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3. AERUVAE
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(1) RERUVRAEDREDS
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WH, RAIZF AT N T 2T F 7 —hELTIE150mg (75mgh FwnE2hT
) Z1H2EREAKRET S, 2B, RBEIZSLT, FET N7 2T7F v T7— LT
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S MLAR EFR L R 29 1%, FEpBiEtE DR MEN R 18,113 il x5 & L, A# 110 mg 1 H 2
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mg #f 1.38%, 150 mg £ 0.67%, TNV 7 7V UF2.65%Th 0, SEREKRORGE & RO 72
BT,

AERUVAEICEET 58
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HEE OB EA AT 28 (1., 8.1, 9.1.1 ]
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UL, W OB RERE BE S PR ARREAOHEE TIX, AROEWIREN L7325
TEMBOLNTNSZ NG, AFI110mg 1 B 2EEEEZEETLIZ L LR,

7.2

W70 Ll b

o5 AR [EI B L R 3R 23 OFE IV TAA] 150 mg 1 B 2 BIFRGHIIU LT 7 U U EERICH
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WAL i D BEAE

I E BRI R 23 OFERICE W TARFNC XV ML HIL DR IHAEE S EF7-4 B2
BREZEND, MEEHMOBEEN S 5 EE TIIAA 110 mg 1| B 2052 5ET52 L &

L7z,
5. ERFRRE
(1) BERT—2/1\vor—>
EAESA) S ik
55 1 AR HARNSMEAN 40 f HifA] (W)
HARASNEAN 4241 HE/xE (7 HFH)
HAAN 7 Bl K& (7 HIF) ©
HARANSNEAN 484 ! (7HH) P
o5 11 FHERER H AN L) AF 110, 150 mgx2 [/ H, XX, 977V v
174 B Z 12 RG-S
HME N LA ED AF 50, 150, 300 mgx2 [m]/ H O A K VT A B
502 il Uy, X, AT U % 12
(PETRO #R) 59
CANESPNIWYF=E i BT AF 50, 150, 300 mgx 1[5/ H, 1%, A4 50, 150,
361 # 300 mgx2 [/ A Z ik 5 &5
(PETRO i) (PETRO 7R & 58 T # (TAlkfi s &) 10
AL HANAMEDEME) | AK 110, 150 mgx2 [BI/H, X%, Y77
[ B 2L A 3R 18,113 43 Z 1~3 ER G 2
(FRFERER) (RE-LY )
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(2) BRERFIEFER

A AN K O AR A B 145 20 61 2 5212, A 50 mg & OY 150 mg % Hi[E[ G- U 7= 8,
AARN ESNEN TR, EEROEYBEIREICIIRE REITA Doz Y,

H AN M O E SRR A 21 B2 E5R1T, AH 150 mg, 220 mg, 300 mg A HEIHE L,
ZDHENENAFA 150 mgx1 [1/H, AF| 220 mgx1 [A]/H, 150 mgx2 [Al/H % 7 &S L7-f
B, AHI 300 mg HiEIFE G- 0 HARN 1 BINCIRIE ML (3+) ARG, KRR G TIXERKRIIC
M & 72 2 BRI AR KO EFERIIA LN 5T,

H AR NN BT 7 1% 51T, AHI 150 mgx2 [Bl/H % 7 HE#G L7oRE R, BRRAYIZIE
B L 70 D IRR AR R OAEERIIHA DR -T2 9,

A AN K O E SRR R B4 24 612 5512, K1 110 mgx2 [8l/H, AH 150 mgx2 [A/H %
7 HREIEG LA R, BRIREYICRIE & 722 D ERIRR AR E L OF EFLRIIA N hoT2 7,

) AR OABIN-HE-HE  B8%, RAZEFET 727 F%F 27— hE LTIH150mg (75 mg
BTN E2NTRN) HIA2EKRO#KGT 5, ok, LEIZLLUT, FEH N7 2T7F%FvT—h
ELTIEN10mg (110 mgh 7w E1H FEN) Z1A2EERG~NBEETSLZ &,

Q) AE RIGERAR
W T AH SRR plAE
FEFRIEME DM EN R 166 B2 b5 & L7z EWNE TR IC VT, MARZERIEA < MIY
N7 7 ) UBRERET 1A (1.6%) (MMM AR 23588 L7223, A# 1 E 110mg 1 H 2 [, 150
mg 1 H 2 BIEGHTIIALNRN-T2Y,

MARZERIEA N MBI (5 84 H  (FFRA4f))
A N2 S REBUIEUE GBI (EELER)

AFI 110 mg 1 B 2 [A] AAI150mg 1 H 2 [A] N7 7

0/46 (0%) 0/58 (0%) 1/62 (1.6%)
B, KR ORT LT 71 L OBEMEZ D720 R M ORBLEIE GEBLER) 1%, &A1 [F 110
mg 1 B 2[EHGHE, 1B1150mg 1 H 2RERGHEL U LT 7 U R GHET, 220 0/46 151 (0%) ,
1/58 B (1.7%) KOr2/62 B (3.2%) Th -7,
LR B D 5 BRI HG- S 7= 104 6, BIVEH 238 S AU 7= EE11E 30 41 (28.8%)
Tholo, EREWERIL, KT 761 (6.7%), MR 3l (2.9%), HILAE 3 6] (2.9%) ThH-
7=

(4) tREERIERER
1) B3R R
H AN % 5 o 2 TR [ B 2 () 3R o
FEFRBENE O EAMBI RS 18,113 1] (95, HARN326 4] Zxt4 b LT, UL7y U Aiktd
LA 1A 110 mg 1 B 2 [E#5 KON [E 150 mg 1 B 2 BE5-0OIELEORGEE AR & L7 EEE
e[FEEER N E i S 4, LA R ORGEDR S b7z 23,
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IBRICBEd 5 HE

AR ERIZIS T 2 B2 P/ S PEFERRE DAE[R A N> bR (b 401H] 1.84 45 (P RfE))

A R MR BRI NP RH Y

(FERA N RFEELR ) (95% {5 FE X [H])
AFl 110mg AHKI150mg | DA77 U2 | AKAI110mg 1 H 2[A | AAK| 150mg 1 H 2 [
1 H2[ME 1 H2MH vs J)LT7 7 U vs VLT 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 AR OHER/HEEE) <100
b) HELEOHERFEIZ AT — R 146 L Shi-,

F7z, RBRERICRIT 2 MEFLORBGE EEMA ~2 FREBR) X, AF 1FH 110mg 1 H
2 [ R, 108150 mg 1 A 2 MEGHERU LT 7 U U EGHET, ZhEh 288/6,015 fi
(2.42%), 273/6,076 f5il (2.27%) MK U*317/6,022 f5l (2.69%) To -7,

B, RBRERICBTAARBL T NLT 71 vl OBENMEEZ bR oRBE G (4F
A2 MRBIER) 1%, AAI1[EI110mg 1 B 2 BEERE, 18 150mg 1 B 2 BIEGREE D
N7 7 U URERT, ZLER 318/6,015 fl (2.67%), 375/6,076 5l (3.11%) MK TX 396/6,022
B (3.36%) Th-oiz,

HARNERTIELL T ORFERE AL, DERORGE & ik U CRER O A 57z,

H AN T 2 IMZE /S P ERIE DR A N FREIER (R5HIH 1.33 4 (P Ryi))

A R MBI G NF— K
(FERA R RREBIRY) (95%fE HH X )

AH|110mg | A#|150mg | VA7 7V | A#I110mgl H2 | A% 150mg 1 H 2 [[
1 H2MHA 1 H2I[HA Elvs U7 7 v vs U)LT7 7 )
2/107 1/111 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 MRAEBE OFIRYEES) x100

F7o, HARNERIZIIT 5 MAEFEDORBIFIE (FFERA ~2 FEBIER) 1%, &A1 E 110 mg 1
H 2 [E&GE, 10150 mg 1 H 2 BEGHLOTT LT 7 U U EEEET, ZE0 1/107 4
(0.69%), 1/111 5] (0.67%) K T*4/108 f5 (2.65%) To 7=,

728, ARNEMICBT2AF LRI LT 7 U > & OREEZ b7 K i O R BLF T (R
A~ MREE) 1%, AAI1E110mg 1 B 2 BFIEGHE, 10 150mg 1 B 2 B GEEE T
N7 7 U UERERET, R 8/107 il (5.53%), S5/111 %1 (3.33%) KO8 5/108 6 (3.31%)
ThoT,

LM BAE M O 5 AN S STz 12,043 FIH, BIVERA 2SS S UZIERNIT 2,575
il (21.4%) Tho7o, EREWEMIL, WHERE 365 6 (3.0%), TH# 136 # (1.1%), EiE
R 134 61 (1.1%), S 133 61 (1.1%), B 13146 (1.1%) Thoto, LaMMITcS%
LHD 5 BAFID G Sz BAN 216 BT, BITER S HE SV AERIE 86 il (39.8%) T
bolz, FREWERIZ, MERR 1241 (5.6%), B84 (3.7%), Mafi 74#1 (3.2%), g
I 6 Bl (2.8%) ThHoiz,



V. {8 ICB951EH

2) xé’ri;ﬁﬁ
fia R E W 558k (RELY-ABLE 35%)

M5 RE-LY s8R S, AR~k L TS0 L 72D B il B 5,851 f
ik ARAI 150 mg UE 110mg 1 B 2 [ 5417 5 72 RE-LY RO 75 28 » A% £ TiBBL
BB h B 2.3 4F)

T 2 T S A B PEFEARIE D FEIE R ITAFK] 150 mg £ 58 T 1.46%/4F, 110 mg # 58T 1.60%/
4, KM O FEBLRITAA] 150 mg B 5-8ET 3.74%/4F, 110 mg BHRET 2.99%/4ETH Y,
150 mg FEIE 110 mg ¥ & LN TRMORBREN &m0 o 7203, A OIIERILFER T
b odz, FHZNHIMORBZRIIAA] 150 mg £ 58T 0.33%/4F, 110 mg &% 58T 0.25%/
EThote HEAERL) W,

(5) BE - WAEAIFER
DT BRI B QEISAL) (X 558 AR R - &k 8Bk (RE-ALIGN i5R)

%5 BGOSR E AT A (T8 3~7 B LANSUEAE 3 4 H LA Bl L 7= fBaE) 252 44

FiiE  ARAI150mg ~300mg 1 A 2 Bl (HEHESNGT), Y77 U A3 h A KT A4 THELE
SN2 INR IZHEHS =S

R MARTERER L NHIMER N TV T 7 U R GRE L il L CARIR G TE < b,
KRI2HTt: 3~7 B LANICAKI OB 52 Blth L2 BE 2R W T, Mt DI 23380 5
iz 12,

(6) AamrIERA
1) FERARERE (—RERARERE BEERARERE ERARELEERER), RERTET—4
N—RAE, HERTREKRABORE

a) RIAEEICBE9 2 e Bl A G 1)

ARERD BRY | FEFIRAENE OB HNEN A (1T % RE ML MR 25 th K OV By MEFERRIE D FESE
PHNZ R D AF O H] ””“T“W)Eﬂﬁﬁfﬁ BT o mAEN - AR E
BT L2 AME LT, FEfLT,

Gl Hh sk gk 5 =

SE B PR EEEIE R %R 662841 (B AEZAEFIF 500011)

AWM | FHAWIR  20114F12H ~20164F11 1, BIESHIR - 24F (244 H)
FRBISEE | 2att BUWEM, OAEZE, Hi 125

FHaht A, EHVEFERRAE ORBURI

FeiBRAE I | 2tk

ARG DL MR EER6443 2B\ T, BIWEHFSEEI51328.22% (
1818/6443%1) TH 7=,

ERENWERIE, TTERE] 6.30% (408/6443%1), TEMALERS F o R
7—7%9&/5%?%@%1 1.75% (113/6443%1), TEf)E] 1.44% (93/64434
), TBAEEMRMEEER] 1.24% (80/6443%) Tho71-. Wi &N
if RO ONT-EIERATH - 7=,

HERREIERIT26261, BITEHIEHEIA1Z4.1% (262/6443651) THh -1,
EREEZEERORBEGIL, THEZE] 0.4% (24/644301), T4




V.

IBRICBEd 5 HE

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) Th -7,

DM ZEIZ RS T D EIER IX6fl6of:, BIVEMFRBIEIA130.09% (6/6443
) THY, WTHLEEREWEH CTH o7z, HFRlA < MBI
0.15 (95%fZHEX [ : 0.08~0.26) TdHh -7,

HIMZ S 3 2 BIERIE33HICRE 8 i, BITEARBLEIA135.8% (
373/644315]) T -o7T-, FEMA X2 FREERIT, 4.71% (95%EHEXH :
426~521) Th oo, BEELRRAERIZTIE, BHWEHARBEEIE11% (
71/6443%1) Tholo, E7RBEERENEMIZ, [FEEE M) THEE T
Mg 412, TEEHIMm ) THmEEEE) Seff [ By bE i) 5
HETH o7,

BB EICEZ Y T 2 EERIX807HIZERD L, RITEARELEIA1£12.5%
(807/6443%1) Th o7z, EELRRBIEMIZI6, EIFEHFREEEIS130.3%
(19/6443)) T o7, FERA X2 MR, 10.49% (95%(EHHE XM
:9.79~11.24) ThH o1z,

Ak

1 JEIE A S VTSR] & 2R3 S 3 D AER & R\ T B S AT
KIGIERI639561 Tl, Mze & 2O PEZERIEICE Y T 58 FH 5 O4M
A X2 NRELIERIT1.27% (95%[EHHXH : 1.04-1.54) ThoTz,
FEERD LT, AFERGSNTEEREFICELEZH OO0 F LR,
HAHVTER LW, ERXIFEROZETHY, AAHIE DK R
BROFAEIMbR NS D & EFRT D,

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

WEBEOBAM | ZFEH T URBROPRAIA XAV R~ T (T XSS RERER) 2

BEERGE I ATRE & 72 o T2 LA 0, FEFRIBUENE O BB R (2800 2 ik
A R VR HEIERIE ORIENH 2 B E L7 77210

I FERE T CORMME I+ 2 L et 2R+ 5,

B S g A 72

JEIEL TR A ERI SR 5565 B (HIZSERIEL 5000 1)

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

FeBlmEE |2t BIER, Bz, SE%ERE, i 1E2
7 N h A RIMAPERNEE TR R OV B R FEARE

F e BRAE T | AR D22 MR R EE R 5436 B2V T, BITERAFEELEIA X 10.69%

(581/5436 fiil) To o7z,

FREIERE, THAEAR B 11.23% (67/5436 4, [EEANEER 11.01% (55/5436
B, THEL.L, TIfR) 45 0.44% (24/5436 %), HEMALERS Fa v RT
AFURERIER ) 0.33% (18/5436 i), T EAEEIR 1 0.31% (17/5436 #),
MEif]) 0.29% (16/5436 f511), TFH#i), T&ER]), REMEME) £ 0.28%
(15/5436 f511), TA L F) 0.26% (14/5436 f51)), [tEZE), THEBHIM] %
0.24% (13/5436 %), B4 022% (12/5436 ) TH -7,

L NERRAT R SUER] 5436 B, HEELAERGT 416 HlZRD S, I
HENE1E 7.65% (416/5436 f5]) T o712,

F7m, EERAEFRSEZRELRE 416 B0 5 b, KHIE OKRFEEZRAS
ECERVWEERAERSR (EEZEEM) 1382 BIIZRD L, FELE]
Al 1.51% (82/5436 f5) ThH o7, E/oBmEREIERIL, THEFEZE] 0.24%
(13/5436 #1), TEMGHIL] 0.07% (4/5436 %), [ZEMMEREEZE), [HiMm
PEAAEZE |, T A L), TRINBIAIRIERRSE |, THMMHIMm ) & 0.06% (3/5436
) ThHhot,

DR ZEIL 7 BNCRD B, AEEZOFRIEIET 0.13% (7/5436 #),
A~ MEBLRIL 0.16% (95%(EHEXH : 0.07~034) Tholz, &
BERRIERIL 1 BN TR DA ZE ) 2353 B, JEBLEI A 13 0.02% (1/5436
) THotm,
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HIMIZEE S T 2 FEFERIT 198 FlICRO LI, AEFROBHEG
3.64% (198/5436 ) Tho7-, £z, EW%m/b%ﬁ4i4n%(%%
EEEW‘mydm)T&OKOE%K@W%i34WLM®%h 7%
BEIG X 0.63% (34/5436 1) TH Y, IHEHM 4 #], X LF], TH
m@M@%LmemJ%3WLmeﬁ@%LFL%%m%mmLfm
MR |, TREREE N ) 4% 2 6, TALE% I ), [REFEM: M PN EERE |,
LOZFEANM, TR, TR, THEEEE), [FEHEeE i,
TS =2 v 7 ), TRE I, TLEIC X2 Hif ), TEIBHEAL H ),
[RBGHI ), TRISZAREI ) & 1Bl TH -7,

HIBEEICH YT DA EESIT 333 FlCiRD b, AEFERLOREE S
1% 6.13% (333/5436 f5l]), 4EMIA 2 FIEEIT 7.93% (95%(EHE XM
7.10~8.83) T 7=,

HEZEIERIT 6 IO B, HEEIGIL 0.11% (6/5436 f5)) TH Y,
TEMARS 261, TTHH, THER), DR, NEERE), T EESHR,
%14 (EEHAY) Tholz,

L EVERATRERIER] 5436 B, A XLy X< 71 12 Bl Sz,
1R2FID 55, 10 FHHMBEAERFEPBO NN, 055 6 Flix
77— a VEOFRE LI LIER Th o T,

TN A
RTINS [ZERER]] ROV TS OFERE &2 BRI L7 iE
Bl & a2 (7o M h) ®tgE Lz,
féﬁ%ﬁzﬁ%ﬁm($ﬁﬁﬁf$%ﬁ#é$%)ﬁ&@k%mf,

fMZE P R OV B PEZERRE IS T 2 A EFRIT 66 BHIIRD LI, AEF
GEORBLEIEIE 1.23% (66/5362 f51]), A~ FREBLIEIT 1.57% (95%
EEEXM : 1.21~1.99) ThoT-,

) BUGEIRFER H AR R (1)

ER D HHY ##ﬁfﬁD%ﬁ@%ﬁﬁ%ﬁé%$¢®?%%ﬁ%&Ltﬁm@%%
DR E L G A DBERMEERTT D2 L, IO, ERKTFICET
LA OTR A2 B E LEHURBIEDEE R T 7 b LA X2 M
HI27—22ET L L

BT VA | [EBE Sk S [E R & BT

® T7x—XNTiE, T _XRTOEELEHNRIIN—AT A VEHMEEITY,
WG & U CARBIDNST SNT-BE DI Z 6410 2 R oBHNE
BT,

o T x—XMTIE, PuUMREDHEIRIUCEGRRLS, T XTOHEE
PRI 3 EMOBMEEIEZIT O,

xR B FEFRBIEM L EMEIOZ M 25721 (RX—R2 T A VKRR 3 » A RKi)
R DI Y A7 24T %5 (CHADS,-VASc 2773 1 DL ),

20 BELL Lo BE

S Jiti F ] 2014 46 A ~2020 41 A

R IE B ek
HERAERS, BIEM, K& OV %% 73 Hin
TR

Jezs e (it e O, 3R ), —iEPEEm s, S8R
SE, FHZERREE  1FA»

Bl H AN I D AFAN D XF A FIEK -
o Tx—XII: 110l
& 7x—XII: 674l

TR | <T7=2—X1T>

A

110 B R EIVERNIE 27 BlCFR O L, RITERREEIA X 24.5% (27/110 1)
ThHo7,
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IBRICBEd 5 HE

FREMERIT THIERE] 5.5% (6/110 ), TEEREFiffE] KoY TR T H
) 4 1.8% (2/110 f5)) TH o7,

110 B, EEZRAFFRIL I FIIRD S, HBHEIGIE 2.7% (3/110 f1)
Tholz, NiREZEORELEIAIE, TR FmE] 1.8% (2/110 #1), TXK
%mmjowammom)f%oto3mwfn%$ﬂk@ﬁ%%%ﬁé
ETERVWEERAERR (EERREH) ThoT,

T NI

7 U b A AEFE, e ba— ViG] 108 Bl 0 B, ARFINBUS S
7RG SN ho7= 1 HIEERLS, 10761 TiTo72,

107 B, BMFRZEI 2 BIIZERD DL, FEEIAIX 1.87% (2/107 i) TH-
7=,

< 7x—XM>

frae=uis

KB OBGEEEFOT 67 ], 7u ha— L@#EEElEL, 66 I TH-7-,
ARRBIIIENATH Y, HYEOHW CEADEENRAHETH D28
AN B GRS NTIEGI DB R DL ABNCEFT IND Z ELHFRINL T
7o & L0, R 66 BIZIR & T A K% B G SNIEGIDFET 5729
ZOVEERHE, AFFEGRBIRFICAAZ A LTz 7 6% @451 66 4
WMz =B 73 Bl CiT - 7=,

73FID S B, 17 FUZEIER RS B, BITERREHEIAIE 23.3% (17/73
) Thoto, ERBIERIT WEERE]) 5.5% (473 #), THERHImn ),
TR, T8I % 2.7% (/73 6) Thot-,

73 fil, EEAFEHRERGL 27 HICRO L, BEEIEX 37.0% (27/73
) CThote, ERBEERAERGL, LFEMEN 9.6% (7/77341), 19 -
MPE DR A J6@6603M)f%@%%%LF%%LFM@%LF7w
VoA = —BIERHE ) 4 2.7% (2/73 B) To -7z, [haHim ) 1 %1% O THH
EMEMEEHIE, AFE ORREBEGENEECE RVWEERAFEFSR (E
BEREIER) Tholz, HLEICE - HEELIT THEBERRE] 16 &)
IAEZE] 1 BIOF 2 BNZERD HILTZAY, Wb ARHKI & oK R EEFR I 4
Mmool

77 kL

T A LEFHIL, e b a— LR 66 Bl TTITo T,

66 B, HAET U b (MzEd, SEPEERE, OpEE, £ard
wﬁmm,m%%>ﬁ4m_mwgm/%ﬁﬂ 1% 6.06% (4/66 15]) T -
T7o PER M OSEEEISIE, M2ET N 3 61 (4.55%, 3/66 ) KOz
A 2 B (3.03%, 2/66 ) T o7z,

2) RREHLELTERETENDRERIEIER L AR - HBROME

BAN-2 2P

M zoft
DR L




VI. ERhEREIC B9 5 EH

VI. EEECEI SEHE

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

2. XEER
(1) feFEE - fERM
VEFET © h e v v OIEMEAT
TERIBE : BEARIDOTHMIREA L, 747V ) b7 47 ) AR brr ey
DR % T 5,

(2) EMEEMTDHAEBRKE
1) EEERFREIZ X9 2 1EH
EHEREM THLXEHT N7 i3 FoiliEE HWTaiEMHEE S e o RN T 7 2F KM
(aPTT), = U L EEEEFH (ECT) KO 1 b v BB (PT) & IR EERTFAICIER S ¥ 7z,
FNENDNT A —H Z QEIIERE SEDLDITHERLEHN T U OPRE (EDy) 1EZENEN
023, 0.18 X1*0.83 M TH -7, T v b, UHFROTH7F P LomsEsrEHCh, [k
WCHIEEERZ R LY, 77, exvivo lI2BWTY, XEH T 03Ty YD 7 H 4L 10
BOTHF Dz, HAEEKFNRIEEERER @PTT OEEER) &R Lz,

2) FRMARIE €T WKk 2 1EH

ZEH T OEIRNES & AREOR ORGP ERZ T v RO ¥ F ORIk
JEET V& O TRE LTz, BIRNEGICL 2280 KT v O ED EDsy (50% A%
M8 1%, 7y MEOUHFTENEN 0.033 mgkg ', 0.066 mgkg ' Thol-, 7z, %L
Wiz ET 22 e P 7 COMEET v RO T FTEALL 0.1 mgkg, 0.5 mgkg T
bHolz,

F v MIARH 5~30 mgkg 2R O#FE L& 2 A, 5 mgkg TIHEHEH 30 0% 128 80%D Il # 2
RS A S, 20 mgkg LA EO AR TIIEERMBREARERA LY, Uik nT
b [AIAR O MARTE B EAE A A3 A BTz 1),

3) 1M K IF
7 v NEICOIBR 21TV i S, i 1k E 5 F CORMICRIEFTIERZRF Lz, ¥ ed
N T EERIRNE SIS L0, RREEICHMRROER 2R L, AEIC iR O R % 4
U=/ AR 0.5 mgkg THH-72 2, T v b OEIRIMARIET T VI B W CTEIRNZE S X0,
SERICmEZHET2HE (0.1 mgkg) LT 5L, SHEOZRBNH D ERRINT,

(3) {EFSEER - R
M TR L



VI.

NI IZ B9 5 H

VI. EVBREICET HRE

1.

meREDHRE
AFNTRE OB GBI S 4L, = 2T 5 — B THASIRS L TIEER# TH D XN b
Sl bh, FEH T oO—8IL, SHI/NVrarBlbi a2, FeH T2 FEREOIR
HYEMEZ AT D700 v UBIRAERE LT 5. EYBIEOFMIIRLI AT T (FEH T
&N v AR OREIZHESWNTITo T,

(1) ARG MPRE
LR L

(2) BRRFRBRTHRIN-MPRE

1) fERER A~
HARNERER A B AA] 110 mg KTV 150 mg #BZICHEEG S L<IE 1 H 2\ 7 HREXE
BOfh Lz & D, RAET b7 0BG T X — & R OMSEH R EHES 2777,

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

IMBNRE R T A — & BT (%gCVY)
AUCo.12 Crax 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 El 2 IEI AUCT,ss ©) Cmax,ss tmax,ssb) t1/2,ss
FIE#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 [TRMEBRE Z KT,
b) R (/I ME—R K AE)

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




VI dhfelZ B4 55 H

HEHNT v TF XL T — MEOBEHORA EH N o omiEPREis (B EYELSD)
300

— 250 4

200 —6— 110mg 1 A 20
—o—150mg1 B 2@

150

100

MBERA S b T BB [ng/mL

50 1 - g
L4

0 6 1224 48 72 96 120 144 166 168 180 192

(A [h]

) M GFEADT—5)

e B LR 2wt L L2 THRBRIC BN T, LM E O AUC 1T BIEWERE L v &35
F@notedy, ZOETL T 50%RMTHo72 2, —BEITLETIEBMELY L7 LT T =
I IVTTUABMENZ LR, JRKRDOOESDTHD EEZ b, BKRRIZEANT, B4M
THIMER NZEMHEITENR 2o 2 Enh, AERESRIMNERNEEZ DD,

3)
AP L

4) BE - RAEOEE MMBEADT—4)

I)mﬁT,%ﬁm)—@%ﬁ%ﬂﬁﬂ%&ﬁbk&%,%@ﬁ&@mm&fmmwﬁ%m%%m
L7223, Coax 13 9% D EFH-TIH o720 tia 1K 2 BERIER L7222 23, XA AT AT YT ¢
WCHHEREBII N EEZBNRD,

2) In vitro R TARNT M HEES P-450 IC L > TR SN2, £72, HKWAHEESR P-450 %
FREROFHFE L RN EAVRENTND 22, R TIET MARZF 0 vryn7 e
FI7FRITLAD ROV IAXT W LoRAOKS TOMEERERF LzE 25, Ko%K
WENRE UL ORI B 2 RIE ST, I ARAIDN 2 S HANCRIE L A D B 5
25T bRl
TIALa L P LARAEROLEGTHA LESA, RAET R0 AUCq KT Coaxss D5
(PEEMEIZZ 2R 1. S8 5 KON 150 IS L7z, T /83130 2 KAIF 50> | B RTICH
FIREOEE LI2GE, A EHT 572D AUCre KT Coax DR(EEEIZENZT 2.43 RO
279 fFZEIN L7223, NI RINVORERORGIZEBNT, AFIEZT I L0 2 REFETNITER
G UI854A, BIRMICHE L 72 2 AEEMITERD Sive o7z (AUCowolX 1.18 £, Cuax 1% 1.12
I, & v 3 —n 3D OBESOIKER O #G L ARFONHTIX, MAETRZ o0
PR RN R AR 25 I L7z, =203 oka#Hs & OO Tid 1.53~1.56 f#8n L
2o V77 OROFEEOATIE, WITRAZET T ORERI 1/3 ITET
L7, ZHUODOHAERIZP-HEEAOHEFELOFHFHICL b bDLEEZLND,
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s 2a~vA Ly W ORAKE L OATITRAE ST N T v ORBEEITEE R E 2T
o T,

2. EPREERBNSA—42
(1) fEfAE
J A oS— kA MERT

(2) RS
LR L

(3) HEEEER
B RERL R L

@ 29IYF7I32R
108~110 mL/min (fdREERE A\ SB1E) 39

5) HEE
60~70L (fEEER A HiE) 3

6) i
LB L

3. BEE (KE2L—va>) BH Y
(1) A%
WIRT 74 A B | WIS E BT 5 2-3 08— kAL REF L

(2) INSA—FEHER

IVTF=2 VT T ACLF (BNTO7 VT ZA) OIKT (-0.64%) (VI HEpEhaEIC
M9 2EE, 10. HEOEREATLHEE, () BREERE~OEL QHEAOT—%) &
)

PERI - ZETIEEMEL Y BT (-12.5%)

i 0 CL/F (BT 27 V7T R) OIRT (68 b 1y 5 Z & 12-0.66%) o

{KH : V2/F (MENR L% ORRAED LT O3 AMEHRD) O (KT 80 kg 7> HAAE S 1kg

N4 % Z L 12+1.10%)

7 bR THERGH A FTTR_A T EY T DIET (-14.6%) .
P-HEEAMERIDH : A AT ATV T 4D EH (+15%),

4. I I
WRA BT« A5
WRULR < 5 7% (ERERRA BRI YC IR A EH R T o7 X v T — haRN&E G Lz L DR
H i BRI B2 5 <) 3D
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NAFTRATEVT 4 §6.5% (fEERAEF) ¥

5.9
(1) Mk —KEEF&E@EE
MR L
<HBE>
HARKRRRICIZ AT Lo T2 (5 v b) 39,

(2) mik—RaEERIFTEE
BRI L
<BE>
PENRT v R ORI ST, R VR TR B O R & IR TR S, IR A
THHLDIXTLK DV ETH -7,

Q) FHLir~DFITH
YR L
<BE>
REFLHIZ 5000 S V- RO RE X 58D 0.08~0.13% T o7= (T v ) 4D,

() BR~OBTE
BB L

5) ZOMOEHAOBTIE
AP L

(6) MPFPEAMKAEE
34~35% (b MUFEEARKAGER) ¥
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6. £ E |
(1) RBEEPER VR BHRER

0.0
had CHs

1

N
W \ NH:
& N N N 0= i
X 0 N—(

o

BIBR1048

NN HO__ 0O
/(ij ICH!
N N
NN N/>—\N NH: N I\ NH:
al N & N N N 0= CiH
x o NH - G Nn—
BIBR951 o
HO 0 /
CHs
/
N
>\ NH:
NN 7N !

X 2 BIBR953

BIBR 953 1-0-7 ¥ )VZ )V a vV igiuey
H H
HOOC —7H 0. o
Ho M OH CHs 'T‘\l/
HO H Y©:N>_\ BIBR 953 4-0-7 V27V 7 a v itk
/ NH:
N N

bt MEELEEEIZEWT, Bt LB oK R L e 4 b T 2 (BIBRIS3) ThoTe,
TRV BB SN ONRBEHLSC, FEH T DT ATV v BaSRR~T A L
U XomigERic bR, 7y hoMmERIZ 2~8%, T FILOMmEFIC 60~70%, KOt k
DIMHE L R TIX 2~4%FET D 2 & DR STz 39,

BIBR1087

‘ BIBR 953 2-0-7 ¥)\VZ V7 a gtk

BIBR 953 3-0-7 ¥)\VZ V7 a vtttk

(2) RBI-EAE5T 8% CYPH) OHFiE FE5E
MERR L
<HBE>
FEALRISUSNTTZ AT 7 —BIZ LD IKGETH Y, FKMREHIEE P-450 OFHILIT < T
DT o 7o, W RHIESR P-450 OFLESCTHE LA Do 7o, RAIOIEMRHIX UGT2B15
AU CHNR BRIV T va VG 2320, 1-0-7 V7V 7 v VIERE R ETERNR T 5

23-25)
o

() MEBBHROERRVTOHNE
DR L
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(4) REMOFHEOEERWESL, FHEEE
e 727 dT7— (BIBRI048) [3HL b o B AGEZR 2720y, OGSl
BB LWIL S D &, PRE TH D BIBRIST J O BIBR1087 4% C, IEMER#H & A
N7 ACEE IS ),

HERE BIBROS1 (X598 b B U PHEMEH Z7R L, BIBR1087 @ k= > B BHEMERILES
WY D DTS ISR D TIRWEEE CLMFE LW 2 E BRI RITITEHFS LT
mNEBEZHND 7,

b M SEIIXRER D DEERE A e b T v L LCHEELTRY, A CRIEEEZ AT
BT NI v RN R DK 20%F1ET B P,

7. it
(1) HEERA R U2 %
R KON

(2) # it =
TR E I UC IR © I T v (IHHEGHY) Z8IRNT G Lo & &, &5 168 Fff#li:
TICHEGRD 85%MRHIT, 6% HH PR S iz 37,
TEEEHBR A I UC B A EH R T V=T v T — RN Lz L &, BEEREEEL LT
FAAPICEUL S A, B 168 Rl & TILE G- RO 85% M EI S 7z 37

(3) HEftERE
YR E I B T (EEMEY) 28k E Lz, FIZX e T T & LTR
FIZHEE S L, B2 U T 5 2% 87~92 mL/45 Tdh o 7= ),

H AR A BIEICAA] 110 mg LTV 150 mg 2 1 H 201 7 HEKEROZRS LZEED tp
TENEN 107 B, 1.8 B ThH 727,

8. FIVARR—E—ICEHT H1ER
In vitro \IZBWTC, AN T 27X 7 — MIPHEABDOEE TH-72), AT
FRETIE ootz £, XEH I T V2T H U T—~ (ERE 10uM) KOFEN h T
(RETRE 100 pM) 1TV s PHEEABEZE L o7,

9. BHZIZLIBRER
BITARETH Y, RHEOIEERFD 55 61~68%NHEHTIZ LV EESND W,

10. REDERERT HEHE
(1) BEEZE~OKRES GHEADT—4)

BRE~SEOBBEERE (BRE . 71 7F=27 U772 A 50mL/min # 80 mL/min LLF, H
ZEFE 0 30 mL/min # 50 mL/min LA T, & : 30 mL/min PLF) (ZAH] 150 mg % Hi[a| &5 L 7= FF
DA EH N7 > D AUCo DRI RS (7 V7 F =22 U7 5 2 80 mL/min
) IZHAT, ThEh 1565, 32 /& TN63 fEm otz ¥,
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WA BT DIPBRE T A — 2T JIAT T ERRED R

JLTF =1 IENRE T A — & BT

PSE"S VT TR %% AUCo Conx
[mL/min] [ng-h/mL] [ng/mL] tifh]
fEER R 80 A 6 781 78.6 13.4
PR I 50 #8 80 LT 6 1170 87.6 15.3
TR R 304850 LT 6 2460 133 18.4
T B PR B 30 LLF 11 4930 166 272

DFEAMED & OB TR PITHS THGE 2 xR & Lo RHENISEEREAT T, 717 =21
77 AN120 mL/min L FOBETIIZ LT F=0 7 V77 AN 1T mLmin ki F325 2 &1
AIED CLIF (BT OI VT T RA) BOMABKTT D EHESN, 27VT7F=270T7 7
VAN 88 mL/min OBMEOLEMEBEELZEELTLE, JLTTF=0 27 0T T AN 50
mL/min T8 30 mL/min (2K F L72356, AUC.s DEILEIL 1.4 15, 1.9 512842 L HEE &
nz o,

) 2. o ROBEICITEE LRV L) 22 BTREZELEEOBRE (L7 F=22077
> A 30 mL/min Kiii) DD HEE

7. HEROHEICEETIER 71 HPEEORESE (Vv T7F=027 Y7 F & 30-50 mL/min) @
bHBEETIE, ¥EH T UOMPREN ERT2B8ZNNH 5780, AF1H 110 mg 1 H 2 [
HaEETHZ L,

(2) HEZEEE~ADKRES NNEADT—4)
HRAE FE O JF R S FRE I ARAI 150 mg 2 HiR[E G L 7-BEOR A E 0 b T 2 D AUCo LI e RS
LIABRETH-T- ),

Q) B#E WEADT—4)
65 k% 2 % Elin BIERF TR 2 EFIRAED AUC 1, 18~40 mk O IEEE MRS A 1
NTH 225 ThH o 7o, HEHERE L EERE & OREOEY, mmETIIZ LT F=0 2
TIUAMEF LTV S EERZ LD Y,

) 7. MEROHBEICEESTLEE 7.2 70 U LS o i ofEREENEV &HIE S5 BE T, &
Hl1A 110mg 1 H2 [ 5E2EET D2 L,

9. MEDHRZATLEAICHTIER 9.8 milmed

1. £
U ERR L
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2t (EALOXEF) I SEAB

NEEZENEH

1. &%

FEDREIZLEYHLEHMFOHMICKARTHNEDHON TS, AFIOERIZH
EoTlEk, HlDEKREZEZREL. AFOKREDOEEZRECHT S &,
AHZLDHHIM ') R ZEFEIZEHE T E DEREBEILSN TGN =S, FARRSHII,
MFRECET 2REBEDALG T, HOPENFOBIEREZTRICHESTSZE, Chb
DHEENEO oNBHEICIEX, ELISEYGREZETI &,

[2.3-2.5, 7.2, 8.1-8.4, 8.8-8.10, 8.12, 9.1.1, 9.1.2, 13.1, 13.2 58]

(FFw)

EN TR (B W TIEIRE MO HfLIZ K 5 THIRD b7z Z L b ARESE N BIS
T7e ARFIOHERICHTZ>TIiE, UTOFHEICEET L L,

i SeAe Sl da il Reod Wi IR PYE " ¢ 7 coom o 21K 2 30 BV

BAEORRE (BERE, s, M HMOBEES) (L 2Hofalittz BE L, AFOFK
oM EEICHETT 5, ABNC K DHIMY 27 % EMICHHE T 28T ST
W, AREIFRG AR, R ’Egﬁ‘éfﬁﬁ1ﬁ0)7f& 5P, H I SoE i A D i & 45 1

2L, IR LNIGEITE, (U AL EZAT O, B IREDE RE2AR
TOREICHETOIER) O ’?%T%ﬂt % FEET D,

WEH L, HI2 & > 725 TEDICEMIOERT 5 L oY 5

BEITHM Lo <20 2 & 2B L, Sitil, sitim, BFim, MR, fmE%so s
I 23580 BT EITIE, EBIZEMISERT D L O HRET 5,
WL EPERE 2 Rl 9
KAz 554 DN, A‘\fﬁ"x’r%%%%fﬁ}%ﬁ”é F7o, ARERGTITEE, BHEREREZITV,
ERERE DEALFRD N BT, G OPIPHELEBET 5,
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et (B EORE) (B4 5HA

2.

ERARLEEDEH

2. B2 (ROBHIZIF/ELENI L)

2.1 RHN ORIt LEUE OB D & 2 B

2.2 BTG 2 GLEEOEEE (VL7 F=22 U7 T A 30mL/min &) Db DHEE
[82, 9.12, 9.2.1, 16.6.1 &[]

2.3 WiEk Do dH 2 B, HERROH 2 BE K CIEMEEDOH 2 BF [(HihzhET 25
BrhrdHs,] [1., 8.1, 9.1.2 2]

2.4 FEIRAQICRIE L e 2 i Y 27 D& HaERIRZ (6 » H LN O PER A< 2 & te) O
BE (1., 9.125H]

2.5 HHE - BIESN D T —T N EHE L TS BE RO ESL | RELNOEE [IMEMSH
5] O ZERISAT 1% DFERESS 1 T — T /L D RGBT & - TR B AR RE 41 1 i 0D e B v 703 1
KT 2.1 [1., 912 %]

2.6 A F7aFY—n (RAAD) 2HELETOEE [9.1.2, 10.1 ZH]

(fiRFH)
2.1 OfiFE

FWRREO AN UTRE LT,
2.2 OfEHL:

mEORBEREERE (7 L7 F =22 U7 F A 30 mL/min LA F) IZAH] 150 mg
ZHAE G L0 ALl T > D AUC, DM EAEIIEWRRE (71T
F=227 U7 7 A0 mL/min ) IZHART, 63fFHE < Ro7 %,

2.3~2.5 O -
ARANIHREEIE TH D720, il Y 27 NEVIRECTHERAT 2 & il U 2 7 238
KRITDAREMR®H D (5. BEEREAWER L ZOHE 2,

2.6 DfE
AHENE PHEEAORE TH L7, PHIEAMEFMS F o)y — L oeg b
Ko TARAIDOIMHFRENE KT 5, 7 b)Y —/b 400 mg Hilal$ 512 10 ARH| D
AUCq0 MO Conax [ TZZIVEI 138% K TN 135% M L7z, 7 h =) —/1 400 mg 1
H 1 [BIAEE 5T £ 0 ARHFID AUC0 M O Conax 1 EZIVZE A 153% TN 149% 900 L 7=,
v — 7 BIER R, HE R R O RRIE, 7 haf Yy =l KR
ZUF IR o230,
*rhafFy— A NFafY =LV ERUT VL RBEEETH LN, ENT
ISR OB A RTE S TN D,

3. MEERIIHRICEHET HER L ETDEH

(V. IGEIZBETAHEE I Z22BT D52 L,
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4. RERUVAEICHETHIBETDER
(V. IGRICET2HA ] 22952 L,

5. ERGERMIEELZDEH

8.1

8.2

8.3

8.4

8.5

8.6

8.7

8.8

8.9

8. EELGEANIE

AENOERIZ Do > Tix, BEORRE (BHRE. S, HE HhoOBEESE) IcXol
M OfEBRMEZBRE L. AR ORGOEG 2 HEIHET 5 2 &, [1., 23, 7.2, 9.1.2 ZH]]
AANIEICERWEZ N L CHtt S D720, BEEDOH 5 EBHE T AR O M REN E5-
L. HiLOfEBRES KT 28R d 5, AFIEZEEGT D000, LT BEERAERT D
Zb, Fio, ARG HIEE, BHEEREZITV., BHEREDOEADFED b HGAITIE,
BHEOPFIECHELZET S22 &, [1., 22, 7.1, 9.1.2, 92.1, 9.8, 16.6.1 ]
AANT £ DI Y R 7 % EMEIZFAN T & 2SI S LTV e e, RFIEG- I,
MR EEE BT 2 RAEE O A7 57, PR MEOMELE BT L, Znbd
DBFEDFRD BT HE IR, EHICRG O IERIk e TR 0EZ1T 5 2 &, FRIT
9. FFEDE RAZATHEE T 2EEIOHICH T bNCBFITITEET L2 L, K
Bl P oL E & OFAIZ B RBLT D ATREME RN B D Z LICHE L, ~ESrE Y ~7
F7 Uy b MEORT&H D WIEIMIR 72 & OB il OEIZEET 2 2 &, FRICTELE H i
IFEENKLETH Y | ki, mfEe EOMRER1EO b G id&k G2 hik+52 &,
[1.. 132 /]

BEIHM LT <22 2 23 L, i, AHMm, BN, MR, Mo
BRI ASEES SN2 GAICIE, EBICEMCERKT 2 L RETs2 L, [1.2H]
AEID SMOPEEER GEFHD) ~GI0 B2 oBICIE, AR G% 12 FER ORI % 220
HZ L, [9.1.2 28]

L OPUEEEA] (EHAD) 2 DAFI~TI 0 B2 DECT, o FUEEEA] (FEHAD kB
By @R o0 2 RERIET & 0 8 2 WIERmeEsE (121X, ROEIA~/RY ) HkREISAH
T2 L, 912 2]

B I KERE (D770 0) DOARFIANED R DB, B2 I K #iFidEs
FehH-F1E L, PT-INR 723 2.0 Rl Z 2 AU G FIRETH 5, [9.1.2 B3]

aPTT (EMALER Sy b m AR 7T ZF WD) 1&, il U T2 B3 TlusE o FikEFE1E
Ml 2 B2 L5 RetED & 2, BHARNZ S LHIFAEBLRRBRICIS VTR, b
Z 7 aPTT 73 80 & 2 2 B 1T K2 % 0o 72, [1.Z3H]

AR AT, R & ZpAME, M DN IBER 72 & M O SRR R T 2546, HiSE
MOBBECAHPERTH 28, [1., 9.12 2]

8.10 FAT-CREM FH 2 HEMid 5 B Tid, HILOERIEAHE R T 5 72 OfERIEICIS U TAR

FlOP -2~k 25 2 &, ARECTHIUE, FITCRENTH O 24 FEHRTE Tl b
k35 2 &, SEAR Ik ASRE & B 5 KR FiT 4 Fhe 9 2 5560 i O R ME S o
ERBLETHHAIIE, T 2 AU ERTE TOREF 2B E L, (EROPUEEE#L L
FIRRICAORIRIE (A8 V58) OFEREBET 52 L, £, PRIz mEs Lic#
(2. ARORGEBHTSZ L, [1.. 912 58]
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8. 11 BEDH CAKIDIRM Zh1Ed 25 Z LDk 5 FRIREIEE L2925 = L, AHIZIR
HALENSGS, FAFRICTELRETRS 1 FHEZRHAT S L & HIZIROARAE T 6 FFH
UbZETFEEL2 L, RALENZGETHRLTC2REEZRALZ2NVESHFETLZ L,

8. 12 AHFIG-h o B CHAMm % & 9 i XX ik i R EE 7 i o%BRE, & L IXEKRZA M
A3 FAE & 5 A% B D IR SUTALE O JiA TR AH] O HrkEE E A o bz v b
THEHAICIE, FRAITH LA XNV X~T (B Hfz) OBTFHRXEZLTEHL,
o, EEZEAWEER, FEOEREATL2EEICHET2ER. AWEAZEOMMH Lo
BORLHEMHGET L2 2L, [1.3]]

8.13 ARINRIEICHE LI-SHA ., REHEAORERIO b OIBENNHDHDT, LIF
DR A BECTRET 52 L, [11.1.5 2]

o AHZHONCHICEZEISE L7720, +o&E (2 y 7 IMRE) OKkE L bITRAZR
HT3sZ &,

o MELBORER (FE TR OImE MR, M@ oRA, &EORR T 500 %) 2
b OO EITIE, HYEEICHRT L2 L,

(fiAEs)

8.1~8.4, 8.9, 8.10 DfiFHL
L OEBRIEDS R T 2RI T, AFAEEICEG T2 2 &0 ARAIERSFIE0N
FTHOWA G HIMOFEENERH Y, ~E/ vy, ~~ b7V v b&HDWIEME
DR T EZBEO LA, HRZHET L2 ERNETH S,

8.5~8.7 DfEH.
AFNIPURFEIECTH D720, FRRIERZAET23A Oz E1c kv MY
A7 SRS D AIREMED B D

8.8 DA -
IEMEALER Sy b AR T T AF R (aPTT) 1%, BEEMNKRZRORETH Y, Him
BERDR 7 ) —=0 FRFgEIEOEE R SICHWb NS, AAlTE M aPTT
FRERGOIERE S Y, £/, HNHEEELRRER 2 Tid b7 78 aPTT 28
80 A X AT KHMN LD~ 722 &G, aPTT (X8 OHUEERE 1EH 2 4k
TOHHRERDAREENRD D,

8.11 DfifL -
MREEFIEIC LV M2 72 EORIEY A7 N EFTHAREMERH D, F2, 1EIZ2
ElEARA LY, HWHERT 2 FEZRAT2 &, AFIOMAREN LA LY
MOSERIENRIERT D720, IRAMREZ 6 KU LT 5 Z &

8.12 DA -
AFN O EAIT A TH DTV R v REFEIR 2. 5mg (f # vy XA~ 7 (Ein+
MLz ) BIED) BB INTVWDZ EIZXVHRE LT,

8.13 DA
AFIRHARRZ, A7 EAREEICHE LI IV BEREERELI- B 2D
NWAIEBFIN R SNz &b, RAKOEEFREL LTHRETDLELEBI, AE
FRHROIER O @Y /a2 2=y —2a AL, REEAE - REISICo
NRDLEZZONDZENDLRE L,
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6. REDEREAITHBEICAHATHER
() EHE - BERFOHLBE

9.1 &HHE - BEEZEDHLEE

9.1.1 HILEHMOBREEZE T H2EERV LB LEDEZEOREDH L ESE
i OfERMENE KT 282003 b5, (1., 7.2 B3]

9.1.2 HmDEREASLVESE [1.. 2.2-2.6, 8.1, 82, 8.5-8.7, 8.9, 8.10 %]

(fiE#t)

9.1.1 DfFHL
AR EFE I REER 2D OFERICB W TAANC X 0 HEE Hi o3 BUEE S EA
FTHMMNRA LN LD, ZOLIRBFIZITAF 110 mg 1 H 2 BEEHE2%E
BTaHZ L,

9.1.2 DR

AFNIHEEIR TH D72, HI Y 27 @ REETHER T 5 & il U 2 7 234
KRTDAGEMENR S D (5. HEREAWER L TOHEA &),
HIM O fERRVEA E W EBF 1L, A 1R 110mg1 H 2 mE52EET D2 &,

9.2 BHaeIEERA

9.2.1 BMEEZEEZELH BEE (VLT7F=2PYTFS52R30m/nin ki) OHIEE
AR B G LN, XA N7 OmMPBREN EFTIIBZNRSH S, [22, 8.2,
16.6.1 =&

(%%)

2. BEGNA LT DM 2275 &,

(3) Fr¥sefE=EERE
BEIN TN

4) EIEfexHT HE
RESH TV

() 1EiF

9.5 124w
WS S TSI LT % TREPED & % PRI IE iR LA TRYED a2 Ea] 5 & )l &
NOGRICOHRKRET 2L, B8MER (T v ) TRECBITTL2ZEBROLNT
%, [163 ZH]

(FFw)
PERTZ6S BRI BRR 12 72 <, ZEMEITMESL L Th 2wy, B3R (T v b)) ThRIE~D
BATO pn@H LTV
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7.

(6) IZELIR
9.6 Z=ELIR
1B OB IR ORI B OB Z LB L Lo T T IL 2 Ratd o2 &, @)
WER (7 b)) THAHP~SBITTLHZ2LRRDOENATNDS, [163 ZH]
(fiE#t)
BT 2 R RBR AR 1370 <, ZAaMEITMESL LTy, BWER (7> ) CTHAF
~OBATH BREO BN TN D

(N IhR
9.7 MR

INREE 2 g & U T R BRI S0 L TV 2R,
(fEdn)

1H Afs

RS (IRHAREE, FrAaR, AR, SR OINR) (T 2 ERRBRGE X2 <, Zatt
VXREST L TUN 720N,

—HRICEREME T LA B T DM FIREN BRI D R B 5, [8.2,16.6.3 ]
(fig#0)
65 W& B 2. 5 el BRI 2B 1T B EHIRTED AUC. 4 1%, 18~40 7% DR B Mg EE 12tk
RTR22ETH o=, AFNIBEIE SHE SN D720, BEERENMET LW 5 ElnEE Tl
JVTFGUAREFLTCWATEDEEZEZ NS 2D,

F B MR ERE L RIRER 2 T, WINOBERETHLEEICR21F o ) 27 88Kk L
7~

HEER
10. MBE/EH

AANT PHERADEE TH D,
(fiRFH)
P-WEEE T, PHEEAOEE & R 2 WA B E NIEICHEE T2 Z L K v a2 142, 20
7o P-FEERADOE & 72 53 WE, P-HEEAAEA L OOFHIC LY mhgEN EH L, PR
FREEA & OBFMIC XV MPIREMMERT T2 2 &2 5,
In vitro FER CTARFNIIEMREEETE P-450 I Lo TREENT D), F7o, FKWHIEEE P-450 %
PHEFEMOFEL RN LAVRSNTND 22, FREBRTIET MR ZF 0, a7 x
FIF RV TLD FORUIAXT o LoOROKG TOMAEERAZRHN LIZEZ A, AFIDIK
WEhRE IRV FEWIEN B % RIE S 3, F 2 ARAIN 2 HIANCIRE & 72 o % 5.
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KA EmHED 7 v e K7 L)L 300mg XiE 600 mg & HAIGFHE S LG4, EH T 0D
AUC KR Coax 1%, TN 30% K% TN40% EF- L=y, Z7uv K7V VEREMRES L
Ba, AEIEROZae K7Ll b0 I » TRESEIZEARNICEIL Lo Tz,

AFL 7a e RZLVALOREET, 7ot K7L VB G & bl UC, T H i R
(CBT) DIERZH LN oT2, FT2, AAIOIERZRET 2 EEEKRE (aPTT, ECT, TT)
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T BRI T2 49,

70 [ 7

AFNIPUREIETH 57280, FERERZHET 284 E OPFRIC X0 i) 27 KT 2% A
REMENR B D,

W P-H5 2 [ P A

N RIL 30 FARFEEO | FEANCHEERR OB LZSE, A4 EH FT D AUCL, KD
Crnax DAEEEILE A ZI 243 (5L TN 2.79 FEIZHEIN L 723, NI ARINVORKERAFKEIZE
WT, ARFIZRZ NI 2 FEHRNCE S L2854, BRIICEE & 2 2 AEERIGRD b
7207z (AUCoold 118 i, Cunax I LI2 fICHIIN, 7 I A X 12 2 EARKIZRE O EE O
L72%ty, A EHT FT 2D AUC s KT Craxss D EATEEEILZALZET 1.58 5K 1.50 512
ML, $=20 % ofR0#5 L OO T 1.53~1.56 f$Ic#M L=, Zh 6 OME/ERIX
P-HEADHEFEICLDZ DO LEEZILND,

77 )AL Yy W ORAOKG EOIFATIIRAEH b7 v OBRBERITEE R ELZ T
VAR Y

W P-H5 2 Al

U7 7oy LoFRTIE, AFIOBREENK 13 IET L,

U778 %600mg 1 H 1[E7 HREFHEG LizE 25, RAID Cuw KOVAUC 23, Z1E
A 66% M D 6T%IE T LTz, V77 B EHRIEES 7 HE TICHA BT N7 IR EITIED
AR ORFEREE CIRIFRE L, 20%O 7 HE, E6R534AT7XA 78V 7 4O EFIF
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8. &l ff A

1. ElEA
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11.1.6 2HBREE EETH)
BROPUREROB SR ICAEBEENR DL LbND Z E03H 5, B OPREEREG% D
AMEBREZEOPRIZIE, MREZRD D H O, BAERIC L RMENIZIRMEKIFEZ 24
RBODLHEOPHESNTND 479,

(fiF#n)

11.1.6  BAPEEZKD IS, U7 7 U U v A KROKRK %G e BB BRI 0 5 5
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T 3 1.4 3 0.9
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MR, D £ i 2 0.9 2 1.9 4 1.3
BLOWERIEE | o pengsasg 2 0.9 2 0.6
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BHARE 1 0.5 1 0.3
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EE T E PSRN ZHALELE 1 0.5 1 0.3
A FL P T 7 AR 1 0.5 1 0.3
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THIE 2 0.9 2 0.6

8 A R Jak 1 0.5 1 0.3
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AT E 1 0.5 1 0.3
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g LW B i 3 1.4 7 6.7 10 3.1
B F55 1 0.5 1 1.0 2 0.6
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HiTe 1 1.0 1 0.3
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IX. FERRAREERIZEE4 5 H A

X. JFEREREAERICRY 9 SIRE

1. ZEEHER
(1) ZEhZIEHER

VI FOFEHIZBT2HE] 2]

(2) REMHEEHR

1)

2)

3)

HARAR R 6 5 R

WEEZ v b EFAWVT, 30, 100 5 ME 300 mgkg & HERE OB L2, —fBRIEIRCHARIR 7
EOAEFFPIRREICHRT U TR Z KT X o728, 300 mg/kg Tlpeh 4 Refiith O 24 FEf#%
RO DT PRIETRA BT,

IV s e s -2
HEEZ v &2 HWT, 30, 100 &5\ F 300 mgkg & HEEREAKL LR, TXTOHET,
WAL, 1 KRR OV R B L TR BTN, AERIER T -o7=,

DL R R B
LT v b &I 4 B OB S EERBROME, 15, 70 H5UNE 300 mgkg TIROHEK
B D WITMESDEBIIH D NIRINoTo, THTFNMTET 5D 26 B KO 52 B O &5 5
MERRBROGER, 200 mgkg T, MUE, PR WG, QT MR QRS MFZ: & LN
DRI LT RIE AR AR bR Do T,

Q) ZDfDIEER

1)

2)

3)

TEAFENRAE

t b ether-a-go-go BHEIR T DA T HIET ¥ R /AT L 0 ARk S D EBAKAFES U 7 A
ISR L T30 uM ETHEL RIS RhoT-, 6T, B/Ey MLEILEHICEIT HIEH)
ENFRRRRERIC X LC 10 uM £ TEBII A LN o 7o, BT ¥ TOLERIRT A —HF ~D
2T 3 mg/kg FRIRNER 5-F THR LR o T,

TN IR QON T SNt p S

HEET > b d D WIFRREE Y IV T, 2 Eh, 300 mgkg A E- 2 % 10 mgkg #
RS £ THRE L2, DIER ST A—ZZIZE A CEBILONR ST, VHFICE
WTH, 10mgkg FIRNZE S £ TOHRGICED, DIERT A —2 F ORI NT 2 —H (25
BIIHB- BN o7, 7% TiE 30 mgkg #RNEEG-T, ME R OELENESOZENRD 5
Nz, MEFRONCER L, TOBIKTFLE,

HAR AR R g B

~ U AIZBWT, 10 X 30 mgkg OFFIRNE G 20 5% IZIEIODT N 7RAKTY, £72, 300
Y 1,000 mg/kg D% G- 45 5352 D SO OAR T AR H L7203, 2o OFT RISt
EECHLRERRICED b, 7y MW, #RNEE (&E 30 mgkg) XIEREAHEE (&
1 300 mg/kg) ([ZX Y BFEEBA~OREIIA OGN0l w7 AIZEBWT 100 mgkg #% O
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4)

5)

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

THALER R %9 2 R

Ty MIBWT, BIRNES (B | mgkg) XUTEOES (s 300 mgkg) (X 0 L&
ERE~DEEII L LR > T2, 10~100 mgkg %+ FB5HMNIE ST 5 & BIESWNH Tk
R TT0, TR IRRE L DA B EIT e o7, BHEHAEIX 300 mg/kg FAKG THEIC
BIEL T2,

WAR AR 5 5 %8

HEEA XZHNT, 03, 1 KO 3mgkg OFIRNFEG% KL, 3 KO 10 mg/kg #& &5
% OMWRERIKTT DIER A ME Uiz, R@mM®E 3 mgkg OFIRNES#%, RPOF MY
7 LR ORI O T 7eii b & 1 U o AR O DTN RN A BTz, B &
TOING ORBIIEEX R L LR THRE ThH o720, EFHANTH 7=, £/, 1,
3 KOV 10 mgkg 2R OEE LT, JRXUIMIE/ ST A —F ~ORBIIH LR -T2,
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2. SHHEER
(1) BEEEE5HEMEHR
YUAKRDRT v MIBIDBERE AR GICL D2 BHEEERITH <, N0 OBIEEIT
2,000 mg/kg HTh o7z,

(2) REHESHHR

Wi/ B GR/ A M
i o ¥t 45 B [mg/kg/ H ] -
Fi 52 5- 1) FH] [mg/kg/H ]
<R B/
v/ ﬁﬁ‘ 0, 30, 100, 300 100
Crl:CD-1 13 4
Z v B B/ 0, 30, 100, 300, 100
HsdBrl Han: Wist 13 ¥ 300 +53 174 BIBR 1157 MS % 1%%00
- P
7 R 0, 10, 40, 200 40
Chbb: THOM 26 H+6 M[E1E
B/
0, 12, 36, 200 36
. 26 #H+6 W [El1E T
A% -
BH/ 0, 12, 36, 200 36
52 H+6 A[E1E T

g ARG BRI~ T 2 R 13 ), 7y b (&E 26 @) XKOT 7L (&
F 523 RV TER Iz,

T RC ORIV CTHEECEY BIBR 953 ZW O UM REEEVEHA N BHE IR I L7=A, &
KRBT TH -7, PULIREEEERICER TR E LT, HIEENED R O &aHOR
&b, ROREAL, 747D 5o OREREE, e EURHE, e ho e R E D
TEVEALER Sy b e AR T AT R OREE B R, $eBHEML, BCTAERR, U oo E, MR, O
g, 72 & ONCHERR O i OCOWH 2338 biviz, S 612, FriikEEEERICS & s E T
EEBZONDUTOFRANPBEIN : FA, WEEORE (FoWlH) bo0TnEEHE (F
V) OfERR, EMITEEMES BN (~EZuvy, A~ b7 Uy M ROURIMERE OB, HEk
RIMERIE RO E U L E o), iR (7 v 8, & (F ol , mEEMEORD (F-
WKL) D WITEEOREAD (Fv), HEEORD (FoWELOY L), #EiE (Fo
), PR (P @E8), 7T I ROMERIRECIK T (T, R, £7o, A3
BHICBE LR T E, JARPEIC b pEER M S, TN EHTERBARIZL DD
EEZ N,

ORI, AELRERAKLG LIZLE, T XTOEYE CAREDOHUMIKEEEHZ DR
ML 2RI ATRZAE U, TOMICEEFTRIZA N>, £, ZTHOHOFTRIX
(18 T R I (B4 L 72,

Q) EEMHER
Invitro BEEMREE L LT Ames REAF N~ R > 7+ —<REB%E, £7-, invivo BEHME
AR E LTT v boF#fnz Vo MR Z i LT, £ORR, WInosBRicesn»T
HBBEHEEITED Dol
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4) AARMERER

Crl: CD-1 =7 A} " HsdBrl Han:Wist 7 » NMIAZEKZ 0, 30, 100 K& 200 mg/kg/H T 2 F-f#%
A%EG L THAARMELZFE Lz, ZORE, ~ T AKDT v b EBITHABRMITRD Higno

776

(6) AEFRAFMEHER

e , i/ FGRERE/ e mE | EEMEEImgkg/ H]
R OFEHI iy -
e 2 511 [mg/kg/H ] #HE | Fl #W
&/
SHRRRMEOERET | 7y M W ZSELHT 29 B &L O
DRSS A= CriGIxBrl | ASHc 0, 15,70, 200 70 70
Han:WI M - AR 15 HF, &
FOIR, MR 6 HET
7 v b
WE - i e CrlGIxBrl &/ $HR 7~16 H 0, 15, 70, 200 15 70
Han:WI
3/ o .
ChbbHM | TEF/ HEHR 6~18 H 0, 15,70, 200 200 200
HART - HER D% | 7> N &R/
% BN | COWIH) | g e~pmg g | o0 |3 70

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

(i) RHAFEMED =0, FEWNAEFROIK T A 70 mgkg/H LV,
23 200 mg/kg/ H THBHTZ, LovL, BlEMW KOV Fi OAHEE R OTIR
R AR b

(6) RBFTRIZMEER

WO bR ol

P
HE

TEHEFE Az~ DR JEE 732 52 7%
TR, RHSE

Chbb:NZW 7 %3¢ 2 Ju T 5t L 72 BERE K OVRE BRI RUBR I o W TR 13RO 27 -

77

(7 ZofLotkEk

1) ks

o % M % HsdBrl Han:Wist 7 v k@ 13 R KE & 53R TRl L7=, Z Of5%R, AFEo

TSRS D e
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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
delayed or irregular ossification of fetal skull bones and vertebrae was increased
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.

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 S FT S0
(2024511 1)

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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