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FLHEHAZ R E L, T O% 1998 412 HIREEMTE 3 /INEE SN, 2008 45, 2013 4512 H i 38 L5 H
FESM) IF Gl EHOWGET 21T > T /2.
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HHRAFEEHIND. 72721, REENEOESEICED S b O K OFIHE B O 2SFHE - HIWr - $2d <&
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HILENDWIN SN D E AT T —BIZL o TEER#M THL X AN b T BB ESND,
AANTE T HRBRICIB VT HARNORERBER AT 5222 MR U1, FERIUENE L)
B ARG L U5 ARG R TS A E AL R THW O D RO HAANICEIT S
LRV L, R 720 &l S 37z, AN 2 G e 28 TR [EBR 3L R AR (2 d0 W T IR P IRE
PR G AR £ 0D b A o S OV By PR ZERRE O FEFEINHNC 31T 2 A FIPE DS HERB S 4v,  TFRTPIBEME
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(2) #* 4
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TIWXY AT T5Smg/ TTHXRY AT 110 mg
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Prazaxa O #]D PR X “precision” & “prevention” D2 >D ZH, T7/72bbh [HEMN
TP ASELTWD

(fBiE) FEHRTLoZTHUT— R AZ ALK U (JAN)
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-gatran (thrombin inhibitor, antithrombotic agent)
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monomethanesulfonate
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4) @R (OER), BR, BES

mh s 180+3°C

(5) EIEEAEBTEN
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log P=3.8
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~ fifi 77 7" /LAl H72 ¥ & (L ORE 5 7 & VA
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NEY) 0 D ERL Y 0,00 FER
Y 2% @»0 1% @m0
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FIHFXHH SN T5mg @ R75

ZFIHXHYHFE 110mg @ R110

(4) HE|OYHE
MG R L

(5) Z it
A LR

2. WA DHEK

(1) BERES (EMMSD) DEERVHMOH

W 78 4 TTWXY BTN 75 mg TZHXY A 7 110 mg
1 7B 1 S
X NT =27y I—F | XEH T2 TXvTI— 1
%) AL AR PR 8648 mg | AKX LAV LFEKE 126.83 mg
(FEH T THT— FEeH I TxsT—
k& LT 75 mg) F& LT 110 mg)
: Y o .
WEGE 75 ET SAK, b @E&,T7ETﬂAf,F7
N ot . EAR—RA, UAFINRY E
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FINHA oL L T — A e E R
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V. ARSI %A

9. BH%
HRvaEHERERE (Bl N2 7y RE)
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R : 45 431D Q fE* 7Y 80%LA L
% AR OWIHFEE, BrRBICKTL2ESFETHLELD

10. &% - A%
(N EBMNDELGRS - A%, NEIRRGES - RICHT HFER
A% LR

(2)a%
<7 FH¥xYH 7 T5mg>
112 7% [ (14 7 &1Ax2) PTP/T VI Eu— (HEAIAD) 1 x4
560 17 [ (14 1 7EAx2) PTP/T VI B a— (FfEFIAD) ] =20
<7 7YXV 7/ 110mg>
112 7% [ (14 7 &1Ax2) PTP/T VI Eu— (HEAIAD) ] x4
560 17 [ (14 1 7EAx2) PTP/T VI B a— (FfEFIAD) ] =20
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FEFEEMDEMBEE(CEH TS EMMERKZE DR VS EERE ORI

. DEERIIHRICEET HERE

5. MBEXIIHRICEEET HFE
AF 2 N TOLNE S ATt O PUREERIEICITB A L 2 &0 [15.1 2

(g #1)
[5.(5) & - JRIERIRER ] 22352 &,

3. BERUAE

4.

(1) RERUVRAEDREDS

WHRANIIAET R T 27X T —hE LTI1E150mg (75mg 7 7BV %E 2 H 7 L)
Z1H2EEAREG T2, BB LEIOSL T XA ET 7027 FxF 7 — e LT 1[E 110 mg
(110mg B 7ENZ 1 HFEN) Z2 1 H2EHEE~ERETSZ L,

(2) RiER UREDHRERRE - |BHML

AR E RS S FRRER >0 1%, FEFRRE e DB B 18,113 & x4 & L, A#I110 mg 1 H 2
[, 150 mg 1 H 2 BUTIAHFIRICR G B2HEI LU L7 7 U o2 ngh L, EEHGEE
T 2 R J OVE B P ZEARIE D REFEINHN T SOV THRET L 72, AH 110 mg BEM& OY 150 mg BED
A XY MRRBURIZZENZI 1.53%, 1.10%THY, WINnb U7 7 U UEEOERA X b
FEBIR 1.68%I2%f 9 D IELMEZ R LTz (p<0.0001, FELHME~— 2 95%IEFEX I D IR 1.46)

HARNGZ 7 v—"7" (326 f5l) TOMRZEH K OVRE PEIERRIE DR A N MRBURIL, &A1 110
mg Bf 1.38%, 150 mg & 0.67%, U7 7 U URE2.65%Th D, WBRERORHE & FEE O m 2
BT,

AERUVAEICEET 58

1. RERUVAEICEAET H5FE

11 UTFTORETIEAEH N T v OmPREN ERT2B8ZN0H 570, %4 1 [0 110 mgl
H2EREAZBET D L,

cHEEOBREE (VT F=2 7 YT T2 A 30-50 mL/min) D5 5 BE [8.2 ]

- PEEAMEAR (ROAD #0FHLTWLEE [10.2 B8]

1.2 LR D X 9 72 il O fERRYED mv oy &l S 415 B Tk, A4 1 FE 110 mgl B 2 [AI# 5%
ZEL, HRERIIRETDHZ L,

<70 L BB (1.8 8]

HAEE OB EZ A 28% [1., 8.1, 9.1.1 Z#]

(g @)



V. 1BRICBT 5EE

WS OBRERE (/L7 F=227 U7 72 A 30-50 mL/min) / P-FEE HLEHS & OOFH
HIARE RS FERER > OfRSRTIL, PEEOBBIERE O H 5 BHE KO P-HE AL ER % 0F
MLTWLBFIZENT, KANTIALT 7 ) RERELESTHLY 227 % ER-IER0N- T,
UL, HEEOBEEREREC P-RIEAMER O EE T, AFROERDIREN R+ 5
ZEMBOLNTNWSZ NG, KA 110mg 1 BH2EELEEZEETDLZ L L,

7.2
W70 Ll b

AR E B L R AR 2P ORERICB W TAA 150 mg 1 B 2 BIFRGHIIT LT 7 U B ERICH
AT 75 U Lo mlnE CHIILORBBBHENS LRI 52 &, ROONZ, LEMENGRE () 7
A K74 (2008 FFLLETRR) 128V T 70 ik bh EO@ElE Tl U v ~7 7 U @ BEE INR 2FEH
B LD BECRESN TS ZEND, AAI110mg 1 H2ERGE2EETL L L LK,
WAL i O BEAE

AR EFEIEFERER > Y OFSRICB O TAANS X 0 6 i o S BUEEE 23 EH-+ 2 i A3 A
BREZEND, MEEHMOBEEN S 5 EE TIIAA 110 mg 1| B 2BHE525ET52 L &

L7,
5. ERFRRE
(1) BRT—2/1v5—2
B X Sy BES Pagis
55 1 AHERER HARANSNEAN 40 61 Hi[A] (i) ©
H A N/AEN 42 15 HE/KE (T HB) Y
HAA 7 il K1 (7HR) ©
H A N/AEN 48 15 g (7 HiE) 7
o5 11 FHERER H AN L) AF 110, 150 mgx2 [B/H, XX, 977V v
174 f 12 @G Y
CANESDNITIZE i) AF 50, 150, 300 mgx2 [E]/ H O AR K VT A
502 il U, XX, AT U % 12
(PETRO #H&) b ¥
CANESDNTIYGZS i) AF 50, 150, 300 mgx1[Al/ B, X%, A4 50, 150,
361 il 300 mgx2 [/ H Z ik 5 &G
(PETRO ) (PETRO i & 5 T # ik e 1) 10
AL HANAMNEDEME) | AK 110, 150 mgx2 [B/H, X%, Y77V
[ B 3 [R] 3 18,113 44l  I~3 ARG Y
(FRFERER) (RE-LY #XBR)

(2) ERPREEIEFER

H AN B O E AR A 145 20 1] 2 SRS, A 50 mg 2 TN 150 mg % B a3 G- U 7= f5 5,
HAN ESNEN TR, AR OEDBREITIIRE RE TR LN o7 Y,
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H A N & O E R R PSS 21 B2 5E 5212, AH 150 mg, 220 mg, 300 mg % Hi[EI# G- L,
ZDH%ENFNAA] 150 mgx1 [Bl/H, AH] 220 mgx1 [El/H, 150 mgx2 [8]/H % 7 HE#5 L=
B, ARHI 300 mg HE 5% O HARN 1 HIZRET G+) B, IERE TIEEKRIIC
WIRE & 72 2 BRR A I 5 R O HFHFRIT A D Nieho Tz,

HANFERERR AN BYER 7 Bl % %5202, K] 150 mgx2 [Bl/H % 7 BR#&E LR, BRI
B L 72 DGR R T R OFERGIA LN o729,

H AN M O E SRR B4 24 61 2 56512, A 110 mgx2 [/H, AH 150 mgx2 [Al/H %
7 HEEE L2 AE R, BRRAICHIE & 72 D IR R E MR R O ERERIIALNRNoT2 7,

) AFOEBS AL AR @Y, RAKZAET 7027 F 27— hE LTIHI50mg (75 mg
BTN E2NTRV) HIA2EROEKGT 5, 7ok, LEIZLLT, FEX T T xFvT— 1
ELTClE110mg (110 mgh 7 EA%Z1h 7 EL) Z1H2EEGE~NEET D Z &,

Q) AE RIGIFERHAR
N T AR SRR Ak
FEFRBENME OB EE 166 B2 %t 5 & L2 ENE THERBRICHE N T, MRERIEA N2 NIV
NT 7 ) ARGRET L (1.6%) (SR ZE A BL L7225, AH) 1[E 110mg 1 A 2 8], 150
mg 1 H 2 [EEGRETIIA NN Y,

MARZERIEA N MR (x5 84 A (P 5Ai))
A XU BRI CRBLE)

AH|110mg 1 H 2 [A] AH| 150 mg 1 H 2 [A] IgN77 Y

0/46 (0%) 0/58 (0%) 1/62 (1.6%)
7B, REIK ORI N7 7V oL OREMEAZ D22 WK ORBLBIE GEBLE) 1%, A4 1 [F 110
mg | H2[EHEGHE, 11150 mg 1 H 2RI GHEL R LT 7 U U FGHET, 2240 0/46 451 (0%) ,
1/58 B (1.7%) KO 2/62 B (3.2%) Toh -7,
LM RIS D 5 BAKIN G- X7z 104 G, BIVER 23S S L7 IEF11 30 41 (28.8%)
Thote, EREWEMNL, B THm 7 6] (6.7%), MR 3 #1 (2.9%), HILAER 361 (2.9%) ThH-
776

(4) HRILREER
1) B R ER
H AN % & o 28 AR [ RS2 A 35 plc i
SRS O MBI RS 18,113 61 (95, HAAN326H) ZXxt5%L LT, VL7 7 U sty
DA 1B 110 mg 1 B 2 F#EG KON [F 150 mg 1 H 2 BSOS EOREEEZ B & L7 [EEE
FEEFRER AN FhE S, LA T ORGENE btz >,
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AR ERIZ IS T 2 B2 P/ S PEFERRSE DAE[R A > b g (b0 1.84 45 (P RfE))

A R MR B NP RH P
(FERIA N RFEELRY) (95% {5 FE X [H])

AFAl 110mg AFN150mg | VL7 7 U | AH110mg 1 B 2@ | AH] 150mg 1 H 2 [[
1 H2MHA 1 H2I[H vs U7 7 ) vs LT 7 ) v
182/6015 133/6076 198/6022 0.91 0.66
(1.53%) (1.10%) (1.68%) 0.75, 1.12) (0.53, 0.82)

a) A N RIEHIER= (N2 R RARE OHER/EEE) <100
b) HELMEOHFERFEIZ AT — R 146 L Shi-,

F7o, RBREMRITH T 2 MEEOFBIGIE FFERA <2 FEBIE) X, A4 1[HE 110mg1 H
2 [ HRE, 18150 mg 1 H 2 A& GREE T LT 7 ) & ERET, £ 2 288/6,015
(2.42%), 273/6,076 15 (2.27%) KT 317/6,022 i (2.69%) T -7z,

B, RBRERICBTAARAL TNV T 7 1 v OBENEE bR i oRBEIE (GF
A RREBER) 1%, AAI1E110mg 1 H 2 BHEERE, 115150 mg 1 H 2 F#EEREE D
N7 7 U UBRERET, ZLER 318/6,015 fl (2.67%), 375/6,076 5l (3.11%) K TN 396/6,022
i (3.36%) ThH-oiz,

H AN TIXLL T ORFENRF DAL, 2ARORUE & Hik U CRBROMEF A A & vz,

H AN T 2 IMZE /S P ERIE DR A N FREIER (RGHIH 1.33 4 (P Ryi)

A R N IREBUI U 5515 NPF— K
(FEREA R FREHLRY) (95%{E HE X [H])
AF110mg | AFN150mg | V77V | KA 110mgl H2 | A& 150mg 1 H 2 [H]
1 H2[MHA 1 H2I[H Blvs V77 U v vs UL T 7 ) v
2/107 /111 4/108 0.52 0.25
(1.38%) (0.67%) (2.65%) (0.10, 2.84) (0.03, 2.27)

a) EHA N2 MBI = (4 X MNRAEBE OFIRYEES) x100

F7o, BHARNERIZIRIT 5 MAEFEDORBIFIEL (FFERA ~2 FEBIER) 1%, &A1 E 110 mg 1
H 2 A8, 10150 mg 1 H 2 BEGHEOTTLT 7 U BT, ZE0 1/107 4
(0.69%), 1/111 5] (0.67%) KT 4/108 f5i] (2.65%) To 7=,

728, AEANEMCB T E2AK LR ILT 7 U > & OBFEEZ D72\ K i oS8 BT (45
A~ MREE) 1%, AAI1E110mg 1 B 2 BFEGHE, 15 150mg 1 B 2 B G LT
N7 7 U UBRERET, R 8/107 B (5.53%), S5/111 %1 (3.33%) % 5/108 i (3.31%)
Th-oT,

LERVERRNTRIGAER O 5 BLAFIN G- X7z 12,043 B, BWERHZNHE S -EFNT 2,575
il (21.4%) Toh-o7o, EREWEMIL, WHEAR 365 6 (3.0%), TH# 136 #1 (1.1%), EiE
e 134 51 (1.1%), s 133 61 (1.1%), B0 1316 (1.1%) Tholo, RS
D 5 HARADE G ST HARN 216 Fild, BIVER S S 7 EGE 86 B (39.8%) T
bolz, FREWERZ, MERR 1241 (5.6%), B84 (3.7%), Mafw 76#1 3.2%), LiE
I 6 Bl (2.8%) THo7z,



V. 16RICB4 5 HHA

2) xé’ri;ﬁﬁ
fia% R R W8 55388k (RELY-ABLE 385%)

X5 RE-LY s8R S, AR~k L TS0 L 72D B il B 5,851 f
FiEAAI 150 mg UE 110 mg 1 H 2 [l 5417 5> 72 RE-LY RO T2 5 28 » A% £ TiBBL
BB B X 2.3 4F)

il R R R S A B MR FEARE OO FEAE R I AHA 150 mg £ 5-7E T 1.46%/4, 110 mg #% 58T 1.60%/
A, KHIM OFE LR ITIAA] 150 mg 58T 3.74%/4F, 110 mg 58T 2.99%/4ETH Y,
150 mg #E1Z 110 mg #F & e TRIBMOFIRR @D o 7208, 26T OFIERIT[FER T
Bl BN M ORBLFRIIAHA 150 mg 58T 0.33%/4F, 110 mg & 58T 0.25%/
EThotz (FEZEZRL) ",

(5) BE - WAEAIFER
DT B B QEISAN) (SR 558 AR R - Rk 8Bk (RE-ALIGN i5R)

B BGOSR T B (TP 3~7 B BAN XU 3 » A DL R U 7= /B3E) 252 4

J7¥E  ARFI 150 mg ~300mg 1 H 2 [8] (FEHENGT), YT 7 U AdhA KT A4 o THESE
SN INRICESEHKE

FER MARZER TR LR M ERN T LT 7 U R & i L TARAIBR GRETE S bz,
BRIt 3~7 BUAPICAAKI O 5% Btk L= BE BV C, I DIERATE AR 5
ni- ',

(6) AamrIERA
) ERARERE (—REARBERE, HEERRERE ERARELERAE), RERTERT —4
N—RE, HERTREKRABORE

a) RN ICEE9 2 B e Bl A G 1)
RO AR | EFRRENE DA EN A 2 F 1T 2 RE PR A5 o Je OV B PRI R D FEE
PHNS R D AR O HIERE T CORMEM IR o %at - Aatts
BT 22 AME LT, FEfLT,

AT ek gk 5 =

JE 18K A ERIAE 5L 662861 (B EZAEHIZEL 500041))

WIS | FHAWIR  20114E12H ~20164F11 1, BIESHIR - 24F (244 H)
FRBISEE | 2avt BUWEM, OAEZE, Hi 125

FHahte BMEEF, EHVEFERRAE ORBLRI

ERRBRAE R | ettt

AT DL VR SHER6443 12BN TC,  BIWEFZEEEI51328.22% (
1818/6443%1) TH-7-,

TEREMWERIE, TWHERE] 6.30% (408/6443%1), EMEALERSY s oo R
7?%%/5%%51 1.75% (113/6443%1), TEf)E] 1.44% (93/64434
), THEEWFMEEER] 1.24% (80/644315]) Th-7-, WL E KGR
if RO ONT-EIERATH - 7=,

EERRWERIT2626, BIERREEIEIT4.1% (262/64434]) TH -7,
EREEZREERORBREGIL, TEZE] 0.4% (24/644301), TILAR4




V.

iEp) N LS S AL N E|

1 03% (20/6443%1), T FMAE] 0.2% (12/6443%1), [ FEHEALE H
) 0.2% (12/6443f%1), [31=] 0.2% (10/6443%1) ThH -7,
DRI T3S T D EIER IXeflef:, BIVEMFRBIEIA130.09% (6/6443
) THY, WITHLEEREWEH CH -7, FRlA < MBI
0.15 (95%{ZHEX [ : 0.08~0.26) T -7,

HMZ RS 3 2 BIERNIE33HCRE i, BITEARBLEIA1X5.8% (
373/6443f5]) Td -7, FMA X2 FREBERIL, 4.71% (95%(FHE XM
426~521) Tholz, EELRBIERIZTIH, BWERREEGIX1.1% (
71/6443%1) T o7, FERBERBIFEMIL, [THEEAE T TR T
Mg 12 ¢, THBEm) THmYEEEE &6 4 T s Him )
5 HECThHoT-,

HIGPEEICEZ Y T 2 BEERIX807HIZERD HiL, BITEARBLEIA1£12.5%
(807/6443%1) Th o7z, EELRRBIFEAIZI6], RBIEHREBEIA1X0.3%
(19/644301) T o7, HEMA N2 FIEIRIL, 10.49% (95%(EHE XM
:9.79~11.24) Th o7z,

Ak

W I E LAAMZ A FH S LT SE R & BE 22552 3 2 IE B 2 bR\ 7o A 2O MEARAT
RIGIEF6395(1 TIE, MzEh & BB PEFERIE ISR Y T 2 H EFS DOERM
A X2 NRBLIERIT1.27% (95%[EHHXH : 1.04-1.54) ThoTz,
FEERL LT, AFERGSNTEEREICELEZH L0 F LR,
HAHWVTER LW, SERXIIFEROZETHY, AHlE DK R
ROFEIRDIRNE D EEFRT D,

b) FrEMHEAERE (XN A TERREAT) (& T)

WEBEOBAN) | A0 T URBRGPRAIS AV X~ T (T XSS, RERER) 0

BRI FTBE & 72 o 72 LB D, FEFRIFENE O A BN B E 12 BT 2 i
B R VR HEIERIE ORIENH 2 B E L7 7 7210

fFHERET COEMEHICET 2 LML ERT 5,

B S g A 7 2

JEIEL AR A ERI SR 5565 B (HAZSERIEL 5000 1)

FRAHARIAE  |FAAMIR - 2017 457 A ~20204F 9 A, B2 14 (52:8)

FeBlEE |2t BIER, Bzed, SEZERGE, i 1E2
7 Nh A RIMAERNEE TR R OV B FEARE

F i BRAE T | AR D22 MR R EHE R 5436 B2V T, BIERAREELEIA X 10.69%

(581/5436 fiil) Tod o7z,

FRRIWEAE, TEIERE1.23%(67/5436 f51]), TIEERASHEEE 11.01% (55/5436
By, THELL, TR 45 0.44% (24/5436 f31]), HEMELE S ha RS
AF CRERIER ] 0.33% (18/5436 ), [ EREIER ) 0.31% (17/5436 #i),
M) 0.29% (16/5436 f511), TFH#i), TRER]), REMEME) £ 0.28%
(15/5436 f5), T A LT) 0.26% (14/5436 f), [fafE3E), [HiGHM) %
0.24% (13/5436 f31]), THZ] 0.22% (12/5436 ) TH -7,

LR VERRAT R GEB] 5436 I, EELAFEEGIT 416 FlLIRD LI, 3
WEIA1E 7.65% (416/5436 ) T o7,

F7m, EERAEFRSLELRE LR 416 B0 55, KHIE DR BRI S
ECERVWEERAEERESR (EEZBEM) 1X 82 BIZRD L, FHLE|
Bl 1.51% (82/5436 f5) ThH o7, E/oBEEREIERIZ, THFEZE] 0.24%
(13/5436 #1), TEGHIMN] 0.07% (4/5436 %), [ZEMMEREEZE), [Him
PERAEZE |, T A L), TRAMEIARIERRSE |, THMHIMm ) & 0.06% (3/5436
) ThHoTm,

DHFEZEIL 7 BICRR D DAL, AEFEFGORBLEIGIX 0.13% (7/5436 i),
FEA 2 FRBIEIT 0.16% (95%EHEXM : 0.07~034) Tho7z, &
FERRWERIL 1 Bl T2 DA FEZE | 3 FR 8 B, FBLEIG 1T 0.02% (1/5436
) THoT,
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HIMIZEE S T 2 FEFRIT 198 FlICRO LI, AEFROBHEG
3.64% (198/5436 ) Tho7-, £, EW%m/b%ﬁ+i4n%(%%
EHE X - 4%~54U't%oﬁw1@%@@M¥ﬁi34ﬁlwu®%h/%ﬁ
BEIG X 0.63% (34/5436 ) TH Y, THEHM] 4 #], X LF, TH
mﬁM@%LmemJ%3WLfmmﬁ@%LFL%%m%mmLfm
MPERGREEE |, TREREE N ) 4% 2 B, TALE L iy, [HREFEM: M PN EERE |,
LOZENM, TREHm), TdfR), THEEEE), [FESEeE i,
Tty = v 7 ), TRE I, TLEIC X2 Hif ), TEIBHEA ),
FRAG I ), TSR 45 1l CTh - 7=,

HIBEEICH YT A EESIT 333 FlZiRD b, AEHRLOREE S
IE 6.13% (333/5436 1)), FEMA X2 FREERIL 7.93% (95%(EHEX R :
7.10~8.83) Tdh 7=,

HERRIERIL 6 HlICED B, HEFIEIX 0.11% (6/5436 f5) THY,
TEMAES: 260, TTHH, THER), DR, NEHERE), T EESH,
%14 (EEHAY) Thol,

L2 NERRAT RESUER] 5436 B, A Xy X<7F 12 Bl Sz,
126056, 10 FIZHBEEAEFRRRBD LN, TDIH 6 fillX
77— a VEOFRE LI LIER Th o7,

77 R L
LEAVERRNT R G & TEEQIER] ) e OY TSN O FAF] & FRo U TiE
Bl &Ml 2 (T R h L) w4 e Lz,
ﬁéﬁ%ﬁ2ﬂ%ﬁ%(Kﬂﬁﬁﬁ$%ﬁ¢é$%)$&ﬁlkwf

A OV B R FEARIE I Z 5% M T D A EF UL 66 BlZBO L, AESF
%@%ﬁ% 1% 1.23% (66/5362 #), 4ERIA <> FREBIRIL 1.57% (95%
IR 1.21~1.99) ThoT-,

) BUGEIRFER H AR R (1)

ER D HHY ##ﬁf@D%W@%ﬁﬁ%ﬁé%$¢®?%%ﬁ%&Ltﬁm%%%
DEPUSEE L 52 2 BEFIEEZ AT 0 2 &, LU, REKRTICRT
DA OTR A2 B E LEHUERIEOEE R T 7 MU LA X2 MZ
57— 2%2ETH L

BT VA | [EBE Sk 2 [E A & BT

® TJx—XNTIE, T _XRTOEELEHNRIIAN—AT A VEHMEEITY,
WIHNENE & U CARKID AT S - BE DI 2 %51 2 R OB
EEITH,

o T x—XMTIE, PuUmBREDIHEIRIICEGRR LS, T XTOHEE
RT3 EMOBINEEEZTT O,

xR B FEFRBIEM L EEI OZ M 25721 (RX—R2 T A VERERT 3 » A RKi)
2 DIELY A7 44T % (CHA,DS,-VASc 27 73 1 DL 1),

20 BRLL Lo BE

S Jiti F ] 2014 46 A ~2020 41 A

R IE B ek
HELRAERS, BIEA, K& OV % & 73 Hin
TR

Jezs e (it e O, Z3EARI), —iEPEddEmserE, a8k
HE, BHZERE 13

ECTIE o A ARIZI T D AFH DB ERAEFIEL -
® 7=—XTI :1104
[ J 7 x—X1 : 674

FRRBEHER | <7=2—X1 >

fraealus

110 B EIWERIX 27 BHIZFRD B, BIEHFREEEIG X 24.5% (27/110 $1)
TH o7,
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FREWERIT T ERE] 5.5% (6/110 1), s FiffE O TR FH
) 4% 1.8% (2/110 f5]) TH 7=,

110 B, EEZRAEFRIL 3 HIIRD B, BHEGIE 2.7% (3/110 #1)
Thol-, WRKRONFOFRBESIT, M FImE 1.8% (2/110 1), [k
R 0.9% (1/110 f5l) Toh o7z, 3 FlVT I HARHF & ORI FEEHRS
ECERWEERAESES (EERENEH) Thol,

T NI

7O N AERE, e b a— L@k sl 108 Bl o H, ARFINLTT S
TR ST 1 BIEERLS, 107 Bl Tiro 72,

107 fFilHr, RMFEZEIE 2 BB B, FBLEIGIX 1.87% (2/107 ) ThH -
7.

<7 x— XM >

el
KFNOBERFENT 67 B, 7 v b a—/LEkkpliL, 66 FlTHho7-,
AABRITIIENATH Y, HYEOHW CHEAIOEFENAHETH D120,
AN GRS NTIEFIR BN OARFNCETIND Z LRSI TWY
7o Z & X0, EEE 66 BIIZIR & 3 AHK % B G SITIERINFAET D720,
VR, AFFGRBIRFICAAZ A L Tz 7 Bl @451 66 4
Wz 7285 73 BT - 72,

73D S B, 17 FNZEIER RS B, BITERZBEIEIAIE 23.3% (17/73
) Thotz, EREWERAIT NTHERE] 5.5% (473 ), [HEBHm],
[F#n), [&EHIm 4% 2.7% (/73 ) Th -7,

73 iR, EELAEFRGT 27 HIIEO B, BEEIGIT 37.0% (27/73
) THotz, EREELRAEFSRIL, NOEME 9.6% (7/73 61), TH -
MmAELAR4]) 6.8% (5/73 ), [eE@fcskzs), i), M%), 71
VoA = —BIFRAE | & 2.7% (/73 %) Th-otz, TEHIm ) 1 31 K% O 1
BHEMRE FNE, AAE ORREBGENEECE R VWEERAFEFSR (E
BERBIWER) Thotr, EICET-AEFLIT FEGEE] 1 Fl kO
[RHEZE | 1 BIDEE 2 BINCERD ST, Wb AR & oK B B4R 13 28
YAREoY

TN A

TN AEENT, T b a— LR 66 7 TTIT o 7.

66 B, BEAT U b (Mzed, SEPEERGE, OB, Eard
29 HI, A SE) 23 4 BICRR®D B, FBEEIAIX 6.06% (4/66 f51) TH >
T7o WEREOSEHEIGIE, MR8 3 6] (4.55%, 3/66 f6l) K OVEMM %
g H S 2 4 (3.03%, 2/66 i) To 7=,

2) RRBFHLELTERFEDABTXIEEE L -HE - HEROBME

LR L

M zoft
DR L
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VI. EEECEI SEHE

1. EEFHICEEH S LEYRTLEaYEH
ROBEEE : UL 770U mA, UA—aX40, FEFH AL, o FEH0 Fo
JVEER K
Prhare g 7UH b aosr kY

2. XEER
(1) feFEE - fERM
VEFET © h e v B OIEMERAT
TERIBE : AR TR L, 747V ) P inb 7 4 7Y AT B b ey
DRMERIS % T 5.,

(2) EFEENITLHHABRBMAE
1) e Rk D EH
EHEREY ChHL X EH N7 it hoMmMEE R OWTZIEHALE 2 b a VR 7T 2 F K
(aPTT), =7 U »EEERFH (ECT) KO7'm b r B R (PT) ZiRERAEICIER S,
FNENDIRT A — 2 QTR ST DN ER L EH T OWE (EDy) EFhZh
023, 0.18 Z1r0.83 uM Th-7= ', F v b, UHRROT B/ FLomfEr AT, Fk
CHEEER 2R L2 Y, £72, evvivo ICBWTH, FEH RT 3Ty 1D 7a sy 19
ROy Dz T, HREFENZ2RPEEIER aPTT OERIER) 25K LT,

2) FRMARIE €T WKk 2 1EH

ZEH T OEIRNES & AREOR OB G 2P ER Z T v N RO Y F ORI
JEET NV EAOCTHRE Lz, BIRNEESICE D40 ~T7 > ot akilE O EDs, (50% f%h
AR 1%, 7y PRI TERZEN 0.033 mgkg ', 0.066 mgkg ' Tho7z, £/, %L
Wik ZlET 24N 7 o OMEET v REROT ¥ FTEALT 0.1 mgkg, 0.5 mgkg T
o7,

T MIARIE 5~30 mg/kg R OBH L& 25, 5 mgkg TIEHE 5 30 55K I2H) 80%D I
KL 23 B4, 20 mg/kg BL R B TlEsER2 M RIES A e Y, 79z T
& FBR O MARTE B E (A 3 A iz 2,

3) IR R IF T
7 v NEICOIBR 21TV L S, i 1k E S F CORMICKIEFTIERZMRE Lz, ¥ ed
7 ATEIRNE G LY, AEERFEOICHLREMOER 2R L, AEICH R OER 2 4
U7/ N EIE 0.5 mgkg TH o722 T v FOBIRMRTEE T LC B CTEIRNEZS51C LY,
SERICmeZ HET2HE (0.1 mgkg) LT 5L, SHEOLRRBNH DL ERRINT,

() YERFEIRERR - Frik
RHERR L



VI

SHIEPHIZBI S 5 E

VI. EVBREICET HRE

1.

meREDHRE
AFNTRE OB GBI S 4L, = 2T 5 — B THASIRS L TIEER# TH D XN b
Tl B, FEH FTUoO—EIE, EHICTNTa BaEE %), FEH Tl EREOSK
HVEEA R T D707 0 U BIAGIEREERT 5, EYBRROMEITRL T T (FEeH T
v E TN a A RO OREIZESWTITo T,

(1) ARG MPRE
LR L

(2) BERERCHEAESh-mRE

1) R A~ 5
H A AR A BVEICAA] 110 mg J OV 150 mg 2 &% ICHRBER G 6 L<id 1 B 20\ 7 HREXE
ROBELIL &0, REEH T2 DEYBIRE T A — 2 R OMIE RS %277,

FEHNT oo TX0 77— FEBROKRGHEORIET N7 OEYEE ST A —F

FBRE ST A —5 BT (%gCV?)

AUCq.1» Crnax tmax’
PSS [ng-h/mL] [ng/mL] [h]
110 mg 485 94.4 4.00
N=12 (19.6) (26.3) (3.00-4.00)
150 mg 623 116 4.00
N=12 (23.0) (27.9) (2.00-6.00)
1 H21A AUC, 4, © Conaxcss tinax.ss t12.06
RE#RE [ng-h/mL] [ng/mL] [h] [h]
110 mg 818 124 4.00 10.7
N=11 (18.8) (25.5) (3.00-6.00) (19.8)
150 mg 1100 169 4.00 11.8
N=12 (19.1) (26.3) (2.00-4.00) (13.7)

a) gCV [TRMEIRE 2 KT,
b) R (/I ME—R K AE)

c) T X 12 FFf, ss (ZEFEIIRED T A —HX &R,




VIL_HEYEhREc B4 5 HH

FEHNT o7 H 77— MEORGHORL EH T oM RERER (FEHTFEELSD)
300

250 A

[ng/mL]

—6— [10mg ! B 20
—o—150mg 1 B 2[0

200

S
o3

f

%

150

100

P 4 v A

504

FEf [h]

2) e GMEAOT—%)
T RE B R 2 6t G & LT TAERRBRIC B W T, ZMEERE O AUC . X B s E L v &35
FEmoT=23, FOHETHL T 50%KEThH-o72 20, — WL TIEEELY 7 LT F=
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BERR T >~ b DORRARIIIM I S AL72 28, FEVEARAR R B IRl &t TR <, IR A i
THHDIETLAETH -7,

3) Fit~DBITH
RN R L
<HE>
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Wew, ARFIEG I, ﬁu?fﬁiiwl’%ﬂ‘éfﬁEEOD?%@%f, HH S 1 S D1 & 53 1 B
EZL, INDHOBMENED ONTEEITIE, EHICHEYRAELZIT S, Frio MEEEKS ) OH
(fak2ZIp Y Wk 5E i‘&a?“‘é
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F=v 27 U7 7 A 80 mL/min B) (ZHAT, 63Fm< Rotn ),
2.3~2.5 O -
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2.6 DfE :
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H 1 BISAEEGAZ LD AHID AUC) K O Coa X ZALEHL 153% K TN 149%H50 L 7=,
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Zl, F ARG E, BEERE STV, BEREOELNRD b SHEITE,
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AHFN D HALOHUEEEF (EFAD ~T10 Bz HBRICIE, AAREG% 12 R o MR 22200
52k, [9.125H]
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MOBEICHERETH 2 L, [1., 9.12 5]
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AFIRARRZ, D7 EAPREEICHE L IV BERBEREL- B 2D
NWAIEFIN RSN Enn, RAKOEEFEE LTHRETDIEEBIZ, AE
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9.2.1 BEEF*ETH BEE (VLT7FZoU7520X30nL/minkiE) OHdESE
ARNEHRE LW, AEH T oM PEEN FRTLIBERRH S, [2.2. 8.2,
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WENE ST IS I E IS B 2 RIF ST, EMICAFIN 2 O ERANCRIE L 2 b BB L 5
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E =S SENON AL ELE 1 0.5 1 0.3
A FL P T 7 AR 1 0.5 1 0.3
EHEEL LT | M 7 32 7 22
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THIE 2 0.9 2 0.6

b A R Ja 1 0.5 1 0.3
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EER 1 0.5 1 0.3
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X. JFEREREAERICRY 9 SIRE

1. ZEEHER
(1) ZEhZIEHER

VI FFEHIZBT2HE ) 2]

(2) REMHEEHR

1)

2)

3)

R AR R S B B

HEEZ v S ZFWT, 30, 100 &5\ 300 mgkg Z HERR OGS L722Y, —HRAERSCIAIE 7
L O FIRIEIC 6 L C % BUE S Ao 7243, 300 mgrkg ClAHR - 4 WHRAH KO8 24 BER
&:{Z'K{ﬂan‘@b‘a—ﬁ)f£1&‘li‘zp]% 5“7’10

IV s e s -2
HEEZ v &2 HWT, 30, 100 &5\ F 300 mgkg & HEERE ARG LR, TXTOHET,
FEIG AL, 1 [ E R OV R B L TR A LN, AERIER Tk -7z,

DL SR % %

LT v b &I 4 B O SEERBR O, 15, 70 H5UME 300 mgkg TIHOHEK
b D WNIME~DEEI A DI Do Te, T AT MTEIT 2 26 HIH RO 52 @R 0535
PERBRORE R, 200 mgkg £ TOFA%R, M/FE, PR RIFE, QT MFEM& Y QRS Rk & D LEX
DI R L THEERAF R E-IZ A bR h o T,

Q) ZDfDIEER

1)

2)

3)

TEAFENRAE

t K ether-a-go-go BRI T DERRM T HIET ¥ R/ L AR SN DEMKFNES U 7 A
ISR L T30 uM ETHEL RIFTIhoT-, 61T, E/Ey MLEALEHICRIT HIEHE)
BN RIS LT 10 uM £ TREBIIA LN T, BT X TOLEK T A —H~D
BT 3 mg/kg RN G-£ TH LN o7z,

TN IR QON T SNt p S

WEET > b & D WIIRREE Y X IZBWT, ZER, 300 mgkg A E-H 5\ X 10 mgkg #
ARG £ TG L2, DIERAST A—Z(ZIZE A CEBILONRN- T, UHFICE
WThH, 10 mgkg HARNELG ETORGIZED, DIERNST A —2 ROBER T 2 —H2 2
BIIHB NI o1, 7% T 30 mgkg #EIRNEE G- T, [FER OVELENTESORZENBD 5
MNize MEERYNC ER L, TO®RKT L,

HAR AR R g B

~ U AIZBWT, 10 X 30 mgkg OFFIRNE G- 20 5% IZIEODT N RKT, £72, 300
Je TN 1,000 mg/kg DOF% L5 45 5351298 0 SR O FA3FRD S22y, 2D OFT RISt
FERECHRERICRO BTz, 7 v MTHBWT, RIS (s 30 mgkg) XITRRA#SE (K
1 300 mg/kg) ([ZXV BFEEBA~OREEIIA LN oT, w7 AIZEBWT 100 mgkg #% 0O #
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4)

5)

57 LR & 5 S0 E O HRAKAFR 72BN A B AT,

THALER R %9 2 R

7 v MZBWT, FIRNES i 1 mgkg) UIREOEG (R 300 mgkg) 12 &0 HELE
ERE~DOWEII A LN D -T2, 10~100 mgkg %+ _fRIBNEHT 5 & BiRDW N DT N7
BRI, TR IRRE L OF B AT o7, HHEHAEIX 300 mg/kg FRAKG THEIC
B LT,

WAR AR 5 5 %8

THEA X2 HWT, 03, 1 KT 3mgkg OFIRNEEGZ LN, 3 KT 10 mgkg #% 1 #%5-
% OWRERIKTT DIER A A Uiz, R@mM®E 3 mgkg OFIRNES%, JRPDF RY
T AR OSEACPEE O o F 0 el & 0 U O AYRIE O DT RIS A B T, e &
TOING DOEBIIRIE R L L TAHRE CTh o712, EFH#HFENTH-7, £72, 1,
3 KON 10mglkg & AHF5LTH, RXITME T A —F~DEEBIIA LN ST,
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2. SHHEER
(1) BEEEE5HEMEHR
YUAKROT vy MIBITDBEERE AR GICL D2 BMEEERITH <, N0 OBIEEIT
2,000 mg/kg HToh o7z,

(2) REHESHHR

B i/ B G/ A M
. o 5 M & [mg/kg/H ] .
Fi 5 5- 1) ] [mg/kg/H ]
<R B/
v/ ﬁﬁ‘ 0, 30, 100, 300 100
Crl:CD-1 13 ¥
Z v B B/ 0, 30, 100, 300, 100
HsdBrl Han: Wist 13 ¥ 300 +53 4 BIBR 1157 MS % 1%%00
- P
7 R 0, 10, 40, 200 10
Chbb: THOM 26 H+6 M[E1E
B/
0, 12, 36, 200 36
. 26 #H+6 WAl T
A% -
BH/ 0, 12, 36, 200 36
52 H+6 A[E1E T

RERA#EGHEERRIT~ v 2 (&R 13 #EE), 7y b (&E 26 @) KOT 7L (K
F 520l ZRWTER Iz,

T RCOEBFEIZIB W CTHEECHEY BIBR 953 ZW O UM REEEVEH N BHE ISR H L72A, &
KRB CH o7, PUIEEEEERICER T R E LT, HIEENED R O &EHOR
&b, IROFREAL, 747D 5 OREREHE, e EURHE, e ho e R HEE DY
TEPEALER Sy b e AR T AT R OREE B R, $BEML, BCTAERR, U oo E, MR, O
i, 72 O ONCHERR O Hif & W I I 23SE80 H vz, S HIC, PriiggEEIER IS &fiE E T
EEBZONDUTOFRANEBEIN : FA, WEEODRE (FoWlH) bo20TnELE (F
V) OfEIR, EmITEEMES B (~EZuvy, A~ b2 Uy N ROURIMERE O, HEk
ARILERIE RO E U L e Ofhn), iR (7 v 8, & (F ol , mEEMEORD (F-
WE RO L) BHDWIEEEOREAD (Fu), BEEORD (FomEERO L), #EiE (Fo
WER), PERREE (Fom), 747 I RURMERREOKRT (Fv, FrIHE), £7-, K3
B GACBE L7230, JREPHICh - 2 EER MM E, ZIUTH EHERBARICEL D DD
LEZONT,

ORI, RELRERAKLG LI &, T XTOEWE CAREDGUILIKEEEHZ DR
EHE L E R HTRA A U, ZOMICHEEI AIZA LR o7, £z, ThbOFTRIX
[ {8 R i [m4E L7z,

Q) EinEMHER
Invitro BEEMRERE LT Ames BE O~ R 7 —~<ilBr%, F72, invive BinmlE
RERE LTT v b oEsifie 2 W7o MG 2 i L 7o, £ OREE, W oRBRIZIK W T
bIBmEEIIE O bR o T,
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4) AARMERER

Crl: CD-1 =7 A} O" HsdBrl Han:Wist 7 » NMIAZHZ 0, 30, 100 K& X200 mg/kg/H C 2 A%
A%LG L THAARMELZFI Lz, ZORE, ~ T AKRDT v b EBITHARMITRD Hivigno

77

(6) AEFRAFMEHER

. . By TE/ B G2/ BE e | BE R ngkg/H]
B D FRIE 7 e N
e $2 - 11 FH [mg/kg/H ] #HE | Fl #W
ey
ZHEENERET| 7y M I - 2RO 29 H R & O
DYAMFE A CrlGIxBrl 22 P 1T 0, 15,70, 200 70 70
Han:WI I AZECAT 15 HM, 22
eI, R 6 HE T
Z v b
WE - i e CrlGIxBrl &/ $HRE 7~16 H 0, 15, 70, 200 15 70
Han:WI
A%/ o j
Chbb:HM o/ fER 6~18 H 0, 15, 70, 200 200 200
HAERT - HIAEBOR | 7Y M B/
& - BEMORE | CEWIHa) | mRe~aleg o n | o | 30 70

7w D 70 J T 200 mg/kg/ B IZ 3N TASEDOGUMLIREEE FE IS X 0 A4 U7 FpI2 8 pEMNC BREE 72

(M) RHAFEMED =0, FEWNAEFROIK T 70 mgkg/H LY,
23 200 mg/kg/ H CTH b7z, Lo, BEW KOV F OAFRRE K OUEHR
R fEa AR b

(6) RFTRIZMERER

P BILIRhoTz,

P
HE

TEREFE Az~ DR JEE 772 S 28
TR, RHSE

Chbb:NZW 7 %3¢ 2 JU T 5t L 72 BERE K OSBRI RRBR 12 o\ TR I3RB O 27 -

77

(7 ZofLotkEk

1) k=N

o % M % HsdBrl Han:Wist 7 v k@ 13 R K E & 53 MEBR TRl L 7=, Z Of5R, Ao

SRR D

2) buEE

TR 6o T,

Dunkin Hartley E/LE > b % HWCHENE L 72 B FREMERBRIC W) TR EAENEITERD Hiv7e

Mol
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3) Stk

Y7 % BALB/c 3T3 #lARIZ X % in vitro 3T3 NRU 3Bk Calfi L7=, Z D#ER, 15.63 pg/mL L
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1. EENETORTRKR

PRADAXA Capsules

AENTEIAR T N TR BIE ST TREPIET @) fif T8 1200 5 fRii e 284
ARy hO—RTBZBEIGEE LT, EUIZEBWT 2008 43 &R I,

F7z, FEFRBHEMELEMENEE 2T DM MO RS PEIERAED U A 7 KA @ IE & L
T, KENCHBWT 2010 4E 10 H1Z, EUIZBWT 2011 4E 8 A I/KRB SN,

S BT, /NRFRIR AR ZERRIE DR N TR TR &2 @E & LT, EUICBWT 2021 423 A
2, KENZIBWT 2021 42 6 HICHA&GR ST,

INHDOWTRA IR TOWEGIET, BAZELHMNAETHREIN TN D, (20234F
11 H 8i7E)

[(2%&]

PRADAXA Oral Pellets (Coated granules)

AN SR AR ZEARNE O VRIRE K O3 T 2 #)5E & L C, EU IS W T 2021 43 AL,
KENZHNT 2021 4 6 HI&GR S 4L, R 25 BETHRIE STV S, (2023 45 11 A BLE)

AIOBETIRNIBT DEIHE - 202, AL - HEIZUTO@Y TH Y, HETORGRIRI & 13X
70 %, ENOEKBNEOHATARALZENT 52 &,
WRE XIS R
FEFRIEENE O AR E) B 1T 31T 2 M A 25 H fo OV By MR FEAR S D FESEH
FER O &
WHEURAZIZFA S h T 2T H T — k& LT I1E 150mg(75mg B 7% 2 71 7k )L)
Z1H2ERAKGT 5, 28 MBS C T XA 7027 % 77— e LT1IE 110mg
(110mg 7 7% 1 A7EN) &1 H2EEGS~HETDZ &,
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FERAENCB T B RFERN (2023 4 11 A BiLfE)

E 4 EU
i PRADAXA Capsules 75 mg, 110 mg, 150 mg
TR H 02008 £ 3 H @2011 # 8 A 32014 4 4 H @2021 43 H

| BT EAPHXEHT T 2T X7 — e LTENEN TS5 mg, 110 mg LY 150 mg
BRI 5,

BIRE - DR

O A LB I A TR 2B BT T BH 128 T 2 frlRiAe 2k A <2 ho—k
TG (75 mg, 110 mg)
© LT X D RAERKTZ 1 DL AT 5N FEFRBEM: O FEMEN B E 12k 1T 5 e
R OV PEFERRAE DTS (110 mg, 150 mg)
- MEET, BN VRO RERE
- AR TS RRULL
- DA% (NYHA 77 20LLE)
- BERIE
- EE RE
@ R OB ERAR M AR IE & O ZEARIE OV L OF3 T8 (110 mg, 150 mg)
@ 18 AT O/NRIC I T D FIR A2 FEFRIE O VR & O 58 T B

ik - &

O HEEHEIZ1 B 1 [E220mg THY, 110mg b 7N %2 B 7/ Uk A#s45, FiikT
% 1-4 BEILINIC 110mg B 72D 1| 1 7V IS BEIE L, Z0% 110mg h 7k
ND 2 TN FEEEOSAIT 10 BRI, BEIEOEE1E28-35 BT 2,

DIFOBE CIFHEREAZEIZ 1 B 1[F 150mg TH Y, 75mg B 7B/ %E 2 U7 E/LFE
A5 5, FIRKTHE 1-4 BREILINIC 75mg 7 7LD 1 FEAKROFRENS
BRA L, Z D% 75mg A 720 2 I 7wk A5G 2 BB OBHE13 10 BRI, &
B DA 28-35 H kST 5.

- hEERREERE (V1L T7F=027 YT T2 A 30~50mL/4Y)

- IS EDBRE

- RIRIN, TIAFRUXEFF =V UERFAL TV EE

IEMAHER SN WA TR GBEZIEOE 5, PSRRI GHAT 254
1 110mg A7/ D 2 1 7T RABROFRG N SERMHT 5,
BeHBARNZ 7 VT F =07 VT 7 o AHEREIC L 0 BHEEE RIS 5, 2L T T
=27 VT 7R 30mLISREOBE TG L, F72, HEPICBHEIEDK
TREEDNHE I B2 T 5,
@ HEREHRIZ 300mg TH Y, 150mg B 7N % 1 H 201 I 7 -PoRMERA%Ed 5,
@  HERHEIIIER O EEEREZ 5 B LB T > 721212 300mg TH Y, 150mg 7 7
NE 1 H2E L AT LT ORO&KLET 5, —@EO/RKRET (FIF, IME ik
DEERE) OEITEHE G » AUL) &5 L, KR MERET 72 5 Nk
FEME DOV ERAR MARIE I ZEARE O A TR 53 5,

@4t
LUFOBEDOHESHE L 220mg THY, 110mg 774 1 H 201 7RV,
- 80 LA Lo
- RIARIGHHRE

PUF D HBE OHELE A& 300mg XX 220mg TH Y, 150mg » 7/ X% 110mg 7
TeAE1TH2E 1 A TEATOROEKSGT 2, BrxOBEOMRERIEY A7 L
H Y A 27205 U CGRIRT 5,

- 75-80 BE D EEE

- NEEBEERE(ZLTF=0 7 YT T A 30~50 mL/4Y)

- B, RER, BREVREZAETLEE

- Fofh, HifU A7 NEWERE

AANCBREMER WG, MOS0 BRZ A7-012, @IS R
T5 L) BEICIEET S, BRERBINICZ LT F=r 2 VT T ARIEICE 0 E
BEEAFMMT 5, 7L T7F=0 2 UT TR 30mL/S R DBE TG LRV,
72, IRFRPICBHEREDIE TSRO HA I L B2 T 5, BRE T
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JERMSREREERE G L <X 75 UL E O S E 1T 1 MU B HERE & 3Tl 5.
@ FRURIMAR ZEARIE OTRIEICB W TR, IEROPUEEEREE 5 HRM EfTo 7%, &

7=, ERIRIARZEARIE O R T BHIC B W CILBAE ISRV TR G 2 BT 5,

1H2E (1EEE, 9 1EEYFEL, BBIRIER U &ng545, &

HREMEIZITELRYBLE 12/ & 15,

HERH BITREOER L MEERISCTHRED 5 ED LB TH D,

E 4 pNE|
i PRADAXA Capsules 75 mg, 110mg, 150 mg
TKFBAEH D2010 410 A @®20144F 4 A @2015 4 11 A ®®2021 46 A

L AT BAVRLEET T 2T H T — e LTENEN T5mg, 110mg, 150mg &8
T2,

>
}\AA-
b
o

JFIES

FEFME M DM BT BT AN R O T PEERIED U R 7 (KK

FERR O PUEEE A A 5-10 HRTT - 72 B IS8T A Y FR AR AR E M OVt i A% 2E 442
IE DR

BETRIR B (2381 D IR ER IR A E K2 OV A% ZERRIE D FFE U A 7 (R

I8k BEV T 1 AT 2 3% V) 7= BB (SIS ) 2 TGRSR ERAIR AR A Ko OV A JEARSE D T B
FERR O PLEEERIEE D7 &b 5 HRT- 72 8 sl b 18 iR o/ NR B I B 1T
% W R A ZERRE O TR IR

BETRIRD 8 kLl b 18 AR o/ NRABF 1B D HRIMARZEARIE R OFHR ) 2 71K
3

® 06 00

& - A&

VT F=r I VT T AEN0mL/EBZAHBEITIL150mg & 1 H 2 BIREA
BT 5, 7VTF=2 7 VT T AEN 15~30mL/5r DBFICIE T5mg % 1 H 2
EfA&ET 5,

JVTF=v 7 VT T AMED 30 mL/4y 2 5 BAEIE, R N PURERIEE 5
~10 BREfT>72#12 150mg % 1 A 2 B A& 515,

JVTF=r 7 VT T AMEN 30 mL/5y A R S BEEITIE, AAFEEZIC 150mg & 1
A2 ERROEST 5,

JVTF=r 7 VT T2 AED 30 mL/4r 2 D B IIE, 1A IS 110mg %% 1 &
HL, Z0%iZ20mg % 1 B 1 EROES5T 5,

NEBFIZE, IR OPUERREE DR L b S B fTo2%IC, REICSECEZA
A 1A 2ERAERST 5,

NEBFEIE, AAERIC, REISCZHAEEZ 1R 2EROEST 5,

©

®©@ @ ® & ©

~
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2. BICEIT HERKIRER
(1) AEh 2 B9 2 Mg
AIOEFINZFBT DM EoERE 19.5 fhhm) 19.6 #=F 0] OHEOFLEITILL FO@EY
ThY, KE, A=A NT VT OBRMLEORLHE (TR D,

FEDEREATLERACHET2EE

9.5 1%
B0 XATHENRE L TV 2 AIREMED & 2 PRI, 1R OB SN ERMEZ FRl 2 &k S
NAGEEIZOREZEESTHZ &,
FER (7> ) THRIZICBITTAZ LB TW5, [163 2]

TBIR EOARIER ORFLREOARIELBE L, KALOMKG TP IE 2G5 2 &,
R (7 b)) THAHTA~BATT L2 LB b T\ 5, [163 2]

H i RLAP AR
8.1 Pregnancy
Risk Summary

The limited available data on PRADAXA use in pregnant women are insufficient
to determine drug-associated risks for adverse developmental outcomes. There
are risks to the mother associated with untreated venous thromboembolism in
pregnancy and a risk of hemorrhage in the mother and fetus associated with the
use of anticoagulants (see Clinical Considerations). In pregnant rats treated from
implantation until weaning, dabigatran increased the number of dead offspring
and caused excess vaginal/uterine bleeding close to parturition at an exposure 2.6
times the human exposure. At a similar exposure, dabigatran decreased the
number of implantations when rats were treated prior to mating and up to
implantation (gestation Day 6). Dabigatran administered to pregnant rats and
rabbits during organogenesis up to exposures 8 and 13 times the human exposure,
respectively, did not induce major malformations. However, the incidence of
K DU fielayed or irregular ossification of fetal skull bones and vertebrae was increased
(2021 4E 6 1) in the rat .
The estimated background risk of major birth defects and miscarriage for the
indicated population is unknown. All pregnancies have a background risk of birth
defect, loss, or other adverse outcomes. In the U.S. general population, the
estimated background risk of major birth defects and miscarriage in clinically
recognized pregnancies is 2-4% and 15-20%, respectively.

Clinical Considerations

Disease-associated maternal and/or embryo/fetal risk

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

Fetal/Neonatal adverse reaction

Use of anticoagulants, including PRADAXA, may increase the risk of bleeding
in the fetus and neonate. Monitor neonates for bleeding.

Labor or delivery
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All patients receiving anticoagulants, including pregnant women, are at risk for
bleeding. PRADAXA use during labor or delivery in women who are receiving
neuraxial anesthesia may result in epidural or spinal hematomas. Consider

discontinuation or use of shorter acting anticoagulant as delivery approaches.

8.2 Lactation

Risk Summary

There are no data on the presence of dabigatran in human milk, the effects on the
breastfed child, or on milk production. Dabigatran and/or its metabolites were

present in rat milk. Breastfeeding is not recommended during treatment with
PRADAXA.

Section 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 Pradaxa should be assessed in females of reproductive potential and
those with abnormal uterine bleeding.

F—ARFNZUTD
WA S
(20234E5H)

4.6 FERTILITY, PREGNANCY AND LACTATION

Effects on fertility

Rat fertility was unaffected by treatment with dabigatran etexilate at oral doses
of up to 200 mg/kg/day (approximately 4-5 times clinical exposure, based on
AUC). There was a significant decrease in the number of implantations at 70
and 200 mg/kg/day (3 and 4 times clinical exposure, respectively based on
AUC), which was associated with an increase in pre-implantation loss. The
effect on human fertility is unknown.

Use in pregnancy (Category C*')

Anticoagulants and thrombolytic agents can produce placental haemorrhage
and subsequent prematurity and foetal loss. There are no adequate and
well-controlled studies in pregnant women. It is not known whether dabigatran
etexilate can cause foetal harm when administered to pregnant women.
Dabigatran etexilate should not be used during pregnancy.

Studies in rats have shown that small amounts of dabigatran and/or its
metabolites cross the placenta.

Embryofoetal development studies with oral dabigatran etexilate showed
delayed ossification and general disturbances in foetal development of rats at
15 and 70 mg/kg/day (1 to 4 fold anticipated human exposure based on AUC).
The delayed ossification, however, was transient, since offspring of rats treated
with 15, 30 and 70 mg/kg/day during gestation and lactation showed normal
body weights, normal body weight development, normal survival after birth
and normal physical postnatal development. Morphogenic effects such as cleft
thoracal vertebral body (rats) and dilated cerebral ventricles (rabbits) were seen
at a maternotoxic dose of 200 mg/kg/day (relative exposure of 8 and 13,
respectively). Maternal toxicity in rats at >70 mg/kg/day was associated with
an increased rate of resorptions, and a significant decrease in viable foetuses
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was seen at 200 mg/kg/day. In rats allowed to deliver, mortality due to
excessive vaginal bleeding was seen at 70 mg/kg/day and in one dam at 15
mg/kg/day. An increase in post-implantation loss was seen at 70 mg/kg/day in

these animals.

Use in lactation

Dabigatran and/or its metabolites were present in the milk of lactating rats
given oral doses of dabigatran etexilate. The ratio of the dabigatran
concentration in rat milk to that in the plasma of the mothers was 0.4. No
clinical data are available. As a precaution, use of dabigatran etexilate is not

recommended in women who are breast-feeding

*1 : Drugs which, owing to their pharmacological effects, have caused or
may be suspected of causing, harmful effects on the human fetus or
neonate without causing malformations. These effects may be

reversible. Accompanying texts should be consulted for further details.
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8.4 Pediatric Use

The safety and effectiveness of PRADAXA Capsules for the treatment and the
reduction in risk of recurrence of venous thromboembolism have been
established in pediatric patients 8 to less than 18 years of age. Use of PRADAXA
for this indication is supported by evidence from adequate and well-controlled
studies in pediatric patients. These studies included an open-label, randomized,
parallel-group study and an open-label, single-arm safety study. Other
age-appropriate pediatric dosage forms of dabigatran etexilate are available for
pediatric patients less than 8 years of age for these indications.

Safety and effectiveness of PRADAXA Capsules have not been established in
pediatric patients with non-valvular atrial fibrillation or those who have
undergone hip replacement surgery.

EUD ST S0
(20224E7H)

4.2 Posology and method of administration
Primary prevention of VIE in orthopaedic surgery

Paediatric population

There is no relevant use of dabigatran etexilate in the paediatric population for
the indication of primary prevention of VTE in patients who have undergone
elective total hip replacement surgery or total knee replacement surgery.

Prevention of stroke and systemic embolism in adult patients with NVAF with
one or more risk factors (SPAF)
Treatment of DVT and PE and prevention of recurrent DVT and PE in adults

(DVT/PE)

Paediatric population

There is no relevant use of dabigatran etexilate in the paediatric population for
the indication of prevention of stroke and systemic embolism in patients with
NVAF.

Treatment of VTE and prevention of recurrent VIE in paediatric patients

For the treatment of VTE in paediatric patients, treatment should be initiated
following treatment with a parenteral anticoagulant for at least 5 days. For
prevention of recurrent VTE, treatment should be initiated following previous
treatment.
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