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ST L CHILT A2 NRHADT, iR - LREBT TRETHZ L,



V. BRICEd 5

V. ‘aRICEI SIHE

1. EEXIEHR
4 NBEX LB R
= M £ fE

2. SEERIIHRICEET 5FE

5.MBERIEHRICBEET 53 &

5.1 BERMTEE FTOBLNERDH Y, AFlZmMEIRROE —BIREL LanZ &,

52FAIE LT, TAIPNLZ L 40mg KT 2Py bmg Z0FH L CWAEE, HH 0 ITWFRn—
FEMHEH UME = b a— LSR5 738802, TSP AZ T Ln P 40mg/bmg ~DY) )
RERET D&,

53FANIE LT, TAIPLZL 80mg KONT 2Py bmg #FH L CWAEE, HHWIZLLTFOWS
NZER LIME=D > b o — LR S REAIC, TAIVILZ 7 An P 80mg/smg ~DH] Y
BAZBHT 2L,
s TP H L 80mg
« FIPLF L 40mg BT L P E Y 5mg OHfFH
c TSP NE )T AP 40mg/5mg FLA BE

fRER
51— E8IREL L THEHLAEGAICRERNEER TORBENRH D Z N5, TARANIE MEEEDF—EIR
HELTHWRY, | 2f5e L7z,

5.2 AH AP 259 28910 5 A 0% 2 480 0E LE L7z,
5.3 A% BP 259 28910 5 2 0% 2 480 7E LE L7z,

3. HERUHE
(WRZERUVHEDOHESR
6. AERUVA=E
MAIE T HLIELEE (TAIPALE T LAY E L LT 40mg/bmg Xt 80mg/smg) %% N 59
Do AR EIEHROE —BIRFE L L THW R,
QUFERUVHAENHRERE - B
THI YL E L 40mg XUET Lr Yy bmg THIRAHA R EmEEE BN TCT VIV AT T Ludy
> 40mg/bmg FLAHI D EREEIEDNENRBD DN L. TAIHAZ 2 80mg TRIEAR A4y 72 & L B
WZBWTCT I Z 7 An ey 80mg/bmg Bl e Kl EREFEEDNENBO NI L, TAIP LK
VT AP 80mg/smg BLAHI DML RIIT VI VL Z )T Au T 40mg/smg Bl AAlE a7
e TNAIVNANE UT Aa U E Y 40mg/bmg Bl Al K& O 80mg/5mg Bl A Al ORI 5 B )T =
fa— v e BN ERIN-Z D, ERROREROCHEZRE LT,




V. BRICEd 5

4. BERUVAEICEET 2EE
7. RERUVAZICHET 5FE
71 UTFTOTNAIV L T hu VB XUNVEEORE - HEZiE 2, BEBICAK OIS ZE BT
5Tk,
(TILEHILE V)
W, RACIETAI YA L T40mg # 1 H 1 BIRO# G535, 72720, 1 H 20mg 7> 6 #
G BtG LRI ET 5, 7eds, Rl - IERIC X W EEHEET 523, 1 B KE 5 &1X 80mg £ T
LT %,
(FLASEURYLEEE)
ML ESETRIE TId, WE . RAICIE T 40P 2 LT 25~mg 2 1 H 1 EERAKEGT 5, 72k,
JERIZIES CHE BT 508, SIRAH5725A1CE 1 B 1E 10mg £ THET 2 Z LR TE 5,
72 HEEOH ZBEIHKRGTIHA, TAIVALE T LAY EE LT 40mg/bmg #B 2 CTHE L7
Wz L, [9.3.2 ]

fRE

71 KFNE, TAI A Z T an 250 T50EAITH LD, AEROHEICEET M Lok
BE LT, TNETNOERFE SN TWDHEROCHEZBT L,

7.2 TNV NHF AT HONTIL, AMEARFEEESE S 1 12 ] (Child-Pugh 7338 A (BJE) : 8 i, B (HFEEE) -
44 12T NI Z s 20mg KON 120mg AREO#G Lc b & NI HEE L Cmax 1% 4.5 (5% 3
B <. AUCowlT 2.5 5RO 2.7 o722 &inh | MEEZ MY BEICARZ RS T 256, EHE
AR T BN R S T OMEANT —4) 2,

F7o, FHEMEYEIE (Population Pharmacokinetics) fi#HT kR, ARFBRARE & FERIC, FFESREDIK T
L7- AST (GOT) wfiikt (>60U) 12BN\ TZ U T T A0 64%(E T L. Cmax KO AUCo--28< 72 %
ZEPRREINTND (ARAKROSEANT —%) 3, T/ IPH o OREFIENAHZ 5 L CHEPICHRt =
O, TEENEEINDIETAIVTAZ DI VT T UANMETT L2 e0b5, Z0DTVIY
VB U BEDUM SCETIE ER O EICEET 260 EokE & LCIIFREDH 2 BEICEGT 254,
RBEGEIT 1A 10 40mg 45 & U, BRH WM TEOWEE UTEERFEEO S 5 B8 1385
Mo, HEEOH L BEFERERICEST LIRS TN,

T AR TEACONTIE, FELEE (Child 2% A, B) 567 2n v & LT 2.5mg #HEEE L
7o e, BERERRAICIE AR, tue DIER I L OVAUC O RDGRD Bl 9,

L7eRo> T, AAIO THIELOHEICET M EoEE] 20wy, IHEEOH L BHICHREGT 55
B TAIPALZ T AP L LT 40mg/bmg A THRE LW Z & ERELE,



V. BRICEd 5

5. BRERRAE
MEERT—2 /85—
TILEHIILA VT LAODE VEAROANMETMAER E L TOBRKABRDO—E

HER XSy B O FELH SRR O RS L2 AT AN e 52
. . AB5mg HL A TR FE 4D AR 245 7 A BEME & i FE BB 1t
MRG0y 0/A 5 mefid 4 D ST -0 M E SV O B 531 f
- . T40mg A TREERNRA -+ e AR REM: & i = BB kb
i LRI | 5 10/ et £S5 ORS00 e 314 41
% %ﬁ S aEat | TO0me A CHRE SR 143 A A B PE B UE B (5 174 1
i o T | 2 T80/ABmgll &7 0 83 [ -5 D B E ) R D B
I RREME: & 1L 2R 159 5 T40/ABmglid A 7l L O
% FBIFALLEGRER | TSO/APmgHE A Al 0D 81 [T 4% 512 B 1 2 Il [EA DAL & B R 225 14
? kit
R AT RN | IR LR KT 5 TAOASmEBL AFIE & O
St ) T80/A5mght &7 D 561 il 1% 5 D2 236 L OVE 2h D 259 1|
I Bl L)
A | e AB5mg L TR FE S AR 45 7 AR BE Mk i 1 FE R L x5
[ ggam BUAMREERER | 5 T40/ASmgic 475135 L O'T80/A5mgfic & 71 o> 8 R 4% 5- 1097
B i e DR R ORE

T:7/WIVNE AT LuvEs

(2)ER PR ER
TR BT 24 Bl %5t % L LCT A I /7 Aa P L 40mg/smg 35 & O 80mg/5mg D H[EH 5. (%2
MERsRe ) ML, F0k 1 A 1E 10 AFEKERG (CHERERS) & 550 Lo fES, HER 53 KO
Bl & bICERANC BT 2 A EFEB LOMERREZBITIA ST, fE, IRAE. KR, KESLOLE
BUZ W TS ERRAVICHIE & 22 5B RIT A b o7 9,

BVRERIGERAER
M ER e L
KA OHEITZENFNOBEAOATRHERFAND HEIR LT,



V.

IBFRICBEd 5 IHH

(4)REERIERHER
1) BINEREEAER

OBARAT—4569
T AnYErEmg (Abmg) F72IET VYL 2 40mg (T40mg) HA|THREN A4y 72 ARREME: 5
MEREICH LT, TAIYAZ T a2 40mg/smg (T40/Abmg) Bl&#AIIL. Abmgd LN
T40mg H Ak 512X C N T 7 BT L3R R R Fs L QMU e 1 M C A 3 7 e TR0
BRIz, 7o, TAI VALK 80mg (T80mg) HIAITREEN A A3 72 AREM: & £ B 12k L
T, TV NA T AP 80mg/5mg (T80/Abmg) ELAHIIL, TSOmgH ARk &% 512t ~T h
Z 7 R PEACRAR I T R d KX OMHE I L TR THEZRBEN R E R LTz, 512, T80/ASmg
Bl 574 & T40/ASmghid &5 41 D [ 50 R % Lo U 72388k Tl T80/ASmghl 574D N T 7 I AL HL 3R .
JE TR EE 36 2 QMG B )+ R R 1 X T40/ASmglid &4 = ElRl 572, fERITIKREDO LB TH-oT,

“EERHKRSE 8ED M T JRFEAMME TEE

PLEMIME (mmHg)

IE I (mmHg)

- ) %‘F&#—-a) ﬁ&‘l:‘}i—‘a)
sge | TR g po— . HEE
W i | mET | g o | ey S
(SD) PEEEIE S (SD) | IEREEIE | RETAE
(SE) (SE) (SE) (SE)
(111195 % CT] (18195 % CI]
ASTREEZNR| T40/A5 95.95 9.56 144.64 13.04
R+ BE| (2634 (5.02) (0.61) 5.11 (0.57) P (11.75) (0.88) 7.27 (0.85) P
EXGLLE Ap 95.64 4.45 [3.98, 6.23] 145.31 5.77 [5.60, 8.95]
LR 2576 | (4.88) (0.61) (10.36) (0.88)
T40CReIEL) | T40/A5 96.76 13.49 145.66 17.86
moR-4y7eE | (15361 | (5.30) (0.63) | 8.02 (0.82) » | (12.18) (0.86) [11.35 (1.12)
Ehutsl L T40 96.57 5.47 [6.41, 9.63] 144.77 6.51 [9.16, 13.54]
7= R (15843) (6.05) (0.62) (13.38) (0.84)
T8OTREERD | T80/A5 98.03 12.28 143.70 18.37
BARA4RE | (8741) (6.03) (0.73) 9.14 (1.03) » | (13.80) (1.10)  |14.88 (1.55) »
HEMREL [T g0 98.46 3.14 [7.09,11.18] | 144.31 3.49 [11.82,17.94]
7oA 86t) | (6.74) (0.74) (14.52) (1.10)
T80/A5 & T80/A5 90.11 4.93 133.73 5.55
T40/ASDREE|  (1126) | (6.71) (0.61) 1.46 (0.85) (10.59) (0.90) 2.14 (1.27)
R L [ g0/ 90.65 3.47 [-0.22, 3.14] 133.49 3.41 [-0.36, 4.64]
7o ki (11261) | (7.96) (0.61) (13.61) (0.91)

T40/A5 : A IV AL /T 2u P 40mg/bmght &7
T80/A5 : T/ IV /T AP 80mg/bmght &

A5 7 APV BmgHAl

T40
T80

TPV L 40mgHLA
DTV YL H L 80mgHEEH

SD : fFYERZE, SE : B¥EzE, CL: [FHEXH
a) AT IS < e T REE

b) p<0.0001

¢) T40/Abmght & ##% 5 TR ME A3 80mmHgRMIZE SR~ - BE x5 & L




V. 1BRICEId 5 EHHA

QNEAT—%10
AT = 1T ~1 (JNCT) OARENE & 1 £ CHLBRY M+ 2395mmHgll F119mmHgll F O EBE TR LT,
TNIHPANE )T Aa P 0~80mg/0~10mgff ] Z# 8l #& 5 L, ABPM (24K B BAT#) Fin)+)
ZME L7 R, 2485fIF e 9~ 2 BRI R DGR O b vz,

<mmg 24BERT IR O I e
0
I f]\
Ea
7
g 107
25,
b5 -151
JiE D
-20 1
254 O 75 SmmH4-# (1661)
B 371 R40mg+ T 2TV Emg S - (5761)
(mmHg)
5 -
11
O 4
I O 14 15 10
ESR
7
i 3 107
TN
L5 151
Bo -165 168
-20 1 195

-20.7

95
g O 75k S5 % (1661)

B 37V 71 A80mg+7 AT VY 5mg 88 [k 5-1% (56%1)

2) REMHER
55 AR ARFERRER 6070 HRBAT L 7o ARREME & =B F (2t LT VI $ v 17 Aa U B Y 40mg/bmg il &4
F£721% 80mg/bmg HAH 2 EHHE LT VI Y NZ 7 Ln P VERARIOREM AR LI FER, 2
APEICRIBIEZR <. RIFR 2R R OWES b F80 H IR o 7o 1112,
(5)EBFE - RERIHER
MR L
(6);a AR
1) EAKERE (—REARERE. BEEARERE. FARBLERE) . RERTET —2A—XA
. HERFTERERABRORNE
REFARERE (REFERICET SHE) W
THAIYNE T La P U EARIOERAERE FICBOCRMERG oM R AL HET S
TEEHEME LT, MR A 1M, AT EESIEE 1,000 BlE L, SERE 23 455 A6
¥ 25 4F 8 H F CHI IR R T AU THe R &t DRy A AR AL 28 FEh S Au. [EIN 246 Jiik 2 B 1,129 o
SEFI DN ST,
INEE STz 1,129 B0~ 5, WIEICARE KB 72 L 20 6% Bréh L7z 1,109 232 R VERENT S GER] & STz,
ﬂéﬁ%ﬁﬁ%f@"fé@ﬁ%%ﬁf@@(uT\f@@%ﬁﬁ%J)@5A%“ﬂLw9%)T%
D, SEFAKERRE E CORRRRER (ENBIFHRER) (B0 2RWEMFELIE 3.0% (26/869 ) & b L
fm#otozﬁm*%k PERIORIWEM & 2 oRBIRIT, MEREE 1.3% (14 1) | AR 1.3% (14
) | PR RIEE 0.6% (761 | OIEFESE 0.5% (6 #) Tho7c, A TR L EREIEN O L



V. BRICEd 5

11 fF, ME EF- 708, ZEED E U 5, SRR 4 . MEET 34D 55, LFRMAREFE TO
EARRER (ENEIARER) CROLNRN - IE-IL, ®ifE, E A, IFERETE cho7o, =
DD B EOERENL TR TERWEER X, milELOMNE EH Th o7, miEROME BRI,
JFHBIZET 2 ERTH Y | MEIR FIIAFOINEE L, (2R I A B 26 EoyEE )
ICIEBMEF A DFERTH D,
LAEMERNTRIGHEGI D & . AMEFEROTEA 2 a0 1R L, BMEEE 1 RERLL ERE Sh
ToAEB] 1,108 B 2NE ZWEREHT R GUEG] & Sivle, AhMEIE, MM, fEERRE OB M EEREN D
Pl S ATz, TR PAE T An P UG R GC XD MO WX AR O M iE - (SUHE
MEAREMIME) (X, 566G 1 » ARNOREENREZR O, G 12 » A& CUIHIER) (i3S
DICFRE L, ZAIHAE T an P UEARIKRGRMG 12 » A%ICIEER R (EH /T
(140/90mmHg AJii) Z Rk L7IERIER) 1% 73.7% (811/1,100 f#)) Th o7, I HIZ, TAIHLZ
[7 La v v ARG 12 5 H %O BEEMEEMSE (JSH2009 TEFR S L2t BIE A #ak L7 iE
BIZ) 1% 66.5% (731/1,100 ) T o7z, LMK OH NS DV THRE S TH 72 725t i 3 0B 70 Ff B
ORIEIE A &l S duz,

2) RBEFHELTERFENHNBEXRITERE L -RBOME
Al v/

(7)Z Dfth
MUERR L



VI S HERIC B9 5 IHH

VI. E3hEFEIE(IZEY 5I1E8H

1. REZHMICEEHSILEMXITILEWR
M7 ooHTUoL o DI ZBRERE
FNAPFNVE L ARFY IV, g PV B B TL, HTHALE L XTI, NP AR
Yo TIONPIE
Q)PEFBEYD VRN LERE
=7V, TEL=DE R

2. EEER
(1)¥EREREL - e
TV H 141D
TP NE ATEICME B OT o PFT o A A7 1 (AT ZHRKICEWT, AN EYE
THLTUAT v (AN RIS L, O mEHEER 2925 2 L1 L0 BEIEE
BT D, TAIF AL O AT ZFEREIETE < (Ki=3.7aM) | AT 25160 BB 5 ([TRBE L 72
W, TV BV A 2 E 10~1000nM OFEFERIPH T, A-THIC X B H w7 5 20 KEDREEA 0 18 I35 B fh iR
T, BERGEICE T ICBEI S 5 & TR AR Z 40~50%ifl9 5, F AT 120 5%ICB 0T
HA B MAE N 2R L (6 BE, p<0.05 vs. = hu—u) | {ERIIERNTH D, F-, 7T
XU REEFE TH D ACE (F=F—F 1) 106 L CIIEREEEL MIFE R0,
T hm D R LR 1620
FIE D BB AR IE I V> T BT v o VIR RIS L. MIRNA~O L T LD D S
LBk EIME SRR O IR & R ST D, LT AEFER ORBUIERTH . Fi
BTHD, £z, LIMHEEMRIZE <, IERIRERRD LN TN D,
(2)FEhEE (1T 2 HERAE
TAIPIE U HDHVNET La PV HMS 5 WO IC L D EA 20
WEE FOREME SHR # AWV T lmgkg 7 VIV A X o BL W bmgkg 7 A2 %2 1 H 1EEO&KE L,
5 HERREFICIIEZRE LZE 2 A, Imgkg T3P ALZ o BLIO bmgkg 7 A0 0L, #hFh
BB G2 L0 SE M) E2 ) 26mmHg X F L, 1ZIEFEBRO MR TEMAZ R L7z, WIZ, 1mgkg 7V 2
Pz bmgkg 7 Au P EHHITL H 1EI S5 HEEEAHE G 2170 SRR IIMEZRIE Lz, 743
Pz T hn e O GIC X S MRS 2 ERIE BB 512 X 5 mER T EA (8 26mmHg
OIET) I FERMERETERN (8 50mmHg OIET) A b7,
(I)VEFARIRAFRT - FHiGAFRT
MR L



VIL_ Y Ehielc B4 5 IH H

VIl. EYEREICET 5EHE

1. MAPREDHR
()RELEEMGILTEE
MR L
QEERABR TR SN -OPRE
1) HEEE 2229
AARNEERANE AT A IV ILE T 20D 40me/bmg FAFIN T VI PV Z T L
> 80mg/5mg Bl A A& ZEERFHERR OK G L L OT VI P2 U RONT La VB OIYERE T
A—ZIFLUTD LB Thole, HAID L & LRMKIZ, 7 IV AF D Cmax [FHEEM LI EH L

7
TIIYH VAN =A%

B[l 40m;g_i5mg 80m;gl5mg 40m§(5mg 80m;gl5mg

[y LREEwal Bl &5 LREEwal

n=30 n=126 n=30 n=29
Cmax (ng/mL) ® 87.0 (77.3) 471 (88.1) 3.39 (19.7) 3.00 (21.3)
AUCo« (ng * hr/mL) # 808 (62.8) 2410 (60.4) © 156 (27.8) 137 (29.8)
tue (hr) ® 20.1 (35.9) 23.3 (52.5) © 38.4 (18.9) 40.0 (13.8)

tmax (hr) b 1.50 0.750 6.00 6.00
(0.500-4.00) (0.500-4.00) (4.00-12.0) (6.00-10.0)

a) RVEME (RMEABMRE (%] ) b) PfE (R/ME-RKME o n=110

AARNEERABFZ26RE LT A IV NE T 5P 40mg/bmg BLAH & BEAIOFH O AE% S A
FT_RAFTEV T 4R, ROWNCT A IHZ T ha ey 80mg/smg Bl A #] & BEAIGEHT AR
AFT A T8 YT ¢ R BRI OEY R FSERBRICB O T ARF R OHFIOFH 2 22 IR R O B 5 L
2L EDTNAIFNE ROT Lu P OMmBETREHRS (Bl CIRERZE) ROEpEE T A
— 2T D LB Y Th o T, AH O MAETIREHER K W ENRE T A — 213, BAGEHER: &P L T
BY . EWFEHORSEEOEELR - TRATH D Z EPHRI TN S,



VIL_ Y Ehielc B4 5 IH H

(ng/mL) (ng/mL)
200 61
i —e— T40/ A5/ & #] (n=230) i 5 4 —®— T40/A5FA#] (n=30)
A 1501 —o— WA (n=30) %, | o WG (n=30)
;
_}} 100 H o 31
)% v
; C2 ]
i 90 1 7’% ol
i LERP
I 3 5
0 6 12 18 24 0 24 48 72 96 120 144
5 (hr) RER (hr)
(ng/mL) (ng/mL)
1000 - 6 1

—o— T80/ AS5ALAF (n=126)
O~ HHIPEA (n=126)

[9)]
L

—®— T80/A5RLAH# (n=29)
—o— BFHIPEA (n=29)

1fi 1fiL
3 750 i
i H o4
v 7
S 500 A a3
) ¢
/ A2
i 250 s
i LY
0 6 12 18 24 0 24 48 72 96 120 144
W (hr) W (hr)
T40/A5 BEEH] : TA I ILZ T v P 40mg/5mg Bl & #
T8O/A5 BLAH : T/ I Y ILZ T v P 80mg/5mg Al & #
— TIVIPNE A=
H RIS RS
it & A OF A Be Al A OF
40mg/5mg
Bk 30 30 30 30
Cmax (ng/mL) ® 87.0 (77.3) 85.4 (52.3) 3.39 (19.7) 3.21 (23.6)
AUCo+, (ng - hr/mL) @» | 752 (56.0) 791 (57.4) 145 (26.7) 138 (26.7)
AUCo» (ng * hr/mL) @ 808 (62.8) 837 (60.1) 156 (27.8) 150 (27.3)
tue (hr) ® 20.1 (35.9) 20.8 (39.8) 38.4 (18.9) 38.6 (18.5)
. (hr) 1.50 1.75 6.00 6.00
max Ahr (0.500-4.00) (0.250-4.00) (4.00-12.0) (6.00-12.0)
80mg/5mg
ke 126 126 29 29
Cmax (ng/mL) # 471 (88.1) 484 (81.8) 3.00 (21.3) 2.94 (20.2)
AUCo+ (ng - hr/mL) » | 1970 (67.9) 1950 (67.0) 127 (27.7) 122 (29.4)
AUCo» (ng - hr/mL) @ | 2410 (60.4) @ | 2300 (62.4) © 137 (29.8) 132 (32.3)
tye (hr) @ 23.3 (52.5) @ 21.3 (45.1) @ 40.0 (13.8) 39.0 (13.9)
. (hr) 0.750 0.750 6.00 8.00
max hr (0.500-4.00) (0.250-4.00) (6.00-10.0) (3.00-12.0)

2) BT GEMEBRE (%] )

b) n=29 ¢) HRfiE (Fe/IME-fKIE)

d) n=110 e) n=112




VIL_ Y Ehielc B4 5 IH H

2) REHREDY

AARNERERR AT 7 24 BICT VI YL X 2 40mg $EE 7 v VB Y bmg $E, XX 7T V2 H ¥ 2 80mg
(FTIVIHNH 2 40mg FEX2$E) &7 LAV bmg $E4 1 H 18] 10 A RZEMERE RS LTz &
EDOT NIV JOT a2 OMBETREHERS K OHEYENE ST A =2 ZLTFTD LB ThH-o
Too TAIPNE L OMBERREL, GRS bICHERGZICHESTO0E < BRERUT 1.3~1.9
Thole, £lo. TAI YA O tmax KOHERIIL, m&EGHE L bICHIER 5% & RERG% L TH
LU T\, BHAIOE X RIS, TP 0O Cmax (AR EICES L, —h, 748y
v DM PRERER 1T, WG L b ICHER SR ICHE~NTELS, BRI 2.9~35 ThoTz, &
fo. T AT E YO tmax LOCERINE, Wi GREE ICHER % & RKER % L THEEIL T\,

(ng/mL)
1500

10HH

ng/mL)

10HH

7 15 —
—0O— T40mg+A5mg —&— T40mg+ASmg
1L 1200 == T80mg+ASmg 12 —h— T80mg+ASmg
it 3t
IiJ EP
900 'l
S o
) /.
’f)l; 600 L/: 6
4 N
i -
JiE 300 I
5 0 : . T
24 18 72 9 120 0 8 12 24 48 72 96 120 144
(hr) ¥ /] (hr)
K5 TP E FTAOIE L
b & T40mg + ASmg T80mg+Abmg | T40mg+ASmg | T8Omg+ Abmg
ke 12 12 12 12
Cmax (ng/mL) ® 62.3 (56.1) 334 (83.5) 2.89 (22.6) 3.29 (27.1)
o 1.50 0.875 4.00 5.00
H max ar (0.750-3.00) (0.500-1.00) (3.00-8.00) (3.00-8.00)
H AUCrt 460 1090 48.5 55.6
(ng * hr/mL) # (44.0) (72.3) (22.5) (31.0)
tue (hr) ® 20.1 (43.0) 18.4 (28.9) 40.8 (14.1) 41.1 (20.2)
1% 12 11 12 11
C
Inaxﬁs) 116 (51.2) 398 (95.1) 8.98 (26.6) 9.69 (35.6)
10 (ng/mL) =
Bl (hr) » 1.50 0.750 6.00 6.00
q max,ss \ar (0.500-3.00) (0.500-2.00) (3.00-8.00) (3.00-8.00)
AUCT,ss 766 1370 168 190
(ng * hr/mL) # (45.1) (72.1) (26.9) (35.5)
tugss (hr) @ 19.0 (32.5) 18.8 (28.2) 40.5 (12.4) 40.7 (16.2)

a) MMM CGRMEERE [%]

(3) st
R L
WRE- HREEOLE
1) BEORE

HARNGERER N 57 32 1] (4% 1 & 16 ) 12,

b) HroufiE (s ME— B KAE)

TP T v P 40mg/smg BLA AR L 0T

NP NE T Lr YU E S 80mg/bmg A A HERE ARG Lz &, TAIIZ TR ERE TS



VIL_EYyihieIZ B4 5 I H

ME R B2 BeX tmax O P IMENIEIE (B : 4.00 3 LT 3.00 BT, Z2RERE - 1.50 38 X O 1.00 FFRED)
L. Cmax ZFONAUCIZFNFI 63~T1% KN 32~3T%IET L1, —FH. 7222 ® Cmax, AUC
KON tmax 1XZ2EH% G- L A% &G L THELTRBY . BFOMEBIIZ T o7,

HREOEE
VI 7. 8 E{EA ) 0EAZMR
<BE>

TILEHNLAETLODECOHEEER NEAT—42) 2620
fEEFR AR 12 BT LI YL Z 2 120mg &7 LA Py 10mg G L& T a0 PE
v 10mg ZHEME G Lz &L 1 B 119 ARKERARGZOFEYEEZ R L72RR, 7 A0
TE U OIEWENRE T A — 2 TR Gy & JFREGRE L THEELL TR0 T A I A Z UG
L A7 Au o DENEIEE~OEETIZRD Lo T 26,
TR A B2 36 BT /LS H L Z 2 80mg &7 L1V 10mg UG LI & T A IPLA
> 80mg A B G Lz & 1 H 189 HMRERDRG%OFEWENEZ i L7/, 713
P2 DIEERE T A — Z TR G & O HFRGR L THEEILTERY . 7 ar P UK EIC
LD T NIV T DIENERE~DRBITFRD B iLieino Tz 20,
) AFNOAGR SN EROCHEIZT A IV AL Z /T 58P E Y 40meg/bmg X 80mg/smg Th 5,

2. RYEERM/NTA—4
(A A
J A= b A MR
(2) 5 U3 FE T 48
EER R L
B)HEKEETEH
TP )T LY e 40mg/bmg FLE Al Z BRI G4 OHKREEELIILL T O LB Th -7z 22,

TIVI YL Z L 0.0364£0.0113hr!
7w YR VR 0.0184+0.00333hr !

@I UTFS5 VR
MM ERR L
<BE>

TNIV LK GNEANT—H) 29

880*=247mL/min (F¥HELS.D.) KNS . 80mg HEIFIRN 5
T AT RUVERE (NEANT—H) 29
7.0+ 1.3mL/min/kg CE¥ME+S.D.) f@HER A B . 10mg HEFRPN & 5

B)YRMBETE
AR L
<BE>

TNAIVLE L GNEANT—%) 29

509+ 193L (FHE+S.D.) f@EEM AL . 80mg HIFIRNIZ S
TAr Uy _RUVEE ONEAT—%) 29

21.4+4.4L/kg (CFHEES.D.) BEERAS 7. 10mg HEIFFIRNE 5



VIL_ Y Ehielc B4 5 IH H

(6)F Dt
NAFTTRAZEY T ¢ 34 ER L
<BE>

TNAIH A GREANT—%) 30

TERERR A B 12 14C-T LV 2 YL X o 40mg VAR % Z2MEREIC HERTRE O 5 K% O 40mg ERAIRN i G- L 72
& & MAERRRBURRE D LR H 6 3R O - FEIR OWINERITAY 50% Th Y | A RZACAR D i) H R
T FTRATEY T 41343% Th o1z,
T AR _NUARBE QNEANT —H) 2982

AT FICT7 A Uy 10mg ZHERE OG- EITEHIRNE G L&, M ATXA4Fe )7
41X 64% ThH o7,

TEEER A 5712 14C-7 A m VB 15mg & HERE A5 £ 7213 5mg RN 5 L7z & & OB O IR
PHEHER O He s B ELH L2 WINERIE 96% Tdh - 72,

3. BEM (REaxL—>3y) @
(MR AE
MM ERR L
<sE>
(FuIHnrr) (ERAKOHEANT —H) 3
TITHEANE KRB E G 222 /3= F A NET L
NONMEM YV 7 bU =7 v AT L& HWT, EMIBIREIRTT M X 2 REEFMNT & F0i Lo, 3EpEhae
x4 5 BB ORBEOMGFHE, BEIIMN/ZEER A EZ AN TIT 272,
RIS A—REHER
HMERR L
<BE>
(TAIPnrr) (HRAKOSNEANT —F) 3
7T 7 AL, PRI L EMET 89%., FERREEICH LEEE C 21%E< 2oz, B kmrmuaF 7y
ROBHICE D7 U T T2 A~DEEBIIFRD o712, AST (GOT) @EfEfE (>60U) T, 27V 7T T
VAN 64%IKL e oTz, AAL BAL EANR= 7 ROZEOMOANTE (AAANEZETD) B F227 077
YADHIE1:1.02:0.715: 0932 THVY, L A=y 7 TIEIZ VT T ARK 30%IEn-o7223, HAEAN
EETMONFITEL LR Th o7, REITRM 2= AV NOGHEME, Fitr V770 R L
Fbha /8= k2 NOJHARBOEHER TH D Z ERRO LN, HHEEIFZ VT T A, fuba X
— N AV NOGHERE, — RRIGHEE E L ORI T 7% A DOEBERTH 0 | FHRIAE~D BN T
NP NE L DOIFRIHEICE S LT b LR ST,

4.
(1) B BBz
AR L
<5E>
FARIFAL Y (T b) 80 EA AL TR ThE
DL ES
(VI2.(6)Z D) D% B



VIL_ Y Ehielc B4 5 IH H

5.

oo
(1)1 % — R B P @ @ i
M ERR L
<BE>
TNIPNE L (T v h) 3830 @R D BBITIID Rh ol
T AR TNV BE R L
(2)Mi% — B BE AP @@ 1
CNEE R L
<&E>
TIIYE L (T b) 3
IR 12 KON 18 HH OMET v M UC-T v 2 V¥ VIR 1mglkg 2 9B/ RO S L, IhsEiEE
WZOWTHF Lz, iR 12 HEO T » MIRO&EE Lz & & RHRMERRIE & e U, 5 24 R
BORRIT P IR EVMEL R L72S, E MO TIIME < . 85 96 FEfI% I3+~ THRHBRA R
WChol, RIS HADT v MIEO#EE Lz & &, #5 24 KON 48 4 O M VIR 1T RO i
TEEE L 0 S o TN, 48 FERMEIL 24 FERME O $ 45 FEEE I £ TRE LT,
T An VR VERE N E R L
QR)ET~DBITHE
MM ERR L
<BE>
TIIY A (T b) 30
BT %,
% 12~13 B EHORHAF 7 v M UC-T VI ¥ UIRIR 1mg/kg & IEME PRS- Lz & &
B 5% 4 BRI S 8 KERNC 2 CTHH A~ O REDRAT R D223, #6572 R 212138 &R A
Feifiti & 7o 77,
T ha TNy LR 81
RE T2 A0 2BV T, BOEL a7 2a P TR PICBIT L, ity
FEIXMAE RS IREE & TTFRRE CTh o 7o, FXTAIL TS EEIL 31 FiF 26 123 10% AR TH Y |
RKMEIE 15.2% TH - 72,
@) EER~DBITHE
MM ERR L
(5)Z Dt DRI~ DFITHE
CNEE R L
<&E>
TIIY A (T b) 3
HEZ > M UC-T A I E Y Imglkg #FHEAT 1 A 1[0 7 HREIKEROELG Lz 2 A, MK O
g, FIEF. A OV R ARG 8 REREI A IS Fe i U REIR FE IS L. 2 DS ORERR O Hi e
I3 4 R ISR I E U, FORBIR S IRIE R . THIRIC W TE <, 2B 2R < KERS Otk H
PRI MR EE L0 b AKD o 7o, FFEMRR A~ DO ERBIEITRD b o Tz,
T Au VR VERE - Y E R L



VIL_EYyihieIZ B4 5 I H

(6)MIFEHIEEE
MM ERR L
<BE> (invitro T—%) 39
7 Au Y E Y (10000ng/mL) NEETHEEDOT LIV /LZ L (200ng/mL) DOILIEE AfEA RIT 98.9%

ThHO ., FELRNEE (99.0%) &~ TRELI L LehoTe, TAIH /% (1000ng/mL) 737
ETHEEZOT LYY (20ng/mL) OIMBEEBAMAEHRIL92.3% THY , fFELRVWE X (92.4%) &
HERTRELS B L L2 o Tz,

6. X #
(DARBERAL R U B
MR L
<BE>
FHAIHFAZL (T ) 39 NGO
T hu T NUVEEE QNEANT— %) 3D iTliE
QRBIE5T 8% (CYPEH) OnFfE. F5F
MR L
<sE>
TV (in vitroT —4 ) 3942
FELTUDP-Z s/ b7 A7 =27—F (UGT) kb7 V7o Biabic k> TR#sh
%, F K7 v—2AP-450 TIEAH S,
T ha TR LR 49
F k27 va—25P-450 (CYP) 3A4ic k- TR#EShDEEBEZLND,
RWEEBHRNEERVZTDEE
MR L
<BE>
THIPH L (T k) 4445
INGKRORTIET 7 v 7 v G X 2 FIENEER 1 & 5,
T Aa T RUEEE WEANT—%) 32
HIED@IE N R 2 51T 225, £ ORREITRE 720,
ARBIOEEOEERUEMSL., FELE
MR L
<BE>
TNAIPLE L GNEANT—%) 30 (F v k) 16
TIVI P NE L DERNTOEERBDIE, TAITAVE DT NVT v BRAEERTHD, @ERAS
FACUC-T VR PV Z L 40meg & F RN FRGER 5 L 72 & & | IS H R RE D84 % UL E N REALIRTH Y |
Bz nvra s ikchot,
TNAIVNANE DTV a A RIE, TAITAE o OMERICHY T2 HEZHNTYH, FEET &
ks OILIERIME R T AT v DAJERSITR L TER 2R & 7220,
T AUy _XUVEEE NEAT—4) 4D
FLO2RHAT v 7EITV e P ) PR e ) DU ESNDEETH Y . ZAUT KD SEEEE
TR T D, Ve RrbE Y DUESREELE S I TORWREIIRE Shie s o7z,



VIL_ Y Ehielc B4 5 IH H

7. Bt
(1) HER BRI R U B
MR L
<BE>
TPy GHEAT—F) 30 JRPICITIEE A CPEES T, KES AR 2 L CHEF
T hu TNV ONEANT — &)W PR A B OV
(2)HEtt ==
ZEERR L
<BE>
TP Z L 849 SEANT—Z) 30
AARNEERAN B FIZT VI FNZ T TN E 2GR RER NG ROERERARE Lz L&,
PR BAAEHEMESRI TR T OHEBRE T 0.1% K Th > 7=,
SAENBERERC N B 12 UC-T VI PV F 2 40mg ZZEERFIC R O &G Lc & &, 5% 144 FEf £
TOMSREDIR P K OFE P YR RIZZNEI 0.6% K TN 102% TH Y . WINENT=T VI H 2 DR
S FERICHEE S T,
T A UE RV VERE O (SAEAT— ) 82
T ATy E LT 2.5mg XL bmg A REEMRAICHBERE NG Lz &0 5% 6 HH £ TORPEME
PElRIZ, WTHOHBEIZBWTHERN 8% Thole, £7-25mgx 1 H 110 14 AMKERAREG L&
ORI I 5-BA 6 B B CIRIEEFIRBICE L. 6 H HLRED 1 H 472 0 ORE(CARD R P
HI 6.3~7.4% Th -7z,
TERERR NI UCHEF% 7 A v U 15mg A BRI L L7z & & B 12 B H £ TIC&R G5 BERED 59.3% 1%
PRH. 23.4% 1T FEHFICHEME S v, SRFEETHED 9% ITREIIATH V. ZOftic 9 ONRFHMRRD Hh
7= BB, INOREWIIET 2e UL R Lo SEBERIETED DTV,
()it R E
ERERAB T VIV H T Aa P B 40mg/Smg Bl &A% Hla &5 L 72RO LIk o LB 1
Thot 20,
AT CGRTEENRE %) ) 7/ I 9% v 20.1hr (35.9)
T A YU OVERE - 38.4hr (18.9)

8. FZURKR—4—IZET B1EHR
MR L
<BE>
TIVIYINH L (in vitro T —%) 5D
TN PILE ANIAT =4 kAR Y X7 F K (OATP) 1B3 OREE TH 7=,
T AR TNV OVERIE BB R R L



VIL_ Y Ehielc B4 5 IH H

9. BMZFICKDBRER
MR L
<sE>
TNAIH A GNEANT—4) 52 MBI TEREZE : 0.01%LLF
MEENT R 6 B (51 4, £tk 2, FH4FEEN 37 %) 12X L CTT v o HH 120mg 2 BHTERS 5 5
BICHERR O£ G LR R, BT L DBRERITZ 0.01% L FTholz,
T AV R VR 59 - BT R 1 14~18%

105 ENEREZAITHEE
(WFFfEEEE

TNAIVPLE L GNEANT—H) 2
SMEINNITIEE B 5+ 12 #] (Child-Pugh 7740 A (BYE) : 841, B (P5IE) 46 7 VI FLx
20mg KON 120mg* AR O L- & & B S HES L Cmax 1T 4.5 KO3 <. AUC I 2.5 fi%
KO 2.7 fG@mho Tz,
MR EOH 2 BE R G THHAORKEG®IT 1 H 40mg TH 5,
T ha TN )UliRtE 9
FFZE i (Child 2% AB) 5 llc7 AP b LT 2.5mg & HEHR G L-546 . fFER A~ #
G 72 W% oM EBERAEEICEA L, tie . AUCITOREEZ R LENEEEITRBD bR o Tz,

W) ABNOEBEINTZMEROHE : FAIIE T A 1E 18 (FAIPAZ T LY LT 40mg/bmg X
1% 80mg/5mg) ##ENFEET 5,

(2)=#nE
T AT RUVEE NEANT—%) 5
e fhin e AR 6 1 (R 2 . 2otk 4 B, SR 79.75%) IC7 Ar Y B L LT bmg ZHE, KT8
ARG UTe gt RS (B 6 fil, “FHFE 22.3 5%) ([ZH L. Cmax XN AUC I3AEICH
xR LT,

1. 2Dt
B L



VI Zzs4efh (B EoiEEss) (CBId 5HA

VIIl. £ (ERLOZIESE) T3 HER

ZERNREFDER
BEEIN TR

2. ERNBA L TDER
2. 22 (ROBHEICIKESLAEWNI L)

21 RO KOY e Ru ) 0w R EEWITKRE LIBBEUE OB D & 2 B

2.2 B SUTER LTV B IREM O & 2 &tk (9.5 ]

2.3 AV Do A THWEE IIHEERIFEEO & 5 E#F [9.3.12 1]

24 7V AR LU T2 VB A RSP OREREEE (2720, thoBEREEZToChbRBMED 2 F
—NARE L ARDOBEZRS) [10.12H#]

fiEER -

2.1 FEREO—MRIFEAI & U TERE LT,

22 TUoOFT oy MREREETH RO ACE IHEAIBEOTEFHTH D, ERPH A OCKRBICT LI H
VBT ha DA G T VAT vy SRR HUA 2 B G S LT M E O BE TRk
WAE, TR - BHAEROELE, HAROKRLE, TR, @F U v AW, SHEOFMA K OEKIED
FEIC £ 5 &HER S 402 I O, SHEBROTE., MOBERRERHLDbNT- L ORERH D, T A
72U X EM ERR CHHIR RN 59 5 TR S K OV R N E R 95 2 E 3 EE ST A,

2.3 AREIOKSY THDHT VI P AL AIRERE LTRIFE A ERPICHEES T, KESDHAIRH %2 LT,
JNTa R E UCHEPICHRt SN D, 6o T IR OPRIESERE X TV D K D R BESEE T
[EEDH 2 BE TIIARABEINC PR ST ERT 282013 H D,

24 TUoUFT v MREFEREGHIN O ACE LEAILBDOEEHFHTH 5,

2 BIBEPRIBE XI5 L LCT v oA T v v DA EEGAI L ACE FEANCT UV AX Lo 7w Vg
Wa PG LB o FREETIZ WL FEBSEMMN A, B EEREE . &0 Y v A iE & ORI+
DY A7 ik D ATREVEDSVRIZ STz, £ DR DERAENT Tld, L2 2.0MF 1k, & U ¥ A IUEK
WMMRIMEDHBROFE R EANED LI TN D 59,

3. MEERIEHRICEET 58 L ZTDER
(V2 3NBERIEHRICEET 5FE OHAESH

4. RAERUVAZICEET 538 LT NDER
'VARZRUAZICEEYT 538 O0HESH



VI Zzs4efh (B EoiEEss) (CBId 5HA
5. EEREXRMIR L TDERH

8. EELERMIEE

8.1 AL, FAI VALK 40mg XL 80mg & 7 AE VY bmg L DEAHTHY , TAIBALZ LT
LaP R ORWERREERT 2820055720, BUNIAFOMEH 2T 52 &,

8.2 BRI S KA, DFEWV, SbOENbLbNDZENRHDHOT, MFMEE, BEHOERSE G
B2 £ O B 2 B ET D BRICITER S § 5 2 &,

8.3 TRl 24 BRI G LW Z ENEE LV, 7o IFT v v N2 ABIETIHIE G- o BE 1T, L
OF e =0T o oF T v CROMBWERNC X 2 @ERMER T 28 Z T alaetErd 5,

8.4 AHIDESTHDET NIV NE L 2EGLT v P4 T v v v N EREEHAIR G I TR 5% O BEE TR
FERD LN ORENDDHOT, FFEEREZ EiiT 572 8, BlEe +m0ci1o 2 &, [11.1.5 B8]

8.5 RHIDMIr TH 27T v ¥ AT FIRE BN & < B E P IEE BRIRREENRDBO N DD
T, AAEG P IRICMOBEEMZEHNT 25 & ik, HETCICRERBICEET 27 SEEICERET
HT L,

fiFsR

BAKANIT NIV N Z L ROT 2P D252 B0RAHITHY , TULEAORIERBEERT 2B
NHDHTENLRLE LT,

8.2 R EAILEOEEFHTH D, AAIFEGHIC, MIFEK IS K, BREEERSHLDLNLIBENRH D
b, BENEIERE. ABEOEREGRZ M O MR BIET 2BIITEET 2 L0 EET 52 L,

83 7 v UAT v N EKEET ALY ACE HEAILBEOEEFHE TH 5, FITREICIL, KM CHBEEE O
R L DMEE FICH LTl =2 -T o3 T ¥ R DMUEMEICINE L ClERNHER S D Z E3bd B,
AN T VI F 2T 5 & 2 OMEREMENE T, MEMER DRI R 2B Zh0NH2 2 Lk,
FITHT 24 ReRIIAF 2 G LW Z ENEEND,

84 7 NI YN Z U BANZIBNT, IR (FEREOE ) BHE SN TWDLZenn, B (Svihrgr m
PAZ TV UL ERERICZADLDFERORBIUTEET D Z &, FRITT /0 I P2 XTIz PRt
SNDH, IR (IR OE(L) ORBUZ X 0 IFEREIMET L72B 8T A I 2 ol iR E
AT HAHREMER® D,

85 AFND Y THAHT L P NCESSEEFHETH D,



VI Zeate (1 EoiEsss) (T3 55
6. RENDEREZAT HBEBICHT IR

MEBHE - BEREZEOHIESE

9.1 AHHE - MERZEDHLEHE

9.1.1 MR EHREEDH L BEXTRETCEBRZEOH L EE
BIR LRSS E B SN GAERE, RIS 2 &, Bl RO AR AT O
TV BFHICEHELZELLIE2BZNRH 5,

9128A I LIEDEH
BRE LR 2GRV EH SN 2564 kE, T2 28, @b Y v AMEAHEES Y2821
N D,
7o, BHEREEE, oY bo— L RBOBERFECI Y MIES U U AMENE < A2 0T VB TR, M
Bh U AMECEET DL,

913 NMEFEENHDHEE
WEOEENMNEREESI SR L, WEZFEIEIBZNRH 5,

9.1.4 BERBIEEEPDES
BHAENOEGZEG L, WMET2HGIGRAICITI 28, AMAWERT2EZTEZANH S,
[11.1.4 1]

gt

9.1.1 7T UAT vy v IZFEEEGAIL O ACE FEAIFHEOEEFHTH S, MUMEEBIIRIZED & 5 B3
TIT VAT v 0 SR ENR 2 WU S B CORERRAIBIE D HEFF S T\ b, 2o X ) REBEIC
ACE BHEHR % B 572 & Bl Eh RS LEE U, SRERIR A EAME T L CRHERE 72 EomiEn B4 5 =
ENMBNTND, T VAT v MRFREHAITH 2 A4S FRRICEN T 2 TN E 2 LD,

Q12 AFIDKAY THDLT NIV NZ AL, T oA T oy v IZ BRI L > CtlET 27V RAT a5y
WEMETHZ Enn, MiEH ) v LE ERSEDAREENEZ BND, ZOROET Y U AMEDBE
ZEBWTE, AFOEEIZLY &S Y U AMEZHEIE28ZNM1H 5.

9.1.3 MM FREEDH 5 BETIX, MEO—FEEOWAE 2 EMEFREENE U TV DHANEL . T ORREES
K0 KA O i 1 M FE D F AE T D o D I RPRICHESE U, B ORsE FARESME F LT\ b, 20
KO 2 RIE CITRETEE DR FIExE 92 SO 55 < . M ML E8R O 2 CIEMM R T L B AR LS 5 < 72
D Z M ORIEITHE D 09 < 22D, Z ORRE CRRAT MG R 35 & PRAR T MR AR Fa » | BERERS
ErElTZLlithsd, BEAOEGIZEY EFLO X5 RREREOIK TN Z 5 L MIEDOIK T % 5] & i
L, WEEZELSEIBEINRH D Z Enn, MIEREEDH D BEICITEELS L Lz,

9.1.4 7 U T v DZEERIETHIL O ACE EAILBOEEFHTH L, LitBE TIE. RKIREOIMD
WCED V= fEEENTLE L TVD 7D, TAIVAZ U OEGICE D 2B ARNERTZEZTB8E0H
5.



VI 224

PE (I EoEESE) (BT HIEH

(Q)BHRElEERE
0.2 BEHAEER
921 EELEEE (MFEI LT7F=E3.0mg/dL LLEDIFE) OHEEE
R T [ AR R SRy A WY ST
9.2.2 MEBHFDEE
BHE OEGZHE L, HET 258 I3HRLIITO 28, BARERTEZEZTBENLH D,
[11.1.4, 13.2 ]

R i

it

SR -

9214 7 VAT v M ZEREEHH K OV ACE FREAIILBEOTEEFHTH D,
(T vz A
ERgRERE S (hAEEE - 6 Bl mEE 6 f) AfED SMERE Z R L Lo BB RS R (AAANT —
%) 59K U PPK T (AARANKROAEANT —2) IOFERNE, BEHRECK FIZL LT VI P2 R
DI VT T ANDREBITRNZ ERRENTEY . BNIE~OZETIRNEEZ DN, FERNO
RS R O BREEASINCRERNZENERIZI Ao, UL EDZ L BHREOK T4
JE L7 HEMAEIILE LW EEZ b,
ACE EANTEREEN R H D L S b b BBk Z SR IEES 5 72 O BHERIEOIR T I
FOBEELRZTZERNMOENTND, TrodT oy DZEERETHITH D AH G REEICERT S
BENWKRHDHZ LD, HERG L L,

9.22 7 v UAT v NEZERIETHIL O ACE EABLBOTEFHTH L, LitBE TiE, RiREOD>
WCED L= EERTTHE L CWA D T A I X ORI 2B TE2EZTB8ENRH
D,

Q)FFHEEERE

9.3 frtrElEERE

9.31 DDA BOHTCEVEERIEELHEZTOHIEH
FH LT &, [2.3, 9.3.22M]

9.3.2 FFiRElEE B
TNI PN AIEICHAF ISP SN A T2D TAIINZ DI VT T UAPKRTTHZ 0 H
Do Fio. SEICRWTHFREE EE TR O M FIRENK 3~4.5 FLEATLZ LAREINTND
[7.2, 9.3.1, 16.6.1 Z{]

fi#

931 V. 2. ZEZABR L TDER] DHESH

932 AFIDRIY TH DT I UpFEL LT FICHEit S5 2 LR L7-ii#Td 5.
(T v Yk o BAl)
JFpEE B 12 41 (Child-Pugh /3% A (BJE) : 841, B (FFHE) 4 4]) Zxigs LR BRICH N T,
TNIPNZ o DOIYFENT A —4& (Cmax, AUC) [FfEEER AIZ Hﬁbiﬂ‘ﬁ—é ERROLIL, £D
FRE UCiE, BRI SR L7 b o L HERI S e GHEAT — %) 2
Flo, TAIFE CBEIO PPK T ORE RS IFEEREOIR T L72 AST (GOT) @fEft (>60U) (2
BNTZ VT T A0 64%IK T L, Cmax XY AUCo-=) 73 & < 72 Zﬂtﬁlﬂﬁi‘%é%ﬁ: (ARANKROSNEANT
— %) 3, LLEORERZ & N O WA SCGE CIERE - PEIEONFREEE CIXERE L THEHT & T
HHZENEH SN TS ELEEL, EHEELGE LT,



VI Zeath () EoiEEss) Ic4 5
(7 su e HAl
JFREZE B (Child 49#8 A, B) 5llc7 2P & LT 2.5mg Z HER S L7-BA . BERAZLA,
tre DIERE B L TNAUC OERNBH Lz 9,
AETEREZE BT 5 F
04 HIEREEET HE
9.4.1 1TRY HETEEED H D&M
R L CWAD Z MR ENT T v IF T v v BB RILER LT U F T v v T R IR
FlzaH L, B - AR~ (BAR4e, 3HE - il - BOEARTRE, HTE) 25RO b flhd
I TS 5789,
ARENOE G RBEOFWE LB L TARFIR G OLEMEA EEICRT L, 158 EOA MR
falRiEz B D W SN AGAEICOR G TH L, o, HENLERGEITITROFEFHICH
BIoZL, [95ZM]
(1) ARFNEEGBRAERNCAHR L TV W & 2R T 5 2 & ARAMEG P, IR L Th7Rn 2 & 2 EHIC
W32 2 &, BHFITAENH L2 GE810E, BEbiciksadhib+s &,
(2) WOFHIZHOWT, AFRGBIERFICEFTICHAT L2 &, Fio, HEPLLBEISCHMTL 2 L,
AERPICARI G Lo E, lRIR - BAERICREEZ RET VA RHD 2 L,
CAEIRDNVHEIBR L7 AT DN A5G, BN YEICHRT 5 2 &,
IR E R 2% A 1L, Y EICHRT L2 L,
R
IHRTIZ ARB XU ACE-i Zfkwi L. IR IRSE~OREREDN DENHE SN TEY | ZORIIXTIR
BEINT INLOEELPZEHINZHHED LTV D,
(5)4Eb7
9.5 147
U0 SATAEAR L CW A ATREMED & D MBI I3 G- LW 2 &, B G5-FITEER S HI L2358 1213, BB
BehEhikdsZ L,
SRR HI R ORI AR K 2 ETeT v AT v W FEIEHR LT 4T v v o B3R B E Al
PG SN BECTEAKRDIE, B - HrAEROET, FrEROKNE, BA2, PV v AMiE, §HE
DIERRA AR AR EIC L 5 & HER S 5 U ofiE, SEEBm O N, MORBEREENH Lbh
EOWERD D,
T Aa VYT, B ER CIHERRICE ST D SR R O R A IER 35 Z L 3R b T
W5, [22, 94.1 28]
R

TR R ORI T VS PV E o GieT O T v v N BRER 2 5% 5 S - B T KB IE,
JeUE - FrAER O, FHAEROKME, BARE, &8V U AMAE, SAZFOFMAEK OEKIBEIZ XD & H#HE
R =5 U OHfE, SEHEEEOTE., MOBERRENL b L OWREODNH D, £z, BIWERTIT
TETGTEMHIIERD e o ey, U XOMRYENC T VI L2 % 5, 15, 4bmglkg/ HIZ THG L 7= 4%
FAEFBMERBRICEB W T 45mg/kg/ HRERETHRIEORE L NME 60X T\, /-, 7o TlE, 8%
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TN RAT a Wil Edv, iES VU LR LA IELARENREZEZ OIS, ZDHH Y U AREHE
FRFNL AV 7 MfFaHI & OPFFIC Z W IED U w7 MEDN EFT2B8TRH 5.
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Koy ha— L REOPERF 1 (0.09) 1 (0.05)
EH Y U AIMAE 1 (0.09) 1 (0.05)
1R R I8 1S 1 (0.09) 1 (0.05)
il 1 (0.09) 1 (0.05)
3O - 1 (0.09) 1 (0.05)
PR R IR 8 (0.92) 7 (0.63) 15 (0.76)
FEED F 0 4 (0.46) 5 (0.45) 9 (0.46)
TRAEME 8 F 3 (0.35) - 3 (0.15)
SHE AN - 1 (0.09) 1 (0.05)
GIEpEA 1 (0.12) 1 (0.09) 2 (0.10)
RS PE N - 1 (0.09) 1 (0.05)
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kR 2 (0.18) 2 (0.10)
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aEt 869 26 2.99
e % 661 19 2.87
28 208 7 3.37
44 %L F 101 4 3.96
45—54 % 307 9 2.93
A lip 55—64 % 297 6 2.02
65— 74 % 150 7 4.67
75 Ll b 14 0 0.00
1 AFRT 89 4 4.49
- 1-5 Eﬂ@i‘% 292 4 1.37
5—10 AR 228 11 4.82
10 8L 1 260 7 2.69
s 7L 84 1 1.19
B 785 25 3.18
7L 653 17 2.60
HY 216 9 4.17
fil OB FEF H I PR 358 24 2 8.33
Ca P 0 0 0.00
Z DAl 198 8 4.04




VI Zzs4efh (B EoiEEss) (CBId 5HA

R T KB | e e | @EREESER (%)
PO JLTEx

150mmHg Aif§ 628 13 2.07

150—160mmHg Aifi 156 10 6.41

L oD A 160—170mmHg ﬂ%{% 60 1 1.67
170—180mmHg A 22 2 9.09

180—190mmHg Aifi 2 0 0.00

190—200mmHg Aifi 1 0 0.00

90mmHg A 126 2 1.59

90—95mmHg A 340 12 3.53

95—100mmHg A 222 4 1.80

LoD 100—105mmHg ﬂe{% 115 6 5.22
105—110mmHg A 45 2 4.44

110—115mmHg A 21 0 0.00

115—120mmHg it 0 0 0.00

120mmHg LI | 0 0 0.00

70bpm A 431 13 3.02

. e o 70—80bpm A 300 9 3.00
ARfE 30> TETAE 80—90bpm AJif; 114 3 2.63
90bpm LA 24 1 4.17

6 A 869 12 1.38

6—12 A 856 11 1.29

o5 MY | 1226 A 257 3 1.17
26—52 FA; 252 0 0.00

52 L. F 250 0 0.00

F )L 2 ¥ v & | 40mg/5Smg 646 22 3.41
/7 A m Y E 9 | 80mg/5mg 247 4 1.62

a) JEALIMIE,

b) PG HARIBNE A G M X CRE U RBIEA 2 5E5 Lz, F—6CRA 25 B 5 X 0 CHEEOBIERSREE Lz
HLOIFENENERIFGRE L THES L,

©) 24 BNCT NI YIIE T 5P 40mg/Smg & 80mg/Smg D i 5 DOF G183 Thb -,

9. BERBRERRICRIZTTHE
BRE STV



VI Zzs4efh (B EoiEEss) (CBId 5HA

10.B8EHRS

13. BE®RE

13.1 EIR
TARIPAL L ORI (640mg) 128V | RMLEROHIRAD & 5 DL L OREDBH 5,
TAu YT, WEORMMEIEICLY, va v 2ETeE LW T & O PESENRE 2
TIEND D,

13.2 E
TR YILH ATMIEREE S e, £ T A AIMIEGENTIC L o TBREINR,
TARVEUE, BABERME WD, BINCLDBRETAEDTIERY, £, TArPE LRy
IVERIEAR B IR R 2% G- L2 BE . 7 Au P Ry LVEgtE o AUC 1% 99% i U, AR 2 i
B2 TIL A9% TR L= 2 L. 7 An D8 L~ LR S 5B O W ML E b L CiE ey
ENRFEHTHDL EHEINTND 8, [9.2.2 5]

fiEEs -

TNIV N N7 La P CEAFIORKRERIC B WO CRER G OBIIHME S TWWn R, 7tz
DA AR TIEDR & 5,

QIEGIOMEE (F I Y F o OBMEBIRAE (MEAEKRER))

<HE - > 2 - 20 mRAR

<HEFG4>OER QH&EX

<¥hHE - BB E TOWIRM >160mg/H - O 5 13 Bt @549 H#%

<A OHE K OBETEE > Rt

<HLE - BRI >

BEIT 2FRNCL ARER S Y, PP L5 FEMNLBHITR (X Faxv e 2A7ar 77— ) &8
W32, 7AIPNNE o0 EHERERBRICSINT 2, &5 18 ARICREBERES, FHLE SRR,
Beh 49 BB T A IV LY R EER~-, FEOBEGICTARERTD,

12 : 30 BUZBIRREIC TRCERIAEERICE TN %5, BP150/110. HR120, W% 25-30/45. . B Uek. 15ME
RG220 5, BN BHETITBZ T T A I Z K 4[4 (20 88) 2RI LT & B b,
BRI LD B L BEAl 3 BEA I 7, BSOS R, B 1% 160mg/ H & E-## (1 [HlZ 80mg HE 2
KO 7 vAREE 3 EIRA) 2Hv Y Thh T\,

14 : 00 JRFAE,

15 : 30 JkZeiE, ICU (Z85i%, BP120-130/60-80, MIE S #v7- i HARWME 129/59, 115/72, HEEFH O
1fJE 150/110,

FH BMIREESZIT 5, ME 130/70,

48 FEIt . BB, TAIYAF UL BREKOKRER L,

7 Ln VU U ARUVEBREOE IR 138G ) OBIZ, KO LD RFLENH D,

13.1 FEAR
WEEORMMEILRICED, va vl E2EG0FE LWMEIKT & KEEEREZE - 52 20835 5,
13.2 KL

FrRt 72 iR diT e v, AANTE AR ERBEWIZD . BT X DBREIIATITZR,
Flo. ARIRMERICTEER 2 %5 LT2BE . AFIO AUC 13 99%BD L, ik 2 BefEi& Tl 49%d L
72 &b, RFIEER LR ORIMGEILE & U THEEREEDNANTH D LHmE SN TND 69,



VI Zzs4efh (B EoiEEss) (CBId 5HA

MEBERLDIE

14 BRALDEE

14.1 ZRIZFEFDEE

141 APTP BZEDHEFX PTP > — Mo WY MU TRAT A L 5 EET 5 2 &, PTP v — N DFEMKIC
TRV A A EE R A~ L, TIEFALEB S Lf%%ﬂ%%®ﬁ%ﬁﬁﬁf%ﬁ%#é &3
b5,

1412 KF 2 BBRICIRH L TV EBFIE, BHERIIRAT 2L 5EEEZEADZ L, AAIDOKS TH D
TN PN o OEDBREIIRFORELZIT, SRS L2581, BRKkELV LT LIPL
ZUDMHPRENE L 20 ZENWMEINTEY ., BWEHRRBLT 282N R D5, [16.2.1 3H) ]

fi#

14.1.1 ASGHEFEE 240 5 (PR 84 3 A 27 HAF) KU 304 5 (CFRpk 8424 A 18 Af) [PTP #AAxRIC
DT ZREWVERIE LT,

14.1.2 TN IPNY o OFEYBREITRFORELZIT 5 Z LAVRINTND 29, %@kwﬁ%%mbfwé$%’
FEARRICKRAT L RTL2E, £, BBRERGIN TV D BEFICEERKE ST 2561
HEICEETDHZ L,

12.ZDDEE
(MEEERERIZE D < 1H#R
15. Z DtDEE
15.1 ERERERICE D 1B
KIRBIGRIZIA & TRV, 7 L1 P E RV X DRI DS AN EENR (LM %
i) BHALNTZEDOHREND D,

fi#ER -

KBNS THBET La I _UVBIEICESSEEFIETH 5,
(2)JEEGERERER ICE D < 1H#R

BT STV




IX. JERRAREAER(CRE4 5T H

IX. JEERPREERICRI I S 1HA

1. EHEHER
(1)FEhZE TR EAER
VIL.ESEEICET BB 22H
(Q)R&MFEEAR
AFNIEHANZ BT 5 BARONRETIE, MELOCHEOMAGOE TH L7, AFI ORI
BRIZ N LT\ 72Ru,
(3)ZF Dt D> B EX
TIIH N
7 v P ROA X TOFRMHERBRIZIBW T, IEF RIS L THEE D OFHIC (24 FFFEUE) fEE T 2R
L7, LML, 7> b (265H]) 69F 131 X (52 #H) ™ITH K 500mg/kg £ CTHEHRLGLTH, L&
BUZRBENRD G- | REREZFE LIV TDHZ L3k oT,
HHE (Imgkg, &M, A4 X) IZBWTHT M ULARIRIEHZ TR LA, ®mAE (1000mgkg, #%1,
YU A) ATHERWT S FARR, REARR . BHERRR. IHEERRICK L CTH ORI E 2R S 72
Dr o T T190)

T ARV LNV | RN L

2. AR
(MEEKEE SRR
PR TP T AP RV
1y e D 91)
B[R] O e G-k ;;gﬁ?%{iii 20%%?2;5;1;% 7 v F®OLD5e% : #393mg/kg, HE686mg/kg
QREXRESERER

TNAIYNLE
7 v MIBT D 4, 13 B L0 26 B O K G-atEalE 699090 T3 (REIININE], B EORD, HKE
O, RMECRREMOK T, REERME, 7 L7 F=EBLOEMRED LA, DIREEORD, &
TR EE AR ERIREEE DK - I OVF WG BRI OFR S 3 3l T L & L TR bz, 4, 13 B K18 26 1
M SCE RS D % G- ek B O 3 B X E 240 10mg/kg/ H AR, 4mg/kg/ HEB XY Img/kg/H &5 2 i
7o
A AD 4, 13 B LV 52 W FSAERE QG- FIERBR 09999280 TH 7 v b ERERICT VI YL D3
ERICER L7epr AMEHEN RO Lo h, EEMEEILZNZ I 10mg/kg/ B, 5mg/kg/ H 3 L O
bmg/kg/H £ & 2 bz,

T hu TR VR 99
Z v MBI S 3 » AR KO 12 » A MER Q&5 HEERBR I, REENmE, #KE, REBLO

RAF RV L BY DL 7a— Yo B RERE ~E7me & ~v b7 Uy MEOE

R, iEA Y UL TR UL 7 u—)LOBET, NEGE OB EILR K ORI BCE BRR A O
MRS, DIREROBEINNERD S,
3 H ARl LN 12 » H BIRERE D G- m Rl o i KIEF AT Z 1 3mg/kg/H 38 XU 2mg/kg/H &
Ez bz,




IX. FERARRERICBEI 5IHE

TIVIPNE LT Aa U _RUOVEREE OO - 99
TNAIP L LT Au VBT E 40/10mg/kg/ H OHETT v M 13 @RI H= 0 fEHE S
L7, B ESNEFTRIIVTR LT A I P AZ U HDHWVIET L P8 O AR GRS ST
WAHFTRE =BT HHDTHY, WEAOURAEGIZ Lo THlRBEEFT IXE CRroTe, o, Th
IO FHNEFT A HF AN OO 512 L 2B R b A LN oT,
QrEEEERAR
TIPF
bt~ U B A FAVWZ In vitro YR BE RRER T MR EEE S 7 DI D IR EE TORBIEMHALR O IEAFAE T
THBMETH - 722310 R AIF 7 A2 AV BIREAE AR (Ames R) 1B L UOF v A =—X
NDA L — il R V79 Ml 2 I 72 AiTE SR Bk (HPRT &) 120 W1 C b RENTEMER
DFEBZ D BT ERFMHITERO bviehole, o, v U R EHMIEZ AW 7o/ MERER 10905 R 2
HThotz,
o> T, TAIVIF RERRME I W CRARENE 2/~ T AT REME IR O TRV & S 7z,
T AT DR VIR - R e L
(4D AR MEERER
TP
~ U ADONARMERBRTIX, T I Z ORI THEREMZ R TIEEIEERD b oTo,
7 v T 104 WAETRARF G- L7 R, HRRR C Ml 25 100mg/kg #EDOMETHEIZHM L 72 109, La»
L. C Mk KO8 C Milag oA IiTEn T it L ORICHEEZEETA NS, £z, C Mgk
TERL, CfafiET KO C M 2 &5 U CRHT L 72 /5 RIS & A B AT B AL - 7o 105,100,
LEDFERNOT VIV NANEZ NI T ABLOT v MIBWTHRAFMEEZ RS RGO Ll ST,
T Au TN UOVERE B ER R L
(B)ETEFRE B HEHER
THAIPIE
7 v MZaHed L OEIR £ COMIMRIEAIZBE 7 23k 100 CiX, 15mg/kg EOBEOHER LU bmg/kg DL E
DOFEOMETUHREIGIMMBI N DTy FEAE, R, ERRE X QR IBIITREO BT O b
o Tz, MEREBR BN T 5 maE M B I3 TIE Sme/kg/B . METiX bmglke/ B AR, SO AGEER
FOWRHEARIRIZ o9 2 EF L B 1 100mg/kg/ B &5 2 bz,
7 v MR EZE A 558k 109ClX, Smg/kg LA ORETREEMY O R E NG L OB B ORI 23
F DTz, WHRIE TIIR IR 2 BT A b e o7y, 50mglkg BETHIA O 1 A AR 23 B
L7, BBV 2 BT Sme/kg/ AR, AJHBEIC K3 2 #EHMEEIL 50me/kg/A TH Y . JRIRIC
*3 D MEEMEEIX 50mg/kg/ B, HAEWIZKF 5 EEMEEIX 15mg/kg/H & & X Hivlz, U XIRIESRER
R 53R 60Tl 45mglkg BEDORFENY T 1 5 OIE 2R EH NN F5 K O EE & O L 22 b 23
T, BIRTITERGIETEBEM L2, EAHFBHEITRO bzehoTc, BEWs LUK
DM EIT 15me/kg/H £ E 2 bz,
7 v FOHERTE X OB OIS OIS REM OFREIC B4 5 5Bk 62 ClX, 15mg/kg LA EORETREE)
W OREEMIG 3 L R RO A bz, HAERTIE, 16mg/kg ML ET 4 HAFROA BRI
RHHiL, 50mglkg BETHREDAEITES . IRBBAKOBNN B vz, FEW R 6 ORI
BRI bmg/kg/H & & 2 bz,



IX. JERRAREAER(CRE4 5T H

AN =RV N -3¢
7 v hOxZMEER X OVE R £ TOMMIIRTE A B3 2 5B ClIie B 22 AR E I ININHI 25 25mg/kg FEMERE, 2
R DR 72 ) 26mg/kg HEMERERS OV 10mg/kg FEMEIZFRO Bit7c, L2l 25mglkg £ THE LT
HREBHE, ZHEL LOEEBICREEITERD b iehoTe, RRBRERIT 2mgkg/H B X biviz, R
IRE BRI ERBRICBWTIX, 7y FBIOU Y FIZ 26mg/kg £ THRE L7, EATEMEERIZA L
nWiginoie, £, BMEBEEEAB LOBREORFICE LI TRELAON RN To, RRKEREREILT
v N T 10mg/kg/H., 7% ¥ Tdmgkg/H B2 bNlz, T v NOMAERR I OHEZOREL L OCINCRHEH)
WOBEREIZEIT 23 BR Tl 10mg/kg TR 3 X OV e e R, HAER S, HAEFB LOE% 4 A

EFROIRTRA LN, RREEEET amg/kg/H B2 b7,
(6) BT RIE 14 AR
B R L
(M ZDhDYFHEM
B L



X. BEHFHEICET AEE

X. EEMEERICEY SEE

1. BHXSH
A BIER, MUFEEIRN (FEE-EREOLFEICI VTSI L)
BRRSS - TAIHE DM LW

T AR R )UERE L R

2. HREAME
ARHHE : 34

3. ARRETOITE
FRAF ([ X 4 BFEVEDTE] OEHZZH)

4. BV EDIEE
20. R EDEE
DEBRITRIE L TEIL T2 2R HLHDT, ®ik - ZREZBET TREFET D2 L,

5. BERITEM
BEMEELTAR  HY
<TFvoLBYy :HY
ZOMOBETTEM © [XM.2. Z0MOBEER] DEEZM]

6. E—R5 - R%hEE
Rl —m3E . I W LAuELAEEE AP, I 7 A A6 BP (HARNR—Y U —A 7 g DS HE)
(TP L& CHA) I HNT 4 A% 20mg - §E 40mg - §E 80mg (HARN—U i —o 7L
A SRR
(7 2o VL RUVEEEAD 7 A0 Y % 2.5mg - §E 5mg - § 10mg - OD § 2.5mg + OD §&
5mg - OD #& 10mg (FK 77—~ th)
JIV/NA 7 ®FE 2 5m - $E 5mg - #E 10mg - OD #& 2.5mg - OD $&
5mg - OD #& 10mg (7« 7 b U ZHILE[F234h)
[ 2 o FNRAPILE ARFYIN TEL=DE L BT HINALE FEFIL,/ T ool s~
N ANNRYIE L ST AR RV SNV LR V=V T L
B ST ha P R )L R
(T oo T v TR REERER)
FNAPNH L AREY I, oYL H BV TA, BT HILF L L RET I
PNV R s ARG E s TN H
(Ye Fa vy v R F R
TAaDELRUAE, =72V &

3

7. EfSEERR
2009 4£ 10 A 16 A CkH)



X. EERYHEIHICB Y D IH

HEHRFTARZBEABRVARES., EMEENKZFEARD. REFWKREAAR

BR5E4 HERFGTARERAR RBES RmEENHEEAR| REMBEAR
77 LulidaEE AP TDSEPJ| 201742 A 15 H | 22900AMX00226000 | 201746 H 16 H | 201746 A 16 A
7 7 LufiltdE BP [DSEP)| 2017422 A 15 H | 22900AMX00228000 | 201746 H 16 H | 201746 H 16 H

AR ONANA

10.BEERE. BERRLAREABRVEZORE

11

L

BEEYM

FE L

12 1R EHARHIR B9 5 1EER
AANIEAETHBREOED D B ERNSERT DTV D EIRE | IZFEE LR,

. REREXRIFZREM. RERVAELEEEMNEFOEABRVUEZOAR

13.8fa—FK
JEL A s 311 125 3. iy L7 hEE
WR5E4 AT ARG o— K HOT (13 #71) &% ALBRS 2T I
EIEGLa— K (YJ 22— F) a— R
77 AalilatE 1253511010101 (PTP)100 ££(10 £€ X 10)
r 2149117F1033 | 2149117F1033 622535101
AP 'DSEP] 1253511010102 (PTP)500 ££(10 4 X 50)
T 7 LA
2149117F2030 | 2149117F2030 | 1253528010101 (PTP)100 $&(10 #& X 10) 622535201
BP [DSEP|
GS1 =—F
R7e4 (RS
TAlEE o — K IR 2 — K JCIREEE a—
T 7 LAufR A b (PTP) 100 42 04987081783502 14987081186751 24987081186758
AP TDSEP| (PTP) 500 42 04987081783502 14987081186768 24987081186765
77 Lol A "
BP IDSEP (PTP) 100 42 04987081783540 14987081186850 24987081186857
14 REFB/F LEDFE

ARANTIZHRHIM L DR FEEIRLTH D,
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1. BIFCHEK
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7)
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16)
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20)
21)
22)
23)
24)
25)

26)
27)

28)
29)
30)
31)

32)
33)

34)

35)

TR - ZEMEIC BT 2 Bk

FENE R TGRS = B OB IERER (S HLT 4 A B 7L 2002 4F 10 H 8 A&, WG EHYE
2ORMTERER-27)

Tatami S, et al. : Drug Metab Pharmacokinet. 2004 ; 19 (1) : 15-23

JENTIEZIE) - B LB 1991 ;19 (7) : 2923-2932

FENE R B HFE 1T - EEFERA COEYBNRERER (X A v EAEE - 2010 £ 7 H 23 HIKR.
CTD2.7.6.2, 2.7.2)

FENEERL ¢ RIRTE KRRIED - MAERER (2 7 A fdA8E © 2010 45 7 H 23 HAGE, CTD2.7.6.3.1)
FENEERE - AHRE 1T - BEERER (I 7 A ElAEE 0 2010 45 7 A 23 A&RE, CTD2.7.6.3.2)
FEPNERE © AT - MEERER (0 A e B AEE - 2010 42 7 A 23 A&, CTD2.7.6.3.1)
FEREERE © BORMI T - iR (I 7 A ElASE - 2010 45 7 H 23 A&GE. CTD2.7.6.3.2)

White WB, et al. : Blood Pressure Monitoring. 2010 ; 15 (4) : 205-212

MBS IE) - B L IR 2010 ; 59 (8) : 1344

FENERE - BARINE D - BRHIEEGEER (I A m@a/\ﬁz 2010 4 7 A 23 H7&. CTD2.7.6.3.3)

I LulAEE - 2016 4E 03 A 25 HEHEARE

Wienen W. : Br J Pharmacol. 1993 ; 110 (1) : 245-252

Wienen W. : Cardiovascular Drug Reviews. 2000 ; 18 (2) : 127-154

FNEEL - Entzeroth M. : 72 VA7 v I ZFK (ATi, ATe) (x93 2 BIFtE (in vitro i) (2
71 A e ElAEE - 2010 457 A 23 AAFR, CTD WfH&EL 7-16)

FNEE : Wienen W. : 7o A7 > o > TG (Gn vitroilBR) (X 7 L vfd&8E : 20104 7 A 23
A&, CTD iRfAH&ER 4-18)

Yamada S, et al. : J Cardiovasc Pharmacol. 1994 ; 23 (3) : 466-472

I BOE T« AARSEHEHERE 1991 5 97 (3) : 167-178

Burges RA, et al. : J Cardiovasc Pharmacol. 1987 ; 9 (1) : 110-119

fENEE} : Katalin K, et al. : M EOPFHREER (I 7 L0l &8E : 2010 /£ 7 A 23 H7&RR., CTD2.6.2.2.3)
FENERL - B HZFE I HR AL AT RS T8 T R B (I L afElGHE 0 2010 4 7 H 23 A&,
CTD2.7.6.1.1, 2.7.1)

FENEERL « AHHE 1T FAREANA AT _AZ Y 7 3R (I L eE A8 - 2010 4 7 A 23 H&GE,
CTD2.7.6.1.2, 2.7.1)

FENERL : S HEHIED BN COIEMBIRERR (I h LB AEE 2010 4 7 A 23 HIAGE.
CTD2.7.6.1.1)

FENEEL : KBt ZIE)  RFORERE (I 7 Al A8 0 2010 45 7 A 23 A&GE, CTD2.7.6.1.3,
2.7.1)

Stangier J, et al. : J Clin Pharmacol. 2000 ; 40 : 1347-1354

*ENEEL : H Narjes, et al. : fEFERRA TOIEYBRERER (I 7 A 0Bl EGHE : 2010 4 7 H 23 HA&GE,
CTD2.7.6.2.3. 2.7.2)

FENE L HEERHRER (20 LA ullE8E 0 2010 45 7 A 23 HARR, CTD IRFTEE ~-38)

Faulkner JK, et al. : Br J Clin Pharmacol. 1986 ; 22 (1) :21-25

Stangier J, et al J Clin Pharmacol. 2000 ; 40 : 1312-1322

FNERE . 7 v MMZEIT D 14C-BIBR 277 SE WG OfEt (2 7 A fl& e : 2010 4F 7 A 23 HARE,
CTD RfT&ERE ~- 11)

Beresford AP, et al. : Xenobiotica. 1988 ; 18 (2) : 245-254

FENE L 14C-BIBR 277 SE O 7 v M3 5 KAERE N #5-5% ORI S REIREE (X 7 2 n il & 88 : 2010
7 H 23 HAEF. CTD RATER ~- 16)

FENEEL: 14C-BIBR 277 SE O 7 » MU % H[RIFE 1 554 OB RERR L (X Ao fid&8E : 2010
£ 7 23 HAEF., CTD RAER ~-15)

FENEEL : 14C-BIBR 277 SE % 7 v MIHEIRR A 5-% O e (I 7 2 e Bl G8E : 201047 A 23 H
KGR, CTD ¥sHH&ERE ~-34)
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A&, CTD iRfH&ER ~-35)

Naito T, et al. : J Hum Lact. 2015 ; 31 (2) : 301-306

FENERL  MAERAREAE (I VLA aEAE 2010 427 A 23 H&ER, CTD2.7.2.3.2)

HREE : In vivo B X W in vitro TOT IV I PV Z o OARNER - TEARBMOEEOME (I han
Bl & 8E © 2010 4F 7 H 23 HAGR, CTD IRFTERE ~-23)

FENEEF:Gunn 7~ B XN Wistar 7 v MZBIT 27V I L2 o OFEYEREO e (X b v Bl G 6
2010 4 7 A 23 H/&F. CTD #WA&ER ~-24)

FENEER . T UAT v v T ZAEEESUEE BIBR 277 SE 3 X0 BIBR280 ZW (2 X5 F h 7 1 A 450
KIFEEFEFHEOMRR (27 LA uElAEE - 2010 45 7 A 23 H&AFR, CTD HAEE ~-30)

FENERE . F ~ 7 1 A P40 ITHRAET D2 EOSIZRET 5 in vitro [HERER (X 7 A v A6 : 2010 42 7
A 23 El%(mu CTD ﬁi{q‘g*’,’ “\'31)

Guengerich FP, et al. : J Med Chem. 1991 ; 34 (6) : 1838-1844

HANEE: 7> McBIT ST A9 % (BIBR 277 SE) OIRWENREICE+ 5 85 205t (2 7 aafid
AFE - 2010 4 7 H 23 A&GE. CTD #fH&ER ~-21)

FENEE: 7y RO, BB IOVNMED I 7 v Y — 2% - BIBR 277 SE @ in vitro 7V 7 1 VRIS
B (R smfidasE : 2010 42 7 H 23 AA&GR, CTD TR ~-25)

HRNEE . TV P2 oG BIBR 277-1-0O-7 SV 7V 7 v VBRI AR O S S0 VE ) O Bt o fig
ﬁﬂ BT 7 v MZBIT 2T oA T v T OFERISOIHE (2 e flAEE © 2010 47 A 23 A7K
i, CTD RfH&EE 4-30)

Stopher DA, et al. : J Cardiovasc Pharmacol. 1988 ; 12 (Suppl.7) : S55-S59

FRIFHR B 1ED> « FEE L V5 2002 ; 30 (Suppl.l) : S7

FRIFH B 1E 0>« FEHE L V5 2002 ; 30 (Suppl.l) : S33

S EAFIED « BRIRESE 1991 ;7 (7) : 1407

Ishiguro N, et al. : Drug Mtab Disipos. 2006 ; 34 : 1109-1115

Stangier J, et al. : J Clin Phamlacol. 2000 ; 40 : 1365-1372

FIREEANED © AAREITESRMERS 1998 ;31 (1) @45

ZElE7> © Geriatric Medicine. 1991 ; 29 (6) : 899

Parving HH, et al. : N Engl J Med. 2012 ; 367 (23) : 2204-2213

FRIFH B 1E ) 3EH L V5 2002 ; 30 (Suppl.l) : S183
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