICHE 5 B L,
REMICTER S S 5 HETORAEREROEMN (TVX) | EOHINEDIR « I5IR
wmlE, HAEROAEFRIE T RO—BREOEL (T b)) HAREOLNATNDZ L, IR v b
231 2 3 Eh RERRER TAK O e EIR M 2 R T HT AR bz Z b dEIRFP ORI
A5 U546, Bl TR Hive & 5 At B3 2 ATREME XS E T & 720,
F7o. ERT O LM T DARFIOMAREBRIT R < . ARER L eV IS S TR0 o
T, U SUTIR L CW D ATREME D & D et 2 B m & LTz,

2.6 [E S MER KRR\ T, CYP3A4 KL ONP-FEX o /X7 OWF 3T DR 72 HERITH 5,
U ez kb S BRE T, miER Y S—a X S URENFEIC EA L (AUC
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VI &£ (EARALOEESF) (CEI HEAE

T 2 fFLLE) | LY 27 RSB AREME R SNz, L= -> T, “HIV 757 —+
FLEA] (U R, st U e, 78 e, X, mAT 7 L)
B, RV T 4N ERGTROEE ARG E L [ VL 7.0 fFAAR L 20 M) OE
(P.135) ZMR] .

2.7 CYP3A4 \Zxt T 2 N e BAERITH D, a TRy NaEaT28H L OfFHICE Y | KA
OMmPREN EF L, HinU 27 KT LAEERS D720, “abtv2¥y NEGHT 5
RGP oBE FEESE L [ VIL7.(QD) gfffkz E 2ol omE (P.135) &

2.8 fAZE RS L U ESME R SRR BV T, CYP3A4 O P-HEZ o /X7 Ol x4 558
N ERTH D7 haF Y — a2k SN BE T, MR Y S—a PN REN
AEICEAL (AUCT2MELE) o iU 27 B RT D REEN R Sz, LIzRn-> T,
T —=NVRMERA (A v Fa)ry—n, RYaFy— IaFy— k0N ha)f ) —
b, L7 a S =V RO A7) a b — L&) OO TERF A2 R o B
=L ULz [ IVIL7.(0) fFHZE= L 2o B o (P.135) &),

2.9 ZVEMIEME ORISR O BE T, DIERICBWT 7 0 7V v - /R & S ER IS L DI
BN E I, B S IVEB M TIEBAN0T W2 e h | BRIEZ A0 5 Z &%
EEINTNWD, RED XS el lER 26T 2FAN, ZhoOBFICELG Sh-HGE, &
Bl 720 9 BN OLARE D IX<EEL, BRIEZREBETOIBZENNRHDH, LR - T,
“EVEEME DR D BRE AR L L,

222 (ROBEICIFBELAENIL)

GERREHDEMENRFCH T 5 EMMERE T R UL 5 HEEREOFKEIDNFD

2.10 R4 (Zv7F=r271)7 7 A15mL/minAdil) OEFE [9.2.1, 16.6.1% ]

CFROMTEEMEBTEOREERERREICH (T 50012 - ERTBE OG>

2.10 BA4 (eGFR 15mL/min/1.73m2A3) OHBFE [9.2.1, 16.6.1% ]

[zl

BARE (Z VL7 F=27 VT 7 A15mLMminkdili*) ORFIL, AFIOMHHRBRN N & il

OPEEER OB 522 T 5 BITBELEENIZ LN, “BArE LT F=2 7 UT TR

15mL/minkKiii*) OBRE 225 b L,

* o P RRImMA T I T OPADBE IS BT S A - ERRFEER O MG TIX. eGFR
15mL/min/1.73m2Kj

2. 22 CROBEIZIZBRE LGN L)

<FFARIMIEEAREDAB R VBRI

21 HEDOBEEE (RATIZZ LT F =027 U7 5 Z30mL/min#iH. /~ETleGFR
30mL/min/1.73m2A3) O AHEFH [9.2.1, 9.2.2, 16.6.1%H]

#: A TFLILE Sy TINERA

2.9 HEOBEE (eGFR 30mL/min/1.73m24i) O b5 HEHE [9.2.1, 16.6.15H]
[

HEOBES (KATEZ LT F=2707 72 30mL/min K, /NETlL eGFR
30mL/min/1.73m2 A&fi) Db 5 EFIL, RAOBMIEREN DVT UTAMERERE PE 235 & L
T EANE AR, &K OVNEOFIRMARIERSE (VIE) A X%I5 L U7 EEE RS ARG ) & bR
S ST 2D ARFI ORI 2 & TNVAF BEICIIT D M A o R OV By 14 28
FEREDFFEIH] | O X 5 ICEEEICIS UIoBEEZRE LR N b, EEOREE (kA TIX
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VI &£ (EARALOEESF) (CEI HEAE

JVLTF=r 70T T A<30mL/min, /NMNETiX eGFR 30mL/min/1.73m2 Riiti) DEE S
& L7,
. RAIBIT AHIGE Z & OBEREIZ ) U ARG 71 » WAL T B0 THAH,
JVTF =2 YT TR
15mL/min FiE* 15~29mL/min 30~49mL/min 50mL/min 2L |
TR -
SPAT s houseym | T P R
N (HIKT L. 10mg 1 1@r%ﬂ> N
H 1 AR SRR
P B A
o= Y= |2
PE/DVT s 25 NGRS R R
PAD e B B %§§£

* o PR T AT T O PADBEE T I T A AR - FERRTE KO INHE] T, eGFR
15mL/min/1.73m2A: i

SPAF : JEFIEAEN: OGNS BB Z 31T D M i MR AR v R OV By M SEARE D S8 JiE T ]

PE/DVT : JEERERMIRIARIE K ONif tfi A4 FERR S 0D T3 K O3 4116

PAD : TR AT HEEAMTHET T O KRR EIRE BRF 2T 5 Mt - RO M

3. MEXIIHRICEET HFE L ZTDER
(V.2 2hREX IR RIcEE+T 515 (P.16-17) #3452 &,

4. FRZERUVREICEET 5FEEZTDER
(V.4 HELAOHEICEET S FRE] (P.2022) 22452 &,

5. EELGERNIE L ZTDERA

8. EEREAMIE

<GhEeE>

8.1 7o b v v UIFHEEEYEL (PT-INR) ARSI OFUEEREERIZ DWW THEHE(L S 3L 7= fa i
TR, WEHALER Y ha o AR T T AF R (aPTT) ZEOEEEREMA L, AK| O PrkERE /E A
EE=XZ VT HEMEE LTHERES A2V, [1.1, 11.1.15 ]

8.2 HIMEDRWERANAEL D ZENRHDHDOT, LEISUTIME (N7 Afl) | FFms
OB ZFEM L, 27 ~T 7 0 v iR E DK T Il O #E RS b BAITiE,

WE R AEZIT) 2k, [1.1, 11.1.15 8]
8.3 B ITIE, B, FFHm, @i, MR, v, i R OIS, B 7R oo i

WRRD LN AICIE, ERINGEKT D Lo ETHs 2L, [1.1, 11.1.15#]

[fgn]

<EBEHE>

8.1 AHKHHIZ L 2 KL OGN 2 FEMT 2 MR & 5725, PT-INR (XU T 7 U D= THE%E
fbEn=bDTHY, aPTT IAFOMBEFIRE & OBEBESHTH D BENE < 2, L
el o T, ZHUHLOBIEIC IV AR OREERZE=2 1V 73425 2 L3RI Wiz,
B GBHAAE . S OHE OB 2 EERE BIZT 5 ENEETH D,

8.2 AAIFHIZ LV | HrEEEIEAIC LV HiLOMEBRIESEER L, Ak Qs> & O BN IR
PEOHMMAE Z 2823 H 5720, LB U ThESZORELZFE L, 2L ~T/ et
VESOTIMEOIR T ARRD 5 HAI2iE, MURAEEIT) ZENEETH D,
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VI &£ (EARALOEESF) (CEI HEAE

8.3 NVAF & &4 xt5 & L ENEMERER T, S, PAIRAYMAR, sy, EEE e Him
K ORI .25, AFIFECIBNTU LT 7 U URER D & W RBBE TR btz i
DO EEALH ML MEA BHED 722 5 R B2 RIRICBG LT 5 72012, YR AUE 2 BT H 2 &
NEBETH D, KFELTTT DR, BEICHIMCZ OMENRD 5N 5E I XERICHERE
THEOWEET DL L,

8. EEREAMGIE
CGEREEMEDEMBNEREIZH 115 B MR Z &k U2 S EREOREIDFD
EEARMARERE O AR R OB RINFD

8. 4 P/ MEFI2H & OGFHERCIE, B Y 27 BREFICE KT 2820 H 5=, KH L DG
FIZOWTIEE BICEEICHRE L, IBFE EOFRENSERMEL BB &l S 258 0,
INLOHEAI LRI L, [1.1, 7.2 ]

8.5 AF D E-HIZFIT-CRBEALE 21T 5 6. BRRAVIZ FTEE T & AVIARH O F 514 24K L
FRE L7 BITIT ) ZEDREE LV, FINREAILEDOHRGZELE S Z LN TEXR20GA
I, BEMELHMY A7 2T 5 2 L, AROFEIT, FHATCREOLER, BHEORERIK
REICRIREDN 22 < LS 200 2 & ZHER LT s, Al RAER-C/MCHBI+T 5 2 L, [1.1, 11.1.1
S ]

(5]

8.4 Pl /MR 2 FIDFAREL, Prl/ Al 1 AIDFRAREL 0 S SIHIM Y 2 7 388095 7=, Hii
ANRAL 2 FE OPFFIZOW TS BIZEEICHREF L, 108 EOAEEN RN A RE1D &
SNTEHEEORHT AL, [ VIL7.Q2) pFHER & 0 b ] oHE (P.134-136) ]

8.5 A G-t o> NVAF 38 O VTE BE N P UTRERILE 2% T 2546, PrEEEERIC X
DHMRPESNDEZBENRH DD T, ARIORKEEHE 24 BRI ESEGE U, U 1EH
DI L2 BRI RHILE 217 9 R&E Th D, FINCREMLEORIGZESEL Z LN TE
RO EIR, MEOBREYEL Y X7 ZFHE L, QEFEEZHET S 2 ERNEHEERD,
Fio, PAIFCREALEICHE S AREICL Y, MBEERIEORE) 27 NEEdrBThbbHd 2
EMG, BEOIRIEICRIEN 22 < LA 72 2 & 2RO b AFIOE 5% o] K H =00
BT 252 NN ETHD,

8. BELEXMIE

CPERITEEMETROREEIREERE(CH (T 5002 - ERBEOINGD>

8. 4 Hri/MEAI2AI & OOFRFFZIE, iU 27 BNEFICHERTI2B8ZNARH 5720, K&l L OHf
HIZOWTIE S HITEEICHRE L, 8FE Lo RN GEREL BRIS &l Sz a D,
ZNHOHEAI LTS Z &, FREMATEENITH O REEREERBFT 235 & U [EEEIL
FIBMARBR ClX, Y uRAZ Y =, TTRATLLVEOTFH 7 L alOftfidzEsn v
=0, fEREEOZEMIC OV TERIZZR VY, [1.1, 7.2, 10.2, 11.1.15#]

8.5 AH|OEHHIZFHRREAVLE 217 5 Bt BRIRAVIZ FTEE T HAUXARA| D FE 5% 12RF [ L
FRGE L7 RITIT ) 2 EDREE LV, FINOREMNLEDORGZELE D Z LN TEX20GA
X, BRAMEL Y 27 ZFHET 5 Z L, AFIOFEIX, FICREMLER, BE ORARR
REICHIEN 72 < A 72N 2 & 2B L CTvD . AIRBDESSNCHBET 5 2 &, [1.1, 11.1.1
2

[fEa]

8.4 fril/MREE 2 FIOFHEREL, Hri/ A 1 FIOFHEFEL D S SIS Y 27 B3N+ 5 729, i
AL 2 FE DOPFIZOWTIEE HICHEEBEICHRF L, 8 LOF SN faREZ RE 5 &l
SNTHEDHRPEHT D HERH D,

F7-. P PAD A LIMATHENAI TSNS L2 72BETIE, 7TABU RO/ e RT
LLDIED. FRIEROSES AL LT a A ) — VEOFIN MR A5 XA 0
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VI &£ (EARALOEESF) (CEI HEAE

8.5

HEIND, LML s, FRMATHENETHEO PAD BF x4 & L EREL RS IHE
Bk VOYAGER PAD GIE7 A Y > X dZ a v R LALAOHII/IMEEE (a2 ) —,
TIRAT VI ORF A7 L uiE) O EEIEE L T2 a2 E 2 . AR OL M
ODONTHEBRIZZRWEEEWE S22 & Le, [ VA HERCHEICEEST ER] OH
(P.20-22) KO VIL7.(2) DFRER & 0B omE (P.136-138) Z#]

TR MA TN T O PAD B Tlid. CAD Sk 2R T MThn b Z L VEE &S
DT, FHEMFIRZIT 5 %6 T WESTFIEFRIC LV PP obu/ Ml 232 2 &
WEE L& 2T, P/ M ORM SCEOFHE bR Lz BT, 5135 2 & 4B
L7z, Fio, FITCRENLE 1T O 56 OARFIE 5% ORI O\ T, M T fd
ihE 7% 0 PAD BEICKT 5 HIE - HEICBIT A AF O KERZ2EET L L b, Zh
DB xS L U lc EERIL R S MARRER OG5 E i s i #2361 2 HEICHE U T, 12 AL
R e L,

8.
<3
8.6

- ERBOFEEEA] (~RY ) DOARANCEID B Z DA, RIEIOFRIRN XL T #5253

« KA DBTNT 7 U o ~DY)Y EZ RSB THEEEEH S0 2 722 2 TREMEAVRIR S

o AFID D IERFIOPEEEANCOI W B2 556 AflORG 2L L, REIOARF R G3TE

BELGEXRIE

HEH@>

ARF LA OPIEEEA & DUV EZICBWTIE, U TFTORICEETLZ L,

INVT 7 VDO ARANCEID EZ DZMERSLGEIE. V77 ) o ofehzdik Lz,
PT-INR%, MKEEEREM A 2 340 L, 16O TR FIC/e o722 & 2R Lok, ATk
BRSO AF OB G ZGT 5 Z L, [16.7.9% ]

TIE SR OO0~ 2 H AT ST FFeiHE T LR L0 . AR ORGEBRMGT 52 &,

TWLOT, JulEEERPHER S D X OERE L, PT-INRSE, MHEEEE REM A D23 R
WMOTREZEALETIE, U7 7 U eARfZHT L2 L, CUNEOEIRMARZEERIE 2
K5 & U EBR RS IAHRER ClX, V7 7 U 22 MO L& ICPT-INRAHIE L .
20l ETH D Z L MR TE I HAICARZ I L, ) ok, AFIOR G T 1% 2488 H]
PR 5 £ TIE, PTAINRIZV AT 7 U > OFUEERIEM 2 IEHEC B L7220,

SV NS PURE A O BRI 53T TG 2 B9 5 Z &,

8.7 MIEMMEENH LD Z ENBHDHDT, Kk, MmEK, FFRREE, BEAEOERNH G D
NIGAITE, EONICEREICERK TS L) BFICESETs 2 6, [11.1.35H]

[fEan]

<EXhEEHE>

8.6

1) NVAF BE 24 L L-ERSIHERRICIB N T, L7 7 U CORNRIRICS kX AHIRE

2)

WZEUT T Sz BE IR AN B 2 2 EFHMEEE (EXRA M 3UIERT
FR VWK & 72 5 i) OFRBIRPENoT, VLT 7 U 2 inbARFSDOBATIIC
. R PR EERIC L A MY A7 ROWIEEEH O RIZ X 2 AR ZERIE DFIE U A
IR INDZ D, UIDEXIZEEL T, LEMEZEEISHE L, 910 B i
K ONMARZERRE DI BLABET 572912, PT-INR %8, MyREEFEREM A 2 $8ENC 5206 L, JR%Ik
D FIREATIC /2 o7 Z & MR L1214, Al RIS AFI OG- 2 BMG3 25 2 L B L 7
%P

AN EOVERF|OBFUEEFE A D AFNCE 0 2 D56, NVAF O NBEZ 5 & LE
WAMETIAEEBRICHE L CWAEEFEESEIZ, TIREIOFIRN UIEZ TR TE I
REf D 0~2 WA SUIFHeiE T B L0 | AR OTREG LG5 2 L) LEEWMET D Z
L,
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VI &£ (EARALOEESF) (CEI HEAE

3) NVAF H# &4 & L EWNAVE IR O AR F B GRECRBWT, ARG TH%ICT L
7y Vo EBMGETDZ L L LA, U0 B RCHIBEBEER A AR T, BEE PT-INR 23 A#%
WO FIR%Z FEISBENL L, ZOHZITmie RSN LIZER & Eh Tz,
IS, KRALGLUNLT 7 U ACHD E X 586, PUREIERBMERF SN D L2127 5720,
PT-INR %5, MigEEEEMRAEOMESREIRO FTIRA B2 5 TIIAAE LT 7 U 20T
D2l B, AAIOE S HIEE 24 B2 RET 5 Tl AFIOHUEEEER 2Y PT-INR 12
WET LI, U7 7 ) OPiEEERN EMICKRS RN &6, FEMMET S Z
&L,

4) AHFISEFHAPTEEERNCYI D B2 5 ke LT, NVAF B2 x5 L LENE IR C
X, FAERRILERT (]9 2 B) ORBRIE (REISUIARFO 7 Z7ER) ik L, RERGE,
Fio 2 BRI XL VIR EORS W ~RY > (5000 AL &2 72< &6 1 H 205 FiESH) OFBf
B 5% T 5 EOREEZ BB ITEERET 2 L& L,

8.7 FANIZEWTIZ 2012 4F 4 HICEANRIEABM SN T D 2014 4 1 A £ T2, AFIIRABL%
BATHEEMER RN & OO TIEFI 13 FlE I TE Y, FITIIFCICESTEf S o7,
AN IR T O BFITR LTI, ik, g, FERINEE, BEER D b Hallid, Hme
PICERECHEET 2 L5 ET 22 &, £z, MEMEMZEROIGBRIZ OV TIEEE &R
THZ L, 72k, /MR VTE Zxtge L U7z ERSIEE S MAERRER ik, RIEMHEMZERORE 1372
Mol

8. EELGEANIE

GERREMDEMBBEICH T D EMMEKEZED RV E S EEREO SIS

<EFAR M AR ZEASE D6 B K O F F 4D

8.8 IRMZENTLBITEBICARIZRM L, RO EA1IBIORMZIT S & 5 BFITHRES
5L, RZENTSEAETYH, —EI2B0 ZRAET. KOMRM £ T120M 2L E221T 5 X
o, BEIEETS I L,

t: A4 LILNESA>Oy TINGE

8.8 1H 1 GHFZIRHZENT-HEIE, FHF THIUTELIZAKIZRA L, FHORMNT
TRVEAE. 2RI 2 IRAE T, RORARZNZLR S ZRAT2 X H5mET 52 &,
1H2[E G5-RFC1E H O Z SN 61E, ELICAFZ RS 520, 2B HiZ2E145 % kA
SHETHEW, 2EHORHZENTZELEIE, FH TOIVTELICRAT L2852
L. 1H3EE GRFICARA Z SN -5A81%, S0 IiRAE T, RORMAEZNCHBET 2 X9
g5 L, BHOLIFRD O 1B I2E], SEIORMAZITS LOHETHZ &,

(]

BENARORA Z SN AT MARFERIEDORIEY A7 NEE DN, TOHETEHL —EIC 2
FoyERHALTCLEY EHmMY A7 03@EED, 2. RAZEN-Z &I T, T <ITIRA
L., REIORMA EOMBEHAELS 2oL aIlc b MY 27 O EANGEHINDZ b, TOHR
FIWHRETHZE, A7V VLAV RTIAvay 7/ NEHEZ 1 H 3 F&EGEOLAEICITRA 2 5
ZEIZERMANT, TCITRA L, KREIORA & ORBNELS RoHAaic b Hm Y A7 O EFH A
fEIENDZEnD, TOREROZOFKRIHEET L &,

8. BEELHEXRNIE
CFROTBEMETEOREEIREEEEICH (TS0 - ERRTREOINH)D

8.8 IR Z EN/=HAIE. SN0 AET. WOBRAKZICHERT2 L 2BET52 &,
[fizah]

E B FE MR E VOYAGER PAD/EER 17454 Tl IRAZENT-Z L 2R DWW AT, #

—126—



VI &£ (EARALOEESF) (CEI HEAE

HA_EWFZ» 6 6 BHUANTHIUTZEHIcEE L, 6 Kz E TW o 5al3 58912k
DEGRFZNC BT 2 BE & LTz, FRMmATHEN TR O PAD BHFICH L TiE, KAIK
EXHZOEFITT A ORI S, —EOBRETIIINGE —EHH I e e RV Ab s
D05, B OHFEANTNT G KA ER N EF L LI2REETHIUT, —EHIRICH 20 FhoFy
BRI SN D, S OICKAORGZ ENIZHGE LR EGTERINKS LIGED PK /N7 A —
Z OHEEMED LI D, MHFICRERETRD SN hole, THHDT b, AFIOIRM %
BN EORGE LT, R Y 27 ZkET 57201, B aEIRAE T IROARMER
NCHRT 2L ETL L L L

8. EELEARNIE

8. 9% AAIB G- rh o> B TA AN A D3 H I S 3Lk ofn DRI 732 HH i oD 8 BRLRR | ASH 0 e VR oo
MaEME LT LA, FRAITHLT T2y N 777 GEETHIZ) ORM
XEZLTSRL, 25, MEAOHEICEET ER, EELAEANEE, FFEOYRE
B+ 5BECHETERE. BWERSOMH LoREEoR# AR+ 52 L,

AT ULV RTA vy F/NRATIES L

[fi#zn]

TrTrXYRy b TAT7y (BEEBEZ) A, TEEERAE Xa KrHEES (7N
o U AN—m X RN RN N UV KTIY) RS R OBREICBIT A, EhE
739 i 33k i R e il O FEERF O HUEEEEH o R &g - ZIRTHEBINTWD Z
L, ZOX S T AFOFUEBEE-H O T fE LB & 555120, FRAloR
MEELmERT LI E LT,

8. EELEARNIEE

<FRARMLI2 EARE DA B R U BEHINGD

8. 10" ARA| DGOV T, ER Z & OFFRMARZERE (BRA Tl G ERIR AR E & O
fifi AR FERRIE) OFERE U A7 WNCTHIM Y A7 ZEE L CHRE L, BREMERE LRnwD
L,

8. 11% RFIT B DTS IR A e S VAl i A2 SEARAE T8 % O A 3 ] 0 15mg1 H 2[E1#% 5-H11 %,
DY A7 1C+3EETDHZ &,

8. 12" B N\ DVEE AR MARAE SV AR ZERRSEFRIE R O MIMISHEMIZ, Vv 7 7 U U b ARAI~D
IR 232 52 L, WIMISHEEEREIL. UL T 7 U b ARKFI~DY) Y 8 2 W2 HTEERE
TERB AR+ L7225 Re 2 BE L E T B2 oG 2 EEICHET52 &, [16.7.9%
R

8. 13" Al A DG ER MR M ARAE S I3 Aili i A2 FEARIEFEIE % DO AKI15mg1 H 2[RI 33 i 5 5- R IR % =
NEHAE. EBICRAL, REOLIHHER30mgE b Lo, BEICEE T Z L, 20
A CE2bSERASETCH LV, BEHSIEH2BIORAZITH L) BEICHRETS 2
Lo

8. 14% /NRIZARKN 2T 2546, ANEOPBEEFRIEICHE L ERH 2 WIXZOEED L L T
IBRE1TH 2 &,

AT ULV RTA vry TNRHATIEERE S LT RN

B4 LILERZ420y TINRA

8.9 KA DFHWIMICHOWTIT, FEFIZ & OFIRIMIRFERIEDO I Y A 7 W NI Y 227 2%
BLTIREL, EARLAHREG LN &,

8. 10 /NEOHUEEERIEIHEE LZEM D 5 WIEZDREDO S & THRIEE1TH 2 &,

(il

8.10 ik A® DVT XiZ PE Z x4 & L7z EWNAMEIARRAER TIX, VIE OfFFE Y 27 L OHILY A
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7 ZEATDVEIET LT, BE D SRR SIS E S 7z, £7-. DVT XX PE RJEf% 6
~14 » A MPUEEIEE 2 2 0 TR o BE 255 & L2 ESVEITFERBR IC B W T, AFIO K
iz 7= 5 VTE FREMEOFAENR RSN TWD2, HAAD VIE BF TiL 12 » HE#Bx
DEGIIRFT ST,

—J5. /NRVTE Zxtg: & U7z [FEEE LRSS AR TlX, 2 Ao 7 —7 L ES# VTE B
DEAEIITFER WM A 1 5 A kEERGHEZ 3 » AL L. £ofMo/NNE VIE BF DY
AT TEERESME 3 » A, RERSGHIRIZ 12 » A EREINEZN, FE SN REHIH
F 0 HEH IR Th o 2 BE bR LTz, EBRKR TIES Z L ICiRIEDOFR Y 27 & H
MY A7 %BELT, EOFIESH L WIERGMHBEO FTELHE SN EBZ 6N LD,
AFN O EHRENCHOWTIE, JEFIZ L O VITE OFFREY A 7N Y 27 22 E L CTIRE
L. BIREMkpi G- L2 &b Lz,

8.11 s A ® DVT XX PE FIEZ MM 3 MR\ T 15mg 1 H 2 BN L A #iifissbiEiE %2175 k
T, Wil Y 2272k 5+ BN ER DR E LT,

8.12 A DVT K& PE FJE# O#IH 3 HfE X, MAeilE & O DVT XX PE O FEAEMNHICE5 0
HZENEETHLZLITMA, BRIV AZEENWZ ERFEINLTND, LEeR-T, T
77 U vk LHEEEREZ IS T &2 2 LT & TH Y, sl ADDVT XL PE kO
W 3L, U7 7 U U mBARFI~OEY D F 21T H 2 & L L,

—J5. W1 3 ENEHEKIL. UL T 7 U L BARFIA~DOY) Y B 2 R CHTEEE R SR 14y & 72
LA REME A BB L LT B oS A E BT & Th D,

8.13 kA ® DVT X% PE BE O 3 MEAE TIX, 15mg @ 1 H 2% 5 TH Y | MieiBHES
DIRFEIREH/L ZEPBREINDZ b, RAZENZSGEORNEE LT, BEHIZRA L.
FHD1AHERN 30mg L7589, BEIHRET L2 L, Z05A. 1 HORAENEH D
eI 1 EIZ 2B ERASED 2 EIFFEETHIN, BRELOIEER 2EORMAEZITY L)
B85 &,

8.14 /LR VTE HEZxt5 & U7 [EFE LR S AR (ZHL AN DALz B AR NEFNIBR 53T
%SNS R VTE ST D ABN O G2V TI, 1GEIFIECHE BT D IEMICE Y,
JEF Z L DR T ¢ FEY R PEHI S AL, B KOOI 21T > T a2 2 & b
L7,
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6. HENDEREZATIBEBEICHIT HER
() &HHE - BIEEZFOH S EE

9.1 GHHE - IERZEDHLHESE
<EheEaE>
9.1.1 HIn) RO MNEWNEH
LN X5 8 <k, HiofatEnii k42, [1.1, 11.1.1%H]
- IEMPEEO H 2 BE (/MRS ESS)
- BEEEED B D BE
< RV RO IR B O B 5 B
- 3 b — LT ARUNEE O & IR SE O B
- M PEREIOE O BB
- TRENMEEMEES O B
- TREME OTE B L E R E O B
- LB TR RIER A O WEE
- BHEAN MM AIER B OERWEE
- FFBEN UM LS B 0 b B R
- IERECIRO FE B O WEE
o RUE SCHEBRIE ST i O BE E D & 5 B
9.1.2 BEREDEE
I OfERERE KT 5 2 E0nd 5,
9.1.3 BEEHHILEREEDETNDOHLESE
TS EMA B R E 6 DU e PRAICEE T 5 Z &,

P ATV UL RTAva y SNRHTIERE STV RN
[fiz#]
<EFEEHE

9.1.1 AANOHBIEM (HUEEEIEM) (280 o fiik M Qg 2> & OBV I AN D i 25 2
LEENNH D, £, LMPFEEIIEEERE O H 5 8 TIE AFORGIZ XY Hi a8
REnsBZNR3dH5 0T, LFOHIM Y 27 3@ WEBE~ORG-OEGIE, 1HE EOALE

PER O OfERMEZFHI L 72 9 2 T, HEICHBT 20803 H 5,
- B PEE O H D B (/MR E )
- BEEIFEE O H 5 A
* SERME ST RNED H PR R
« A2 b — /LT E IRUWESE O S L ESE
+ I PEREREE
- ARV O BE
- AHEVE ORIV LAE RS OB
C HLETEGFAER A DWW EE
» SHEEP M SO H I FETERE H O A
- BN SUTNI I B o & 5 B
* I FBECIR O FA1E B OV EAE
 SRUE SCIRSRIE S H i OBEE D & 5 B

_ =

HNEESS T DVT X3 PE OHFERKFTHL 2 NN TEY, AD DVT Xt PE %X}
S L LT [E A TAHRRER TIAHIRE N O IREHE O WIS TH | [HBEEEME RS O
AOFICIN T, MRZERIEDOBRBENEWIZT TR, HIORBBBE S &V &R
WO, EOMOBEHERZOWTIX, —RICHILY 27 BEmWEBEFEOFF L L TR L

77
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9.1.2NVAF #4554 & L-ENEIHARBRICIHV T, (KED 50kg UL OESEHA DL

FEAGIE H O BRI, KEH 50kg 2B 2 DO EHAOBBRIIE~NEHHETH o7, S HITAK
FIFED 50kg LA T O O R EEFHHEE ORBFEIZTILT7 7 U R LR L TH &
fEzpr L7 [ TV.5.(5) B - FAERIRER) DI (P.83-85) ] |
—J7. BRAOZMIEGEE DVT T atEftt PE B 2605 & L EWNE RISV T,
50kg Afifli DFE 3B T O M E BRI B DI BN, RGBS AT VT 7 ) RS
g U CARIBE CRafEE R 2 Loz (FHR) .
LorL, IRAREF TORGREBRNE SN TWD Z X, NVAF EBE 235 L LR RERIC
BT, RAEOEBETHIMLY X7 BEIMT 2 EEN RSN TNDL Z b, BED
WEABIR LN OHEEBEICEETOILERD D, 2B, FFEOKEZDLT M EESL, 5
WIETFREIZ Z ¢, HLOBRIENE LS EDD LEB 2 bnianiod, WKL 2 55
EDKEEZ Ty bATEE L TR#HE L TR,

BADBMEERNME DVT RIEEMHERNME PE BFZXR E LEERFIERERICE T HEETR

DEEHTEFFMBBR FEER
J-EINSTEIN DVT J-EINSTEIN PE
(ko AH AHA ST~ Y AF T ~Y
10mgl H2[F] | 15mg 1H2[A] DT 15mg1 H 2[A] DT
—15mgl H 1[5 | »15mgl H 1[=] —15mgl H 1[A]
50kg 33.3% 0.0% 0.0% 0.0% 0.0%
ESC (1/3 1) (076 f51) (02 1) (074 f51) (0/1 1)
50kg 10.5% 10.5% 10.0% 3.8% 0.0%
sk (2/19 #1) (2/19 #1) (1/10 %) (1/26 1)) (076 f51)

* o B MSUIRER TR WA IR R & 72 5 .
BB, I OMBRTERZHMIIME S L THaen

9.1.3 BB LE R ED H 2 BEICAF N SN GE6 . AR OPUEEEERIC L EEH
MOERMENIE KT 2BENNH D570, BEMEECEREICHT 2@ 72 FTRHICEET 5
ZEMNEETHD,

9.1 AHHE - BERZEDHLHEH
CPFRRIMITHEMEITROREENEREBEICH TS MM - ERBEEOIMNFD
9.1.4 BNZEPRIF—EHREDFKE (TIN) OBREEROHIESE
Ji 2 HR SUXTIADBEIEIE D & 2 T I AT @I e d 7% O RAHEh IR B 121, ARG O
WEZEEICHREFT 2 2 &, FRC. WAERIRIER B OERWEE LUl MEAI2H 2 0FFH LT
LRERETIIHMY 27 BEKRTLBE008H 5, THRIMAT M T% ORI Eh AR B R
xR e LA T, YsBEEREO & 5 BE IR SN TN D,
[fEwi]
TR AT E NG T O PAD BE %5 & U7 EFR LR M ERBR I BV T M2E T T TIA
DEAERED & 2 BE DR SN TR Y | YRR Z A 5 E8F 2B 5 AL L 2T
BRI SN TN END, ZNOLORFICBIT HIEERKRGOLEEZEERELT L &
L7ce F7o. FERRICBW TR, FRIMATH@EMAT% O PAD &I LTT AE Y 2k
THOPI/IMEIEEZ SN Z ERH D EBEZLNLHM, HiLY A7 O¥INBEES LD D
T, i/ MEA 2 FEGEH L TW D EBEICHT S AROREG 28T D Lo EERET 52 L &
L7z, [AIERICIMZE R RIE. H DR WEE B W THEHCHIm Y 27 R KRTI28FNnH D 2
EEFEMUETHZ L& LT,

—130—



VI &£ (EARALOEESF) (CEI HEAE

(2) BEREEfE SR E
9. 2 BEMpIEEEE
9.2.1 BEXR2NEE
GERBEMHDEMBIEEICH TS EMMERZ D R UL S HEEREOREMFD
<EFARIMAE AR IE DA B R OB HRIFD
BE LW &, AZESRE LEZERNABIERRICEWT, ZVLT7F=0 70T TR
15mL/min ki O BEIIREA S TW5,  [2.10, 2.11, 16.6.15 ]
9.22 EENEBREETEE
GEFIREMSDEMEEREICH TS EMMERKZE DR UL B MHEEREDRENHD
AFNBE G- OS2 EEICHRFT 5 Z L, AFIOMHPREN ERT5Z ENRBEINTND,
EWNAFEMAARRICIBWNT, 7L T7F=027 U7 72 A15~29mL/min D BE (X RAA ST
W5, [7.2, 16.6.1% ]
<EFARIMAE AR AE DA B R OB HRIFD
e Lz b, RAZNSRE LEEERNAFEIFERBRIZCBNC, Z2LT7F= 27 07 TR
15~29mL/min® BE IR STV D, F2, NREZ NG & LKA T, eGFRAY
30mL/min/1.73m2A i D BF IR ST D, [2.11, 16.6.1% ]
.23 FEENERENDHLHEHE
GERBEMHDEMBIEEICH T2 EMMERZE D R UL S HEEREDRIEMFD
<EFARIMAE AR E DA B R OB HRIFD
ARBEGEOEGEEEICKRFTT L2 E, KATIEZZ L7 F=2707 72 A30~
49mL/min. /NE TliZeGFR2330~60mL/min/1.73m2MD BEF CAFOIMTEEN FH 45 2
EAURBEINTEY, HOEBRENEKRTLZENnH S5, [7.1, 16.6.15H]

t: 49 LILERSA Oy TINRA
9.2 BHEEfEE RS
9.2 1 EENEEEZTOHIEBEEXIITEL2DESE
BH LW Z L, BRHEB T, USRm CIE 2 L7 F= MENRIT.5/ 33—k ¥ A )UE %
x5 HBE . RO1RLL ETeGFR2Y30mL/min/1.73m2 A0 O BEITFIA STV 5, [2.9,
16.6.1, 17.1.1&MH]
9.2.2 hEENEBEEENDHDEE
AFNF GO G ZEEICHRHNT 5 Z &, eGFR2330~60mL/min/1.73m2M H3 C I P fE )
FHRA D EIRBINTEY, HILOLRIENEKTHZ LR’ 5, [16.6.15H]
(7]
N Z SR E L [EANGR R T, 7V 7 F =27 U7 T AN 30~49mL/min @ %%
EEEERNI LTF= 7 )T T AN 15~29mL/min O & JEEEEBH ICAK 2 %5 L
LA, 7V 7 F=r27 07T AN 80mL/min ML EOIEFEHE I/ VT F=0 2 )T T
A 50~79mL/min ORREBFEEEBRE LI LT, BERL OSSN ZOE (BUEEEER) O
BEAFERO BTz, Lo T, PEEL EOBEEREITIL, AFIOEL 2 EEIHKT 5 5%
EWRH D, B, RATIH, BAE (L7 F=227 U7 72 A 15mL/min Kiifi) © NVAF
BEROEEOBEE (RATIZZ LT F=227 U7 52 A7) 30mL/min &) © VIE BE1T
B ThD (VA AELOCHRICEET EE) OHE (P.20-22) &),

INRERSR L UT-RRERBR T, 1M ET eGFR 28 30mL/min/1.73m2 A 00 8 FE 0 B REfE
IR S, 1 AR CIIE 2 VT F = AEN D 975 R—k XA VE (FR) 2@
2 HBEIIBRSN ST, B, BARAD/NEVTE B35 T 1%l E 2 MR o%A1T. g v
T F =K 0.93mg/dL LA ED b O 1R OGAILNIE 2 LT F AER 97.5 X—k U Z A )V
BEEBZDbOBRRIN STz, ZDD, ZhODOBFICKH L CIEGEEAZTH D [[VI.2. £
BNEELZORE) oHE (P.121-123) ] . £72. /WO VTE & 255 L Uiz [EHERILRE
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SMAHGER Tk, ARABEGREO PR 329 ] 0 HEFAEN ER (eGFR 7% 90mL/min/1.73m?2 LA
b)) 7 uRBRE 1L 286 B, EREETEIEREREE (eGFR 2% 60~90mL/min/1.73m2Ai) DR 1L 33
B, PEEEREREREE (30~60mL/min/1.73m2 Kiifi) X 4 FICTHY |, BEEDOH HBEIZBIT
DEEMEERITIRONTND, LR > T, REEU EOBREEREITIT, AFOKRL 4 EE
(MW D MR D D,

\ Mg 27 L7 F = flED 97.5 78—t o Z A JVIHE
i (mg/dL)
2 i 0.52
3 i 0.46
4 i 0.42
2 5 A 0.37
3~5 #» A 0.26
6~8 » A 0.31
9~11 » A 0.34

9.2 BEHEEfEEERE
CPRRLITHREMETROREEIEREREICS T 5112 - ERFEOIMNFD
9.2.1 BFR2nEE
BhH LW Z &, PRmAT AT T# O R ENRE B 2t 5 & U7 [E BRI [R 55 AR
BRICBW T, eGFR15mL/min/1.73m2Rjii D BE XA S Tnsd,  [2.10, 16.6.1518]
9.2.2 HEEXIIEENDEEETEDHLHEE
ARG OEGEEEICHRHNTH I, 2V T7F=0 7 U7 T A15~49mL/min D HE T
AANOMAPPRREN LR 22 EARBINTEY, HLOERENHERT D2 E1H 5,
[16.6.1% 7]

[z ]

9.2.1 BREDBHIZHOWTIL, BIERDA 7 H L)L b 10me/15mg ORNEEIBDOEE L [FkE L
L7228, FREMAT M EITH% O PAD B 2 xf % & U 7o [E S 4L A 25 I AH 3Bk < ik
eGFR15mL/min/1.73m2 Al D BE & Rk L T 5,

922HEE (/LT F=2 7 UT T A 30~49mL/min) N OEE (7 VT F= 20T T
A 15~29mL/min) OEFEED H HEH TARAOMPREN EH 352 EARIBI LT
Do HENIIHHEEOBEEZAT D FEMATHENETHO PAD BFIZBWTIE, AFIE
HO@EGEEEICRMNTI2MLERNH D Z L E2EFEEWRETH-ORE L, B, ZhH0H
Faxtg b Uz ERR LR 5 AR BABR CII B RE R 2 A 3 D B E T 7 e 2 e ol &I
R SN oz,
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Q) FrHeEfE =8

9.3 FFHkaErfEEEE

9.3.1 BREEEZH SHEREDESE

B LpnwZ b, HinofEmERERTsB8Ennd 5, [2.35H]

9.3.2 MEELULOHEEDHSEH (Child-Pugh/5EBX (FCIZHHH)

BH LN &, RFIOMAPREN EH L, HiLOfERESERT 2B8EZ01H 5, [24,
16.6.2% 8]

[figsn]

VIL2. 222N & 0Bl | oIE (P.121-123) &

D) &ETEREEET 5F
BRIE STV

(5) 1%
9.5 HELFE

I b ST IER LT 5 Al dE iOD%E)ﬁ G LanwZ b, B ER CIRBREENE (7 v
M) . FEAMm, BB iﬁ)&ﬁo%ﬂhéﬁﬂa’( REFEIAEROBNN (VX)) | Sk
@t%bu EOIR - i R, Hj@ LOAETFRIE TR O—REDENL (T v ) ﬁx%&iénf
W5, [2.55H]

LAY LIV RTA ey TNRATIEERE S LT
(ﬁanf“
fe RT3 23R C, R R IKIEH O R L O D RHREIEICIE S FE AN, RF8)
wiz %@%6bﬂé%;f@ﬁw%%$4@ﬁm(?#%)WEFK26)$h%iﬁ PR )
DIE (P.156) ZMR] | HEOHME O - fRIEEME, HAEROAGFRK T R O—BIREDE
(7w ) @ [ [IX.2.() AsAsEERE] 0FE (P.156) 2] | HRT v MIBIT 58y
FhREFBR CAKI O AR @A ME 2R3 AT A 69 [ [VIL5.(2) Ijg-MeagRarI@iart) oE (P.114) &
] A@HHENTWD,
TR SRR L TN ATREME D 3 B e~ D 5B TH 5,
[ VL2, 22 NE L& = 0Bl ) oI (P.121-123) ]

OFEER
9.6 RELWF
AL EREE LW, 3 FER (7> b, BOE) CTAHFICBITT 5 Z Endls
SNTWD, B FORAFIIRBATT 2 Z EAHESNTND
*LATYLLVRRTIA v y T NRATEHEES L TO 2N
[fEmi]
HELT7 > MIBTHERT, KFDRHITFITBATT 2 2 LA EE 0 S TWLH0 T, #ILFo
TR GTHZ L 2RETH Z ENEE LU,
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(T IMNR
9.7 MR

CGEREEMEDEMSNEREIZH 1T 5 R MR ZE B &k U2 S EREDREIDNFD

CFRRMTBEMETROREBIREEREREICH TS ME - ERFEOIF])

9.7. 1 /N 255 L U IRRRBRITER L CTu\7gn,

<ERARMARZEASAE D ABE R U BRG]

9.7.2 416 » AR O FRElZif 44 2 IR~ IAFIREC L 1R oA SN fEtE 2 E
LMW S NDGEICOR, BEORELZ+FICBE LN OHREGT 5 L, A%6n H A
DO FRRICHEYT LA 235 & U BRRBR X5 L CTu7Zauy,

- TERGIR Z3T W A i
- K E2.6kg A
- BRSO A0 B AR

*

8

A THF VUV R RTA ey Z/NEHTIEERE S LT

[z ]

9.7.1 NVAF £ Tid, /NI 2R 720 T2 ZaMEDHESL L Ty,
TRMATHENAET T D PAD B 2 xt5 & U7 [ERS LR AR ARER CIE 18 MRt g 1
FANDBERAA L TEB Y, BRI L THRY,
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BAREGR 1 (0.16)
R 3 0.47)
I L 1 (0.16)
e MK 1 (0.16)
e DR P IS 2 (0.31)
B S My OVl ALk et = 9 (1.41)
TR R 1 (0.16)
28— b A NMEERE 1 (0.16)
HH i BE 4 (0.63)
6 PR P I 5 (0.78)
A A L 1 (0.16)
B, EMER OGO £y 3 (0.47)
(TR R Y —T & Ete)
KNG HRAE 1 (0.16)
[N 2] 1 (0.16)
/KRR e AN B 1 (0.16)
PR R 10 (1.56)
Jibd HH 1. 2 (0.31)
JibFE FE 1 (0.16)
P 1 (0.16)
FFENME D 1 (0.16)
M B 1 (0.16)
GIEpS:) 1 (0.16)
=X AEES 1 (0.16)
ke H i 1 (0.16)
FRLR H if 2 0.31)
e 1 (0.16)
GIE: 1 (0.16)
R e OV B P 35 (5.48)
il 24 (3.76)
EX AR b 1 (0.16)
B A 1 (0.16)
PR IR M J e 1 (0.16)
BEIR 2 (0.31)
BRA 1 (0.16)
e 5 (0.78)
PRAE H i 1 (0.16)
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=z
(=]
o

¥F) ICE9 5IEH

ENEIAERE () N—a 0 ff)

BIVE D FE %k (%)

A R M VLR P 3 0.47)
P I 2 (0.31)

2 H 1 1 (0.16)
MER e, M B K OMERR B2 101 (15.81)
£ 88 (13.77)
W& 1. 14 (2.19)
R M S 1 (0.16)
B R K OB T R kb 60 (9.39)
i AE 1 (0.16)
MR EAE 1 (0.16)
AL 3 1 (0.16)
ez 2 (0.31)
FZ T H 50 (7.82)
AL 1 (0.16)
JTUAR HH i 3 (0.47)
ESEShd 1 (0.16)
SRETE 1 (0.16)
5 2 (0.31)
B RE Hiif. 1 0.16)
L M 2R TSR 1 (0.16)
15 12 (1.88)
1fn f 3 0.47)

HH Ifi 7 (1.1
i I 1 (0.16)
HimpEs g v 1 (0.16)

MedDRAversion 12.1
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O D REBEFARIM AT K O Ffi M 12 FASE B E

EWNSBIAEAER GRBR 14568 K OFER 15960)

2R SUE BB 77

BIIE A 45 0 BLIE B 5 30

BIIVE 2 D3 B 39.0%
ENEIAERE (U N—o X8
BIVE D FE Gk (%)

AR e 2 2.6)
AR 1 1 1.3
AR 1 1.3
B R E 7 9.1)
lieEm 1 (1.3)
5 F 1 (1.3)
1 PA] H 1 1.3
I AE P 4 (5.2)
1 1 1.3
1 D JE . B PR 1 (1.3)
—f - EHREE R OGN OIREE 4 (5.2)
AW P e 1 (1.3)
ZE IR AL (i 1 1.3
TN 1 1.3
) 1 (1.3)
JHF JE 8 R P 2 (2.6)
Fpkne B 2 (2.6)
B L OLE A PHE 1 (1.3)
B T i i 1 1.3
R 5 (6.5
ey e s 1 1.3
PR I B 2 (2.6)
R RE R A SR 2 (2.6)
R OV S P 1 (1.3)
1B PER R4 1 (1.3)
WEOR g, R K ONRERR P 8 (10.4)
M Wik 1 1.3
S 6 (7.8)
W& 1fiL. 1 (1.3
B M R 1 (1.3
B R OV TR e s 10 (13)
D7 1 (1.3
B2 T H 8 (10.4)
RO H i 1 (1.3

MedDRA version 16.1
(3B 14568 KL UVHRER 15960 D U /N— 1 4 U EEA RS
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O/MNE DR M2 AT fE BE

ERILEIZE AR ARER (GRABR 14372)
2R VEHA R SUE B R 329
B VE FH 45 0D F BUE 4% 90
BIIVEFZE DR BLHR 27.4%
FEI B L [ B8 TARRRER (V) S — 1 93 )

BIVE A o fgE e (%)

MK LY R EE 2 0.6)
HH S K] 1 0.3

PR HH I 256 2 0D B nqe 1) 1 0.3)
IR B 1 0.3)
FEEL H . 1 0.3
H kR 21 (6.4)
R AP 1 0.3
fE R 1 (0.3)
R 1 (0.3)
T 3 0.9)
I 1 (0.3)
HH i P R 2% 1 0.3

5 H 1 1 0.3
P 10 (3.0
1 PPN H fn 2 0.6
GIVTIN 3 0.9)

Mg - 2 (0.6)
—i% - EHEER L OGO EE 6 (1.8
17 —7 VR E AL H if. 1 0.3

I T7 3 0.9
LR 1 0.3
I 1 0.3
JHE AR SR P 3 0.9)
JIE 5% [ 1 (0.3)
JH I RE 2L 2 0.6)
JRYLIER L OV HUE 1 0.3
M e~ LR 1 0.3
BE, fEk L OWLE A HHE 21 (6.4)
T AIE B G- 1 0.3
HFE A B 5 1 0.3
A5 9 2.7
B BEAL H ifn. 2 0.6)
QL& X % 1 0.3)
AR = H 1 0.3)
B i fi 7 2.1
AIE; H . 2 (0.6)
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VI &£ (EARALOEESF) (CEI HEAE

] B 3 ) 26 AR AR (U N — 1 S N )

BIVE R OFE%E B% (%)

B AR IR A 6 (1.8
TEMHEAEER 7y h e Y R T T AT IRERIE R 1 0.3)

TIT=rT ) T AT =T — BN 1 0.3)

TANRGXUEET I NI AT =T —BHIN 1 0.3)

MU L e 8N 1 0.3

T4 7Y DA A ~—Hhn 1 0.3

y =T NEIN T AT =T —B N 1 0.3

B E5- 1 0.3)

=0 N = e S 5 TS 1 0.3)

(REHE N 1 0.3)

R L OseEREE 1 0.3)
BARHGR 1 (0.3)

B kSR L OV A MLk R 1 0.3)
BAfiT 1 0.3)

PR R PR 6 (1.8
FEMED 1 (0.3)

FIEbR 3 0.9)

BERLTE 1 0.3)

FEAEFEAE 1 0.3)

BB L ORI EE 3 0.9
ifi R 1 0.3)

5 Ot £ i, 1 0.3)

JRFA 1 (0.3)

ARER R L O EREE 23 (7.0)
H IR e 1 0.3)

H#&ia 20 6.1)

AIEF 5 H . 1 0.3)

i HH . 2 0.6)

PRI 2R, FEREs L OWERRRE = 21 (6.4)
S i 20 (6.1)

Jifi £ 1, 1 0.3)

F2 & 8 L O MRk 10 (3.0
it B AE 4 (1.2

MR EAE 1 0.3)

T LV X — PR E R 1 0.3)

HIE 2 0.6)

B i, 2 (0.6)

1A PR 1 (0.3)
gl 1 (0.3)

MedDRA version 21.1

—147—




VI &£ (EARALOEESF) (CEI HEAE

OTERMITHEMETROREIIEEERSE
[ w55 AR AR (RRABR 17454)
2R R S 3256
BIIVE 4 0 R BUE G5k 124
BIlEH % O R B 3.8%
E RS ILE S MAERER (U S —n1 0 3 R/f)
BIIVE R o FliE ¥ (%)
MigER LY v REE 19 0.6)
S 16 0.5
S i MR I 1 (<0.1)
BRRZ MM 2 (<0.1)
N 3 (<0.1)
LB R 2R 2 (<0.1)
SR 1 (<0.1)
AR fEi 2 (<0.1)
A H 1 1 (<0.1)
B 1A H I 1 (<0.1)
H ke 39 (1.2
JIEER AN 1 (<0.1)
i3 1 (<0.1)
HREEE 5 (0.2)
(7 1 (<0.1)
T 7 0.2)
H PR R 1 (<0.1)
MRz 1 (<0.1)
LR R 5 0.2)
33 1 (<0.1)
AT 0 2 A I A P AR 1 (<0.1)
Ehie 2 (<0.1)
HH P 1 (<0.1)
EES 3 (<0.1)
H A E TR R 1 (<0.1)
A 1 1 (<0.1)
TR H 1 (<0.1)
A LF 2 (<0.1)
VTN 3 (<0.1)
AL I 2 (<0.1)
M - 3 (<0.1)
—i% - EFREER X O EALOIREE 9 (0.3)
10 77 i 1 (<0.1)
Fa e 1 (<0.1)
IR AT 1 (<0.1)
PR E PR 1 (<0.1)
9 5 1 (<0.1)
TRAH 7 e 1 (<0.1)
KR fE R 1 (<0.1)
ZERIERAL H afn. 1 (<0.1)
N 1 (<0.1)
M AT v b 2 (<0.1)
JHF B8 R fi 1 (<0.1)
iRy 1 (<0.1)
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E RS ILE S MAERER (U S —n 0 3 Rf)
BIlVE R o FiE ¥ (%)
E, PR X OWLE A OHE 5 0.2
P15 1 (<0.1)
B 1 (<0.1)
J JE 2 1 (<0.1)
KR 0)) 31 1 (<0.1)
BIE H i 1 (<0.1)
B R AR A 7 0.2)
MJE L& 1 (<0.1)
U ] FRF [ AL = 1 (<0.1)
~NES 1 e LD 2 (<0.1)
JFiEsE 5 1 (<0.1)
R 1 B 2 (<0.1)
Rk LU EE 1 (<0.1)
BAEGR 1 (<0.1)
B R B K O AL b = 2 (<0.1)
77 P98 1 (<0.1)
5 TN A EE 1 (<0.1)
B, BRI OREMRBE O AEY 1 (<0.1)
(FRBIORY =T %E5Tr)
BB I OEERE 1 (<0.1)
PR R P 11 0.3
FEMED 5 0.2)
GIEpES 5 0.2
PRl 1 (<0.1)
FE b 2 (<0.1)
RHRE 1 (<0.1)
R o 1 (<0.1)
B K OVUR B E 5 0.2)
iR 3 (<0.1)
BAre 1 (<0.1)
e bR 1 (<0.1)
e g, MRS & OVHERR Fa & 8 0.2)
S 6 0.2)
NN 1 (<0.1)
Sl BRHEIE 1 (<0.1)
B2 &5 KOV T Ak e 22 0.7
T ULILX—MER SR 1 (<0.1)
P2 2 (<0.1)
BB HH . 2 (<0.1)
FEB 1 (<0.1)
Z 9 FEIE 4 0.1)
T LIILX—MEZ D FEIE 2 (<0.1)
2 8 0.2
EAi3S 4 0.1)
SERF L ORI E 1 (<0.1)
ok 1 (<0.1)
I e 8 0.2
JIINEE: 1 (<0.1)
I 2 (<0.1)
B 1 (<0.1)
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VI &£ (EARALOEESF) (CEI HEAE

10.

E R IL RIS AR (U S—a 2 )

BIVEH O %k (%)
MR LB T 1 (<0.1)
A Bl IR P ZE 5 2 (<0.1)
FRIREAZE 1 (<0.1)

MedDRA version 22.1

ARRBRICB T A A EFSR EUEM) 13, AROREMET e 7 7 A VBBEICHEI N TWD Z &2 E
Z. BERAFEFERIITXITNE LR, FEERAEFEFRIIOWUIRR LK > LIEETT - T,
Fro. AOMETERORIGHnE B3 N R HiE A & U CRli L7280, AEFR L LTI
L LR oTz, 2B, ARNIOWTE, BT O VRO K O 25700 2 [E N O # il
BRIZRE, —EBOFRME, KO LEMERHMEEE O 5 5, HE L ARINDIFRIZIOVWTIIAFRER
ELTIEELTZZ E0nn, L 2 G 0kEZ2iErT 2,

. BRERRERRICRETHE

AR L

BERE

13. BERS

13.1 fEIR

HImPEEIHENEC2BZN0NH D,

13.2 JnE*

WX 232 5 7= DITIEEIRK 2B BT 52 L, HMAFRD LNLLE1E, LFOLEZITH
Z&,

- WE, REORGEZIERT 50, BHGERILT D L, HISERHIT R A T~ 1305/, /)
HEC1~4BFTh 5, [16.1.1, 16.1.2. 16.6.3%#]

- JEB) Z & o WM 0> BEAE FE K OIS SG U7 o 2 ALE 255 05 2 &,

- A0 (BEoRHImS) | HILEF OO ORI IR, #Hik &k O TEIE D&
MIRHIH (APFT 2 & M SOFREEE s U CRE R BRI, Fr R A 217 9)
S SR LA OO T B 72 e E L DBt A B E T D Z L,

BRI FERRNENDO T, MIREITIIAROREIIZFH ThRWwWEEZ LN D,

#: 459 LIL g2, bmg

13.2 i@
WL %P 2 5 T2 OITIEME IR 52 BET 5 2 &, HMARO SNDEAIE. L FOLEZTTH
ek,
- EE. REIOBEZLERT D0, B2 PIET 528, WM ERIIEs~ 13 TH 5,
[16.1.1, 16.1.2%]
- JEBI Z & oo oD BSEFE K OVEBALIS S U7 I C i AL E 236 U 5 2 &
- HMROEE (BEoBRHIMmS) | HMAFEO O OARMIE, #Hik &k M TEIE D& F
MRS (SPF %A TR E FE 5 U C AR Bk L, B A sis g e 217 9)
S M ARG LS O G 2 S HERIE OB E B ET 5 Z &,
BRI FEERNEND T, MIREITIIAFROREIITERThRWEEZ BN D,

[fgn]

AR i b LIz Ga12, ARIOPREIER 2599 5 72D Of@EAIE Wiz, WEhiks L
THRIE LT,

HIMOEHFED 1 H& LT, ME, REIOEGZIEH T 50, H5E2FIET5Z &8 Lz,
FEPEERBRIC B 1T D AKI O IL, FH4E (20~457%) DOERA Tl 5~9 B, =i (=757%)
DHEERFE Tl 11~13 R TH D 72D ARANIOIERFHIL 5~13 Refd] L Foak L7z, /NROPRER
F IR 1~4 BRI A 508 L7,
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1. #RALDFE
AL MR
14, BRLEDIE
14.1 ZRIRFRHDEE
PTPEEEDOFANIPTPY — b DD H L CTIRMAT 2 L HfFES 5 Z &, PTPY— h ORI
L0 OB RIEREARIA L, BT 2B 2 U CHEBRINZ % 0 B 22 A DHE % OF
BITHZENDD,
4 ¥ LI FODEE
14, BHLEDIEE
14.1 ERIRZFEHFDIE
14.1. 1 PTPELEDOFEANIPTPY — R bW B L CIRAT 5 L o84+ 52 &, PTPY— hDi
FRICE D, OSBRI~ L, FICIXZELE2 B 2 L CHREBRIFAR S 0 BEE 2 A OHE
EHRTHZEND D,
[f#i]
PTP > — b OFREEHR O 7= OIS —oxbis CFR 3145 1 A 17 BAH, BIKHE 5 54 5) 1
HEOXRELT, AAREREREENSEEN PTP o — M2 ZD0FEMAL., BECRE L
BT 2 &0 ) FHBIAHEI L TE -2 LICE, a2 atd 5 L 5 B ARRERM A& 250
HANDH-T=, ThaEziT T, BAREMEKRESSOHER LEbEFHEE LT, 2R 0oH—L
TR IS & FRRNAERLE LT,

4 9 LIL FODEE

14.1.2 AFNIEDO BICoE CHERAZRESES ERET 720, KR LTRAMETHD, F
7o, KTHRHATZZEHTE D,

14.1.3 AFNTE-EEORETIE, K LTRASERWNI &,

[fiEan]

OD $2DRAICEIT 5 —fxpu7vEE (KRR 314E 1 A 17 Bff, HIRENR #5554 5) 2T oL &
BT, 2 RIER B CEMDIRIED BE N E G BICEENDL T L& BE L, ML TIRAT 2B

DEFEZFH LT,

A THLIL b FSAv 0y FINEA
14, ERALOZEE
14.1 FEFIZFEFDEE
14.1.1 AL TR LN &y
14.1.2 BT TICEROEERHA L2V >fFETH 2 L,
14.2 FFIREHDOIE
14.2.1 AR A%
ARNDOFEZNKE M A, ¥W—IZBE S5 £ T60 UL EIEY IRE CREYT %, 51.7mg AV
{2 DWW TIEL HRIZ/AK50mL, 103.4mg A Y IOV Cil #Hc/K100mL A Iz TR 2 &
UR—axH 0 b L TImg/mLOBEIK E 725, 7ok, ko a » 7HIE2KE LT
D TIHIZHRL72WNWT &,
14.2.2 %58
%O ey THINL, R0 UL ERE 5%, FFEAESNYy MEHWTIRIEZ &Y &5 2
Lo B, BEEISU T, WYHERE Sy NEERTL L,
14.2.3 R7ER
AL O w Y THNE, 30°CLL T THEOL L TIRAF L, B S0 0 . RFILSADOERICHE LI
2T LNz &, g ey THITTRR A 2514 BUWNICHER L, IR O ERITHE
FTH L,
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VI &£ (EARALOEESF) (CEI HEAE

[fgan]

141 A5Z, TRZLIC1AOBEICRMS L, fHR-O I 2 %5752 2BE LS THY, /)
3T EEDEEERAT S 2B OREMEIMEFT SN TV, £72, KRANIEERAI TH 505, NI
REKZ N2 8 L CIRAT2RAICTH L7720, BROETEMA LWL ICEET S L &5
#H L7,

14.2. AR ZRAT B2, ARSI HICHDZY | BEKE RN (TA A7V —h a—7
v NEEET) RV —AFILRE TR L b, REIOMERICH 72> TIEIR S &% %
WD 9 %, RWEGE, RAFELORE « BEEICOWTRETHZ &,

12. ZDMDFE
(1 ERERREAIZE D C1EHR

15. ZDoFE

15. 1 EREREAIZE D < 1B

15.1.1 @AM W TEBINZ3HK OL—TAT7 v Fa7r7J > b, i 4 ) BV
&, HiB27 U a7 aT A VIHUR) OWT G BENE T, MAREOBEERH D50 ) IREHUR
SEBRERF AR R L LEAKIE UL T 7 U v OIREREMEA(LREBRIZEBW T, MARZERMEA
Ry NOFIHENR, TV T7 7 U G TIEFRD Do e DITk L, ARFIFETIXE96IH7
BNZERS BTz,

15.1.2 #ISHNCTH B3, MM W TEM S NI2R D 7 — T VB RENRF E BT 1~TH %D
FBH % R GUARH ST P IMRERIZ & D168 % el U 7= 3Bk IC 3 T, P/ MR CEEREE I b
L CAFIBECHE KON ERFRNZ RO LN EORERD D,

[fgai]

15.1.1 g CHE SN it ) VIRETUREGERE (APS) O CRAICIIMARIERFE D Y X 7 3@, 3
Pk (V=27 Far s b, FihAPF Y EUHUE, HiB2 7Y aFaT A 1K)
OWTIE N (triple positive) Toh D BEEZXRIZ, KKl TNLVT 7 U o OFMER DL
EMEZ R 5 EM R EOBIEA(LIFERHBRICB VT, YA 77 U Bt (0/61 B) &kl
T, AAFIEE (7/69 B) THARTERRVEA X2 FOFEEREH N EBNRE SN B, ZOHREE
ZAT T, ZOMORARRIL, AFOFEMAHRER, BIIEGIHRE T — & 200 LIofEER. ot v
JREHUAZ AT 5 — MR EN TIT MR ERMEA X2 FD U 27 OEEANEIIR S IR o 7203,
triple positive ® APS fBE TiL, IMie%ERMEA X FOY R I NEEDL EEBEZNTZT-H, Y4
R R A FOMOEE L LTERHE LT,

15.1.2 s CoM S 7ok 7 — T VKBNS [E LT (TAVR) % 1~7 H#OBE XI5,
KFN e N— 2 L LTz iaH & P/ IR 2 R — 2 & U iRiR & it 2 R BRic BV T AH
BECIEPUI/MBCEERE LV 20T R IR EERR A X FRE L GRO BTz, TAVR #% O Mk iE
FHITHEISIN T D03, EERERE L ORISR 2 ZOMoOEE L L ChRiHi Lz,

(2) JEEEREAER 1223 < 18R
BB L
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X. JERGEREABRICREI SIEE

1.

EIBAER
(1) EHEFEIBHAER
VI SE2h3EHZBI3 5B ] O (P.89-97) &M
(2) REMEIEBHALR
TEMERRBREROME™
Be 55 ‘
RBE no | s | M R
v (B 508 05)
—ARAENR, B R EE) A 0. 3. 10. 30 ARANT K 5 BITFE D
ENT=) (Wistar, | /k‘ [(;4 ] e (6) 5%”1173?75)/) 770
w6 |[meke WEH
HRXAPRE R «éﬁ HIAEM, PO T v b RANC & 2 EBITRD
ﬁﬂ”ﬁﬁﬁ@ﬁﬂ ~| (Wistar, [0, 3. 10, 30 i3 S RSP Y
3’\'7/\‘/1/1:“§~/W L 5|# 6H#) |mgkg (FRH) (6~8)
AR B [T L2 M -
I 0l 54 A Wﬁwﬁ&(}@ﬂ}_‘ I fﬁ(ﬁz}?/l’ X ZIK%IJ 12 LD RBIERD
T, BRI A (B—27, 0 3 10. 30 LRI T,
Lf[m%b B35 4— s (1285R | i (3)
oD E, DR (- —+SRE) HE (3)
’:fr) L DEX (PQ. o
Ly [QRS. QT k)
iL‘%ﬁ/\ﬂ} i#%ﬁﬁ%ﬂ hERG Z3L 0. 0.1. 1. 10 7&%” E”?Eﬁﬁi 780
(HY 7 LB, 158)7E CHO filf, M R _ Bﬂfiﬂoto
7 255) R T L
i (in vitro)
JR &, E#E (Nat+, Z v b ARHNOEEIIZD L
EX
fménw K+, Cl-) Hhitit (Wistar, [ 3+ 102 30 1he (10) |remnote,
WA PR 28 5 %) 6 J L) mg/kg (&)
e MmAEF ISR, MAFE| J v b ARANT & 5 BITRD
%E - (Wistar, 0. 3 19;4 30 e Eﬂiﬁﬁoto
R %1 6 ) mg/kg (#A) | (6~10)
MLEER) (BENMEE 7 v b 0. 3. 10. 30 ARHFNZ LD EBITED
N T AfGEE) IS KIET| (Wistar, | /k‘ [,;( ] #E (5) 6%&75)07‘_0
T w6 |[meke WEH
HILESR (KRB OWIIC FAE TG T v b TEHER OB G XD |
R D 5 (Wistar, |10mg/kg He (3) AH MAFEFPRE D Crmax
Ko 8 ) §e3=p! MY AUCo-24 1359 97%
KT L7,
meEk#, ~~hr27 Uyl JFvh mEk#, ~€E s/ e
M, a~EZ 2, # (Wistar, V.~ b7 U v MIZ
NS 78 = A N = I SR i) 1) BT Y N—z FH
LR =g =3 IR N = A N 0. 3. 10, 30 T v ORBITRD b
& AT W[ mg/kg (#A) | (8~10) [ho7c, br BV
M., b vRTT7AF
VIERIX,. 3mg/kg LA
ETIER LT,
FHEBICRIETEZE TLEY 0. 0.2. 2.3 ARFNZ LB EBILED
SR (T7EFrzaY ., bR fHREE M R - LR o7,
N PN (VPN “[. o]
Ot a k= ULH) 1L VItro
CHO . 9:“\’/(:“—'2/\AX$‘—‘EH%\ Cmax . E‘i%[ﬁlﬂﬁl:fl/%};f‘
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X. JERGEREABRICREI SIEE

3) £ DAt D FEEEHER ™
Ui—axP 343, 77 DEMEREICHET 2 0REAITH S ) x>V U FICHUOHEEZHT 5 Z
LB I AR—aF P AN EOREH M-1, M-2 kO M-15 OFEER B HRE S v,
ZOFER, VA—a X AN REORFWITNTIE Y 1) REEZMEREICR L, BRI
BEOLLMEENEZRE R ol F1-. UARA—a X3 3030 2 U ROFUEER I 2

B RIES IR0 T,
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X. JERGEREABRICREI SIEE

2. EMHHER

(1) B a5 EMEHER
ROB BT, Sifc R 5 TR R AR (500mgke) ICBWTHIETHITRD b
o le, BIRNEEG Tt BGEOZER R REEB O T, IR, FHEFRENRD &

iz,
HEwES4RER
EuLz/Eia e HA s B OB & (mg/kg)
I e
~ A % M >500 >500
7 vk ,
(Wistar., MERES n=5) T H >500 >500

2) RERSSMHHAER
YU ATHRE IBHEEET, 7 v FTHRE 26 HE £ T, X Tk 52 £ TORERGEME
BRZ M L7 & 2 A, MRt L7 km & E Tt i35t b e o7,

iR S SEAER
S TE 558 (mg/kg) e _
Gra) | () (mgfke/R) PR

~ A 4 |0, 12.5, 50, 200 % : 200 It 200mg/kg BET~~ F 7 U v R K
(CD1, ik (&0 (PEG #0i8) ) | i : 50 OANE 71 B OB R 1538
£ n=10) Bl

13 #M[ | 0. 50, 100, 200 HE : 100 Tk 200mg/kg FEC BT & OF
(#&0 (PEG 3LL4K) ) | # - 200 MR RN G BT,

13 B[ | 0. 1250, 2500, 5000* | #E : 5000% | FEMEATRIZERD o T,
Fn (GRE) ) It - 5000%*

13 #f |0, 60, 300. 1500 M+ 1500 AT RIIRD bR o Tz,
En (Bkmiy ) M - 1500

7 v bk 4M |0, 12.5, 50, 200 % - 50 I 200mg/kg FET—i@MED R EHY

(Wistar GBo (PEG 3Litik) ] | i - 200 MR D iz,
B A 1338 |0, 12.5. 50, 200 M : 200 FMEAT IR e o7z,
# n=10 (%1 (PEG 2:5046) ) | - 200
XIE20) g5 0. 75. 150. 300 fE <75 | TN T OB BT EBININH A
Fn (GRE) ) M- <75 BHLNT,
13 JAf# | 0. 60. 300, 1500 HE : 1500 FIEAT IR O b ve o7z,
B0 (ke ) - 1500
26 Hf | 0. 12.5, 50, 200 I 12.5 1 50mg/kg VL ORE TR E N
(ko (PEG #b4K) ) | : 200 HIDEED bz,

S X 48/ |0, 15, 50, 150 M. <15 TRTCOFKGRETHMATH (8
(=2, (&0 (PEG HfR) ) [ - <15 M, MERE) (2fE S iz
I e 5=,

7 n=3 13 38R [0, 15, 50, 150 M - 50 WeE 150mg/kg BEC EEEZ M K O
Xid 4) G0 (PEG b4 ) | il < 50 HRIMERR ST A — & ORD PR
bivTz,
523ff# |0, 5. 15, 50 HE 50 Mt 15mg/kg VL b ORE TR N
(& (PEG 3&ybik) ) [ : 5 HIFRD BT,

* By ppm, PEG: RUTFL 27U a—iL
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X. JERGEREABRICREI SIEE

Q) EfaEtEHER ™
FAIF T A A TR
—V79 il & O T Bt fR B
JEIRAE B R O (A PR B R RIS

HEMRE (Ames #BR) (n vitro) . ¥ A =— AL AH
N %ﬁ (in vitro) . ¥~ 7 A& HW /B (in vivo) 128V T
[ECHLIRSY WA ISV
(4) DA TR TEERER 7°)
g~ v 2 (CD1, 4 n=60) WONCHERET » b (Wistar, 45 n=60) (2, U/ X—nFH, 0,
10, 20 XU 60mglkg % 2 FFRIEE OG- Lz 2 A, WThOBFREIZIB W T HRB AT
RO BRI T,

(5) EERLE S MR
1D ZHREKR ONERE TOPHIRICET 2848, (7> ~) 80
MEEZ >~ b (Wistar, 4 n=24){2, U N—po %4300, 12.5, 50 & 200mg/kg (PEG LK)
ERET v MTIIAZBLRT 4 B K OE 0% ORI OHRE T, M7 v MOIIARBCRT 2
KOZFEO%OZEIM DR 7 B £ CHEAROES u‘_ & Z A, 200mglkg BEOMEREB) 2 HE
EHE O, FREEBI AR EIININH 2380 7208, ZIREESCERICH L TR F T AR
T MEEEE R IMEREBIENY) C 50mg/kg/ H . AFHEER ORIEIZXT LT 200mg/kg/ H & HEE S 7=,

2) i - BRIRRAICET 2R (Z v, U¥F) 8D
HRZ >~ b (Wistar, n=22) (2, U 3—uxH,30, 10, 35 X1 120mg/kg (PEG H:7k{k)
ZUTHR 6~17T HEEF CHARAKE L L2 % 120mg FEOREMWIZ N0, &ifl, 2
BORD . (RKEHIMOME 3580 S, BIE T 120mg BETHREORD . BLBENRD b
e e, mEMEET, BEEM K OYE - Hﬁb%'%%@:ﬁbf\ Wb 35mglkg/ H EHEE SN
7= 812)
R Y% (Himalayan, n=20) (2, U S—nm 4,30, 2.5, 10, 40 % *160mg/kg (PEG
HPRIR) 2R 6~20 HAH F CHEAKROBELG L-E 2 A, 2.5mg/kg UL EORHIZRGIRPEIY %
R, 10mgkg UL EORECEBETE - OKEORCD | WEROWI, HFREFLETOHMMRED b
Niz, £7-. HEWOFEERRAETH S 40mgkg* Ll LD BHRFTEIE A RO BN QN B4 72
HALRIE K OWE 3 B & OB B S, BE o2y B ICBE Lz RN LEE X
BNz, ZOZ LG, EEEET, BEMO - XEMICK LT 2.5mg/kg/ H AR, REWOE
LH::&U‘HE‘L% Zxt LT 2.56mglkg/ H EHEE S 472 T,

DERERL ) N—m YR D2 g IR (AUC) & LT 3.066mg-h/L, & NI 1H 1[H 15mg
B GRED 27 (5FRY & 72 5 &

3) HIZAERT & AR OF AN N RHEROREERICET 5238k (7> k) @

M7 >~ b (Wistar, n=25) (2, U N—a %4300, 2.5, 10 X 40mg/kg Z4E4E 6 H H~%y
W% 21 HHE CEAKRAOKEG LzE 2 A, 40mg/kg BEOREM I CHEEE RO « AR EHEININH]
HIRC T E ORGSO, M. M, O, BoRE L il kO RZ2E M EZRD, rikkEE»N
AEII, FENECKE., BREE WERORD, HERD 4 aétﬁfpm&szmmb%n
72o E£72. 10mg/kg UL EOREIZIEEDHIMMARD bz, 728, F1 HEROSIKRIEE, R4,
B REENE NS R OGEERE. F1OZRRE, F2 #RICITERRD v ho Tz, BEttE
XREENM) O — e, AFEAR N NS HZERT R OV ZAER O F1 HEARICKT LT 2.6mg/kg/ H & H#EE &
iz,
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X. JERGEREABRICREI SIEE

(6) & A Bt B BR
M L7gW

(N Z DD 4E%E
1) %M 82
(23%)
— WO R GEERBROMER, EFEEEZ SR T L IR R o ol Eh | fE
FIEICRHE L7 BRI E L L 22 o 7o, 72, 7 v M To 13 HEEREERGHER (0, 12.5, 50
J U 200mg/kg : PEG) (ZBWTHRERMED BT Sz, ZORE, PFCA K OWHIREEH E
FACS fighfr GHifaZem~ — 4 —ffdT) %320 L7- kG R, s 2 m it AT o v ie o
77

2) Je7EME 89

KRAND ST Z ~ 7 ARHESEHII (3T3, A31) ZAW7=464Mr (5d/em?) MASHC X 2 Ml A1
(24 BRI H) ZRIE L, AESRHBIE OSSR D ECso & FERRSFTRIEAE D ECs0 Db
RE LU OREMERE PIF) TRl L7z, ZOfER, AAI 250pg/mL O IZ B0 T H 2845k
MRS OAEIZE D S PRI OAFRICETRD ST PIF 12 1 &AL b, AFNOEEME
IFeneEZ b,
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X.

EEMNERICET SEEB

Y %)

ETTRRIPE I
ARG © B LAy

) EE-EMEORGEIZLVERTL L

. AR

A 7L M EE

P ATIAN aa)

A 7HF Lk 0D
ATHFLILV N RTAvay 7N

. BERETOREA

A 7P LI M E

A WL SRS AL

A 7HF Lk OD g

ATHFVLIVE RTAvay 7/NEH

. BRIV EDEE

BRIE I TR

. BERITEM

BEMERLTA R HY
<FTovoLEy : HY
Z Do B 6 ERM

AN
AN
SN -
AN

36 # H
36 # H
36 » H
36 1 H

Hrik  SiRRAT
HPiE - SR IRAT
HPiE - SR IRAT
HPiE - SR IRAT

[XII. % & OhoBEE R (P.179) &M

. F—RS - AAE

BA=R/4A

. EffEEEAR

200849 H 15 H (BF %)
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X.

EEMNERICET SEEB

8.

10.

HERFTARFABRUVARES. REEENHFAB. REFBFAE

1Ly

A TR b R AR AR R B FEAM EL I L W 7EBR A
Al T F£HHA FHA FHH

B 2.5mg 2022 46 A 20 H| 30400AMX00209000 | FAGEEHEARILE

5 10mg 20124F 1 /] 18 H | 22400AMX00042000 (2012454 5 17 H [20124-4 A 18 H
8¢ 15mg 201241 H 18 H | 22400AMX00041000 (201244 H 17 H [20124-4 A 18 H
HRZ>E) 10mg (201549 H 28 H | 22700AMX01028000 (20154 11 H 28 H |20154- 12 H 7 H
HkIZyEl 15mg  |20154-9 A 28 H | 22700AMX01027000 [20154- 11 H 28 H [20154-12 H 7 H
OD % 10mg 202048 4 6 H | 30200AMX00759000 (2020 4% 12 A 11 H (2021451 A 18 H
OD % 15mg 202048 4 6 H | 30200AMX00760000 2020 4% 12 A 11 H (2021451 A 18 H
/TL%J% gl‘jﬂ/ng 202141 A 22 H | 30300AMX00015000 (2021454 H 21 H [20214£7 A 12 H
/TLZE% :fog_‘in?; 202141 A 22 H | 30300AMX00016000 (2021454 H 21 H [20214£7 A 12 H

. MREXRIFZEREM. RERVAELEEEMNFNFAEBRVENAE

BhBREX [ZZH &
B 7L/ ME 10mg XY 15mg

KA H H 2015649 H 24 H

A o TERERERIR M ARAE K OV A FEARIE O V5% M OVFR M 1 DO ZhEE
W 7% LV MRS 10mg & TY 15mg

KA H B 2015412 A 2 H

NZ o TRERERIR M ARAE K OV A FEARIE O V5% M OVFR A L DOZhEE

ESYIE SRRV

ESYE SRRV |

PEERIEIHR. AZERUVHAE—BERAR
B 7Y L0 MME 10mg XN 15mg, A 7 ¥ LL k4 AL 10mg &Y 15mg. A ZH L+ OD
$E 10mg & F 156mg
AR H 1202141 A 22 H
WA /NS EIT 5 TEIRIMAR ZERRE O TR X OVFR ] O 26E
B 7Y L0 ME 2.5mg
AGRAEH B 202246 A 20 A
W - TR BT BN HEA 7% O R EhARE BT 1T 2 e - ZERTEZROHNH] ) D2hEE XX
R OB, AELKOHEDOEN

FRR, MIEL O REOBN

BEEHER. BEBERLARFABRVZTONE
B 7Y L MEIOmgk M15mg, A 7 LL MlKL ©10mg K N15mg
PEARREEFEH B - 2022 43 H 9 H
FEARONEE « 20K« DEFRBEMLLHEMENEE 23T 2 M ML A< K OV S P ZEARE
DISEINH] ) S O TR FR AR AR I K OV i A2 ZE 20 D Va3 M OV I8 Bl |
FREARE AL - A, R EONE, AOMER L B ORERE IR 2 I 14555210
F3 (RRIEEEH) A 0D AETONTIUTHEY L
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X. EEMERICAT SHIEE

1. BEEHM

B ISR BYE MO FEAENEE (SR T D M AN A e OV B PEZERE DS SERNHI)  (SPAF) K OY
[ B IR M ARIE S OV e ZEARAE OV K OVFRss sl ) (B VTE)
84 (201241 H 18 H~20204 1 H 17 H) (4 7T)

B (ERR AR ZERRE DR K O3] ONE VTE)
44 (202141 H 22 H~202541 H 21 H)

B [ FRAT R T O RN EIRE BEE TR T 5 e - e oME]  (PAD)
44 (202246 H 20 H~20264-6 H 19 H)

12. HEHEHIRICET 5153
W17V RE 10mg XY 16mg. A 7 Lv Mk 10mg &Y 15mg, A 7 Lv b
OD#E 10mg X 15mg, A 7Lk RT7A4 2wy 7 /hNEH 51.7mg &K1 103.4mg
BN BE 3 D HIRIZE D BTV,
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X. EEMEIEICEYT 5IEHE
13. &Ea—F
1455 LIl MR
- JEAE B 8 51 2= 3 o s
. HOT (1 o - - L7 E
i s OT O30 | s | =—+ S
EHEGa— K| (Y =2—F)
2.5mg | PTP& % | 100 #2 [(10 $£x10) AT FEAEARIEL
100 &€ |(10 $£x10)| 1206838010101
PTP& % | 140 82 |(14 $8x10)| 1206838010201
10mg 3339003F1024(3339003F1024| 622068301
500 £ |(10 ££x50)|1206838010102
VAL 500 $E 1206838010301
- 100 € |(10 $£x10)| 1206845010101
=2 140 88 (14 £8x10)| 1206845010201
15mg — — 3339003F2020(3339003F2020| 622068401
500 #& [(10 ££x50)|1206845010102
Nk 500 5 1206845010301
AL MRS A
- EA T EE 18 1 |25 3K . e
o . HOT (13 . N Lt 7
b e o e | = R
EHFEHa—F | (YJ=2—F)
10mg 90 A1 (3 £1x30) 1244915010101 |3339003C1028(3339003C1028| 622449101
15mg 90 A1 (3 £1x30) 1244922010101 |3339003C2024(3339003C2024| 622449201
A4 5HLIL Kk ODE
. JEAE A 18 1) 1= 2 o o e
. HOT (1 o N Lt 7 &
i o OT DSH0 ) st | =— S
EHE G a— K| (YJ=2—F)
100 $2 |(10 $Ex10)| 1282900010101
10mg |PTP % | 140 82 (14 $8x10)| 1282900010201 [3339003F3027|3339003F3027| 622829001
500 &£ |(10 £Ex50)| 1282900010102
100 $2 |(10 $Ex10)|1282917010101
PTP A4k ~ ~
15mg 140 $8 |(14 $£x10)| 1282917010201 |3339003F4023|3339003F4023| 622829101
500 #£ |(10 $£x50)| 1282917010102
A9 LILERFS4>O0y TINEH
- JE A EE 18 31 |25 3K . Jore
o , HOT (13 o . N L7 hNE
i s a0 i | =k R
EHLa— K| (YJ 22— F)
51.7mg 1 A 1285390010101 |3339003R1020[3339003R1020| 622853901
103.4mg 1 1285406010101 |3339003R2027(3339003R2027| 622854001
14. REEHBHHLEDEE

EA=RRANA
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XI. X

1. BIAXEK
5 £ 3 F &I PMID  &HE=
1) A VRN R [ 79 L)L FODEE1Omg, 15mg? H BhEEA| /> clkk I — B141985

X5 —abFAlT A K]

2) A T VHEE AN R E MR EIIRE R BE 2 xR & L EHEELRE I - -
FHARER Bk 17454]  (20224£6 1 20 H KGR, CTD2.7.6.1)

3) Antithrombotic Trialists' Collaboration : Br Med J 2002; 324: 71-86 11786451 —

4) A ZOVIRAENE R [BMEEETERE 235 & L EAVE T AR — —
B . 5ABR 11898]  (20224-6 H 20 H &Y., CTD2.7.6.2)

5) NA VIR AR NE R [BMETERE BRI R At G & L 7 [EI RS 3 (W) 28 AR i IR — —
B B 13194] (202246 H 20 H &8, CTD2.7.6.3)

6) S A VI HENE R [ H AR N 7123 1T 2 Hila e 5545k — B077311

(20124F1H 18 H &, CTD2.7.6.7)

T A TV EAENERE [V N—a 353025, 54 N10mghe & ZZERH% 5- L — —
7o & X O AELGIMEEBRF L5  lBri12361 UMEAT—%) ] (2015
fE9A 24 H&FE, CTD2.7.6.8, 2.7.1.2.2)

8) NA TV FENE R [FRRIM AR ZEARAE D/NRE 2 k5 & U7z [EAME 1 AH ] — B141972
Be 53R - iBr12892]  (20214F1H 22 H &R, CTD2.7.6.8)
9) N A T VIS NE R [l ARE O/ N 23t 5 & L7z [EHAVE 1A R 53 — B141974
B oo 5B 17992] (202141 H 22 HA&RE, CTD2.7.6.9)
10) 3o = VSR FENERE [ H AR NEFRRA S 1123610 5 RAE #5385 ] — B077315
(201241 H 18 H7&FE. CTD2.7.6.8)
11) A = 3R HNEEL [Through QT 35k ] 18095747 B102698
(201241 H 18 H K8, CTD2.7.2.4.1)
12) NA )V AENE R [ B AR NFEFRBE MO B B 2B 1 2 E NS T4 — B077317
bR 1] (201241 H 18 H KGR, CTD2.7.6.48)
13) ™A T/ VIR AN E R [ B AR NFEFRBIENME OB MBI EE 28T 2 ENE T HH — B077319
bR 2] (201241 H 18 H KGR, CTD2.7.6.44)
14) ™A =)V AENE R [ B AR NFEFRBIEME QBB EE 28T 2 ENE T HH — B077320

Bk 3] (201241 H18H KGR, CTD2.7.6.45)

15) /3o = USRS AENERE [ e e e R R R AR i JR B 2 381 B [EAMEE 17576867  B102709
M EMCHER]  (20124F1H 18 H KGR, CTD2.7.6.12)

16) /A T VISR [ ERE PR RS S IR AR E AR 12 351 H EAVE 18621928 B102708
O EfmFEER] (20124814 18 H KGR, CTD2.7.6.13)

17) ™A =VEREAENE R [ENALE T ARRER (PRK/PDAENT) ] 22813718 B077321
(201241 H 18 H 7GR, CTD2.7.2.3.6)

18) N )V S AENE R [ B A A BRI AR ZEA2E RS & FE B AR B R f ke ZE A — B102695
JEREICBIT A2BEEOkE] (201549 H 24 H &R, CTD2.7.2.3.3.1)

19) 3o =) VRSN E R [EF AR IM AR ZEARIE O /N 23 g & L7 ESNE T — B141976
Hila #5388k - 3BR14373] (202141 H 22 H&38. CTD2.7.6.10)

20) /NA VIR AENE B [ERAR AR ZERRAE O /N BE 2 xtg & U - ERR IR — B141978
I FERRER « 3BR14374]  (20214F1H22H &R, CTD2.7.6.11)

21) A T VSN E B (BRSO T E AR AR E O /N B 25t 4 & L7 B — B141979

I/ DFEGRER « 5Bk 17618] (20214E1H 22 H &GE, CTD2.7.6.13)

22) /A T)OVER NG R [ESVE T AHRER GRABR 11898) K ONEIRE H[m] 55 M AHF — —
Br (GRER13194) OOFAMEMT] (202246 A 20 H %&#2, CTD2.7.3.1.2.2.1.3)

23) /A VA ENE R [ AAANROSMNEA ACS FBE 21T IR & K OS5 - —
7 A =2 OHEE (ffrCPMX50086) ] (20224F6 A 20 H 7&78. CTD2.7.2.3.1.1)
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XI. X

= £ 3 F oI PMID GRS
24) /N A VIR AR R [ H AR NFEFRIEE M0 55 Eh B3 12 361 2 EN S I FH 22664783 B077352
ABr]  (20124F1H 18 H /&R, CTD2.7.6.46)
25) A T VRSN E R [BEFRIEN O BB R F 123 T 2 EAVEIAHRER] 21830957 B148190
(201241 H 18 H7&GE. CTD2.7.6.47)

26) NA T VIR ARG R[S EGE M ERE R E B 5 EN S I ERER] — B102689
(20154F9H 24 H7&#8, CTD2.7.6. 5)
27) ™A i/V%Df&V\iﬁ%ﬂ [RUMEIE e P A 0 B IR AR E AR R (2 d8 1) 2 [EI N 26 T AA - B102690

AEr] (201549 H 24 H 7&GR CTD2 7.6.4)
28) /A VIR E R [& ry“@ PV B R oA A R S OV E MR %€ 25717286 B102700
FRAE R 1T 1T 2 E N AR AR SR OO & fldiT
(2015%-9H 24 H7&GE. CTD2.7.3.3)

29) 3 A i/V%Df&V\iﬁ%ﬂ [EUVEIE oM il ZE AR E R (2 B8 1) D [E A1 55 AR R R — B102693
(201549 H 24 H 778, CTD2.7.6. 2)
30) /XA i/viuuﬁ:mﬁ%ﬂ [P EIE e P R 3 S IR AR E FR B L2 d8 1 2 [EIA 465 T A — B102694

W] (20154F9 H 24 H 7GR CTD2 7.6.1)
31) A VIR [B r&m&r R ER R AR E R M OVEMEIE e it 2 24053656 B102703
E 2l b STPRAYESPAN- S || B ! uft%ﬁmfAﬁﬁﬁ]
(2015%-9H 24 H7&G8, CTD2.7.3.1.4.3)

32) /3 A i/vimﬁ:wgﬂ [P AE (o P R B0 A R ML AR FBGE SV RV e i 2 — B102696
RIEBFICB T OEAFENMAEY KGR EBR] (2015649 H 24 H KGR .
CTD2.7.6.3)
33) A TVEE G AENE R B R AR 28 D/ N R 25 & L7 EER I — B141980
[ 55 AR BR « 3ABR14372] (202141 H 22 H7&R8, CTD2.7.6.12)
34) A TOVIREAENE R [ H A AR mn 5 2 12 B 1 5 Ha & Gk ] — B077312
(201241 H 18 H7&RE. CTD2.7.6.9)
35) A VI G AL NEBE [ B AR NRERE mln 5 Zol2 3 1) 5 AR & 550k ] — B077316
(201241 H 18 H7&F2, CTD2.7.6.10)
36) Koretsune Y. et al. : Curr Med Res Opin 2018; 34: 2157-2164 30067119 B125261
37) Kubitza D. et al.: Expert Opin Investig Drugs 2006; 15: 843-855 16859389 B076061
38) Perzborn E. et al.: J Thromb Haemost 2005; 3: 514-521 (—#E 51 = /L3 15748242 B075895
FNEEL
39) Tersteegen A. et al.: J Thromb Haemost 2007; 5(Suppl2): Abstract P-W-651 — B076062
40) A T)OVIRAAENE R [T > MBS EF I ARIE T 7 v icxt 3 5 EA ] — B077322
(20124F1 A 18 H &%, CTD2.6.2.2.2.1.2)
A1) N A = VIESENEE [T v MR O o i AR E £ 7 Ikt 51EH] — B077323
(20124F1 A 18 H &%, CTD2.6.2.2.2.1.6)
42) NA TOVIREFENERE [T v N AV U v MET VKT B 1EH] — B077324
(20124F1 A 18 H &%, CTD2.6.2.2.2.1.1)
43) ™A VI EANERE [V X AV v > b ET VISR T S 1ERH] — B077325
(20124F1 A 18 H &%, CTD2.6.2.2.2.1.7)
44) N )V AENE R [~ 7 A TF 33 Mie FE-RIE T 7 Ve 5 1EM] — B077326
(20124F1 A 18 H &%, CTD2.6.2.2.2.1.8)
45) A T VEEANE R [T v b TF 2 EETET T VIcx 3+ 5 1ER] — B077327
(20124F1 A 18 H &%, CTD2.6.2.2.2.1.9)
46) A T )VIEEFENE R [Z > FRHIIET Skt 9 S 1EH] — B077328
(20124F1 A 18 H /&%, CTD2.6.2.2.2.2.1)
A7) A VIR E R [ MR 12 R IE TR ] — B077329

(201241 H 18 H &GE. CTD2.6.2.2.1.6)
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XI. X

= £ 3 F oI PMID GRS
48) Kaneko M. et al.: Drug Metab Pharmacokinet 2013 ; 28: 321-331 23337693 B092200
49) Samama MM. et al. : Thromb Haemost 2010; 103: 815-825 20135059 BO075872
50) N A T VB EAENE R [HARNEERERA S 721 2 MBiA 15mg & 62 — B104473
15mg & O FRI%EMERER]  (20154F9H 28 H7&KGR, CTD2.7.6.1)
51) A = VB AN E R [HARNEERERAS 721 2B 4 10mg & 62 — B104474
10mg & O AW Al Mkl ] (2015$9H 28 H7&#d, CTD2.7.6.2)
52) /A VIR E R [H AN A S HEI2 81 5 O0DEE 15mg (KkdH Y X — B138498
Ik 7e L) LEEAI1Bmg & DAY [E S réuft%ﬁ] (20204-8 H 6 H &G,
CTD2.7.6.2)
53) /A VI AENE R [HARNREEER A B MEIC T 20DEE 10mg OkdH Y X — B138497
k72 L) L 8EAI1I0mg & O FrIESEERE ] (20204-8 H 6 H 7KFE.,
CTD2.7.6.1)
54) NA VIR AENE R [H ZIKJ\@E@Z—EE)\ﬁr BIF5 K740y 7 15mg — B141981
& BERI15mg & O AT R R (2021¢1H 22 H &8, CTD2.7.6.7)
55) /A TVER RN R [ H A N SUEE e R0 F IR AR E R K OV E e — B102699
PR ZE R B 123 T DR R R OHEE ]
56) /A VIR EAENE R [HARNERER A S 7128125 15mg fEx2 W =R % — B077362
OFHEER]  (20154F9 A 24 H &R, CTD2.7.1.2.1)
57 A TV AENE R [10mg SE2 AW =B FORERR UEANT — — B077365
%) 1 (20124E1H18H &:E. CTD2.7.1.2.4)
58) /A T/ VI INE R (SR B RER] — B135045
(201241 H 18 H 7GR, CTD2.7.2.2.4)
59) /A T VKGN EE DUNEO O 2 RHEF S EEE T L (RBHEMIEY — B141982
FREE T /Lv3.0) (ﬁ$$ﬁ18376) ] (2021%1H22H7%GE, CTD2.7.2.2.6.6)
60) /\4' VAN R [N T 2 Eh e ] (20214F1 H 22 H 7K — B141983
A, CTD2.7.2.3.2)
61) Weinz C. et al.: Drug Metab Dispos 2009; 37: 1056-1064 19196845 B075876
62) A T VEIMAENE R [N AT XA T e T Wl AEANT — — B077334
%) 1 (201241 18H %78, CTD2.7.1.2.1)
63) Weinz C. et al.: Xenobiotica 2005; 35: 891- 910 16308283 B075898
64) /A TIVIMAENERL [T > MBI Dl « fik oA ] — B077336
(201241 H 18 H7KGE, CTD2.6.4.4.2)
65) /A TOVIRAENERE EIR T~ M2 2 e ik ] — B077337
(201241 H 18 H7KG8, CTD2.6.4.4.6)
66) /A TVIMAENERE [T > MBI D3] — B077338
(201241 H 18 H7KG8, CTD2.6.4.6.4)
67) A VIR LR ARSI 25 (in vitro) ] — B077335
(201241 H 18 A 7&#R., CTD2.6.4.4.1)
68) /N VIR R [HRite R (2012421 H 18 H /KGR, CTD2.6.4.6.3) — B138488
69) Kubitza D. et al.: Br J Clin Pharmacol 2010; 70: 703-712 (—#/3A = /)L 3K 21039764 B075875
i AP R
70) N A TOVIRELAENE R [IFRREEREICB T 2EpEE UMNEAT—%) ] B077330
(201241 A 18 H 7. CTD2.7.2.2.3.8)
T A VIR EAENER [V XIcBT 2010 - BB AEICE T 2 FERER] — B077339
(20124-1H 18 H &GR., CTD2.6.6.2.2)
72) 3 A :n/v};uuffiwgzﬂ [Z v MZE T B AR & O A% O3 AT N BEK — B077340
OREREIZB T 2 ER] (201241 H 18 A &R, CTD2.6.6.6.3)
73) Pengo V. et al. : Blood 2018; 132: 1365-1371 30002145 B124751
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THYNA =)V AN E R [ Z2EREREER] (201241 H 18 H & — B138489
CTD2.6.2.4)

BN A VAN E R [EIRASEEERE] (2012414 18 H KR . — B138490
CTD2.6.2.3.2. 2.6.2.3.3)

T6) N A T VHE AN E R [HEI & G5 FERER] (201241 A 18 H 7K 3R . — B138491
CTD2.6.6.2)

TN NA VNG R [KER G FZERBR] (2012414 18 H KR, — B138492
CTD2.6.6.3)

TR N A = VI MANE R [(EEHEERBR] (201241 H 18 H /& GE . — B138493
CTD2.6.6.4)

TN A = VBN ER [N AJRMERER] (2012414 18 H 7&K # . — B138494
CTD2.6.6.5)

80) A T AHENEER [T v MIBIT DZIBREL OFE KR £ TOHHIRIZEE T — B077341
53R ER] (20124E1H 18H &R, CTD2.6.6.6.1)

81) NA = VEGAANEE [T > MBI DI - R AEICE T 2 BB — B077342
(20124F1H 18 H 7GR, CTD2.6.6.6.2.1)

82) /A VI EAENE R [ ErE] (201241 H 18 H &R, CTD2.6.6.9.2) — B138495

83) /A LI AENE R [3T3 NRU % V> Din vitro Yt i iR ] (20124514 — B138496
18 H %78, CTD2.6.6.9.7.1)

84) NA T VEEENE R [ 7 LV FEE10mg, 15mg D ik dh & UK R b — B143926
DL TEM]

85) /A T /LIKHALINEE [ 7 LV FOD$E1Omg. 15mgDifeit D22 ] — B143927

86) /A T/VIRSAEINE R [ 7Y LoL REE1Omg, 15mg?D i 5 ikl O FH a2 ] — B143928

87) /A T VHE S AENE R [ 7 LV RIS 10mg.  15mg D {8 5 ik 1 — B143929
1 A

88) A T VIR AN B [ 7 L L FODEE10mg, 15mg D i 5 ki i O it — B143930
]

89) A T LH L HNE R [ 7 L)L FODEE1Omg. 15mgdD Efi &R v 7 % H — B143931
VN BB O R ]

90) /N A LIS HNE R [ 7Y L KISy E110mg. 15mg D /K Ik 5 D %2 — B143932
TEME]

91) /A T LERGHINE R [ 79 L L FODSEIOmE,  15mg D /KR i D22 ] — B143933

92) /NA TVEREENE R [ AIZER 1T D 20mg SERE 1% 51253 2 ik — B143934

OREBE G DOFEI A T XA Z )T il GMEAT—4) ]
(201549 A 24 H7&#F., CTD2.7.1.2.3)

2. ZOMOSEXH
BB L
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1. ELENETORTRKR

AFNE,  TFEFEEAE R FITHAT B 12381 2§k AR ZERRIE O FREINH] | A8 I0iE & LT,
200849 A 15 HIZHFHIZBWT, R THIO TOROFE Xa [KFBLEAI & L TRKRE N, L
B, 2011 4RI TIEFRIEEME L MENBA 128 1) 2 I A & OV B PR SERRE O FSEMIH] | . KO
RS R R AR IE S OV ZEARNE DTR I K O\ ) 12 LT, U7 T4 FRBMNETRIR SN
Too Fio.  TREERMARGE X O ZERRIE OIREE K OVE3E 6l (6 » H UL EoBiEEERRIER T
%) 1. [AMEEERZOBEICRIT DT T e —afiettA X oMl &0 DEEhIRE H
BE I ARMENIRE BRE ISR 57 7 v — ottt <> hofif) i2on T, ZREEK
N CTHERBEZIE L TW5bH,  UNRIZET D ERMARZEARE O VEFE K OFRsEl (5 A LA LIk
R OPUEEBEIIEE TH) | 12 oW T, 2021 £ 1 A 18 HIZH X THIO TARBEIG LZ, &
DITKRETIE, IR TR@INIE T 2 & RN ENRE L EE 2B 57 7 1 — A et A ~
> O ATOWT 2021 4 8 AT, 7% v & Ptk /NS R OE BEBF T BT D ERR
AR ZERIE D FRIEINH] ] 12DV T 2021 4F 12 A IR SNz, AFIOEBRUIEIC L > TR S
2, ERROWTNOEIE T, 130 » [ELL ETHEBE I TS, (2022 4 2 HEIE)

KEIZETE5RITXEOHE
R4 Xarelto

=t Janssen Pharmaceuticals, Inc

AWEAHR | D20114E7H1H @2011411H 40 @KU@®20124 11 H 2 H
®20174 10 H 27 H ®2018410H 11 8 @D20194 10 7 11 H
®20214 8 24 0 ©@20214 12 H 21 H 2021 412 A 21 A

HE - Biks | 7 4 v ba—F 0 > 7 EE : 2.6mg, 10mg, 15mg., 20mg,
% 0 RRE 7L (B0RI) 1mg/mL

BhRe AR | O BIE & Ha il SO BE B E T i TR [T B 1) D A ZE e iE (PE) BN D
HEIRIMARE (DVT) OIFGERH

@IS IEE MO AR EN BB (2381 2 M 26 T M OV B M SEARE 0D S8 JE 4 )

@DVT Di5H#

@PE DOi5y%E

®DVT X% PE JE®RICD72< &b 6 » A OERERHUEREREZ itk b, FR
U 27 Dkt 5 BEIZEBIT S DVT KO PE O FFE40H)

@EBIAEE (CAD) BEICBT 27 A Y v LOHAIC L2 ERLME A~ b
LR (CV) BT, OfEZE (MI) KOWMZET] o U 2 7 3

DOMARZERIEFR Y A7 THAHANHMY 27 OFE L BWAMNEREREICRIT 55
ARIASFERE (VTE) D38|

@JEfEME R EIRE B (PAD) 12K 2 FRIMATHEMN 2 KLz - BE 2 &,
PAD BEICBIT AT A Y v EOPHHIC L D FE 2 metEmng <>~ (ML &
PR s SRR, M 2RI &35 KU o U 2 7 i

QIR N PrEEREE D L b BEIER% O, 18k O/NELZBIT 5 VIE ©
TR K OVER S Il

02 B LD R LRBERE BT D 7 4 v X Rk o fmie T

MK OHE | OAK 10mg # 1 H 1EROKEST 5, IRAICEL T, BFofFEZMbin,
)

VT F=r 7 VT T A 50mL/min & 2 5 BEICIE, AKI20mg A 1 H 18],
AEBICEROELST 5,

s VLT F =07 VT T A 50mL/min BLFOBEIZIE, AHF 156mg 2 1 H 1[5,
A EBICEROEET 5,
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QKR UDIFEIZHW GG ORI D 21 HEIX, AA 15mg 2 1 H 2 FIEZICRAE
L. ZO%OMIRREIT N HRIME A2 B & LTHWA5EIE. AH 20mg %
1H1ERO#&EST 5,

® EREATIEREEREEZ DR &b 6 » ARE%., &K 10mg % 1 B 1 [BFR O S
T5, RAIZERL T, BFEOFELDZR,

OKV®T A Y » (75-100mg) 1 H 1 [FEHEHGOHH T, &K 2.56mg % 1 H 2 [l
O#%59 5, RAICEL T, BFOFEEZDRV,

DNBEH & BBt £ TOHERER G HIMIL 31~39 HIChH7- v A#K 10mg 2 1 H 1 [F%
#5935, RAICEL T, BF0FELZbDR,

O THEZR

1EE (A 7L b Imgld 1H &
i N SR 1mL (ZFEY) -
1H1M@E |1H2[E|1H3ME
23?{1;%?{‘%: 0.8mg 2.4mg
ilﬁg J;éf% 0.9mg 2.7Tmg
gig ;é{é% 1.4mg 4.2mg
glﬁg ;é{% 1.6mg 4.8mg
& 1 SRR )
% ! fm glﬁg ;é{% 1.8mg 5.4mg
Slﬁg ;éf% 2.4mg 7.2mg
1901%;;'{%% 2.8mg 8.4mg
}glﬁg ;é{iﬁ% 3.0mg 9.0mg
BOMWIE | Son s | 15me 15mg
SAFEERA 50kg LI - 20mg 20mg
WTFERZR
1 [nl &
. (A 7Lk ImglE 1HHAE
#ITE P W 1L L)
1H 1M 1H 2MH
Z;l}ig ;éf% 1.1mg 2.2mg
1%55;?&% 1.6mg 3.2mg
10kg LA I
SO | 12ke Al 1.7meg 3-4mg
D I 12kg UL E
20kg ik 2mg 4mg
gglﬁg ;/éf% 2.5mg 5mg
gglﬁg ;;J% 7.5mg 7.5mg
T 11 R I .
P 50kg VA | 10mg 10mg
(2022 4 2 H BILE)
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EUIZHEITHRMNXEDHE

54 Xarelto

7114 | Bayer Pharma AG

AWAEAR |D20084E9 H 30 H @M U®20114F 12 H 9 H*!
@2013%-5 H 22 H ®20184-8 A 23 H ©2021 41 H 21 H

R - Bl |74 2—T 4 78 : 2.56mg. 10mg, 15mg. 20mg
e A (BRI 1mg/mL

SNRE ST ANA: | OAHE AR5 BE B S 13 B B il & i T S 7= i AHRE 1281 5 VTE O3 JEHIHI

OFEFPIIE ML B B 12 35 1 D I AS T R ONVa By PEZERRSE OFIERNHI (9 - IO
A, BT, 75RELA L BEPRIA . BMAS R X — a6 R R D BETE % o fE R K]
FE 12U EHETHEE)

@REAICEIT D DVT KO PE O 1EH K OSFE3EHNH]

@7 AN v OHEDOHH., HLIFZZ e RALAIITF /e el ronFhns
TAEY L EDPERHICE D, DEASA F~—h— D L7 A D A REE RS DR
NBEICBIT ST 70— At A < b o4

GOEIMPEA X FD U 27 23 E CAD SUTIEEENE PAD O NBEICBIT D57 AE Y
VEOPERIZ L AT T u— Akt A X2 kO

O D PrEEEELEZ D7 < &b 5 HMSEM% O, 18 A o/NEIZBIF % VIE @
TR K OVE S Il

FER O & | OARFOHEEHEIL, 10mg 21 H 1 BEHREGETHS, #EEEGIE, % 6-10 B ki
BB L THBITIRNE Th D, IBEHFITIEANRFROZ 4 712k > T, Hx DR
HZHDOVTE OV AT\ THESERET D,

- R BER R FMTR T 5 AR G N HER S B,
- EEAEI R LI 2 MR E N HER SN D,

QOAAFNOHELEHEIX, 1 HiamHED 20mg 1 H1 [BlE5-TH S,

@DVT & % \WE PE OIFFICHW DA OARFIOHEEH &I, 15mg 1 H 2 [7]3 #Hfi#5-
ThV ., FOBOIGIEIE NI DVT KO PE OREMNHIZ B E LTHWS
e OARKIOHELEH &L, 20mg1 H 1 [FEETh 5, DVT XLPE IZxf7T Hia% %D
o< & 6 p AR EEICR LT, MY DVT XO'PE ORIEMHIZ BRI E LT
P 5.2 ke D B A OAF OHEE I EIX 10mg 1 B 1[5 TH 5, =770, PHEE
BICZVEIRY 27 BEm0EERL 10mg 1 A 1 FOfKG G Tl L BETIE, A
#20mg 1 H 1 [REG42BET XX THDH, *2

@R OOAFOHELE &L, 2.5mg 4 1 H 25 Th D,

OF 5 R L OB ERENE, REIDSE TRESND,

1[ElE (V83— x¥/30 Img i
K SRBR 1mL ([ 2AH) 10 A&
1H1[H 1H2[FH 1H 3
2.6kg Lk 3kg Al 0.8mg 2.4mg
3kg UL I 4kg A 0.9mg 2.7mg
4kg Lk 5kg Al 1.4mg 4.2mg
5kg VL I Tkg A 1.6mg 4.8mg
kg UL | 8kg i 1.8mg 5.4mg
8kg L | 9kg Al 2.4mg 7.2mg
9kg Ll b 10kg A 2.8mg 8.4mg
10kg LL I 12kg A 3.0mg 9.0mg
12kg LL I 30kg Al 5mg 10mg
30kg Ll _E 50kg A 15mg 15mg
50kg UL E 20mg 20mg
*1 : TRfARSERSE DGR | OBISIT, 2012 4E11 A 15 BISEM (2022 4= 2 A BIfE)

*9 BRI LT D HELOHEIX, 20174510 A 19 HIZEM
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KFRIZIT D EEH], MBIy 0l O OD BEDRNREXIFTAIR, MIEKROHEIZLL T LB THY | 4+
FECORGRIRIL L 1TRR D,

PR EESIES

DN

O FE Fp B JE M 0 55 il B BB 3 12 B 0 S i ME BN A R K OV e B P E AR E O
FEAE N

OFFARMARZERRIE (R EREIR MARIE K OV AR ZERRIE) D IRIR M OVFF R 4]

O F e AT P AEA T % O KA ENIRE AR 12881 B fAe « FEARTE Rk oD ]

N

O Ff IR AR FERIE D IRHE K O FF S

FER O &

O FE Fp BB E P 0 B 0 8h BB 38 2 B B Rk i 1 N 2R R OY 4 B Pk JE R E o
FEAEHI
WE., RACIZY ANA—a XYL LT 15mg % 1 H 1 RI&H%ICROEET D, &
B, BREEOHZEEICH LT, BHEIEOREIZE T T 10mg 1 B 1 BN ET
%
O #IR A8 ZERRIE DTG M OVEF R i)
DN
WBE AR VL IR I AR R S U3 A ZEARE FIE% O M 3 ALY N—nm %
PR LT 1mga 1 H 2EEBHRICROKSG L, T0%IT15mg % 1 H 1 EAEH%
RN #&E3 5,
NG
W KT 30kg L EO/NEIZIZY N—m ¥ BN L LT 15mg & 1 H 1 HA%IC
ROLT 5,
O FREMmAT BT FET T O R EIARE BBRE 1 D ifide « ZEAR T AL O ]
WE . RAIZIZY R—a P L LT 25mg & 1 H2ERAOKET S,

KINCBT 2AHN BT A vy FOMETE, HEROCHREIFLLTOLBY THY | HET
DGR E 1T 5,

IR EESIES

LR O &

NI A4 my7/MEH 0 51.7Tmg, 103.4mg
O ik i A2 ZEFRAE O VE I S OV FE il
O, {AHE 2.6kg LA E 12kg RisO/NEIIT FReOHEL 1 EIEE L, 1 H 3 BE&EHE
IR 59 %, RE 12kg DL E 30kg K D/NRIZIZ Y N—mF P30 & LT bmg
Z 1 H 218, {KHE 30kg LA EO/NEIZIT 156meg 2 1 H 1 ERFZICROEET D,
1 [
(UR—m %% Img T .
I BB LmL () LR
1H 1 1H2[H 1H 31
2.6kg Ll I kg A 0.8mg 2.4mg
3kg LL_E 4kg i 0.9mg 2.7mg
4kg L | 5kg A 1.4mg 4.2mg
5kg ULk Tkg A 1.6mg 4.8mg
Tkg LL I 8kg A 1.8mg 5.4mg
8kg L I 9kg A 2.4mg 7.2mg
9kg LI | 10kg Aiifs 2.8mg 8.4mg
10kg LA I 12kg A 3.0mg 9.0mg
12kg LA b 30kg A 5mg 10mg
30kg UL I 15mg 15mg
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2. BB T DERKRIRFR
Wb, 3R LM OVEIHRE 2 A T 58 ~ DG 5 MG i
FDA CKEAA SCE D7)
8.1 Pregnancy
Risk Summary
The limited available data on XARELTO in pregnant women are insufficient to inform a drug-
associated risk of adverse developmental outcomes. Use XARELTO with caution in pregnant
patients because of the potential for pregnancy related hemorrhage and/or emergent delivery.
The anticoagulant effect of XARELTO cannot be reliably monitored with standard laboratory
testing. Consider the benefits and risks of XARELTO for the mother and possible risks to the
fetus when prescribing XARELTO to a pregnant woman [see Warnings and Precautions (5.2,
5.7)].
Adverse outcomes in pregnancy occur regardless of the health of the mother or the use of
medications. The estimated background risk of major birth defects and miscarriage for the
indicated populations is unknown. In the U.S. general population, the estimated background
risk of major birth defects and miscarriage in clinically recognized pregnancies is 2—4% and 15—
20%, respectively.

Clinical Considerations

Disease-Associated Maternal and/or Embryo/Fetal Risk

Pregnancy is a risk factor for venous thromboembolism and that risk is increased in women
with inherited or acquired thrombophilias. Pregnant women with thromboembolic disease have
an increased risk of maternal complications including pre-eclampsia. Maternal thromboembolic
disease increases the risk for intrauterine growth restriction, placental abruption and early and
late pregnancy loss.

Fetal/Neonatal Adverse Reactions
Based on the pharmacologic activity of Factor Xa inhibitors and the potential to cross the
placenta, bleeding may occur at any site in the fetus and/or neonate.

Labor or Delivery

All patients receiving anticoagulants, including pregnant women, are at risk for bleeding and
this risk may be increased during labor or delivery [see Warnings and Precautions (5.7)]. The
risk of bleeding should be balanced with the risk of thrombotic events when considering the use
of XARELTO in this setting.

Data

Human Data

There are no adequate or well-controlled studies of XARELTO in pregnant women, and dosing
for pregnant women has not been established. Post-marketing experience is currently
insufficient to determine a rivaroxaban-associated risk for major birth defects or miscarriage.
In an in vitro placenta perfusion model, unbound rivaroxaban was rapidly transferred across
the human placenta.

Animal Data

Rivaroxaban crosses the placenta in animals. Rivaroxaban increased fetal toxicity (increased
resorptions, decreased number of live fetuses, and decreased fetal body weight) when pregnant
rabbits were given oral doses of >10 mg/kg rivaroxaban during the period of organogenesis. This
dose corresponds to about 4 times the human exposure of unbound drug, based on AUC
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comparisons at the highest recommended human dose of 20 mg/day. Fetal body weights
decreased when pregnant rats were given oral doses of 120 mg/kg during the period of
organogenesis. This dose corresponds to about 14 times the human exposure of unbound drug.
In rats, peripartal maternal bleeding and maternal and fetal death occurred at the rivaroxaban
dose of 40 mg/kg (about 6 times maximum human exposure of the unbound drug at the human
dose of 20 mg/day).

8.2 Lactation

Risk Summary

Rivaroxaban has been detected in human milk. There are insufficient data to determine the
effects of rivaroxaban on the breastfed child or on milk production. Rivaroxaban and/or its
metabolites were present in the milk of rats. The developmental and health benefits of
breastfeeding should be considered along with the mother's clinical need for XARELTO and any
potential adverse effects on the breastfed infant from XARELTO or from the underlying
maternal condition (see Data).

Data

Animal Data

Following a single oral administration of 3 mg/kg of radioactive [14C]-rivaroxaban to lactating
rats between Day 8 to 10 postpartum, the concentration of total radioactivity was determined
in milk samples collected up to 32 hours post-dose. The estimated amount of radioactivity
excreted with milk within 32 hours after administration was 2.1% of the maternal dose.

8.3 Females and Males of Reproductive Potential

Females of reproductive potential requiring anticoagulation should discuss pregnancy planning
with their physician.

The risk of clinically significant uterine bleeding, potentially requiring gynecological surgical
interventions, identified with oral anticoagulants including XARELTO should be assessed in
females of reproductive potential and those with abnormal uterine bleeding.

(20224E2 H BifF)

HARDIRF CED 2. 25 (ROBEITEE LW E) 1. 1956w . 19.6 &=3iF @
HOLHIZIUTOLEBY THY . KREUH CEOTHE & 1TRR D,

2. R (ROFBEICEFEBRELGWNI L)
2.5% Wl SUTHEHR L TV L ATREMED & 5 &tk [9.62 ]

9.5% 11IF
I TR U TV D RIREME O & 5 I3 G- Le W2 &, W sEbh Tttt (7 v
) L FEANHL, BEICEERS SN AR TRAFEEROEM (V%) | E
DOIMEDIR - feldEtE, AR OEFRE TR KREOE/ (T v ) BHEINT
Wb, [2.55H]

9.6* &ELIw
B LW EREE LY, BWER (7> b, ROEL) THHFICBITT S 2 E03HE
SNTWD, E FORFFIZBITT D Z EpHES ATV D,

AT LIV RTA vy NEHTITERE ST
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8.4 Pediatric Use

The safety and effectiveness of XARELTO have been established in
pediatric patients from birth to less than 18 years for the treatment of VTE
and the reduction in risk of recurrent VTE. Use of XARELTO is supported
in these age groups by evidence from adequate and well-controlled studies
of XARELTO in adults with additional pharmacokinetic, safety and
efficacy data from a multicenter, prospective, open-label, active-controlled
randomized study in 500 pediatric patients from birth to less than 18 years
of age. XARELTO was not studied and therefore dosing cannot be reliably
determined or recommended in children less than 6 months who were less
than 37 weeks of gestation at birth; had less than 10 days of oral feeding,
or had a body weight of less than 2.6 kg [see Dosage and Administration
(2.2), Adverse Reactions (6.1), Clinical Pharmacology (12.3) and Clinical
Studies (14.8)].

The safety and effectiveness of XARELTO have been established for use in
pediatric patients aged 2 years and older with congenital heart disease
who have undergone the Fontan procedure. Use of XARELTO is supported
in these age groups by evidence from adequate and well-controlled studies
of XARELTO in adults with additional data from a multicenter,
prospective, open-label, active controlled study in 112 pediatric patients to
evaluate the single- and multiple-dose pharmacokinetic properties of
XARELTO and the safety and efficacy of XARELTO when used for
thromboprophylaxis for 12 months in children with single ventricle
physiology who had the Fontan procedure [see Dosage and Administration
(2.2), Adverse Reactions (6.1), Clinical Pharmacology (12.3) and Clinical
Studies (14.9)].

Clinical studies that evaluated safety, efficacy, pharmacokinetic and
pharmacodynamic data support the use of XARELTO 10 mg, 15 mg, and
20 mg tablets in pediatric patients. For the XARELTO 2.5 mg tablets,
there are no safety, efficacy, pharmacokinetic and pharmacodynamic data
to support the use in pediatric patients. Therefore, XARELTO 2.5 mg
tablets are not recommended for use in pediatric patients.

Although not all adverse reactions identified in the adult population have
been observed in clinical trials of children and adolescent patients, the
same warnings and precautions for adults should be considered for
children and adolescents.

EU O#sfhcE

4.2 Posology and method of administration

Special populations

Paediatric population

OA 7% 1L b EE 2.5mg

The safety and efficacy of Xarelto 2.5 mg tablets in children aged O to 18
years have not been established. No data are available. Therefore, Xarelto
2.5 mg tablets are not recommended for use in children below 18 years of
age.

OA 7 ¥ 1L ME 10mg

The safety and efficacy of Xarelto 10 mg tablets in children aged 0 to 18
years have not been established. No data are available. Therefore, Xarelto
10 mg tablets are not recommended for use in children below 18 years of
age.

OA 7% 1L g 15mg &Y 20mg

The safety and efficacy of Xarelto in children aged 0 to < 18 years have not
been established in the indication prevention of stroke and systemic
embolism in patients with non-valvular atrial fibrillation. No data are
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available. Therefore, it is not recommended for use in children below 18
years of age in indications other than the treatment of VTE and prevention
of VTE recurrence.

OA 7Y v MEOMEIR (kL

The safety and efficacy of Xarelto in children aged 0 to < 18 years have not
been established in indications other than treatment of venous
thromboembolism (VTE) and prevention of VITE recurrence. No data are
available for other indications. Therefore, Xarelto is not recommended for
use in children below 18 years of age in indications other than the
treatment of VT'E and prevention of VTE recurrence.

(2022 4 2 HHILE)

AAROEWMCED 19.7/NE% ] OEOFTEHIILL TOLBY TH Y, KERQ® EUIZKT HIRMA T
EOFH LIRS,
9.7 INRZE
GEFIREMNDEMENERECH (T 5 EMMEMZEF R UL B EEREDFREINHD
CPFRMAITREMETROREIMERBRFICH T 50042 - ERFEOIG]>
9.7 1% /NS 2t & UT- BRI aRBR 1T 320 L TV 7wy,
<ERAR M A2 ZFARIE DA E R VB FKINED
9.7.2 16 » A RO FRLlliZ 49 2 HLIR ~NIARE G512 L 2 1BE LA MR G2 )
HEHBSNDOGEIZOHR, BEOIREBEZTDICBE LR RETHZ L, £%6 » AR
WO TRICHEY T IR 265 & Ui BRIX340E L Tueuy,
- TERRIEZL3T 3B A5
- K H2.6kg A
- RE R OB A310 H AR
L AT ULLVERTA ey FPNRATIEERE ST 20N
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1. A% - REXZEICEL CERERHREZTSIIH-> TOSERFR

ARIEOHERICBET 2EE - AEICIIARZZ T COARWREICET 2 EERNE TN 5, RBRGE
ERHESL L TCOWRVWHELEENTEY, HLETHhRRMIN TV EIRBRAFIETE LN ERE
FELLTERLTWS, EFEFEDERENZRTT 5 EToOSEEFERTHY . MLEOW
BETRTHO TR,

(PR - TR A SRS O RGBT B HEBNCET 2 A4 74 2325 QA 125\ T (2D
3) | BFILH 9 H 6 BT BAS B EIE - ATSHE R AR E - BREEAIREE S55EE)

(1) 9%
D1 TH LIV MO MEMDRENE 8
A 7 WL v MEE 2.5mg, 10mg, 15mg @ 1 7 MIDOWT, Z O O EMN % et L2k

BIILTOLEY Thot.
R PRAFSM: LRAFTERE PRAFHA R e

L K DORMERBD =0, *
95°C/75%RH v 3y 0 (MU OEB CHE LA R

(PR 7o 1

BEH D 2o T
g7 K DOEMETRBD =N, %
St B S Ty—L 7 e
_a HEH CTIIZE )
25°C/60%RH (AR Q?fﬁui?ﬂiKM%“

a A 7P L ME2.5mglT40001x T13 H RIS L, #IEEE120 51k h
A 7HF LV FEE10mg, 15mgld42001x THI12H MRS L, #BIRE120 51k h
WEEE - MRk, EEYE, 58, K%

Q@4 Y LIk OD FFEDMEMDREE &
A 7L b OD $E 10mg @ 1 7w MIHOWTC, OO e 2 et LI RIZLL T o

LBV Thot,
1RAEL (A7 RE RAF IR R
BT ~2mmTsE DR &
R v —1L KO AERBD I8,
| BC/me%RH B P o om A T s ER
OD#ED DI T
W) -
e H bt S FI il Sk 0B & 3 7
25°C (A0 _a N, FRUSNOER TIEE
TREERL D 4T g {bEBDRINST-

a 50001x CHRI10H MRS L, #BE120051x-h
HIEEE - Mk, \EWE., &8, Ko%
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(2) BRtE - BAMRURERESTF 1 —J DEiBMH9

DA THFLIL MEDRRE - BEAMERUBERSF1—J0@EAEMK %
A 7L M EE 2.5mg, 10mg. 15mg @ 1 2w MMIOWT, & 1EZXTY ., £ 55CHK 20rnL
ZINZ 5 IER, HERE TIRE %%ﬁ%— L7, BERIDREDNTE O bl Wiga, S HIZ
AE L, R TFIECBIZE LT, £, o -BEEEZ SFr.ORERET = — 7| ﬁ"] 2~
3mL/ﬂ@@f’CE7\ L e 2 fest L7z, %@ﬂ‘*% BE 2.5mg 1% 5 S RANE TR L, 8Fr.o>

a—7 Zi@im L7z, #E 10mg, 15mg LAl & & 5 /3 IALE CI3E Ler o 7223, 10 R

%“CLH*{% L. 8Fr.OF = —7 % i@ LT,

Q4 TH LIV MAM D BDRE - BEAMRUREREF 1 —JDEiEHE &)
47#vwhﬁﬂﬁammg1wg@1myb:owf A 1a%EEY ., #55CHK 20mL %
Mz, MERFTREZBE L, Fo, BonBEKE SFr.ORERET 2 — 71T 2~
3mL/FY DL T A Ui i%%ﬁbto%@F% WA E bEGIIEE L, 8Fr.OFT =2 —7
Zoadm L7z,

@A JHLIL ~ OD fRDERIE - BAMRUBREREF1—J D&M
A 7Y 1L b OD 8 10mg, 15mg D 1 2> MIHOWT, & 182D, # 55CHK 20mL %
Mz b srMfER, &R TRE %%ﬁbﬁoit\%%ﬂt%%W%SH'lﬁT 14Fr.
DIRERIET 22— 7K 2~3mL/AP O CHEA LBt 2R Lz, TORE, malEd 5
Sy s i L, 8Fr., 12Fr., 14Fr.0F = —7 Zi@ifd Lz,

@A FHLIL k OD §20) 5t 25 &) 89)
A7 WLk OD# 10mg, 15mg D 1 2 v MIDOWT, % 38X, &B A v o hICHE
%, EWEAR 7 E O TE &K 8em OFERI LA 5 3T COREHRIK 259 20mL/ %y O3 FE T
L. AERREIZHE LTc, ZOREE., FRRBERMIZZENEN 20 LD 26 W TH 72,

&4 THLIL FMEDKBEBRDRE M 890
A 7LV ME 2.5mg, 10mg, 15mg @ 1 2 v MNIDWT, £ OKEERO L EMNZ R L7
FERIILLTOEBY THoT-,

B ik BRI ROVE | GAe P
5E Bz WG a . L B
fﬁ”ggﬁf“ﬁ Fifl, M | WETTARE | 248 |BLERORNo
E 0 K I » S| e e e
(10mg. 15mg) SR BEL W T AR 24 5[] | B L ERR DR o T

a A 7L FEE2.5mgl/Kk4mLIZ iR
AT L }\ﬁlOmg 15mgld/Kk 20mLIZ &5
HEHEE Rk,
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®4 JHLIL MERD BOKEBROREME 84990
A 7LV MRS 6 10mg, 15mg O 1 7 v MIDWT, ZOKEEIR (K 20mL) O EME
EH LT RIIU T O LB Thol,

R PRAESAE RAFIERE TRt fho R
FHAL 438 D K SR TR =S/
(10mg, 15mg) ENRELE

HEEH R &=

(AT T AGNER 24 WFf#] | B b ER DR T

@4 JF LIk OD SEDKBEBRDREM
A 7% LV OD § 10mg, 15mg @ 1 7y MIOWT, ZOKEER Ok 20mL) OZLEME
BEt LR RIZEL T & B0 Th o7z,

R RAFIRIE RAFTERE PRAFHIH] EES

ODSEDKIEIE | HB | germaro xmme P
(]_Omg\ ]_5mg) ENBGELYE BOTT AR 24 IRffH] AL ZRBO IR o1

WEEA < Mk, &5
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@RFIMARURBREREHROEYEE WEAT—42) 9

fEER N 55 Bl & 58k L, BEAI 20mg* A ftte, TV ERA LY U TITIRE LEN&ERYE (i
H) | KB LREFETF 2 — 71T (RERE) | XA O ER &S (BEAlE
H) L, #hEnmEhR L & ICHRERE LICBEOERYEifELZ, 3HE 3 MV v 24— \—{EIZT
e U7z,

3t 3 HloTbEEEE LT 44 il
AUCoD HIEZIE I 95% % 1) 89% .,

BRETH-T-,

BT D Ky fehe G- J O BE 5-RE D SEHIBE G-RF 2335
Cmax DHITZENZIL 90% K TN 82% & | HEAIFH-F & [F]
RETHITZ I TS U N —a P HHF] (Xarelto® Tablets 20mg)

BEESEHTICEITS U NA—OFY/\Y 20mg*EERFOKRSHOMEDREHED

300 1
- GEE|15 5 (n=49)
250 - —— ¥R 5 (n=52)
_ —— FERE(N=49)
gn 200 1 BRI ELSD
*;g 150 {3
g 100 1
50
0 T . '—W
0 4 8 12 16 20 24 28 32 36 40 44 48
% 5 %&EFRAE (h)
BEREERGTIZE TS ) N\—0FH/1\0 20mg* B ERSHOEYFE/ NS X —4
RT A—H BeAI 5 (n=49)"" i 5 (n=52) & (n=49)
AUCo- (ug * h/L) 2280/19.6 2140/19.0 2030/20.7
Crmax (ng/L) 261/18.8 227/13.2 214/21.4
tmax (h) *1 4.00 (0.75-6.07) 4.00 (1.52-6.00) 4.00 (0.30-6.00)
ty0 (h) *2 6.88 (3.34-11.9) 6.36 (3.30-11.2) 6.47 (3.32-12.3)
tmax | X mﬂﬁqﬂ/&%f@ IR, tue o TSR
*1c R fEGEEPH), *2 0 R EE@EEE ., Z AN R EEE/CV %

*3: AUCo O t 112 K’Jb Y CId n=48

*KETHE
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RFRIRERICHT 2R RVOBEERERO AUC-R U Crax DL & 90%FHEXH

KA fE MR G185 A 5L (%) | 7% P G-/8E A B G- L (%)
BRI T IR s e ] (90%AHEKI) 1907 EHC]
. o 95.4 89.1
AUCo- (pgW/L)| 2200*! | 2100 | 1960 [92.38-98.60] [86.23-92.03]
90.0 82.0
Cmax (ng/L) | 254 | 229 | 208 [86.08-94.08] [78.48-85.76]

*1:n=43, FNLIFME n=44

[CNODHERICE DV HERZWT TEHVMGEDR 5 HIE]
AFRBRAAE 2 B E 2 7m0 fE R, 2013 4F 3 A X 0 KEOIRM CE IR UIRE G ICBE LT
DLIFOEBORE BN L7,
BEREMIEL, KXITTOVRBALEZY VITEOZLNNEY LR TRASE2HEICIT. BS
BEDICAFELERS D%,
BEAZ M LEEIC LD BT 25413, BEANCHEEOMNELHER L ET*2 DbEDKE L
HICHEZB L CTIRE%, KCTHEZERE L, EOHITRBREBEZIT O L,
B, BRI OFFEBRER T TOLEMICOWTIX, TIV.6. "AIOKFESLME TICRT 2L EM)
DIE (P.12-13) &M,

*1 0 KFNIAKITETIT WD E s, ZEEIRICHR G LZBIIRINAME T4 52, %85 L-BRICIZm I 238

MMUNA AT RATEVT 4 DEEPREDLNLTNDHI b, BFELLBIIBRETLIZEEINTVD,

($£%] 10mg K& " 15mg & 5-H D A F D #42 > Tk P.108-109 2 [R)

*2 0 U= PN NMBEAE TR SN2 O AUC KDY Cmax 1. SERIZ RO L7254 & sk
LENEIN 29% K D 56%IETT5Z ENREINTND,

1) ARBRAERIE, AEANZRRIC, KETEESNTWD Y A= F 3B (Xarelto® Tablets 20mg)
ZROT, SEAIRE O BERICHT 5 R ORE RGO A T XA T80 T 4 W AR
B LTIefiR Th %,

) ARFTHEBINIRANIHT 2 HIEROCHEIIUTOLEY Th b,

@ JEFRIBEME D AR E) A (2 31T D R i MR i 25 o e OV By M SEARE 0D FE A
M@, AT NS—a XY 30 L LC1bmg % 1 A 1RIBHICRNES T2, k., BEEOH DA
FCHR L TR, BREREOREIZS U T 10mg 1 B 1 [BICH&ET 5, |

@ IRIMARFEARE (L B IR MARIE B OVl AR FEARIE)  DIBHE K VI
GBS, RN PRI ER IR AR AE S A ZEARIE RAE O P 3 BIL Y N—m 3 L LT 15mg
10 2EE%ICROEEL, T0%IT 16mg 2 1 B 1 EEHBICRAKRESTSH, | Thh, /NEDOME
RO EIE, [E%. (KE 30kg LLEO/NRIZIZ ) N—a ¥ 930 L LT 15mg % 1 B 1 [EE%ICR D&
545, |
B, NRIZHT 2 HEROHER TV IREICET2HE 8. HiEEKOHE] 0HEZZROZ &,

@ FIMAT PR M T O R BIIRE B AEE 1T H 1T B AR - SERRT AL D]
DEs ., AT "= P02 LT 25meg% 1 H 2RO % 5T 5, |
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2. TOMDOEBEEER
BINOY R 7 f/MEIGEENZ BE S 2 &4
() A 7 Lov MEEFEATA R o/ NEE R AR ZEARE O 5 M OS]
QA7 LV ERRASNABFSFE L2220 TFEBE~
@R A T Loy MEIEMFEH AT A R o FRMAT BRI T % O KA EIRE BAEF T 5 e - %€
eI AR ARE Tl
(4) A 7LV N ERA SN DB S A~—RKHEEIRES (PAD) OBEIZOWT—

BATTEM
(DA 7L sERH SIS DEMEOEE S A~

) A 7 H L b BRSNS ODEMEN B S A TR

() A 7 W Lov b & IRH &5 B lRiAR ZERRE D FBHE & A~

WA TV NERHISNTWDEE XA VIE HiERE

G)A TH LN NERASNLIBFIFELEZDITFHKE~

6) A 7L b RTAvay 7/NEH Bkt E

(DA THF LN bERASNDEE S A~—KHEIRERER (PAD) OIREIZONT—

ZDOMER -
(DA ZHF L RAA— R
@) A 7L hE CGREEAN) B
) A ZHF L MR CRISETAH) BFIEEE
4) A 7Lk OD g (CERIGEIAH) BFEEE
GYA VLI RTAvmy /N CGRESE A HEfEs

AL VRSB ERBEEETERT A L T T e
https://pharma-navi.bayer.jp
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ERAT7TIIIARXFE ITTRNA—I—FEHRA DL BHOETAXFEMETEEY,
'fﬂtﬂ/}b ~E2.5mg AT LI i 47*:ﬂ/)lz ~ODg# 'fﬂ*fl/lb MBS S 'fﬂﬁl/}bhl\:"f/ﬂjj’d\ﬂﬁ

R
|I|I|||II|||||| Ml
IREXFE1OFEVAIFTRURLE SIS,

T T
https://www.gs1jp.org/standard/healthcare/tenbunnavi/pdf/tenbunnavi HowToUse.pdf

(01)14987341114012

SGERFTTT [ RERUHWLEDESE]

I\ A TIVEREFA 4T

2 ABrmidtE#EE2-4-9 T530-0001
Bayer https://pharma.bayer.jp
[QvsIrErs—]

0120-1086-398
<Z{IHE> 9:00~17:30(LBHHNB-BHHKBZERL)

PP-XAR-]JP-2740-21-06

(202206) XAR-3. 0 (KO/HH) BMES | YAR220402
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