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5.1 MERMELTOBENENH Y | AH 2 S M EIRFEOF —BIRIEL L
RN &
5.2 JFHIE LT, 7AIHAH 2 40mg KOT La v By smg Z0FH LT
D86, AT T I EER LLEa Y hr— VR R55E
I TR AE /T Aa P 40mg/Smg ~DU) VX ERET 52 &,
53 FHIE LT, 73 % & 80mg KON 7 LY By Smg Z0FHLTHD
B6. VI ToWTnEfE A LiE= Y b — B3R5 72355
2. TARIPAE T AP 80mg/Smg ~DY) D BFEZ et 5 2 b,
TPV H L 80mg
c TN IYIZ L 40mg KOV Lr P Smg DFA
c FIHNE /T Aa Y S 40mg/Smg BEA BE
(fifa5)
5.1 B BPCK L LTHA LSS CBERNERTOBEANDH D Z &0
O, [RAFEMERREOE R L LTHW Y, | 2fFE L7,
5.2 KK AP # 532810 B x &2 & L% iE LT,
5.3 ARHI BP #5958 0 B 2 il 2 487E Lk & L7z,




V. aRICEEI SIEA

3. RERUVHAE
(DARERVAEDHE
B

Q) RERVAEDNK
ERRAE - RH

4. RERUVAECHE
THIEE

6. RERURAE

FRACIE T B 1E 8 (FAIPAZ /T AaPE s LT 40mg/5Smg
X% 80mg/5mg) Z kARG T 5, AFNTEMEER O —EIRFEL LT
LAY AN

TV VIR 2 40mg XX T L Y E Y Smg TRHREA T e m i EBE 2B W
TTFNAIVILE T AP E Y 40mg/Smg BLEHI O LR EELENZBD S
Nz b, TAIPNZ 2 80mg THRAT S REMEREEICENTT VI
NE T A Y 80mg/Smg BLA KO EREEEHERB DO ONTZ LT
NP E T Au T 80mg/Smg BLAFI OREENRIZT VI Z )T
LU E Y 40mg/Smg BLAHE ElElo72Z b TAIVALE /T AU
40mg/5mg Bl 57 & O 80mg/Smg BL A DO RIif2fmE= > b r—
W EREWENERINTCZ D, FROMIELXOCHELHE LT,

1. BERUVAEICEET 5EE
T1LUTOTAIFNE T AuIEr_RUVEBEO R - HEZEE
Z. BEBIIEAKOBEICEEZEET D L,
(TILEHILEY)
WHE . RAZETAIVPAZ L LT4mg 2 1 H 1 EREOHRLT5,
7272 0L, 1 H 20mg 6 EH Bt Lk RS 5, 7ok, il - Bk
WXV EEHEET 52, 1 HERKRKELG&EIX 80mg £ T&ET 5,
(FLOSEURYLEEE)
L EIETRIR T, @E . AT AP LT 25~5mg & |
A1EROERET 5, ek, ERICIES CE e T 528, 2hRR+57%
LAIZIE 1 H 1A 10mg ETHETHZENTE D,
1.2 WEHEOH L BHEIIERGT %G, TVIIALF /Ty Er L
T 40mg/Smg 2 TG LT &, [9.32 5]
(fif i)
TAARANT, TAIPALE T auP 2G50 T50AAITHLIZD, H
EROHEICEET EEE LT, TRENOERBINTWD HIELTH
mr PR LT,




ARICET 5HE

C EERUVESIZE |72 TAIPE ACONTIE, SMEAFEEERE S - 12 61 (Child-Pugh 4338
BT 2aE A (BE) 841, B (FEEE) 440 (27 v IH ¥ 20mg KO 120mg
ERROBE Lzl & B AIZHE L Chu 1T 4.5 LV 3 55 <. AUC,.
WL 2.5 RO 2T @ oloZ EnD, IFREEZ MY BEICARFZ LG
D6, #HEZKSHETILEEN RSN GHEAT—4%) Y

T/, REMHEYENRE (Population Pharmacokinetics) fEHT D& H, AFkER
FAE &[RRI, FFREREDIR T L7= AST (GOT) mfERE (>60U) 2B\ T2
V7 72 AM 64%IKT L, Cnax XN AUCo3E< 725 Z EPREN TN D
(HARAROHNEAT—2) 2 FAIFE o DOREBFREN 24 L TR
CHEE S D720, FFSRENREEIND ET A IV LZ DI VT T AN
BKTFTHZEnBHD, ZOEDTNAIVNE UEOURACETIE, AELEDY
HAEICEETIEEL LT FEEOHDBHICEETIHA, RARGE
E1H 1E40mg & 321 &L, I WAERD TEWEE T EE 22T
ED I HREITIHRGED, TFEEOH - B ITEEICEL TS L) ITHERS
T3,

T Au YA ON TR, MR (Child 27 A, B) 5 #IICT Lm
VB E LT 25mg ZHEIEREL LIGE . RN, iy DIER R X
WAUC O RPRBD =Y

L7eRo T, AFO THELOCHRICET2EER) BV ThH, [k
EOHLDLBECKGTIHAS, TAIIALEZ /T 2P LT
40mg/Smg X TG LI &) ERRE LT,

(D2F)




V. aRICEEI SIEA

5. BEERALIE
(1) BRT—% TILEHINA Y/ TLODE VBREEROAMMETENR E L TOERKRBEO—E

Ry br—9 o
SRBRIX Sy SR O FRA U8R OIS )
7 ST 5 4

ASmg HLAITREEZD R A
+ 53 7 A HE M i AR
B IFHRRGERRER | &% 9 % T40/ASmg Bt | 531 f
HFIO 8 W B 5 D FETE
Zh DR
T40mg HL 7 C ff %) 53
R A 43 2p A RE M & i JE
HMARGERSR | BEICHT 25 T40/A5Smg| 314 44
Bl & Al o 8 M 5 Ok
JESN R DG
T80mg HL 7l T % J£ 20
EWN R4y 720 A B & i JE
i AR BUHRRFERER | B IZxId 5 T80/ASmg| 174 #
AR B & o> 8 3 [ # 5  Fk
JEN R DO RRES
A HE M I TE R T KT
35 T40/A5mg B & HI %
EIAE LA | KO T80/ASmg FLAAI D | 225 #i
8 WM& EIZRT A ME
B DALE BIFR & kit
Ny R C o NEES Sl N o
N ST B ?—é‘ T40/A5mg Bt &4k
— e il R AR . L OV T80/ASmg B AHID | 259
P G-k .

56 W& G OR2MR
KO B DIRFS

e ek HR R

ASmg HLF| TR REA

Oy T A HE VR I R
S + 3 7o AR & i)

i rern | S FHIZHT D T40/ASmg i

BRIR | Holoe BEERER | 28 MU AR A RE Rk ) 1097 #

. AHB L O T80/ASmg il

o BFID 8 B 5 O R

ROkt

T: TNAIVNEL AT LTS




V. aRICEEI SIEA

(2) ERPRFEIEHER

(3) AERICHRFREAER

(4) REERIEAER
1) BRI ER

BERERRAN B T 24 Bl 5t & LTT VI P2 /7 Aa U E Y 40mg/Smg 35 L
O\ 80mg/Smg D Hilalfe 5. (ZEfGR#xG) ZFE L., D% 1 B 11810 HREX
WG (ZEMERR ) 2R LR R, BRR G 3 K OMER S & b IZHEAN
Bl 2 B FFLL LOMKRELTIIA T, mE, IR, KR, KE
BLOLEBERIZBWTHERRMICIE L 72 2 Bbidrbnizinotz ¥
CaEH ZF— 130 NER @R T oY E a5 ]

UERR L
AAN O BT 0 B OGS B#IA N 2 IR L7z,

O BHAANT—% 58
T Au Yy Smg (ASmg) F2ET VI P ILH L 40mg (T40mg) HA|T
B Eh A+ oy I ARREME M E B E IS LT, TAIPILZ /T A Ve
> 40mg/5mg (T40/A5mg) FlA AL, ASmg MUY T40mg B Ak i 5-12 b
AT T 7 RN PR IR T R do L OVUHE I T B B C A B R BRI
AR UT-, £, TP Z 2 80mg (T80mg) HiF| THEELN A
Oy IR ARREVE R B ISR LT, TAIPIAZ /T Au Y E Y 80mg/Smg
(T80/A5Smg) BLA I, T8Omg HiAIMEFE £ G512 b~ T N 7 7 IR (7 JE 3R 1]
I TR B L ORI E TRE CHERBIENREZ R LT, b1,
T80/ASmg B #l & T40/ASmg B & 74 D B 20 2R 2 th U 72 3Bk T,
T80/ASmg B G FI D kT 7 e AN IR AR . JE T B FE s L OMIHE # 1fn J= F F
FE X T40/ASmg Bl A Al &2 ElRl - 72, fERIIKEDOLEBY THho T,



V. aRICEEI SIEA

1) BRI ER
(DD&F)

_HEBRNERE 8D N T 7L T R

PLAEBIE (mmHg) IAEILE (mmHg)
e g e s
. L 5
CUS Nl ?ﬂﬁ A §1ﬁ T
'y - e PAEE gu \/i‘;é‘ L %u \/>ﬁ
AT | A T | TR JHAE S
sp) | g | SF sp) | sp) | SP
(1Al 95%CI] (18] 95%CI]

N T40/A5 | 95.95 | 9.56 144.64 | 13.04
;ijiiii (263 i) | (5.02) | (0.61) |5.11 (0.57) *|(11.75) | (0.88) |7.27 (0.85) ¥
ﬁ%z L;Aﬁﬁ AS 95.64 | 4.45 | [3.98,623] | 14531 | 5.77 | [5.60,8.95]

T (257 1) | (4.88) | (0.61) (10.36) | (0.88)

N T40/A5 | 96.76 | 13.49 145.66 | 17.86
?if\ii;éi (153 1) | (5.30) | (0.63) |8.02 (0.82) P |(12.18)](0.86)|11.35 (1.12) ¥
ﬁ%z u?*:t%ﬁ T40 | 96.57 | 5.47 | [641,9.63] |144.77| 6.51 | [9.16, 13.54]

(158 41 [ (6.05) [ (0.62) (13.38)](0.84)

. | T8O/AS | 98.03 | 12.28 143.70 | 18.37
fiiﬁiiii (87 f51) | (6.03)|(0.73)(9.14 (1.03) ' [(13.80)|(1.10) [14.88 (1.55) ¥
ﬁ%ZL:%% T80 | 98.46 | 3.14 | [7.00,11.18] | 144.31| 3.49 |[11.82,17.94]

(86 ) | (6.74) [ (0.74) (14.52)((1.10)

T80/AS & T80/A5 | 90.11 | 4.93 133.73| 5.55
T40/A5 ® (112 #1)| (6.71) | (0.61) | 1.46 (0.85) [(10.59)[(0.90)|2.14 (1.27)
MR % T40/A5 | 90.65 | 3.47 | [-0.22,3.14] |133.49| 3.41 | [-0.36, 4.64]
Mg L7=3kBr e [(112 #1)] (7.96) (0.61) (13.61)/(0.91)

T40/A5 : TN I YLK /T La P 40mg/Smg Bl aH
T8O/AS : TV I HILZ /7 AP 80mg/5mg Bl &7
A5 7 AV Smg B

T40 : 5 /L I YL 40mg HiA|

T80 : 7 /L I # /L& 80mg HA

SD : #E¥E{F7E, SE : EUERRZE . CI : (S XM

a) WIS < e/ TR

b) p<0.0001

¢) T40/A5mg BlAHIF 5 CTHLRMIME A 80mmHg R ICE LR T B E 4 L Lz

R AR N E /A
(AT HETF 13D
[RAR Hish 13h
[RAR Hish 13h

HPE R
HPE R
HAE R
HAE R

TR RE AR ]
TR RE AR ]
TR RE AR ]
bl |



V. ‘aRICBEI SIEA

1) BMREEAER
(D2DF)

2) REMHR

(5) BHE - R

@ SEANT—5 Y

A7 = 1 ~ 1 (INC7) OAREM: & if1 £ CHRaE ] M+ 2> 95mmHg LA F 119mmHg
UTFTOBREIZR LT, TAIPILE /T La P E L 0~80mg/0~10mg Hff %
8 MM 5L, ABPM (24 ¢l B HATEY FfLE) ZMIE L7k R, 24 REM R
T HREENRDBFBD Hiviz,

(mmHe)  push)  KEIIENGRER R i
5
11
0
LGN 14 -15 -1.0
fi) 51
i 2
IfiL
E 3 107
2
1t g;) 151 _
= 175 108 174 -169
20 1
254 O 75t sHi 5% (1661)
B 39V 71 A40mg+T7 AT P 5mg M -4 (574H1)
(mmHg)
5 -
11
0
A -14 15 -1.0
S
ity A
i
I :i -10 1
2
L5 151
e -16.5 -16.8
-20 1 19
e 207
25

O 75+ k5% (1681)
B 3V 71 A80me+7 AOTY Y 5mg S 4% -1 (564)

[White WB. et al. : Blood Pressure Monitoring. 2010 ; 15 (4) : 205.]

IR RAERER >0 2 HBAT Lo AREMm M EBE I LT VIV Z /T A

T Y B 40mg/Smg Bl A H F 7213 80mg/Smg Bl A A & WG UK 0 22 4k

ERRE LIRS, RA ISR < | AR 72 B R OWES b3 bz o
fe 1o

CRales 1 REE 1EA> : AENE R MREEaE]

(R HET 1 Eh  tENE R kel

(R B 13 FrIE LR 20105 59 (8) :1344.]

(R KA 130 4hNE R RE 5k

MR L



V. aRICEEI SIEA

(6) AEMERMR

D) ERABGERE (— | O HHERERE

% fE A A1 R
B, BEERARK
BAE, EAK
ELLEAE), W
ERFT®RT—4
R—RFE, =
15 Bl 55 % B8 PR
BOAR

A) FERHRAERA (RYEAICET 234 (&T) ©@

KA OMEHFERTICENTEAEAFI COZRMEROAEIELZREST D
ZEREME LT, EEN BN A VR, PR TS #1L % 1,000
&L, FER234ES H 20 B A58 A & CHr g gk 5 U T S A, BN
246 5% 7> 51,1296 D IEFI ASUE S iz,
AR S 721,129617 & . AR LARE KRBT 722 L2061 Z B4k L 721,109 23 %2 42
PEREHT X RIEF] & STz,
T RVEREAT R GIEBNC 51T 5 BHWEHRBUERI=R (LT, TERHWEHRBIE] )
135.4% (60/1,109%1) TV, AR E TORFKAER (EWNFEIHEZRER)
2B T DREITERZEBLH3.0% (26/869%1) & ik L TEioTe, EREE B
KOG ORIWER & = ORBLEIX, MEREL3% (146]) | BERREL3%
(1441) | MRCRIEF0.6% (761 | OIEEEF0.5% (661) TH-o7z, &
TAECRE L= ERAEROEME, E EF74, FEtED E s
fh, FBERE R W4, MR T30 5 b, AR E TORKRR (ENE
MIFEERER) CTRRO LN o> ZEIERIE, &ifE, mE EA FRGER
Thole, 2O B EOEENS TR TEARWVENERIZ, &ifE L,
ME EFChH o7, milEROMmE LT, JFRERICETL2HFRTHD
MEAR FIEARF OFENBEE L, TZh6e « 2 FACBE T 546 LR )
ICEEMREEADERTH D,
LRVEREAT R GIERI 0N O . ARMEFROTHA 2L W IBIE RSN L, A
MRS RS VIR AL LA 3R S AV SE 11,1086 23 A Zh R AT ot SO B & S
ATz AR, AR, i T =R R O B AR L =R s B 3R S A7z,
AN P 512 K D M EAE OHER 1X72 2E O B i A (SUHE B i /45 5= 3
M) X, &5BRBII HBRNLEEDRZRD, &E5HRBI12T A% (X
WEHIERE) IIXE BT TR Lz, AMIE G120 A %I EIERE (F
HIE (140/90 mmHgAN) 4 2 L 72ERIER) 1373.7% (811/1,1006)
Tholo, BT, AFIEGBLE12 A% O BEEMEERKSE (JSH2009 T
TEF ST PR BAE A AL L2 ERIR) 1366.5% (731/1,100%1) Toh -7z,
22 AV OVE OIS DU CBLURE A T 72 7 kb it A3 0 B 7 Re B D R RV 7
VN & L7

(AW EE]

2) RBFHELT | LN

EREFEDAE
XIEEME L =5
E-HABOME

(1) Znit EERR L




VI. E3EREICEI SHEHE

1. REZHMICEESH
HIEEYMX TS
k3

2. FEIBEH
(1) YERBREL - fERAMRF

(2) ENERMT D
AER A

(3) ERHBRF -
Fr #ot B i

(1) 7o oFT v v AR
FNAAPLE LA REY I, a2 oAV TN BT ALE L
TN, NSAFLE AN E L TN E

2) Ve FkrbBYU TRV AR
=72V, TEL=UE U

(TP ] 1310

TP FEICME WG OT AT N E AT 1 (AT) %
BRICBWTC, £HNFEDE THHT V4T 1 (A-T1) & FER
ZHEEBL L, 2O mEIEERZ ST 2 2 S IC XV BREEREZ RIS 5, 7
NP D AT ZEEBMTE < (Ki=3.70M) | AT\ ZBEENORES
(CREBE L 72V, TV R B L Z 0T 10~1000nM DR FEFEPH T, A-TIZ X 54
w7 Y 2 KRB IRIE A O 1 8 U RO i B 2 L IR ERERIICE FICBB S 5
& SRR RINAE 2 40~50% Ml 5, FARALES 120 HEICBWVTHA
B IR 2R L (tBRE, p<0.05 vs. 2> bu—/b) | {ERIZER
HThHD, £l 77 VX =0 iR ThH D ACE (F=F—E 1) T L
TIXEEE L LT S0,

(7T o\ TR 1519

HARANE D RREALARAFIE T V2 0 BT v o RVITRREGICH S L M ~o
TN T LAOFRANERAD SED Z LI X 0wl AR & O V185 % it
BEED, WU LEFHERORBIIERTHY . FiiIThb s, £/,
OIRIERIESS <. A RRMELFEO TN D,

TFTNAIHPAL L HDHNVET 2u Ve D 5 VIR X B 1EM 20
WHE N OMENE SHR 2 W T, Imgkg 7/VIHLZ o BL O Smgkg 7 Lw Y
EralHIREREO#&ES L, 5 HEREEICIOEZRE Lz E 2 A, Imgkg 7
NIHNAE U BLIO smgkg 7 L0 P T, FAEREMEEIC XY Fm
JEZ3K9 25mmHg X F L, 1 ZEREBROMER FERZR Lz, KIZ, Imgkg T
NIHZ ] Smghkg T AV EPHAT T A 1B S HER DRSS 2170,
BRI E ZJE Uiz, TP AZ 2T Au Ve roff#EbIc Xk 5
JEWCR 2 ERE, B G X 5 mEE TEM (8 25mmHg DK T) 2k
N FBERME FER (8 50mmHg DK F) A& 5z,

YR L



VI. RYEEICET HEB

1. mAPREDES
(1) amLaHn
b

(2) BRRARELER THESR
Snt-MmARE

AR L

1) i
@O Hifal# b 2123
HARAERKEASD FICT VIV VX /7 ha Py 40mg/sSmg Bl Al
BT I YL /7 AP 80mg/Smg BLA 7 4 22 8 e Bi [l O
BHLIEEEDOT NIV ALEZ U RORT L2u V8 OEYBRE T A —
ZIZLUTO LB Thole, HAIO L E LFEKIZ, 7AHIFALF D
Cnax (FHEWLL BIZ EH L7,

FILI YLK TLAaIr

. 40mg/5m 80mg/5m 40mg/5mg Bl 80mg/5m
HElE 5 eome eome gome gome
el Fid &7l & %l i & 5

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)
tin (hr) @ 20.1 (35.9) (233 (52.5) @ | 38.4 (18.9) 40.0 (13.8)
1.50 0.750 6.00 6.00

tmax (hr) b)

(0.500—4.00) | (0.500—4.00) | (4.00—12.0) | (6.00—10.0)

a) (TEME CGRAEBRE [%]) b)) FRfE Gr/ME—&KKME) o n=110

AANEERAL L 2R E LT VIV AT /T AP 40mg/5mg Bl
BF & BEAIBHH ORI AL T XA T EV T 3B, b NTT LI YL F
/7 v T 80mg/Smg ELA Al & BAIDFH ORI SA FT7 <A Z 80T 13k
BR M OV 2 1 [R) S PRI S 38 ) C L AR K VBRI OF F % 22 IR B[] % 11 458 5
L2 EDTFAIFAZ U KROT Aa P oMt EEs (B +
R ) ROEMENRE T A — X T T D LB Th oo, ARAIO M
HeRs e OSSN RE /N T A — 2%, HAIDFHR: L FEEL L Tl v | AW Er R Sk
DILMEZL I THHFITH D Z & PR STV D,



VI. EVEREICEAYT HEB

(2) EREREER CTHERR
SNnf-MmPEE
(D2DF)

(ng/mL) (ng mL)
200 4 61
i . —eo— T40/ASEL A7) (n=30) 51 —@— T40/ASE A (n=30)
41501 —O— B (n=30) 1L —O— HHIBE (n=30)
G5 lrl 1
iy
W 7
+Er 100 é 3
v é
4 2 2
& 504 i
41;2 e
i L
0' 0.
0 6 12 18 24
I R(hr)
(ng/mL) (ng/mL)
1000+ 64
m __ —&— T80/A5ELAHI (n=126) 5 —e— T80/A5E A7 (n=29)
e 7504 [l —0— H#IH (n=126) fit —0— WHIBEA (n=29)
|l| {1]\1 44
7
W 4
3 500 = 3
#+ S
v ¢ -
7 > 21 ;
i 2501 i 7 -
i BE 1 = e
0- T T T T T 047 T T T T T T
0 6 12 18 24 0 24 48 72 96 120 144
B R(hr) (k)
T40/ASECEFA - FIVIV IV F /720 YE ¥ 40mg/5mg BLE#l
T80/ASEAEH : TIWVIHIVF /T TE Y 80mg/5Sme BLaH
THNIYNF VAN =20
H[alfe 5 N NYS PN NP
mon | wmpen BAKl | EAIGHE
40mg/5mg
RS 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) @ Y| 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)
tin (hr) @ 20.1 (35.9) 20.8 (39.8) 38.4 (18.9) 38.6 (18.5)
) 1.50 1.75 6.00 6.00
tmax (hr) ¢
(0.500—4.00) | (0.250—4.00) | (4.00—12.0) | (6.00—12.0)
80mg/5mg
B3 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) 9 |2300 (62.4) ©| 137 (29.8) 132 (32.3)
tin (hr) @ 23.3 (52.5) 9 [21.3 (45.1) © | 40.0 (13.8) 39.0 (13.9)
tmax (hr) © 0.750 0.750 6.00 8.00
(0.500—4.00) | (0.250—4.00) | (6.00—10.0) | (3.00—12.0)
a) HTEEE (RMEBRE [%] ) b) n=29 o) WO (/M- fi K AH)

d) n=110

e) n=112




VI. EYEREICEAY HEHB

(2) BRIRHABRTHER | @ ERrs Y

Shf-MmRE HANEFERA BT 24 FICT VI YL X 2 40mgBE& 7 L1 VB L Smg $E,

(DD&F) FEIET NI PN H L 80mg (T /LI F LK 40mg FEX2 $E) £ T LArTE
> 5mg$EA 1 H 1810 HEZEERREFHREG LIZLEDT I I T
FO7 v o oM ERER K O EIRE X T A — 2 I TD & B
WThole, T7NAIVPILZ L OMBERREIL, WKL HICHEREGRZIZ
HEARTR0E < BREBEKIZ13~1.9 Thoto, £/, TV I P Z 2Dty
R ORI, W& GRE & bICHERG% & EHR % & THELE L T\,
HAID L & LREIC, TAIVILE D Cop lTAERLL EICEF LT,
—. T AU rOmERRERMES T, WSS IR GRS
Tk, BHEREIZ29~35 Thotz, Flo, TABVE LD tna KO
i, WG bICHEE % & ERG% & TEELL T,

(ng/mL) 10HH (ng/mL) 10HH
1500+ 15
== T40mg+A5mg —&— T40mg+Abmg
1 12004 == T80mg+ASmg i 12- —— T80mg+ASmg
- i
b e
Z; 900 Z 9
4 600 13 6
Z i
25 300+ LY
04 0, ; ; : : ; : r =
24 48 72 96 120 0 4 8 12 24 48 72 9 120 144
I [ (hr) ks [ (hr)
RAE 5 TP IE VN =E AT
&5 T40mg+ASmg | T80mg+ASmg | T40mg+ASmg | T80mg+ASmg
Bl %K 12 12 12 12
Crmax 62.3 334 2.89 3.29
(ng/mL) ? (56.1) (83.5) (22.6) (27.1)
1 tmax 1.50 0.875 4.00 5.00
H (hr) © (0.750-3.00) (0.500-1.00) (3.00-8.00) (3.00-8.00)
B AUC. 460 1090 48.5 55.6
(ng-hr/mL) ¥ (44.0) (72.3) (22.5) (31.0)
ti2 20.1 18.4 40.8 41.1
(hr) ¥ (43.0) (28.9) (14.1) (20.2)
Bl EK 12 11 12 11
Crmax,ss 116 398 8.98 9.69
(ng/mL) @ (51.2) (95.1) (26.6) (35.6)
10 tmax.ss 1.50 0.750 6.00 6.00
H (hr) ¥ (0.500-3.00) (0.500-2.00) (3.00-8.00) (3.00-8.00)
H AUC . s 766 1370 168 190
(ng*hr/mL) ¥ (45.1) (72.1) (26.9) (35.5)
t1,ss 19.0 18.8 40.5 40.7
(hr) @ (32.5) (28.2) (12.4) (16.2)

a) AATVIE CRMTEERE (%] ) b) R (F/ME—&AHE)




VI. EYEREICEAY HEHB

(3) thEE

4) BSE - HHRAED
2

2. RYEERL
INTA—A

(1) FRFAE

(2) RIGEEEH

() HREEEH

AR L

1) ORI

HAR NBERERR AN B 7~ 32 f5l (= 16 ) 12, 7AIVAF /T hrdr
> 40mg/Smg FLAHIB L T VL v /7 e P E 2 80mg/Smg il A Al &
HEROZELG Lz &, TA IV NI BRGEL CTEBERHE 512 tnay
O FRAEARIE (B @ 4.00 33 LT 3.00 BE, Z2HEIF © 1.50 35 L OY 1.00 B
M) L. Cuax XOVAUC IZZNEI 63~T1% K N 32~3T%IKF L7z, —H.
T AR TELYD Cuaxs AUC KON tmax IXZEERFF - & BB B L THEEIL
T, RFEORBIIZ TR0 o1,

2) PrEE DR

V. 7. fHEAEH) OHEAZZHROZ &,

(& &)

TNIVANE T AP OMAEER OMEANT —4&) 2520
R A B T 12 BT VL v 120mg &7 L P 10mg % HFH
BHELZEEET L2 UE Y I0mg x HMEE LD 1 H1IMEII9H
MERE DB G OKYBIREZ L L7/, 7 A u Vv v O3y Ehe S
T A —Z I THME G L P GRS CHEEIL TR T A I f
MAEGIZE DT 2V OERNBIRE~OREITRD bR o7 2
e A B L 36 BllcT VI L& 2 80mg & 7 A U E L 10mg & (F
HLlE&EET NV IHZ 0 80mg # B L&D 1 HIEIIH
AR OB 5% DY EHRE & LLig L2/, 7V I v & o3y Ehke
NI A= TR GR PR GREE THELTEBY . T ar v U ff
ABEHIZ L DT NI T OENERE~DREBILGRD bivieh o729,
H) AFOABINTEAELOCHREIT VIV AL /7 Aa P 40mg/5mg X

1% 80mg/5mg TH 5,

J v o= kA MR
ALt
AFH| 40mg/Smg Bl A H & B[R 5% O LHE EHITILL TO LB TH- 722,

(& v 2 % b % ) 0.0364£0.0113hr!
(T2 X LiEiE] 0.018420.00333hr!



VI. EYEREICEAY HEHB

4) 29V75VA

(5) HMEE

(6) Enith

3. B&EHM (KREa

L— 3 y) @
(1) fEAE

FMERR L
(& &)
(FAIHzy] HEAT—H) 7
880+247mL/min (P +S.D.) AT 1. 80mg HIEIFHARMN# 5-
(7 2u e _UVEEE] GEAT—%) P
7.0 1.3mL/min/kg CCEEJE+S.D.) f@HERA S F. 10mg H[EI# RN 5

AR L

(B &)

(TAIYrrr) GUEAT—%) 27

509+193L (¥ +S.D.) EHER AT T, 80mg HEIFHIRHN & 5-
(7T 2u PRV GMEAT—4)

21.4+4.4L/kg CEEIME+SD.) @R AL 7. 10mg BEE#RN & 5

RAFTRATEYTF ¢
MER R L
(B &)
(TAIyrrr) GUEAT—%) 2
TEFERR N 112 MC-T vV 2 VL X 2 40mg TATR & ZE IS HEIC B[R] O 4% 5 L OY
40mg FARNFRRE I G L7z & & | M PR BE D ELik 2> & 3K & T2 i D WX
FIIH 50% TH Y, MFEHRREBDOLIE NG RDIZALAFT XA F Y
TAIEB%THoT,
(T 2au P _ULERE) GFEAT—%) %30
REFERAS TICT A Uy 10mg & B[R OB F I35 IRNE S Lz L
LT TXATEY T 41 64% ThoT2,
fEEERR AN B 112 C-7 A v U BV 15mg & HER 0 # 5 £ 7213 Smg % §F RN
Bl Ui & & OO R P HEIEO L2 SR L BRIET 96% Th -
7=

MR L

(B &)

(FTAIHrzr] (ARAROSNEAT—%) 2

TITEA L KRB EET2-2 2 /X— M A NET L

NONMEM Y 7 b7 =7 v AT LEFAWT, ERBREDEET VIC L 5 E
FfRMT & Tl U7z, EWENREIC ) 2 B EOEBOMGFHT, M/ A K
WEE W T 72,



VI. EYEREICEAY HEHB

4.

(2) INTA—2ZE)
2A

IR 4%

HMERR L

(B &)

(FAIynrzr) (HRAKOHENT —%) P

70T T v AL TR L BT 39%., FERIEE 1% LERIE C 21%m < 725
7o ERrZouF TP FOURICEZ227 VT 70 A~DOREBITRD LR
Molz, AST (GOT) @mfEfE (>60U) TiL, 7 U7 72 AN 64%IK< 72 o7,
HA, BA, EXNR=v 7 ROZFOMO AN (HAANZED) BT 27 07
TUADHIT1:1.02:0715:0932 THY, EAR=w 7 TIHZ VT T AN
) 30%IEK 0 o 7oy, BARANZ G LMo NFIZEL LR Ch oo, REITR
W =k A NOJHARFE, FEfiZ7 V77 A LFLar =k A b
DHMBERBOEBHER THH Z L AROLNTZ, EHEITZZ VT T A, il
T R—= R AL NOGARTE, — WRIRIGEEE B ORI T 75 A b DB E
KTHY ., BICRIAT~DEENT LI YL H o OEIBIEICE G LT D &
N,

(1) WAL
ZHE R L
(B &)
(TAIHrrr] (Fv k) 390
o3 A5 A TR P RE
(2) WU
[2. (6) =DM DEAEZRIT L &,



VI. EYEREICEAY HEHB

5. 5
(1) 1% — HiBE 9
®ai

(2) Imi&k—RRAERIFT
#i s

Q) HAit~nBiTH

REERR L

(& #)

(FAIPAZL) (T k) 239
T B ABATIZA 72 o 12,
VNG 3

R L

R R L

(z %)

(FAIPALEL) (FTvR) M

ENR 12 OV 18 H B OMET »~ 2 UC-7 v X L ¥ IR Img/kg & IR T
ROBL L, BEREBECOWTRALE, MERHEEOT v MoEO#kE
Lol &, R & i U, &5 24 B O IR L PR EE TR0
A7 LT3, Z OO TR . B 5 96 BRI 133~ T IR R sk
i Chole, EIRISHHADT v MIREARG Lz L & &5 24 T 48 [¢fH]
H ORI OM A RE XV @ o723, 48 R fEiL 24 RefE O
SIFRPEIC E TR LTz,

(7 &m P L)

R E R L

U E R L

(& &)

(FAIPALBEL] (Ty ) ¥

BT 5,

HFER 12~13 HH ORILF T v~ MZ “C-T v 2 YL ¥ U IRIR Img/kg % FEHE
BTRAOKEG L E &, B5% 4D 8 FERIZ T TR~ i 6E
DOBITNRD SN, &hE 72 K% I EBARMN L o7,

(7 am PR L] 3

SRR ME 2 AR 2AMICB N T, BARGINT a8 33t +
AT L. Rt 3R B i3 i S SRR B S IS IERIFRE T o T, ARHEL
IRFEMIEIRIE 31 11 26 128 10% KT TH Y | AKX 152% ThH -7,



VI. EYEREICEAY HEHB

(4) HEHE~DBITHE

(5) ZDthDHBiEA~D

BT

(6) MiEHE

SEE=ES

AR L

AR L

(B &)

(FAIHFLEL) (FTv k) P

HEZ » M HC-T VI H v Imgkg Z MR T 1 H 18l 7 B BER D #
HLiEZ A, I, O, BI. 2l kO kB G 8 R4
BT REIR SIS L. TR LIS MR O B REIR FE1X 4 BEREI 14 I i R il
L7z, FSREMERE 1AL, IFICB L TE <. 2D 2B < RES DRk
H BE IR MR PR LV B AR o T, RRERLRE A~ O EREMEITR O bR o
776

(7 b P e~ L]

EER L

ZHE R L

(& %) (nvirosT—%) 37

7 v ey (10000ng/mL) BHFET D EEDOT A IHNLZ L (200ng/mL) D
MAEE ARG EIL 98.9% TH Y, fFEELARWVE X (99.0%) EHARTREIE
fbLZnote, 73 H % (1000ng/mL) NEETHEEZDOT LrUE S
(20ng/mL) OMAEEHMEARIT923% THY, FELRWVEE (924%) &b
NTRELS B Lo T,



VI. EYEREICEAY HEHB

6. X
(1) KRBEHBLELKRD
B2

(2) KBIZE5T 3
R CYPE) @
ST, HEE

(3) FIELEEZNRD
FERUEZDE

P
(=]

(4) REMOEHD
EERUEL,
BAELE

RZHEE R L

(& &)

(T IHz )
7SR B OV Mk
(7 bva DB~ L]
JiT ik

(7> k) ?

HEANT—5) 3D

MR L
(B &)
(TAIPLEL]) (invitroT—%&) 384D
FELTCUDP-I s /)T A7 2T —F (UGT) LB 7 vr
Bl TREansd, F 7 2 —2A P-450 TIXRH S L7e .,
(T2l Ry VEEE] 4
F 7 m—LP-450 (CYP) 3Ad4ick-~TR#shsEEZOLND,

MR L

(B &)

(FIHNZ] (T k) 849

R ORI T 77 v CEERREIZ K D PIEIEIEN R B 5,
(T 2au PRV (GEAT—%) 3V

WELRE R A Z T 208, TOREITRE R0,

AU EE R L
(& &)
(FAIyrrr) GEAT—%) 2 (v h)
KFNDOAEBNTOEERBEWIL, TAIFALZ DIV 0 BEIKRTH
%o BEEER B FI2 UC-T L 2 H L Z o 40mg Z RN Eife R G L= & &
PR RED 84% UL ENREIKTH Y | RV IZT Vo v o BRAIRT
bHoT,
TNIVNZ DT NVTa BEAIRIE, TAIYLZ o0 3 EREICHSET
LHEZHWTS, BT v FOIRRMINER T P47 v T HER
STk L THER 2R S 7220,



VI. EYEREICEAY HEHB

4) REHDOFMED
BERVEMSL,
FELLE
(DDF)

1. B
(1) HEAERAL R UHERR

(2) s

(3) HEiRE

(7T aa Ve _UVEEE) GAEAT—4) 4O

FLHRMAT Y 7IEV e Fev ) PUEaRe ) YUl b I 58T
bV, THIZKVEBERIIEEAT D, Y Rre ) DUESNEEL DT
TV W IR S e h o T,

R L

(B &)

(FAI¥rrr) GHEAT—%) 2

REITIE L A PRt ST, Ko EH %2/ L T3
(TarT v k) GNEAT—%) 40

PR R OVEE

R L

(z &)

(7 v 2 % v &2 )98 GEAT—%)

AARNERRA S FICT VI NZ 27V B ERFHERE O &5 KO’
BRERAEE Lo & &, RO BEPEERIT T X TOREBRFE T 0.1% KT
ol

SREAFERERR A B 12 MC-T L YL L 40mg A 2R ICHE AR O &G L
To b x| BG4 144 B £ TORSTREO R L O PEEERIZE L 0.5%
N 102% TH Y . WIS =T v P2 O RKERS NP I YR S 7z,
(T 2u P EURUVERE] ¥ QMEAT—4#) 3D

TAhu Yl LT 25mg X Smg AR NICHERE DL Lz ok
5% 6 HE £ TORTEMEMRIT, VFRLOHAREIZENTHH 8% Th-o
7o. £7225mg & 1 A 1A 14 HREIRERORE Lz & & ORPYEER IT#& 5
Bt 6 H H CIZIZERIREBIZEL, 6 HHLKEDO 1 Y4729 OREEDIR
PRI 6.3~74% T - 7=,

fEFERRAIC BCHEfE 7 AP By ISmg ZHEHFR LG L&, 5 12HAZE
TIZHE G HIRED 59.3% TR T, 23.4% X IRt S 4. RPN RED 9%
EREMETH Y, ZDIENIC 9 FORFMPRO N, B, 26t
T e e a2 Lo SEBERITRRD v T,

e N B IZ AR Al 40mg/Smg Bl &4l & HLRIE G- U 72 e O TE RN ER o &
BOThHom

(= v 2 % v & ) 20.1hr (35.9)
(TP Xy feia] 38.4hr (18.9)
K SERIME T B LR 5 %)



VI. EYEREICEAY HEHB

8.

FS v RKR—5—
ICET 2 1EH

9. BIEIZLBREE

10. HE®D

11.

EBHE

Z Dt

de 52

B3R

85y

RZHER R L

(B &)

(TAIVAH]) (invitroT —H%) 0

TIVIPILE NI AHET =4 Uk AR Y X7 F R (OATP) IB3 DFEETH -
7o

(T oo XL

AR 72 L

EER L

(B &)

(TAIHzr] GEAT—4) Y

MEEHTFRER £ 0.01% LA T

MmgET B 6 G (B4, LMk 2, FHFER 37 ([CHFLTT Iy
B 120mg & BB AR 5 R ICHEIR QG L2/ R, BT L 2BRER
£ 0.01% LU FTH-7,

(7T au PRy UktE] 52

MKBENTRER : 14~18%

(1) JiFksEss B

(TAIHEy] GHEAT—%) Y

Tl B 5 12 5] (Child-Pugh 77%8 A (8JE) : 84, B (F5IE) : 4 )
WZT VI H 2 20mg KON 120mg™ &R O G L7z & & | R AT iR L
Conax [T 4.5 5OV 3 580 <. AUC 1E 2.5 (5 KON 2.7 (& 0o 1=

MKIFEEOH HBFICEGT L8 6ORKEGEIZ 1 H 40mg ThH 5,

(T Ar Ve V) Y

fFaEZE 3 (Child 9% A, B) 5 fllC7 2P & LT 2.5mg % HE#E
Lice & EEMRANCHS, B5 2 FEMZOMFRENFTEIC LA L, s,
AUC 1Tl 2 R LT N A BEEITRD b ho iz,

w) AFNOARS ML A& RAIZ LA LE 18 (FAIPLE /T say
By L LT 40mg/Smg 3 iE 80mg/Smg) RN FRET 5,

(2) mEilind

(7T aa Ve Ry VEs) GAEAT—%) Y

Elbn LR 6 B (BE 2 B, Lotk 4 B, EHERR 79.7 %) 1T AnPE
& LT 5mg & HiEl, KO8 AMRERE Lz & &, HiEMFEE (56 i,
VAR 22.3 %) ITH L, Con XOVAUC IZAEIZEMEZ R LT,

R L



I. =% (ERLDEESF) ICEI SHEHE

1. BEERELZTOEH

2. ERRB L ETDHER

3. BNREXI(FBHEIZE
EYLHIEEED
HEH

4. RERUVRAEICH
EYHIEEED
HEH

BREINTW A

2. R (ROBHEICEHFEELENI L)

2.1 RAIO KR OTE Ra el ¥y REEWIT3 LigoE o BEERE O &
LB

2.2 IR SATAEIR L T W D RREMED & 5 et [9.5 ]

2.3 YT D3k D THEWEE SUIHBERITFEEF 0 H 5 B3 [9.3.1 2]

2.4 T AX LU T VBE RGP ORERFES (72720, hoRERR%E
ToThRrBlEDa L bu—ARE LI AROBFEZRS)  [10.1 2]

(fEn)
2.1 HEEEoO—RFERI & UCRE LTz,
2.2 7T vy N REETIAIR N ACE FREAFLBOEEFHTH 5, 4

PRI ORI SRR 2 Ete T v V4T v T2 FIEERA 2 %G Sz
I ESE D B CTHAMDIE, IR - FAEROFELE, HAEROKME, BA4,
mA ) U AIMSE, BHEDOEA R OFEAREDIEIC X 5 & HER S 5 MUk
i, BEEHEEOFE., MOBERRENS LN LORERHDH, T LrY
v NI EM R SR TR RN I 59 L ATIRIIRD G K OV iR SR 95 =
ERHEINTWD

3 BRIORS TH DTN I P NAZ ATREKE LTRIEE A ERPICHE S
N KESBIETZA LT, 77 o sigfdik e LTERICHEt SN 5,
o T, MR OPEIEARMEZ TV D L 9 R BECHERIFEEOH 5 BE TIX
AANPESNC M SN TEHT D820 D,

AT VAT oy o MR REESH KL O ACE [LEAISLBOEZEHHTH D,

DIERIS R E 2R & LCT v UF T v TSI HI % ACE FRLEHA
T U AR L7~ Vg A EREEG U BR O PRRATIC BV T JEESE
PR AR, BREREREE . M Y U A E R OMRILED U R 7 A35E % L TREfEDs
AR INTe, EDOEDORMEMEN CTlX, fEZET H0MEE, &8 Y U AMAE &
WKL EDRBLEOFER EFRRO BN TND ¥,

(V.2 ZhEESUIZNRICBET 2 ER) 22MT 52 &,

Va4 JHELOCHEICEETER] 22RT52 &,



VI. %€t (FRALOIESE) BT 5EE

5. EEGERNIE
EEDEH

8. BEELERWIE

8.1 AANX, 7 IHNH 2 40mg XX 80mg &7 LT B Y Smg & OFLS
FHTHY . TAIYALE LT al ' WGOREANEET BTN
DT, WUNIAKI O 2+ 22 &,

8.2 BRIEAERICE S KA, OFEWV, S60XNHLDLNDLT ENHDHDT,
mETESRE, H BB OEEREfER A1 O R 2 B E T o BidiEE s 5 2 &,

8.3 FfirAl 24 FERITHE G LW Z ENREE LW, T IVAT Vv IR
KIS TAR G T OBE L ML OFINPICL =07 VT v R
OMEMERIZ L D@ ERMER T A2 E 2T rRER S 5,

8.4 AKHIDOKITHDLT NIV NE 2G0T U T v v %R IRKE
ARG RICFREDOEELRIFEER D bbb L ORERH L DT, F
WRemA L £+ 570 L, BlE2 2T 28, [11.1.5 B3]

8.5 AFIDORKSYTH DT v Ve i A R < #5 P E% bR
IRIRBEEN RGO B D DT, AAF G- P IR I OREER 2 %
LXE, HELMICRGHBICEET 2R EEEICRG T2 L,

(figan)

A EKANIT NIV NEZ L RORT a2y datilaRchdy ., +
NENDORWERDB BB T 2BENNHLZ bRt Lz,

8.2 BIEAILBEOEEFEHTH D, AAIEGZIC, ME TS Kph, Eilk
EELENDLDONDIBETNNH D Z LD, BENESIEE, ABHOE
RS2 0 O R 2 B E T 2 BRICITEE T2 X 28T 52 L,

8.3 TrUAT vy NZFKEEHAIM CNACELFERLIEDITEEFHTH D,
FE IR, RO EOFAIC I 2 MERTFICHLTL=0-T oY
FT v R BPRENEICERTE L CIERHERF SN D Z 03 d D, TRl T v
I UEERT S E ZOMRERESMERET, MEHERESREIC 255
TNRHDH T N, FNAT 24 FEIIAA Z G L2WZ ERNEEND,

8.4 TV L RANZIBNT, TR (IFEREOE L) NEREShTns 2
END, I v vx s m A E ) A) ERERICZ S OSER
ORBUCEETDLZ L, BT A I 3Bt it S b 720,
o (IFRERE D EAL) OFBUZ L 0 IFHEREME T L7285 B iZiE T v I v
COIMHYREEN EAT D RN H D,

8.5 AHNDOWSH THHT 2P NI EASKEBEFHETH D,



VI. %€t (FRALOIESE) BT 5EE

6. FEDERERI S
BAICET IR

(1) EHHE - RMEES
DHHEE

I BENERETEITHIEEICHT IR

9.1 AHHE - MERZEOHDHEE

9.1.1 MEILESHREEDOHSBEXIAETCEDREEOHDEE
R LR 22N E I SN D56 2BRE AT 5 2 &, BiiEo
JDRAREKIRAMWEDIR TIZ LV SIS B2 B S 2 BENNH D,

9.1.2 @AYV LMEDESE

BE LR E SR L S 2 5G5S EHITTL 2, mA Y
U AMIEZEEIELBENDNH 5,

Fo, BHREEE, 20 br— L RROFERIFEICE Y MIED Y U LERN
LSRR TWERETIE, MEL Y v MEICEET D Z &,

9.1.3 NMEREDHDHEE
WEWEORENMINTEREEZ5 &R L, WEEZELIEIBENANH 5,

9.1.4 BRELBEREPOERSE
BHENOREGZBB L, MET 25013 HRA 2T 2 L, MR ILER
TEREZITBEARS D, [11.1.4 B8]

(fi#70)
9.1.1 7oA T vy v IR FEFEHH KO ACE EALEOEEFETH

%, WHAIPEEEBINREEZE D & 5 BAA T T VAT v v TN B il HAE R %
IAE S ETREREABEDHEFF SN TWD, 20K 5 2B T ACE FLEH
BG4 5 & B HE IR AN EEE U, SRERIE AREME T L CEM#RE R & D
RN T 22 EDRMbNTWD, T oAT o T2 ERETRATH
HARKN G FRICERT 2/ BEMEREZ 2 6D,

N2 RADOKS THDHT NIV NE L, T IO T vy M2 KRR
Ko THET LTV AT e o Waifil 2206, gAY vLa% Lk
AEELAREMENREZ OGNS, ZOEDED Y 7 AMAEDOBREIZBVTIE,
AENOBGIZE V&Y U AMIEZEIELIEBEZNALH 5.

1.3 M AEREE O & 5 B T, M O — I @ E ORZE e L i iikEE A E
CTWAHAENEL . ZOREER L AR ORI 1 i i & R E 5 2 7
DEARRITHLIR U, WlLE OILE PRENE T LTS, 2D & 5 2REET
VERE VR E DR T seh 3 2 SO AN 55 < | 4L 9L 0D 2 C U JR) T L & 203
HEFEL DB < 720 ZMOREEICHE D 03 < 72 B & ORRE CHY R AT if i 2223
b3 % & R MR BRI R D | BEREREE A X -9 2 Lt b,
BEER OB GIZEY ERRO XD 2ERTEOIR T RE Z 5 & Mtk T %
SlEE L, WREREZELAIEIBZENAHDL 2 0D, IMILEREDH 5 A
FIITEEKEE L L,

9.1.4 7o VAT U UM ZHFEEETAI R OV ACE [HEAHLBEOEEFHTH

5, FERBETEH., RIREOHDICED L= iEERNTHE L THDTED, T
IV NE o OBEICIVAMAAMTEIR TE2REZTBENLD D,



VI. %€t (FRALOIESE) BT 5EE

(2) BHEEEERE

(3) HHREEERSE

9.2 BHaEERE

9.2.1 EELTEST (MFI/LT7F=ES. Ong/dL LLEDHE) OHLESE
BB E2B8ENMLH 5,

9.2.2 MRBEHMTDESE
BHENOREGZEG L, 8T 25813 M4 2179 2 L, AR ILER
TErEZTEEARD D, [11.14, 132 2]

(fi# )

9.2.1 7T i MZARFEHHI KON ACE ILEAIFLBOEEHHTH D,

(T2 YL F o HHAD
RS (PSR 6 Bl mE 6 B) A mMTEREESGE L
KB RERBAER (BARAT —4) 59 KO PPK fighr (B A A K OSME A
T—4) Y OFERPD, BEECRTICE 2T A IV A2 U BEIOs )T
T UANDEBIIINN T EDNRENTEY | RNEE~OFE T2\ L&
2oz, TEENOEFRRBERN D, BEEA IR 8ER
B DR oTz, LEDZ LD BHRROIKT 2 & L7 HEME I8
gWhenwkEzZ b,
ACE PLEANIBEREERN D 2 & Snen b b | B eIk 2 B4R 112
LIRS D2 OBHEREDKR TIC LV BEELEZ T ERMbN TV D,
T VKT v DR FEEGAITH 2 ARK b RRICERT 28200
L b, EEREELE,

9.2.2 7o VFT v MZFEREEHH KO ACE FLEAILBEOEEFHTH

%, ERRBHETIE, MEREORDICE D L= iEERTTE L TV AT, 7

NIV EOEFICEY AR LERTEZEZTBENRH D,

9.3 FiREERE
9.3.1 EHADRABHTEVWEERIEELHEZTOHLEHE

B LW &, [2.3, 9.3.2 B8]
9.3.2 FrigaelEERE

TP E ATFEZEF RIS N T2 TAI VA Z DI )T
FUANKRTTHZ b D, £, SMEICW TIFEEEE TARA O i
HREEDSK 3~45 5 LR 2 2 s ShTnd, [7.2, 93.1, 16.6.1

Z ]

(fEn)
9.3.1 N2, Z22NFELFOHEB] OESK



VI. %€t (FRALOIESE) BT 5EE

(3) HHeEEERSE
(DDF)

(HETEREZRT S

9.3.2 KHIDR I TH LT NIV NZ R EE L THIFFICHEND Z &

WCER L-E#HTH D,

(T L2 Y& Bl

JFREE AR 12 1] (Child-Pugh 7038 A (BJE) : 861, B (L) 4 41)
EXGRELTERBIZBWNT, T I YL U OIYENE/ ST X —H (Cpax.
AUC) 1 TREFERANICH L ERA T2 L0580 o, TOERE LTIE, H
PRI ARIE L7 b o EHERl S GFEAT—%) V.,

Fro. TAIH g RGO PPK BN OfE R D ATEEREDOIR T L7 AST

(GOT) @it (>60U) IZBWTZ VT T AN 64%K T L, Cuax X
AUC (o) DR RDBEMBRENT (BEAARUHEAT—4) 2, Lk
DGR 72 B ONCHEI O URA SCE TITIRIE - PEIEDONFREEBE CILER L
THATARETHL ZENTHENTVDLZ L LEEL, EEELHE L,
(7 om oy A
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EHEAICIE, Bl ERIET S b,
QKD FEIFIZOWT, AFIFEGHBRICEZRICHATLI L, F2, #
H b MEICIR AT S Z &
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HH~BITT D2 BB ESNTWVD, 72, TAIPFLZ OB ER
(7 v AR, HAEZOFKAEK ORI OKEIZET 28 EKk) ©
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TENRHE Y KR TEBY, TAuPE it MREALTABITT S L AHE
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D 4 BAEFROIKT, 50mg/kg/ H 558 THIAE R ORKRE &K ORI ORI
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FHERIE DI LY 720 P B DM EEN EF 3T AREEMNRE 25
b, T, CYP3A4 FHEA L OPFHICL Y 7 aa P O RENMET
TAHRRMEREZEZ BN, $7-. VL —TF 71—V 2 — 2% CYP3A4 fHE
VEZF 35720, AFERMAICEY T 0o oM PEEN EH 3250 H
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L&k FPHIELARENBZOND, 20D H Y 7 MMERFERIRAC A U
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W, M BRSNS D SN SA IR, BEDICHEY R AE AT
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0.5~ 5% AT 0.5 % AT 1 AN
Mg = L A7 81— k5
O E Y BERIS, mipE, JRP7 R
v BERTE
BRI . ARPIR. TR,
B R fiEge . s TR A
i BB LA
R Mg H U v A MiELY 7LD, KT b
fise 2 U U A IfiSE
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RBIEREOFRBUEFIHE (%) 2.99 5.41 435
RIE 45 oo e HEBUREF 3 (%)
mEH VL) RREE 1 (0.12) - 1 (0.05)
2 1. 1 (0.12) - 1 (0.05)
R#BELUREESE - 5 (0.45) 5 (0.25)
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ROE - 1 (0.09) 1 (0.05)
TWYGEED) - 2 (0.18) 2 (0.10)
IR A - 1 (0.09) 1 (0.05)
* 2N LA LME - 1 (0.09) 1 (0.05)
hERESE 1 (0.12) 14 (1.26) 15 (0.76)
* 1 1L - 11 (0.99) 11 (0.56)
EiINES 1 (0.12) 2 (0.18) 3 (0.15)
*ar he— /L REOIME - 1 (0.09) 1 (0.05)
EIRER. MIZRE K UMEIES| 2 (0.23) 1 (0.09) 3 (0.15)
i 2 1 (0.12) 1 (0.09) 2 (0.10)
B 1 (0.12) - 1 (0.05)
BiaEE 5 (0.58) 4 (0.36) 9 (0.46)
-Ra WAL 1 (0.12) - 1 (0.05)
M R 1 (0.12) - 1 (0.05)
TR - 1 (0.09) 1 (0.05)
1N RL IS 1 (0.12) - 1 (0.05)
ERESERUNL R/ 1 (0.12) 2 (0.18) 3 (0.15)
R S - 1 (0.09) 1 (0.05)
A% 1 (0.12) - 1 (0.05)
L i AR R 1 (0.12) - 1 (0.05)
FFREE RIEE - 5 (0.45) 5 (0.25)
JHF e S 5 - 4 (0.36) 4 (0.20)
JiF PR - 1 (0.09) 1 (0.05)
REH L UVE THBES 2 (0.23) 3 (0.27) 5 (0.25)
I - 1 (0.09) 1 (0.05)
A2 1 (0.12) 2 (0.18) 3 (0.15)
5% 1 (0.12) - 1 (0.05)




VI. %€t (FRALOIESE) BT 5EE

& 5 B B EIE % B
JEE R OV AR A A5 i 5
it

(Do%)

& LR, BOHE,
HIEE K OFHOA
ST SR O FIE A
FE B

BIE R 25 o fi FEHIEFIER (%)
MERRE I VESEEES 1 (0.12) 1 (0.09) 2 (0.10)
R 1 (0.12) - 1 (0.05)
1y Y5 i - 1 (0.09) 1 (0.05)
BEELUVIRKESE - 4 (0.36) 4 (0.20)
B PR E - 1 (0.09) 1 (0.05)
TR AN A - 1 (0.09) 1 (0.05)
B RE I E - 2 (0.18) 2 (0.10)
— k- 2BEEFLIUESE
B e O 4K 1 (0.12) 2 (0.18) 3 (0.15)
I 55 1 (0.12) - 1 (0.05)
B TR - 1 (0.09) 1 (0.05)
7 NE - 1 (0.09) 1 (0.05)
BRERBE 6 (0.69) 14 (1.26) 20 (1.01)
To=TI ) R TUR
SR 1 (0.12) - 1 (0.05)
TANGEUBET I/ B
S %7 o TP 1 (0.12) - 1 (0.05)
7 L7 F R ARF
J— R 1 (0.12) - 1 (0.05)
L7 V7= 8 - 1 (0.09) 1 (0.05)
e U o A 1 (0.12) - 1 (0.05)
NS i 1 (0.12) 3 (0.27) 4 (0.20)
*fJE EH - 7 (0.63) 7 (0.35)
1. P PR & #50 - 1 (0.09) 1 (0.05)
1 H R R EE N - 1 (0.09) 1 (0.05)
- ERERECEE N 1 (0.12) - 1 (0.05)
vy =T NVEINNKNT R
55— PR 1 (0.12) 1 (0.09) 2 (0.10)
% @ PRHITE Z2WVEIWER « RYYE MedDRA/J Ver (17.0)
ARBEFCOERMNEIERAREE
de VAT | RITEA mIEH
RERC N SR | BB | B (%)
a &t 869 26 2.99
i 661 19 2.87
v G
@ 208 7 3.37
44 1KLL T 101 4 3.96
45—54 % 307 9 2.93
s i [55—64 1% 297 6 2.02
65—74 % 150 7 4.67
75 mkLh b 14 0 0.00




T (EFRLOZEESF) ICBY SHHE

AEBE TOEENEERARERE

e 7. ﬂéﬁzﬂ{ﬁﬁ %M’Eﬂﬁ RIVEH]
KIGIH | FBUIHE |FEEE (%)
1 A 89 4 4.49
1—5 AT 292 4 1.37
L 228 1 4.82
10 4524 E 260 7 2.69
- o . 7L 84 1 1.19
HY 785 25 3.18
7L 653 17 2.60
HY 216 4.17
fik @ B £ H OF H | RIS 24 8.33
Ca fEHU3E 0 0.00
Z D 198 4.04
150mmHg i 628 13 2.07
150 —160mmHg i 156 10 6.41
L 0> S 160— 170mmHg ﬂ%{ﬁﬁ 60 1 1.67
170 — 180mmHg A 22 2 9.09
180 —190mmHg ATt 2 0 0.00
190 —200mmHg ATt 1 0 0.00
90mmHg AJiii 126 2 1.59
90—95mmHg i 340 12 3.53
95—100mmHg A 222 4 1.80
AL FE 0> A 9 100—105mmHg ﬂe{ﬁiﬁ 115 6 5.22
105—110mmHg A 45 2 4.44
110—115mmHg Aif§ 21 0 0.00
115—120mmHg A5 0 0 0.00
120mmHg LA 0 0 0.00
70bpm A 431 13 3.02
R 31 5 0> 4 59 70—80bpm ﬂeﬁaﬁ 300 9 3.00
80—90bpm Ajifi 114 3 2.63
90bpm Yk 24 1 4.17
A 869 12 1.38
6—12 JH A 856 11 1.29
B 5 M MY 1226 A 257 1.17
26—52 A 252 0.00
52 #LL k 250 0.00
F L X ¥ L & |40mg/Smg 646 22 3.41
/7 sm Y E Y 80mg/Smg 247 4 1.62
a) JEALILE,
b) GBI RGBS CRE LZEWER 2 &5 Uiz, F—#HITHRe 25 &5

MX THEEORWERANRRI L boixtnEnghldig Lt L T4
TNV NE /T v Y E Y 40mg/Smg & 80mg/Smg Dl 5 DOF 5.3 Tz,

c) 24 Bl

L7,




VI. %€t (FRALOIESE) BT 5EE

9. BERBERRIC REIN TV
RIFTHE

10. BEHS 13. BEHS
13.1 fEdR
TAIH s oomERHE (640mg) 1T XV | KIILFE &K OBEIR2 H 5ot
T DOWRERD D,
TARYECTIE, BEOREMEIRIZEY, Y a v 2E50F L
JEAR T & B4 %EHJR%E_?“_ ERBH D,
13.2 W&
TV IV F AT MERIE SR, F, TV BV AT mIRENTIC
LoTRESINRY,
TAuUE L EARBERRE WD BITIC K ARE iﬁ?ﬁj“(“ifgb\
Flo. 7T LAV RUVEBERAERIEER KL LTZSEG, 748
DB U ARUIVERIED AUC 13X 99% A L, IR 2 B T 49%(@2/}\ L
el ENG T AR VY R VIR B G R O W L E & L
PERBEENAEDTHD EHESN TS 7, [9.22 5]
(g a5t)
AHNOEERRBRICB W TRERGOFITRE SN TRV, T I Ly s
DUFIERABR CHRENH D,
QIEF OREE (T IV Z o OBERMG (EIMERRR) )
<M AR > - 20 RN
<HEFGL>OHEBEO B FZEM
<G - BHE TOHM >160mg/H - O 13 B Q%5 49 H#%
< B OFIE K& OBETE R > R b [ 55
<HLE - BRI E >
BEIL2FERNCS BRERSH Y, DFHEEIE 1.5 Fali HEHEE (X Fe ¥
s Arurrv7r— 8 BT 5, TAI VA 0O T EE BRERR
:ﬁﬂua‘é FehH 13 RIS TR BEL, FFICAEETEIE, &5 49 HiZ
AFEBERA, FTEOHEICTAHZEZRTD,

12 : 30 BLERREIC CRAEJREEIZEIZN S, BP150/110, HRI120, MEULEK
25-30/4y. A, BUeE. EMERERG- 2200 5, B0 GHERIS IR
FIIAAN 4 815y 20 §8) ZIRA L= LA O, Bk v ah L
BEA 3 SEAHUH T, BIBEORE SR, $%i160mg/5#25ﬁ (1 [BiZ 80mg
BE 2 [l RO 7 B AEE 3 EIRA) I2HIV B TH TV,

14 : 00 JRfAE,

15:30 JIRZEE, ICU (2855, BP120-130/60-80, HIE S AL7-fx b AR i+
129/59. 115/72, B e OIMLE 150/110,

BH  FMRREAEZT D, ME 130/70,

48 FEfE 4. BB, AHIE ARERORREZR L,




VI. %€t (FRALOIESE) BT 5EE

10. BERE
(0D%F)

. BRLDIE

O 7 L VB ARUIVIRIE O SCE HER G ) OIEIC, RO K9 725l d 5,

AR >IEEORMMAEIIRIC LY va v 7 2B 0FE LWMEET & 4
PEFRZ R Z T Z LD D,

<HLE > - FFRFERED = F — 24T\ SENCIEZ JIET 5, #FH LV
JEAR T ARD bz aid, Wkozs b iR ok 5%, Ll R
(CRT DHEZT D,
FTER D SE LR WGE T, BRILIEEN OPEREICERE LN H
FEAIOERE 2 EET 5, KAITEAFBERPEmWTIZO, BITICLD
PRETAZTIEAR W,
£z, ToAu Ve RHERICEERZREG LGS, 74 0E
> AUC 1 99% i L AR 2 Bef]#% TIE 49% A LT Z &inb
ATt P G- O WM AL E & L CTIEYERER G DR AEDTH D L
WEINTNWD 7

14, BREDIEE

141 ZRXABHFDOEE

14.1.1 PTP W3ED AL PTP > — b bWV H LU CTIRAT 2 L 5458325 =
&o PTP ¥ — FORREIZ KV | BEWSLA AN BB R A~FIA L, B2 4L
ERILTHIRAREOEERAIHELIRT 22 b D,

14.1.2 AFlZBZICIRHA L TWLEEICIE, BHERICRAT S L 5EE
BH25Z L, KAIOESY TH DT VI P NZ OB e TR E O B
T, EERER G LG EE, BERE XV T IV L2 ooltiR
EREm< b2l tn@mESNTEBY, BHEHLZ BB T 2811 H 5,

[16.2.1 2]

(i)

14.1.1 BEHERE 240 5 CER 8 E3 A 27 HAF) KO 304 5 (CFRK 8 4
4 H 18 AAF)  TPTP RAHICHRIZ DWW T IZHEVWERIE LT,

14.1.2 TAIVNE L OFEYBREITRFOXBELZIT L ENRENTND ¥,
ZOREOBBEBRAL TV BEIIHEARKRIRATI IR0 &,
Flo, BHELG SN TV D EBEEICEERR ST 256100, mECRET5
NP




VI. %€t (FRALOIESE) BT 5EE

12. Z0HDFE

(DERRRERIZED <
LE:

15. ZOHMDEE

15,1 BREREAICE D CIFH

REBERIZA S22 TRV, 7 A0 P8 R VERIEIC K 21806
FZERLAHENR (DEMEM A B L) BAHOLNTZLDWMERDH D,

(fiEan)
ARNOKZ TH DT L0 VB NUVBREICE S EERHRETH D,

(D) IEEERHAERIZE D | /HESNL TV AW
< 1E#R




X. EERREABRICRII HIER

1. FEEHER
(1) ENZEEHER

(2) REMEEHR

(3) T Dt D F I ER

2. EMHHER
(1) BE% 5 S AR

Q) REHESSHEHER

[VI. B3PI BET 2HA ) 28R

ARANTAS AN BT 2 BKRBOEE « RLEOHIE - HEOHMAGDETH D
To D ARHN O L PSRRI I L Ty,

AR L

(= v I ¥ v % V)

7 v P RO X TOBRMERBRICI VT, IEF MEIC3 U CBE 2 DRI
Q4 BERILLE) MEER FE2R L, LA, 7y b Q6HEM) ® /213 A
X (52 3E[) ) 1ZE K 500mg/kg £ TREHEG LT, LEXICEENRD
LN AEIREZFR LTV T5H 2 &id o,

AR (Imgkg, O, 4 X) IZBWTH MU o AFIRERZ2R LSS,
m AR (1000mg/kg, #EH, ~ U R) IZBWT S FARMR R, REMRER,
H AR R, LRI x LT D e KB E 2 /R X 7e o 72 7089

(7 ou P R

HUERR L
AR TSI YL T hua VR VR
AN U C % S v h® LDs : %
NP 2000mg/kg #A 1 393mg/kg, ME 686mg/kg
% &
2000mg/kg A

(FAIHz)
T v MZET D 4, 13 L0026 MR O£ 5w ERER 68 999 ¢1d, (KEH
ngnl, B RO BARKEORM, MR AE O, JRFEFRM,
JLVTFUEBIOEMRED LR DIREREORD B 0F R Bk A E
DK - W X OEBEREORZE NI R & L TR b, 4,
13 35 KOV 26 W M SAE R O 535k BR O MR IXE 21 10mg/kg/ H R
i, 4mg/kg/HEB LN Img/kg/H L& 2 bz,
A XD 4, 13 BEO 52 BFEKER DL FEERR © % 7 1280\ TH T v
N & FARRICARFI OSEBYWERIZE R Lo RMEH & B b7y,
PEEITZNE I 10mg/kg/H, Smg/kg/H I L O smg/kg/H &5 2 Hiviz,




X. JEERIREAERICEIY H1RA

Q) REHERSSHEHER
(DDF)

() EfaEEHER

4) NARMEER

N AN 3 -

Ty MIBITS 3 » AMB LIV 12 » ABKER DG HEERBR CIX, AHE
WA, EKE, REBLIORFT MY U A B U UL 7 e — kR
O LH R, ~E7me & v b2 Uy MEOEE BF MmIED
VoL, F I UL 7a—)LORERT, /NEEEOREILRR X ORI
FOEEIREE ORE, DIRE & OB b,

3 ABB LY 12 » ABRKER ARG EERBROERELZERIIZAETN
3mg/kg/H 3 LU 2mg/kg/H &5 2 HivT-,

(FAIPAX L LT ARV _UEBEOPEREE) %

TNIVNE T a2 N ENEE 40/10mgkg/ HDHETT v
MZ 13 RIS Y fERRG LR, BESh T RIIvTis 73
PILE U HDHNET Lu P ORAR SRR TRESATVWDHRE —
T 20 THY  WEAOPHE G L > TH 7= 2B ET IS4 Uiedo
7o £z, ZTNENOFMEFT RICHEA O MR G-I L 2BEDNR LA DN
o,

(FTAIH Lz

B MU UERE W in vitro Ye R R RER TR, MRFEEN A OGN DR
JETORBTEIALROHAAE T TEBETH 722 | X AIF 7 AH %
W= 18 7 28R 8 BB (Ames iBR) 10 B LT v A =— XA A X —fifi
FlAE ok V79 ML 2 B 7o R ZE AR ABR  (HPRT 3BR) Y oW T
b, RENEH LR OFE DO TERFMITRO bk oTle, £z,
~ U AE B A O ERER 1Y ofE R b REETH o 7,

o T, TNAIFNNZ UREIRERICB W CBEENZ AT ATRetE I T
R &l S Tz,

(T oI Ry LR

MU ERR L

(TAIPz ]

~ T AONAFEPERBR ClX, 7AI T Z ORI THRERENE R

FTHESIFRO bR -T2, T v MIZ 104 BEREREEB G L2k R, FRIR C
HIRBRAE S 100mg/kg BEDMETAH EICHM L 1 0 UL, C HIHEE AL
BEY C MBEORAIITZENZNLREEE OMICAEEIZALNT, £
7o, CHERREE AR, C MIFEARIE RS & O C Ml 2 A5 L CRPT L7 fRIc b
TGRSO B Do 12 104109

LEDKRNOTVIFNANE NI T ABLOT v MZEBWTHRARMEE
IRE TN D Ll S e,

(7T a3 LRt )

HMUERR L



X. JEERIREAERICEIY H1RA

(5) £REFEFHHER

(6) RISt ER

(N = DD %R EMS

(FTAIHrz)

T v FZIBRER L OVER £ TOMMIMIEAICE T 558k 199 TlE, 15mg/kg
FoOREORER L O Smg/kg PLEDOREDHE THRBEBEMIMEI S 2 S 07208, FE
JAH, RRE, MRER X ORI REORBIIRD b o, Mk
BBk D BEFEME B3 -ECIE Sme/kg/ H . Tl Smg/kg/ H R, HEMW
DOAFERER L O IAR VTS 33 5 MM & 1X 100mg/kg/H & & 2 Hivi,

7 v MBIV E A B 558k 107 i, Smg/kg UL O RECREENY) O (R H Y
Ingnl s X OB R OWAD B4 6T, WHHRIE TR IR )3 2 B2 2
SR o T2M, S0mg/kg FECHAER D 1 HEMAEN D Lz, RHEWICxE
9% MEEME T Sme/ke/ B R, AFEAEIC )T 5 MEMEEIT S0mg/kg/H TH
v, RIS T 2 EBEMEEIT Somgke/ B, HAERICR T2 EREE T
15mg/kg/H & &z bz, 7H XIS E R 5385 5 Tlx, 45mg/kg
BEORFENY) THE L 1 B D IE 2N AR T AN 5 K OB AE & O JE 72 i) 73 7
BT, BRI IR IR B A0 CSRAN N L 72 28 M TEME TR D ie o 72,
FEW ks L OB RIC %3 5 M &I 15mg/kg/H & B 2 bt

7 v b OHAERTR X OHAERORAER D NCREMW OMEICEE T 258 o
TlE. 15mg/kg UL EORETREMW) ORI L OB EORD 25
ATz, A TiX 15mg/kg LL BT 4 HAFROF B2l 084 b 4L, 50mg/kg
HTHREIPARICES, IRBRAAOENA A LN, BEW e b Tkt
ok 4 2 M BT Smeg/kg/H & B 2 BT,
NIRRT 3

7 v FOZIREER KL OE K E TOHBIIRFE LB 2 5B TR A H
HMENHI2S 25mg/kg BEMERE, fEETE OB 2B A 25me/kg BEMEMER I OY
10mg/kg FEMEIZFRD Sz, L L, 25mgkg £ THRE5 L THLRER, %
KB L OHEEICEEBIIRD Do, RRKEEEREIX 2mg/ke/H &5
b, MRGBSERABKEGRBRICENTIX, 7y hBIXQRYHXIC
25mg/kg £ THEE L2, B BHIERIZA bR oTz, £, BIRESE
ERBLOREDORBICBIETEELLAON RN, RKRERERET
Z v N T 10mgkg/H, 7HFTdmgkeg/HEEZ LN, 7 v bOHAEE
FOHAEZDOFEAZ S T REMW OREEIZBE T 2538 TiX 10mg/kg THEUR
B L OSBRI OER , HAERE, HAERBL XO4ER 4 BAAEFROKT
WA BT, RREFEEIT dmg/kg/H EZ 2 b,

AR L

R L



X. EHMEIFICEHY 51HH
1. RHEXH e B o I HL2aEAEE AP, I A vl e BP
B AUGEERS ) EE-EMEOLMTEICLVERTLZ &
BHEhAS -
(7 v 2 ¥ L F ) YLy
(7T a2 Ny Lipth) FiK
2. HREAR HEHHR « 3 4F
3. BERETOE | IR
( T4, BV EOERE ] OHESMR)
4. \ EE
DENLEDEE 20. ERIRLEDEE
DEBITRIE L CHILT A2 RN HDHDT, &k Z2WEBRT TRIFET D
N
5. BEMITEM BEMERLTA R A0, <T0OoOLEY : AV
6. RI—m% - B#hE | [F—po% . 72 L
F % 7oA T v NZR R
FNVAYFNVH A RFYI N, abVZ BT A BT W
U T i 2V NIV VIS V7 VN V) NV VN %
Yok
Al N =l ) PN o N S
TLARUE YRV, =72V L

1. EEAEEARAR 2009 45 10 H 16 B CkHE)

8. HEMRFTADBEAH BUMEARGE | BLEARGE | SMEME | BROGR4A
BRUOKRES, Eif AGBERA R | KRES | IWNEEA H FHH
HEREERR R || 0L REAE 2010 4 22200AMX 2010 4F 2010 4F
S B AP 7H23H 00868000 9H 17 H 10 A 7H
TEPEAR IHAOfISEE | 20124 | 22400AMX | 2013 4E 2013 4

BP 12H21H 01480000 5H31H 5H31H

PR (I3FEM, A
ERVRAELEBME
NERBRUVENRE

A L7




X. EEMEIEICEET 5B
10 BEERER B | HFEAMEEME 201643 A 25 H
IERARFEAR | WA : EIMN, EREGREOME., oMLK ONL 2 OMREICE T D IEMEE
EUZDOARE 14 5B 2HB 3 FADPDBAETTONTIZHLEY Ly REFHICEAFE R
l_/) o
11. BEEEHME 2 Ll A EE AP
44ER] 201047 H 23 H~20144E7 H 22 H (#%7)
S Ll AEEBP :
BUEIRGEAARAEHA B I 7 Al A5 AP B A& THREE T: 2012 4F
12 21 B~201447 H 22 H (#7)
12, #EHRBHIRICE | AANT. BEWFIZBET 2HIRIZED BTV,
ERAXEE
13. &#&a—F JEL A 55 4845 AT o . L verran
Wi 754 ey | TEPIERGE = = I HOT &5 | o )
G R (YI=—F) (9 #T1) G g
S LS EEAP| 2149117F1025 2149117F1025 120068302 622006801
S LB ASEBP| 2149117F2021 2149117F2021 122246302 622224601
14, BEHRAFLEOXEE | i L



X1. X
1. BIFAX#E 1)  HNER IR ERE OEKYBEIRE (L) (2010 427 A 23 AR,
CTD IRfHEEH-27) [0004003943]
2)  Tatami, S. et al. : Drug Metab Pharmacokinet. 2004 ; 19 (1) :15. (PMID:
15499165) [0004009011]
3)  BNL SEEE I BBELVARIE 1991519 (7) :2923. [0004028716]
4)  tENEER EEERA ToOEpERERER (2010 £ 7 H 23 HAR, CTD
2.7.6.2.1) [0004029104]
5)  tENEE BEERER (2010 4= 7 A 23 HA&FS CTD 2.7.6.3.1) [0004029105]
6) FENEFR BREERER (2010 4= 7 A 23 HARS CTD 2.7.6.3.2) [0004029101]
7y AENER BREERER (2010 457 A 23 HARS CTD 2.7.6.3.1) [0004035022]
8) tEWNEEL  EEER (2010 4= 7 A 23 HA&FS CTD 2.7.6.3.2) [0004035023]
9)  White, WB. et al. : Blood Pressure Monitoring. 2010 ; 15 (4) :205. (PMID:
20613496) [0004029427]
10) #&3E B 1FH  FEKE R 20105 59 (8) 1 1344, [0004029558]
1) fAEE E& 55 (2010 42 7 A 23 H&F, CTD 2.7.6.3.3)
[0004029102]
12) WEAWREE
13) Wienen, W. : Br J Pharmacol. 1993 ; 110 (1) :245. (PMID: 8220885)
[0004001508]
14) Wienen, W. : Cardiovascular Drug Reviews. 2000 ; 18 (2) :127. [0004002117]
15) tENER T UAT U AT ZBFERAEARE (2010 427 A 23 H KRR,
CTD A& 4-16) [0004003832]
16) *NEE T UAT I #HHUEM (n vitro) (201047 H 23 H
K8, CTD iRfH&ERF 45-18) [0004003833]
17) Yamada, S. et al. : J Cardiovasc Pharmacol. 1994 ; 23 (3) : 466.
(PMID: 7515992) [0004028706]
18) UM #Hak 1Fh 0 HARIKHESHEEE 1991 ;97 (3) : 167. [0004028707]
19) Burges, R. A. et al. : J Cardiovasc Pharmacol. 1987 ; 9 (1) :110. (PMID:
2434785) [0004028708]
20) HERNEE TAIPAZURLNNIT LAu P OHESIC LD RE
EM (2010 4F 7 H 23 H7&FR, CTD 2.6.2.2.3) [0004028985]
21) FENEE FHRIANA AT A ZE D T 5Bk (2010 45 7 H 23 AR, CTD
2.7.6.1.1) [0004029103]
22) FENEE FRIANA AT A ZE D T 5Bk (2010 45 7 A 23 HKGE, CTD
2.7.6.1.2) [0004029100]
23) tENERE EER A COEpTEERE (2010 £ 7 H 23 HARR, CTD
2.7.6.1.1) [0004035024]
24) HWNEE AFEORERBR (2010 4£ 7 A 23 HAFR, CTD 2.7.6.1.3)

[0004029099]
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42)

Stangier, J. et al. : J Clin Pharmacol. 2000 ; 40 : 1347. (PMID: 11185633)
[0004002517]

FEWNER R A TOEpERERER (2010 £ 7 A 23 HAR, CTD
2.7.6.2.3) [0004029107]

FENERE HEEGHER (2010 47 A 23 H7KFR, CTD WHEE ~-38)

[0004003718]

Faulkner, J. K. et al. : Br J Clin Pharmacol. 1986;22 (1) :21. (PMID: 2943308)
[0004028719]

Stangier, J. et al. : J Clin Pharmacol. 2000 ; 40 : 1312. (PMID: 11185629)
[0004000293]

FEWNEE 7> MZET D UC-BIBR 277 SE WILERAZ OB (2010 4 7

H 23 H7&GR, CTD &R ~-11) [0004003741]

Beresford, A. P. et al. : Xenobiotica. 1988 ; 18 (2) :245. (PMID: 2967593)

[0004028720]

FENE R “C-BIBR 277 SE @7 v MIBIT 5 RER A& 5% OMEEN

G REYREE (2010 457 A 23 H&FE, CTD WfI&E R ~-16) [0004003742]

FENE R 4C-BIBR 277 SE @ F v hMIH1F 5 HIEIRE 1 #5145 O MR
BEMEE (2010 45 7 H 23 HKGR, CTD IRFHEE ~-15) [0004003743]

fENE R C-BIBR 277 SE % 7 v MZHEIRR O 5% Ot (2010

7 H 23 H7AGE, CTD IRAHERE ~-34) [0004003720]

fENERE “C-BIBR 277 SE % 7 v MICH[EIR O & 5% O T BT
(2010 4= 7 A 23 H7KF, CTD IRFTEE ~-35) [0004003729]
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Paediatric population

The safety and efficacy of telmisartan/amlodipine in children
aged below 18 years have not been established. No data are
available.

The European Medicines Agency has waived the obligation to
submit the results of studies with Twynsta in all subsets of the

paediatric population in hypertension.
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