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n=3 98.32~99.70 [100.80~100.93/100.40~101.47(100.17~100.76
<95.0~105.0% > 98.96~99.17 |101.37~101.55/100.32~100.79| 99.94~101.12

%1 : RRT % 0.7 DEFME : 0.6%LUF, il %2 OFFMHE : 0.2%LUF ., #EHWHE : 1.0%LLF
X2 FRBITHT 2 EHAE (%)

— RN




(2) RHIRAFHER

OTNVFTHELASE AP INIG)  RHIfR{F 25C - 60%RH [PTP al%]
A BRIE B vk LRTFHIRE
< Hitk > Fh B A 12 # H 24 % A 36 » H
< @E% e > 180602K WA SRy Bk bRy
Gl —MHEER (%) n=1
% TSP E 1.12 — —
<15.0%LL >
S TERS AR 0 n=1 | o000k
s = =0/ =8=® WA 3.27 — — —
<15.0%LL T >
WiEEER (HPL = . . . .
HLRERER <(>.<1>C> n=3 180602K TRaY EReY bEReY bEReY
AN LA 0 =
i T’<3;7;’j\ 578;,/(;1 >n 6 98.0~103.5 | 96.5~101.5 | 99.6~103.0 | 94.4~103.0
N 0
i tkesaoeF 7Y K (%) n=6 180602K
P <504 80%LLLLO> = 96.6~101.4 | 96.8~98.5 | 94.3~101.0 | 86.0~102.4
FNAIYPLE L (%) ¥2n=3
’é.\ <95.0~105.0% > 99.89~100.79 |101.70~102.15|100.56~101.41|100.88~101.56
= . — . 180602K
B e frsreF7 YR (%) *2n=3
—95.0~105.0% > 96.53~96.79 | 98.41~98.95 | 97.93~99.48 | 99.12~99.80
%1 : RRT 0.7 DEHEWE : 0.6%LL T, Hx OFEZEWE : 0.2%LLF, HIEZEYE : 1.0%LL T
X2 RREIIKTDHEAER (%) — . RS
OTNTTHEAESE BP INIG) FEHIRT 25C - 60%RH [PTP 7]
RERIE H SRS PRI
< s> i B s 12 % A 24 % A 36 » A
< @%ié% . 180602K WA A A A
GEY—MRBR (%) n=1
% TP HE 1.12 — — —
| N
<15.0%LL T >
O TEREMRR 6 n=1 | o0k
Pk ERarruaF7roR 3.27 — —
<15.0%LL >
WUECRUR <(§f£® n=3 180602K ey A e e
FAIPLEL (9 =
v T’<38},’\ 578;/(;’; . 6 98.0~103.5 | 96.5~101.5 | 99.6~103.0 | 94.4~103.0
)7 Y 0
e rmsonrror 00 noo | 10602
(e “304 80%L)U:0> = 96.6~101.4 | 96.8~98.5 | 94.3~101.0 | 86.0~102.4
FNIYP L (%) F2n=3
’é,\ <95.0~105.0% > 99.89~100.79 |101.70~102.15|100.56~101.41|100.88~101.56
=l - et 180602K
e frsreFT7 YR (%) *2n=3
<95.0~105.0% > 96.53~96.79 98.41~98.95 97.93~99.48 99.12~99.80
%1 : RRT K 0.7 DFERZME : 0.5%LL T, {H~ OFEFEWE : 0.2%LL T, WHEEWE : 1.0%LL T

K2 FREITHTHEAER (%)

— . RS




(3) PTP @EnZEMt
OTNTFTEEEE AP INIG]

25°C + T5%RH ¥ [PTP A1k

BRIAE H LRATHA
<Hik > EL s 3% A
'I\i‘t% n=3 7 7
<R D FEEE > LAl LAl
WEABR n=3 WA WA
FLUIP LRy (%) n=3 100 99
ERezaedF 7R (%) n=3 100 101
(&) wE (kg) 9.9 9.8
OTFNVFTHEASE BP INIG)  25°C - 75%RH ¥ [PTP Ak
BRIAE H LRATHAR
<k > EL s 3% A
'I\i‘t% n=3 7 7
<R D FEEE > LAl LAl
WEABR n=3 WA WA
FUIHALZY (%) n=3 100 101
treszoaF7rY R (%) n=3 100 100
(&) wE (kg) 13.9 12.8
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(4) fFEOILREOLEN

O7 VT THLEHE AP INIG)  Ma%E  40°C DL - KA
PRI H AR
< B > BRARRS 35 7
PR . . ) "
<O FEE> HAS D FEE WA D B
TIVIPIH L (%)
Vi <3057, 85%LL > 91~101 96~100
ErRrerZuaeFdF7rY R (%) N N -
<30 %y, 80%LL > 94~101 72~101
FNIPFLE (%) K
45 <95.0~105.0% > 100.2 97.8
vt RezaanF7rY R (%) *
<95.0~105.0%> 101.3 99.5
(&M WE (kg) 12.9 11.4
K1 RRERISHT2EAE (%) X2 1/12 SElA D7, BARICHEA LT,
OTFNFTEAHEAP INIG)  #Em2E 25°C - 75%RH [EF - Bk
R AR B
<JRHE > R 438 57
A B D F v oy FE A < tt 1y
<ERBODFREE> D FEEE RS FEEE BB O FEEE
TIVIY A (%) B
Vi <3057, 85%LL > 91~101 96~101
g EFeZoas7 ok (%) 94101 B w005
<30 %y, 80%LL I >
FNIPFLE (%) K B
P <95.0~105.0% > 100.2 100.0
tkrzrandF7Y R (%) *
<95.0~105.0% > 101.3 98.0 92.4
(ZEH) wE (kg) 12.9 _ 6.4
K RTREICHTLIEAE (%) —REM HUKESL KT
OTNVFTHEASE AP INIG)  #a%E  257C - BtE 120 7 Lx-hr [ A 4R
HERIE H 7T R
<t > BHARRE 120 7 Lx-hr
PR . . : »
<HHS D FEhE > HAS D FE WA D B
TIVIPIH L (%)
Vi <3057, 85%LL > 91~101 93~101
tEresoaF7Y R (%)
<3057, 80%LL > 94~101 95~100
FNIHLE (%) K
. <95.0~105.0%> 100.2 100.2
tkrzrandF7Y R (%) *
<95.0~105.0% > 101.3 98.6
(%) wE (kg) 12.9 11.8

% RERICHTHEHEE (%)
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OT NF T hlEEE BP INIG)

A 40°C [EE - KEBA L]
s als A7
<Kk > e 35 A
<Eé§%$ﬁ> RS D FEE RSB0 FEE
TNIYLE (%)
" <30 %y 85%L1L0> 92~101 92~100
tReseesFr TR (%)
<304y, 80%LL > ’ 99~102 98~103
FNAIP L (%) *
. <95.0~105.0% > 100.2 102.3
EherzpoF7 YR (%) *
<95.0~105.0% > 99.1 102.0
(&M WE (kg 19.1 18.3
¥ FORBRICKTIERER (%)
OT7 NVFTERGEE BP INIG)  #@2E 25°C - 75%RH [ - B
mB A AT
<HBitk> e 4 55T
<E%E%$%> Hife .0 Febi Bt .0 Febi Hks DTG
THNIYLE (%)
v L <30 %y 85962Li;> 92~101 84~101%2
gayuaj : . ——
EkrrrrdFry R (%)
<304y, 80%L> 99~102 88~97
FAIPLE L (%) *
. <95.0~105.0% > 100.2 102.1
EkerzpoF7 YR (%) *
<95.0~105.0% > 99.1 99.3 96.6
(&M WE (kg 19.1 10.8
K1 RAEICHTDEHE (%) 2 1112 SEl A D7, BUAKITEE LT, SE W
OFNVFTHEEE BP INIG) MEA%E  25°C - BRYG & 120 7 Lx-hr [[E A4
AERIEH IR E
<Kk > BH AR EE 120 5 Lx-hr
<Eﬁ§%$ﬁ> ERE D FEE B D BT
TIIYILE L (%)
" <304y 85%LJ\J:0> 91~101 92~99
= =1/ = = AV Y|
<304y, 80%LL > ’ 94~101 86~102
FNAIP L (%) *
. <95.0~105.0% > 100.2 102.0
tRezaanF7rY R (%) *
<95.0~105.0% > 101.3 101.5
(&M WE (kg 12.9 19.4
M RRRICHT2EHER (%)
7. RAEZERVERROREG
FPAROSA
8

. fuFlEDERAEELE (MEIEFMHEL)

PAAOSA
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9. BHtE

(1) WHHKE
TINVTFTEASE AP INIG) KO T VT THEAEE BP INIG) 13, AAERFEHELEFICED bz
TNAIYALE L B NrrZaaTF T Y REOHEHBIICEA L TWD Z ERERIN TN D,
GREPI IR HHERBREE 2 12 900mL % vy, /R R/WEIC L D RBRE1T9,)

BB
<TNVFTELEHE AP INIG) >
FRE EI 77 HiLE REH (GRS
TIIHIEZ L 40mg 50rpm 45 43 85%LL I
vt keszauF7 Y R 12.56mg 75rpm 45 43 80%LA I

<TNFTELGEE BP INIG) >

FORE EIL50 HiLE R R
TP 80mg 50rpm 45 5y 80%LA I
tkrZarF7r YR 12.56mg 75rpm 45 43 80%LA I

(2) ¥R

(TILF7E &% BP INIGI)
BIREIR S D EW I SRR A R T A L SED—EEICOWT CERR24 422 H 29 0 3RA%RA
%0229 %5 10 %)

TILEHLEY

B

EE  BARIER S WHRBRE N RE

R K ORBRIK : 50rpm (pH1.2., pH3.0. pH6.8, /K). 100rpm (pH1.2)

CHIE]

«pH1.2 (50rpm) T, FEUERIAID FIGIAHRD 40% M O 85% 1T D 2 BEALIZRB W\ T, AL O IR
HH R A HERLK 0 SR HH 3 = 15% O FEFHIZ & o 72,

- pH3.0 (50rpm) T, HEAERIFID AN 60% M Y 85% It D 2 B SIZBW T, ARG O FEHIE
H R AR RGR DSBS HH R £ 15% O FIPHIZ & - 72,

- pH6.8 (50rpm) Tid, HEAERIHFIO AR 60% M O 85% T & 72 Hi 2 72 1 FF CTH D 15 4y
IZIBWNT, AGh D28 HH R IIAEAE R D A R+ 15% O#PHIZ b - 72,

7k (50rpm) TiE, FEAERHFIOFEIERHED 60% & O 85% L & 72 Dl /e 1 RS TH 5 15 312 H
T, AEL O SE PR H R TR YE LA O SR H R + 15% D &P & - 7,

- pH1.2 (100rpm) TiE, HEHERIFIO IR 40% KO8 85% LD 2 B AIZH T, AdhD
P H SR AT LA O SR SR £ 15% DFLFHIZ & o T,

PLE, FAFTEASEE BP INIG) OFZES TV I H X ATONT, IRHIZEE 2 g (I a2

EELESE BP) & E# Lo R, A TORBIKIC W T HEFEEL O LY RSB AT K74
V] OHEREITHEE LT,
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(¥ HH At )

EHE (%)

pH1.2 (50rpm)

EC

pH3.0 (50rpm)

100 | FILzHILEY 100 r FhIFLay
80 | 80 |
60 | 60 |
40 | . 40 |
20 | —— 7L FTECEEEBP TNIG] 20 L —— 7L F 7ECSEBP TNIG)
- » = 20 UEREEBP - = 2O RIS EEBP
0 L! 1 1 1 0 L! 1 1 1
0 30 60 90 0 10 20 30
BERE (53] BEME (53]
BHE (%) pH6.8 (50rpm) BHE (%) 7 (50rpm)
100 r FILEHILa 100 FILEHilaw
80 | 80 |
60 | 60 |
40 | 40 |
o0 | —e— 7L FFEIE§BP INIG] a0 | —— 7L F FECE§BP INIG]
- = = 30 EEEHBP - = IO EESHBP
D L‘ 1 L 1 D L‘ 1 1 1
0 10 20 30 0 10 20 30

BFE (49

B (490

pH1.2 (100rpm)

100 - FTILEZHTILR
80 |
60 |
40 | .
20 L —— T L. F TELGHEBP TNIG]
- = I J/EELEHEBP
0 L! 1 |
0 15 30 45

B (53)

ErRa OOF7LR
RER S

HE - AR BRI

N RVik

(n=12)

B M ONRBRIE : 50rpm  (pH1.2. pH4.0. pH6.8, /K). 100rpm (pH4.0)

AIE]

- pH1.2 (50rpm) Ti, f2 BAHKOEIZ 42 L ETH T,
- pH4.0 (50rpm) TiE, f2 B OfEIT 42 Kl ThH - 7=,
- pH6.8 (50rpm) Ti. f2 B OMEIT 42 K ThH 7=,
- /K (50rpm) Tik., FEUERIFIO SRR 60% M N 85%TUT D 2 B HIZBW T, AL O

HR AR ERGR O IR R L 15% O - 7o,

- pH4.0 (100rpm) TlE, 15 432331 2 A O FFJ H 8 I 3AT VE R 00 S22 HH 3R = 15% OO i R L

HoT,

Lk, ZAFTEEGE BP INIG) OFMMSE RarsaaF 7 o RICOWT, BEHIZEE) & 5 gl
(R arellasE BP) & L72fE%, pH1.2 (50rpm). 7k (50rpm). pH4.0 (100rpm) itk
TRIZER T THRRBERGOEMZFORSEERBR T A FT A4 2 OHEEREITES LT,
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(FA Al )

BHE (%) pH1.2 (50rpm) BB (%) pH4.0 (50rpm)
ErRoOOF7LFR ErO200F07 2 F
100 | 100 | P ,g
80 | 80 oelmT T
60 r 60 -
40 | 40 |
20 | A —— 7L F TEGHBP NIG) 00 —— 7L F TEEEEBP TNIG)
- = 2O UERSHBP =+ = T VEERGHBP
O L‘ 1 1 1 0 L! 1 1 1
0 15 30 45 0 15 30 45
BRI (%) BRI ()
W (%) pH6.8 (50rpm) BHE (%) 7k (50rpm)
ErOoOOF7LUER ErO2O0RF7IF
100 | ——z_ —_—\ 100
80 | _-- - 80 |
60 | 60
40 40
20 —— 7 )L F FPELEHEBP INIG] 20 —— 7L F FEEEIBP NIG]
- = I 3/ FEEEIBP - & = 3 3 FAEIEEIBP
O L! 1 L 1 0 L‘ 1 1 1
0 15 30 45 0 10 20 30
BrfE (43 BrfE ()

EHE (%)

pH4.0 (100rpm)
EEOYOQFFIE

100
80
60
40
20 —e— 7L F FHALEEEBP TNIG
- = I RSP
0 L‘ 1 1 1
0 5 10 15

BfE (43)

15

(n=12)




(3) BRI D08 0 E T RAI 0 AW [ Stk °)
(TILFF7EES AP TNIGD)
FF T A AP INIG) 1%, &858 % 80 ERF 0 AW LR SRR T A F5 4 (F
B 24 4E 2 A 29 B BEARAT 0229 4 10 ) | IS X FAFTEAEE BP INIG) ZHEyEflE) L
Uiz b &, IEHEENE L, AWFENICRE L B2 S,

TILEHILE Y

ARERZRAT:
EE  AARRTT WHRERE S RUWE
[FldR 5 K OGRERE - 50rpm  (pH6.8)

CHIE]

- pH6.8 (50rpm) Tid, FEHERAIO A DK 60% K OV 85% & 72 2 2 R RUCB W\ T, RELDI
PAJVs HH SR TR HE U D SE IS SR = 10% OFPAIC B o 72, F 72, FfE S (30 %)) 1B A A
i OfE 2 ORI, RO FEEEHE L 15%OFHZ 2 2 02 12 A 1 ELF T, +£25%
DFPAZBZ D H DRI T=,

b, 7AFTRESE AP INIG) OFMEDT VI P Z AZO0N T, IRHEE 2R ERS (7
FTEAESE BP INIG)) &M L7ofi®, a5 28 0 EIZRH o AW iR SRR T A
TA ] OHEREITES L2 &b, EWFRICRE L ARSI,

(VA H )
EHE (%) pH6.8 (50rpm)
100 - FILzHIL a2
80 -
60
40 L
20 | —e— 7). F FECEHEAP TNIG]
- & = 7))L FFECSEIBP NIG]
0 ¥ ' '
0 10 20 30
iR (430

(n=12)

ErFao A FF7OFR
ARERZRAT:
EE ARG EHERBRE SRk
[al#n K OVGRBRIE © 50rpm (pH1.2. pH5.0. pH6.8. 7K). 100rpm (pH1.2)

CHIE]

- pH1.2 (50rpm) Ti, FEHERAIL L OARMITE HIT 15 LN Y 85%LL BisH L=, F7=.
A& LRIERE AL (15 43) 12381 ARG Ol 2 OVEHFRIL, RO EEEMNE L 15%OFHAE B2 5 b
DM 12 fEH 1 HLLF T, +25%DHPHAZEZ 5 DR -T2,

- pH5.0 (50rpm) TiE, FEAHERFIRL LOARMITE HIC 15 LIRS 85% L IR L=, 72,
AL IRE . (15 47) 12381 D2 ARG Ol 2 OFEHFRIL, REOFEEEMNHEL15%OFHE B2 5 b
OB 12T 1 HLL T T, £25%DFFHEE DL DN T,
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- pH6.8 (50rpm) TiE, HEAERHFIR L ORI E HIT 15 LIS Y 85%LL BIRH L7z, 72,
I AELBEIE L (15 43) 1281 DA O« OEHFEIL, RO FEERNE L 15%OFHAE E x5 b
DO 12 MHF 1 ELLT T, £25%DFPHEZEZ 5 DNRRD -T2,

« 7k (50rpm) TiE, f2 BIKOMEIZ 50 LLETH -7, F7o, B s (30 47) 2B A ARMD
2 O HFIL, REOFEEFHFEL15%OHFM A 5 H O 12 i 1 HLLF T, £25%0%
FHZHER D DR T,

- pH1.2 (100rpm) TiE, AR ZOARMIZE HIT 15 53N ) 85%LL Fist L, 72,
A ELRERE AL (15 47) 12860 DA Ol # D HERIT, RO TFHEHR L 15%O®FA L B2 5 b
ON12EF 1{ELLT T, £25%DHFFAEZBE D H DN - T,

L, AFTEAEE AP INIG] AR E FaZzanaF 7Y RICoW T, RH 2 2 fE e x|
(FAFTEAE BP INIG)) & HE LR, 2 TORBIKICIBNT (5 8AHA 28 0 EY A
DEMZLHIRI SRR A RT A > ] OHELREIEAE L2 LD ARG L L SnT-,

(P& HiEh )
BHE (%) pH1.2 (50rpm) BHE (%) pH5.0 (50rpm)
100 ErRooaFyYoE 100 ErOo2oaFrokR
e G A 80 |
60 60 |
40 | 40 r
20 L —e— 7L FFECEHAP TNIG] 20 L —— 7. F FHECEFIAP TNIG]
= = 7L FFBELSHBP TNIG] - = 7L FTEEHBP 'NIG)
0 h 1 i 1 0 L! 1 i 1
0 10 15 0 5 10 15
B () B (41)
BHE (%) pH6.8 (50rpm) EHE (%) 7k (50rpm)
100 ErFOoooaFEroE 100 ErFOooAF7IFE
80 r 80 |
60 60 +
40 | 40 | .
20 | —e— 7L FFECEFIAP TNIG) 20 | —— 7L FTECE AP TNIG)
- = — 7L F PBLEEHEBP TNIG] — & — 7L FPEEFDBP TNIG)
0 L‘ 1 1 1 0 L! 1 1
0 10 15 0 10 20 30
BefE () B (530
B (%) pH1.2 (100rpm)
00 + k FO2O0O0FFDF
80 | =
60 |
40 |
20 | —— T L F TELGHFEAP TNIG]
— = = 7L FFEESEBP TNIG]
0 L{ 1 1 1
0 5 10 15
BFfE (43) (n=12)
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10. B -aF

(1) FRIRELGER - BF. NEI’RKRLER - AEICEHATLHER
% LR

(2) A%
(TILFF7EES AP TNIGD)
100 & [10 & (PTP) x10 (RzfEAIAY)]
(TILF7EES% BP INIGI)
100 & [10 8 (PTP) X 10 (#ZJEAIAY)]

(3) FEEE
Y LR

(4) BROME
PTP : RV E= LT 4L, TII=LE
Ea— 7= RV ZF LT IRX—FT LA
Rl AT A

1. AZRRHESHhIEME
RUERR L

12. ZDth
RZ YGRS TE e L
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V. ARICEYSEE

1. BREXIEHER
i LS

2. DEXIHRICEHET HIE

5.8EXX IS RICEET 5EFE

5.1 WERMER TOBENERH Y . KAlZ @ MEIRROE —EPE L LgnZ &,

52 JFHI & LT, 7 A I P F 2 40mg THRATLRGAEICT VIV LVE /e ResaaF T o R
40mg/12.5mg D& 5-%, T/ I VX 80mg., XiFT VIV Z /e kasanF 7Y KR
40mg/12.5mg THRA+ 72 GE T VIV L Z /e FaZeaF 7 Y K 80mg/12.56mg D5
T B I
(i)

5.1 AT AIY L b RryauF TV RO 2MEOREEOREH TH Y, 74 IV
ZUHA de FaraaF T Y REA L e L CHRDZRBIEIREZ AT 2720, BEOIMm
JEIR T & 72T AR R E TE RN LD BEOLZRMEZE L, 2 IR EEE
THMEM EoEEEHE L,

52 BEICT VI Y Z 2 40mg, HDOWIT IV 80mg ITT VI YL Z /e Frrma
F7 VR 40mg/12.5mg 2 X DIEREZ T CWHREFICBWT, “ELEMEDa Y hr—/L
PELNTWRWEEAIZ, AHI AP H 5\ ME BP O B2 % 52 4E LR E LT,

3. HiERUVHAE

(1) BERUVRAEOHES
AWIE 1 H 1R 18 (FAIPLEr/e RrzueedF 7Y RELT 40mg/12.5mg ik
80mg/12.5mg) Z#kOHHT %, AANIEIMITIEFEOF —RIIEL L THW W,

(2) AZEBRUVHERORERE - B0
MU ERR L

4. REBRUHARICEET SR

7.RZBRUVARICEET 58

HEEDOH HBEIHRGTHHEA, TAIVAVE /e FuszneF 7Y RE LT 40mg/12.5mg %
M2 THEELRWZ &, [9.3.2 ]

(fi#i)

TNIPE L (A &, FEESMHEEEICEE LR BN, FEEZE D BFICARZ &S
T %A, FHEAKSTIET I LEEN R I N GMEAT—4) ), [16.6.1 ]

F 7=, BEMZEYEIRE (Population Pharmacokinetics) fi#hT fEH., AGRBRAAE & AT, Tk
BEDALT L7= AST (GOT) &t (>600) (IZBWTZ U T T 2 AN 64%IK T L. Cmax LY AUC-
SHEL 2D EDIRENT (ARAKROHEANT —H) ),

WHSNOT NIV NZ e RryaaF T Y REGBEO WA SUE T RS 2 F 5 & i EE S5 1
W [Ty v/e FeszounF 7Y FELT 1 H 40mg/12.5mg #1EE L TRE5T5 2 &)
ERESINTWD,
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5. ERERALAE

(1) BET—E32NR\wo5r—o
MMERR L

(2) ERERZEEFER
MER R L

(3) AERGERFEAR
17.1.1 ENE DTERR
B T DR EoEEMERARET S22 e HME L, TAIFALZ ke R
saaF 7Y FMEEHEICL Y BERTYA U2, 77 B ARRR R & U CEE L7z, /R
FREDO LB Thote, Fk b7 7REENZILES L E FREE (mmHg) K OVZEMEDOR RIS |
TNAIP A/ FuzZeaTdF T YR 40mg/12.56mg KO T VIV /e FurreadF 7Y R
80mg/12.5mg % Fi & & L TR L7z,

fiﬁﬁw&y/ B 7 ZREEMZ IR E | Fofé b 7 7 RERA PR i+
b RnsmnFrs R () TR (mmHg) TReE (mmHg)
Omg/12.5mg (n=66) 12.6 (13.8) 6.8 (7.9)
40mg/Omg (n=63) 11.8 (12.0) 8.1 (7.3)
40mg/12.5mg (n=64) 23.9 (12.4) 13.9 (7.9)
80mg/Omg (n=65) 16.3 (13.3) 9.7 (8.2)
80mg/12.5mg (n=63) 23.6 (11.9) 13.1 (7.9

CEBME (FEYERAE))

BIWER ORBEIAIX, 7T BREET 4.7% (3/64 ), TAIVLZ /e FuszaaF 7P R
Omg/12.5mg. 40mg/Omg,. 40mg/12.5mg. 80mg/Omg. 80mg/12.5mg Af CTIXZFF 4.5% (3/66
B). 4.8% (3/63 B). 9.4% (6/64 ), 6.1% (4/66 f5l), 9.4% (6/64 f5l) Th-o7-, E7REIEH
WIAENED F DK OVREMED ENTHY, TAIVALZ /e FarZeoadF 7Y K 40mg/12.5mg Bf
J OF 80mg/12.5mg FEIZF5 1T D IREMED WV OFEBLEIGITZ LI 4.7% (3/64 151]) . 1.6% (1/64 )
MO EVOFRESITENEN 1.6% (1/64 ). 3.1% (2/64 i) TH-7-9,

(4) BEEMEER

1) ENEREERR
17.1.2 ENEIERER
I EAERE xS L Le, —EHERBEREHEBROMSR, 7LvIvZ /e KeszanFdF 7o R
40mg/12.5mg DA MMERRD bivlc, BIREBEOBEIIREXDO LB ThoTe, TAIVLZ
40mg FE51Z KV SRR IR RIE - PESEO AR B TEERE ST A IVALX /e ke aa
F7 ¥ K 40mg/12.5mg XiZ7 /I V¥ 2 40mg & 8BEMBG Lzt &, 7AIPF /e Ku
7 muF 7Y R40mg/12.5mg I 7 /b I v & 2 40mg (T Eb A~ TR LR BT+ 23 %) 4. 7mmHg .,
AERTIUAE 1 ML A3 ) 5.6mmHg PR L, SEINORE RSB S,
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& b 7 7 BRI TR O T (PEGR K& OV )

JEEMIME (mmHg) IGRER I (mmHg)
. - Pehpifl | FREEE S | BERIZE Y | BehEifE | FREEE Y | BERTEY
ERE | FHECEAE | GO | SO | R | R
(SD) (SE) (95% CI) (SD) (SE) (95% CI)

TIVIY L 97.7 5.0 147.7 8.4
40mg s | s 119 | a2
TP L 4.7 5.6°
t kesono 105 96.9 9.7 (2.5,6.9) 148.7 14.0 (2.3,8.9)
F 7 F 40mg/ (5.2) (0.8 (13.6) (1.2)
12.5mg Bl A Al

FHEESEIE - S BHTE T M K D R/ T IREAE
95%CI : 95%1{5 HE X [#]

a) $GifEZz 32

b) p<0.0001
¢) p=0.0010

& L7 BT 7 vicik-5<

BUWERAORBREIAGIT, T/AI VX 40mg BET 0.9% (1/109 %), T3P X /e Kuszon
F7 ¥ K 40mg/12.5mg FETix 4.6% (5/109 ) TH o7z, TNAIY L Z /e KunzoaF 7Y R
40mg/12.5mg BED E 22 FIERITARIME 1.8% (2/109 #]) TH-7-2,

2) REEHR

17.1.3 EREMARE (ERRSHER)

AANGMEEREZ SR E LTz, TAIFALZ /e RnszoaF 7Y K 40mg/12.5mg K OT /v
SYAZ /e FrrzaaF 7Y R 80mg/12.5mg @ 52 il OF M 5B o2 Mk K O i & Mt
L7-fEg, ARMICMEX e hoTm, T2, TAIVAZ /e FrsZuauF T YV R 40mg/12.5mg
THREATSRBEICH L, TAIVLF /e FarzoaF 7Y R 80mg/12.5mg &5 L7-F,
RSN (&%, SRR E C ¥ 8.3mmHg K OMEH /£ ¢ %) 10.1mmHg (& 12 N=80)
OBMBEERNT) DR SN T, RN ROMESIIR D b o7z,

BEFORREGIZ. TAIVILE /e FrZaaF 7Y R 40mg/12.5mg BE T 18.3% (19/104 1)) .
TNAIPNE e KazarF T Y K 80mg/12.5mg BTl 13.8% (11/80 f5)) TH -7, L72H|
ERIZ. TS LZ /e RaszaoaF 7Y R 40me/12.5mg B TIXIFEED £ 4.8% (5/104 )
R OMANEMED £ 3.8% (4/104 ) THY ., TAIVILF /e FurzoaF 7Y R 80mg/12.5mg
BECTIX, RO F 0 3.8% (3/80 i), iFEhMED F > 2.5% (2/80 i) K V@ IREAINIE 2.5% (2/80
) THor=?,

(5) BFE - WEHHR

B R L
(6) AENER

1) ERARERE (—REARERE. FECRARBRE. EARRLEERAE). BERFT®RT 44X
—AHE. RERFRRERZBROAR

DR L

2) BRBEHLLTEEFENOABTNIIRME L /-HE -

AL
(7) £k
A Lg
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VI. EMEBICEYTSEE

1. EBEZFYICEEHHLEMTLEYE
B PR R et AT Z AR 7 1w 1 —
FT Y RRHR K
R BED D HILEMORIEE « 2IRFIL, RFOBRMNLEZSZRT L &,

2. XBEFER
(1) {ERERL - VEFFF
TNV NE AITEICMELRGFOT AT v (A-T) 247 1 (AT ZREICE VLT,
AHENMAEME TH D AT ERFROICHEPIL, 2O MEHEERZ M35 2 LIC XV BIEER%
BT D, TAIFL O AT ZEREBFMETE < (Ki=3.7aM), AT ZFED D RS fi#E L
2N, TIPS T 10~1000nM OFREFIPH T, A-THS & 286 ¥ 5 KRB RAE A 0 .7 IE
S iR 2 Y FEARAF OIS A D7 IR B S 5 & LTI RINE & 40~50% P9~ 5, FAEARREE 120
FEICBWTHA B R MENMEH 275 L, /ERIRRHNTH D, 7o, 770X =0 DffEHETH
5 ACE (=7—FI) (Tx L CITEHEEEL KIFE o0 1019
tResoad 7Y RIEBEMRMEICRITSH Nats Cl OB RN ZMiE L, KO 22t <8
%o IREEDIKFRERAFEERA AT 2, BEERIL, PR MLEEOK NICE Y, BHMICIX
RWIME OIIRICE D EEZHRTND Y,
(2) ENERMT SRR
18.2 EE1EA
TER T OREMES M B RFAETZ » b (SHR) #HW T, 3mgkg D7 /LI $ ¥ 10mgkg D
FerzeaF7 Y RHoHWIEZEOMmE % 5 A FERR NG L7256 oREER ZME Lz, 20
fES. 3mglkg D7 LI P Z B D G355 H BIZ 36mmHg O i KEEE/EH 277 Lz,
t ReZanF7 Y ROEMBEL TIEHONRBEIEERITRD b holen, Iz b
ORFRICE D TP OERZB SN L, KBEEEM X 53mmHg TH -7 9,
18.3 FR{EA
WEE F oM SHR 2 W T, 3mglkg D7/ IV /¥ 10mgkg Ok FrZuead 7YV Kb
WEZOME % 5 AREGRO&L Lz & X OFRIERAZBRF Lz, ZOREER, 3mgkg D7 /L3
P B DEMBEGAZ L > TR BROIRPEMERE (Na™, KTRKOCl) ICHEEREMIEZAD
nighotz, —J, 10mgkg Ot RuezuenF7 Y ROBEMEGIZL-> T, JR&E, Na', K'EKW
Cl OEMEWIE D L2 BMA A LN, TAIVLZ U EHAZREGLTCH, B ke s
7Y ROFRERIZA LN, TAIVAZide RerzenF 7Y ROFRERICIZE A EREL
ot 19
(3) {ERZRIERFAE - FribE
MUERR L
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VI

1.

EVBEICEYSEE

meREDOHR
(1) AERLAEVWGOLPRE

MR L
(2) BERERTHERESL-ODRE
16.1.1 BEEHE

ERRAB T VIV Ay - e RerzendF 7Y REEAEEAZEEERAROKRS L&, 7
NIHANE KRR ReZaeF 7Y RiE, 5% 1.00-1.50 KO 2.00 REEIZ & &
TEFEICTEE L, W] 18.9-19.8 J 1Y 8.49-8.82 I T L 7=, HAIOK: & FfkIZ, T3 YL
H 2D Crmax (TR EIC EF4 2B 838D i 10 18]

B[R 5- TP H SN =/ A= R=E Sy
40mg/12.5mg 80mg/12.5mg 40mg/12.5mg 80mg/12.5mg
n=30 n=131 n=30 n==66
Cmax (ng/mL) 120 (60.3) 686 (75.2) 66.2 (16.7) 70.8 (26.9)
AUCO'OO
1260 (72.2) 2970 (71.0) 507 (16.9) 478 (21.6)
(ng * hr/mL)
tiz (hr) 19.8 (34.9) 18.9 (36.1) 8.49 (18.6) 8.82 (13.6)
1.50 1.00 2.00 2.00
tmax (hr) 2
(0.500-4.00) (0.500-6.00) (1.00-4.00) (1.00-4.02)

BARTE (CV%)
a) FORAE (/M- K AE)

16.1.2 REHRE
BEERAE T 10 flicT VI LF - v RrZaaTF 7Y REAEE & OEYFRIIRSENED R
NTWDLT NI LY 80mglil b FarnusF 7Y R 12.5mg #&% 1 H 1[0 7 HHEZEEREOFH
RERABE LEBEOT A IV ALZ RO Ry aaF 7y RoOEYE I HEER 5 &P L
T, #51HBEEYT HHO AUC KO Crax MO HEH LTV L v OFREER (B
E+S.D.) FFNZFh 1.34+0.423 K 1.50+0.783 TH YV, b Koz F 7Y FOEFRITE
NZEN 1.11£0.197 X1 1.10£0.286 ThH-7- 19,

KiEHE (n=10) FIIPIE b ReszuaF7Y R
Cmax (ng/mL) 501+430 94.1+27.1
1HH  |tmax (hr) @ 1.00 (1.00-4.00) 1.50 (1.00-2.00)
AUC. (ng * hr/mL) 1970+1050 508+121
Cmax (ng/mL) 506+ 182 100+28.6
THH tmax (hr) @ 1.00 (1.00-2.00) 1.50 (1.00-3.00)
AUC. (ng - hr/mL) 2310+737 550+105
tiz (hr) 20.9+10.3 8.56+2.02
RN %)E £S.D.

a) HORAE (Re/ M- KAE)
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TERERLAICT VI YL Z 2 160mg ™ b KuzonF7 Y K 25mg ™ 222 HEMIC 1 H 1 (8]

7T BREIERO#ELG Lo e S EOPAEROEL Lo & 2 OIRMEiE & bl U7- /55, Bl 514

EOFREEZOMERREHBIIT LIV LZ o E ka7 Y REBIZHEBILTEY, §f

FEEZ L D IRNENRE~ORBITRD o722 GMEAT—4),

W) AAOABHARIIT VIV LZ L 4A0mg/lk KaZaaF 7Y K 125mg KOT I L4 v
80mg/t krZ/mrF 7Y R 125mg ThbH, £, MEEEZFOH 2 BE IR T L5650
TNIV NV o ORREGEIT1 H 40mg Th 5,

16.1.3 £PMFHREF1EHER

(TILFT7EERE AP INIGD)
TNFTEAEE AP INIG) X, [& &8 8722 58 0 ERRA O A RSEHERBR A K74 > (OF
R 24 42 H 29 A SEARAI 0229 55 10 7)) ICKES&, TAFTEGEHE BP INIG) 4 15 fERLA
Lz E & EHEEBNE L, EWFENICRS L A aniz?,

(TILF7iEEEs% BP INIG])
BISEI T O FHIR SRR AT A R A V5O R EICSONT CER% 24 42 A 29 H KA
FAFE 0229 4 10 =)

FLFTEAEE BP INIG, & Iar A BP 2, ZnA4—_"—iEck o Enen 1 (5
NP E L LT8mg, & RrZeadF 7Y RE LT 12.6mg) MR B 112 H & B R 0 &
H U TP REMERREZNE L., GoNEMERE T A —% (AUC, Cmax) 25\ T 90%
(B X A CREFHIENT 21T o 7255 8. log (0.80) ~log (1.25) O#FANTH V|, MAIOAYZE
PRV R S 7z,

- TFILEHLEY

ool —e— 7L F 7 i BPTNIG)
B o DRI s E!dﬂﬁBP

%‘ Py AN n=56
e
2
%
B
, = 9
0 12 24 36 48 il 72
5O RER (hr)
IYBRE N T A — X
58 AUCo72 Cmax Tmax Tz
(mg) (ng * hr/mL) (ng/mL) (hr) (hr)
_ " 3955.20 687.31 1.55 28.46
TIVF T ELAEE BP INIG) 80
+6279.45 +725.00 +1.29 +20.13
3802.87 662.59 1.20 31.10
2 22 UElAHE BP 80
+5199.38 +556.40 +0.89 +292.40%
() £ YR 7%, n=56 (3% : n=55))
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-eFAsOAF7OR
120 r
100 b —a— F N FFRESEEBP[NIG]

g 3 3 VRS EE BP
-_\Fjé'l -~ ﬁwiﬁ\ n=32

¥R (ng/mL)
=3

40
2{] L
0 : L L - .
0 6 12 18 24 a0 36
5. g BRI (he)
HRMENHE N T A — X
58 AUCo-36 Cmax Tmax Tue
(mg) (ng * hr/mL) (ng/mL) (hr) (hr)
_ 489.95 91.28 1.82 7.73
TNF T A BE BP INIG 12.5
+99.21 +25.43 +0.77 +1.56
496.82 86.00 2.14 7.70
I a2 ERELASE BP 12.5
+105.08 +24.90 +1.06 +1.21

CP¥EFEYERZE, n=32)
MR NS AUC, Cmax %5 0/37 A — & (3, #ERE ORI ORI + e 55 0 Rl
R K> TERRDLAREMEND D,

(3) HHEE
U ERR L

(4) BE - ftREOTE
BEOXE
16.2.2 BEDOEE
fRRER AN B 3261 (FHE 166 (2, T/AIVAFy b RurzuoueF 7Y NEARE (7AW
NE Ve FarzuaaeF 7Y K 40mg/l12.5mg KO 7 VIt vy /e ReszansdF 7 YR
80mg/12.5mg) ZHRREAK L Lz & & T I PN AIREBHRG TEERHE G2 tna D F
RAEANELE (£ : 3.00 KO 2.50 Wif], ZEfERs : 1.25 KON 1.50 Bf) L. Cmax 2OV AUCo 132
TN 62% KN 29~33% I T L7z, —J, e FazoaF 7 ¥ RO tna DRI (A% : 2.00 &
O~ 2.50 IRffHl, ZEMEIF @ 2.25 KO 2.00 i) 13JEELL Tz, BEREGEFD Cnax XN AUCot b
22 LR T EILEN 13~15% K N 13%IE T+ 5 RETH 722, [14.1.2 BIH]
i Edo)-Z

(IVIl. 7. MAEAEH] OEZH)

2. EPEERBNTA—4
(1) fAZE
MR L
(2) WRALEETEH
MG R R L
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(3) HEREEEH
RUERR L
(4) 9UVF352R
RUER R L
(6) HHBER
REEER L

(6) Z0fth
RUER R L

3. 8%H (REaL—>av) #H
(1) A&

MR L

(2) NRSA—4THER
MR L

4. R

16.2.1 fEEERAIC UC-E FrsoaF 7Y R bmg R A#KE Lz L & #E5ED 60~80%IL (L&
BRI S, BRI/ B COWMIAAE Th o722 WEAT—4),

5. 9%

(1) itk -FeiBE P& @ tE
MR L
(2) Imi%k-fadkEaFE &
(IVIl. 6. (5) #fkw) DESH)
(3) ILA~DBITHE
(TVIl. 6. (6) 3wl DESH)
(4) HE~ADOBITHE
EEER L
(5) ZofioBm~DBITHE
MMERR L
(6) MBFEAKESE
TNAIPALE DTy FEOE FOMEEARKERIL, in vitro XY in vivo & HI1T99%LL ETH o>

7 23)O

6. R

(1) KREBEEIRURBEHEE
BRI L

(2) KBS HBR (CYPFE) OHFE. BE5F
FUIPNZNTTELE LT UGTBEEIC LD 707 b U ESIc L - TRE SRS 2,
ERrzoaF7 Y NEERNTIEEASRBIZZT 202, [10. BR]

(3) VEEEHNROEERUZDOEE

BB L
(4) REMOFLOFRRUEM, FELE
LB L
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10.

1.

. Bt

TR PE ATRPITTT L A EPRIE ST, KRES A 240 L iRt s s ) 2,
bt Raseud 7Y RIEREEE LCRPICHEIES D 2,

R AR F 10 BIIcT LI A2 80mgdEl b Frr7nuF 7Y RN 12.5meg #8424 1 H 118 7 AR
ZER R O G L%t FarzaaF 7Y RORETHEERIT 89.3% Th 1= 19,

S URR—42—ICEAT H1EH#
MR L

. BRFIZLBBRER

(Tvil. 10. WEHG ) OEZMR)

REODEREFITLHBE
16.6.1 FFi#REpERBESE
FFEgneRE & S 12 ] (Child-Pugh 5378 A (BJE) : 8 . B (FEIE) : 4 ) I2T7 v IHv
4 20mg KON 120mg P AR OGS Lz b & BB AICHE L Cmax 1X 4.5 5% 0 3 55 < |
AUC 1T 25 e O 2. T (5@ » 720 WEAT—%), [9.3.2 ]
) AFNOARHAEITT VIV Z L 40mg/lt FuzonF 7Y K 12.5mg KT VI P4 v
80mg/t RrZ/mruF 7Y R 125mg Tho, £, HEREEZSOH 5 BFITHRET 2550
THIPNLE o DOEREEGEIZ1 H 40mg TH D,

ZDfth
AR H R L
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VI. £t (EAELOZXESF) CEYHEE

1. EERREZTOERE
BE STV

2. ERHABLTDER

2EE (ROBHIZEIBRELEWNI L)

21 KRN ORSG R OTF T ¥ RRIERUEE LSS BIZIX 7 ang2 ) RUVEDANVT + 0T
REHEMA) 1t LIBUEDBEERE D & 5

2.2 IR IR L CW S RREE D & 5 ot [9.5 S ]

2.3 B Oy TEWERE IEERFEEDOH 5 BHE [9.3.1 B3]

2.4 RO BF IMIEENT O BE [RAOHERBFFCE 220, ] [9.2.1 ]

25 SHEBAREDBE [9.2.2 ]

26 (KT OFT R UL - BV T LARHLNIED LWL EH UK Y v AfdfE, KU 0 A0
JESDOBME LR B SEL BTN 5, ] [11.1.3 ]

27 TIURX LT REE B RORERP RS (72720, MOBREERZIT> TbRBIiMED =
Y= AR L ARROBEERL) [10.1 B]]

2.8 T AET L URHBEARTY (BIEICB T 2 KM ZIRIC K D EBSER) 25 hofE [10.1 £

]
(fean)
2.1 FEYRREO—FAIE LTRIE L, oo ARB Lt FrrzraoF7 Y e DOREGEIC SRR

DIEFBEH STV D,

2.2 ARB }t ' ACE EHRIEDEEFHTH L, EIRTIIL ORI AA 2 & ARB 245 &
N ERE D BE THEARDE, B - FAEROET, FAERORMDE, BRe &bl v
LUIE, BHERE DB RN OFEARRDIEIC K 5D & HER S 2 Mo iE, SHEEE O, i
DIEBEREEND DN L DRENH D, F7 ¥ FRFEAITIEHER IR ICEE Y vE
VISE, MR IESE 2 22 L3 D, F o FURIEANCES < AEERCD | iR
T - R ERD R BN Z LR DD,

2.3 ARIORG TH DT VI P Z AIREREE LTHIT L A ERPICHEE S, KE5 238
HEr LT, 77 nrigiaaike LTEPICHRE SN D,
> TR DO PRI EHE 2 TV D K 5 A AL EE R TREE O & £ B TIIAH MRS HE
SN FEETO2BTNDRH 5,

2.4 KHIOS THLHE FrzruF 7Y Nid, BEIROBHE R OFENTBE IR U CTREZ R BT
TERUY,

25 AROKGTHH e FurzunF 7Y NE, aEBER20BEITRET 5 L BEEELZ S HITE
fbsELBENRDH D,

2.6 AAIOKSTHHE FurzaaF 7Y N, KETOT FU T L ) T LRHLNISHED L
TWLBEICHRET D LET Y v AMfE, K8 U v A GES OERE LN ZE(LSE D5 B8E
nNn® s,

2.7TARB O ACE HEFIBEOEEFHTH L, 2 MEFIRFEEE 265 & LT ARB X3 ACE
FINZT VA% Lo 7<)Vt 2 PSR G U2 B o TRIEITIZ VT FEBSEMEN AR
EHEREREE . M Y U AMUER OMRIED Y 27 D3 &£ D A RetENRIE Sz, £ D% O
fENTCIX, #RAEZ BT 20T IR S Y U AE N ORI E O BB OFE R LHPED b
Tb\é 27)O
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2.8 TAET L URBE AR O THMEIZIT HREZIRIC K D EMBER] x5 & L ENE
IRERBRIZIBNT, F7 ¥ RRFRA. F7 ¥ RRBELHISAI A — T RIRA 2 R L7 83,
BEOMIET M) U MEDIKRTRRD b, KAlRe RerzenF 7Y NEE5HT5Z L
O, TAES LU UFHBEAKRTY (BB D RMZIRIC L D RMER) 5RO EBEIX
ERERITERE U7z OMSZATBUE A E 3 R R B R O B 22 36 0 22 B R B5 — S0 NI AT BUE N [E
T R B AR O BT 125 8 i 22 el SRR 0 SR/ A oe e T A 8 BAY),

3. PREXFIMRICEET TR L ETDER
(TV. 2. ZhEESUIZNRICEET SR 22452 L.)

4. BERUVAERICEET 3B L ZTDOER
(IV. 4. AEXOHEIZBEETIEE] 22T 52L,)

5. ERGEFNIE L ENER

SEELEXRNMIE
8.1 A&, 7/AIVINLFL 40mg HDHNE80mg Lk FrrundF 7Y K 12.5mg & OEAHKITH
D, THNIPLEle FarzaaTd T Y RGORWEAN BT BEZNNH L7700, WUk
HROERZREFT 52 &,

8.2 MK L7 F =M LA KR OMIEREME LFOBENNHHOT, EHMICIE Y LT F=E
KOG RBIEDE=42 1 v 7% Fhm L, BIgE+miciro 2 &, [9.2.4 BIR]

8.3 AHIOH S THHE FuszuuF 7Y NIESI Y U AMEZEZ T2 ERNM5N TS0, I
BV LMEOE=X ) 72 EMICER L, B2 012175 2 &,

8.4 AHIOThodE FrnrsuuF 7Y NEIERBIJELZHEIELBENNH LD T, KAIFEE
T EMIAICIIERBBEDOE =2 ) v 7 &2 F L, BEE+2I2075 2 &, MIGREEO L2238
BINTHAEIX, ZOREILS U TEREOF L CHEb L@ as175 2 &,

8.5 PRIEAEHICIESIAR, HEV, S50 NHLbNLZENHDHOT, @AEE, AFHOE
RS G R 2 P O B 2 B E T 2 BRIITEE S5 2 &,

8.6 TTAN 24 BFFRIFHR G- LARANWZ ENLEE LW, T oIV T vy v DB REGHITR G- o B,
BRI S O FAT I L =T AT v R OMENWENC & 2 &R A i AR R A 2 3 RTREME S
b5,

8.7 KEl&aELT v AT vy v MR R REAIR G HICHFREOEERFEENS b LD
WMENRHDHOT, FEEREZEET 572 L, BIEE2H2ITH> 2L, [11.1.6 2]

8.8 AHKIOFRMPIIBMIZH HbND Z ENHDH DT, BMERM. PAKICHIEETDHZ L,

8.9 HFT 2 A. BMERFANRSLLNDZ ENHDLIOTEMMITHRELZITI Z &,

8.10 HERMEEENH LD Z ENHDLDOT, EHMICHMEZ FEMI 572 CBEEZ 512479
Z &, [11.1.9 /]

8.1 HHIDIKRENFHC IR EEITIT, HEOPIREEET 2720, FRiPICRET L2 ZENREEL
v,

(fiA)

8.2 AAIDEGIKFERIZ Fo\ TEHREREE K OVE R ER MUE O RIEH 23580 H T\ %, A5 4 B HRE
B I T 2581, B OB SIRBRIMAE SR BT 2 fIREMERS & 5 DT, EHIY
i 7 VT F = AR LIS RBEDE =42 U > 72 £ LT, B4 512179 2 &,

8.3 AFDR S ThoHE FurouF 7Y NE, Brooh ) v afHtznsE5 2 Lnb, M
HEHV U LERTIED A REMERD 5.

8.4 AEIOH Sy ThH e RunrzuaF 7Y FEOF 7Y REFREIL, SRMBIVEZFKFIEDE
TN H D,
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8.5 MEKMADIEFEFIHTH 5.

8.6 ARB X ' ACE [EIROILEARIFEEFHTH D, FHHRHIIL, FRM-CMEESESE O IC X 5 1M
JEIEFICxt LT =27 o7 o R BREMEICIRTE L CIEDR R S 2 e D
WL ANENC T VI Y2 RS 2 & ZORERIESERE T, EERDSREIC R 2 B2
WD E0G, Filial 24 FEIIAR ARG L2 Z EREEND,

8.7 AHIDR Gy T DT VI P NFZ ATENT, TR (ITFEROEL) PRESNTND Z b,
HEE OV gy abng o on) ERERCIAGOIEROBBICERTDHZ L, T
NP ATFIEICEREE NS 7o, R (IFHERED (L) ORI L v iFEE MK
TLESAICIET A IV EZ DM EER EF3 5 TREMEN & 5.

8.8 AFID I ThoHE FurauaF 7Y ROBIZEBITS7T MU v AHBER FIURIER) 12HS
CEBEFHTH D,

8.9 AHIDrCThHhHE KurzuuaF 7Y ROFIZBITSFT MU v agEER FIRER) 1085
CEBRFHTH D,

8.10 AAIDEHIC L VEFRIEDIKR TFABZ D L MADK T 25 & Z /R H 5,

8.11 AAID I CThHhorE FrraaF 7Y KOBIZE TS MY v AHEIER FIRIER) 125
SLERFHTH D,

6. HEDEREAIIBEICHTIIRE
(1) AfHE - BIEEFOHIBHE

9.1 AHHE - IEEZEDOHLBE

9.1.1 MAEESHIREEOH S BEXIIAETERREEOHIEE

RIRE L2 G0 E W SN DA ZRE . EHITEET 2 2 &, Bt &ORD R BRI A+
DK FIZ X v SR BHREZ B2 B8FE N0 b 5,

91.2 MFEHVYLBEREDESE., BH)VLMEDEE

RRE L2 GV EH SN 2562 RE, BRI 2L, KRIOS THLT VI H L
iE. BV OAMIEDCEFIZBWNC, BAV VAMELZEIEI2BZNNH D, -, B
fEE, 22 b — L RBORRFEICE 0 MED ) v AMEREL 20T WEE T, i U v
MEICEERTDHZ L,

9.1.3 RNEEEDHSBE

WA OREA MR 245 SR L, HELELI T8 TARH S,

9.1.4 ERLEEIAREILE X (XRBIAREILED H 5 BE

BWARIRDN o Db GG, Sl MR MKEMEEZ KL, MRERIELHRT 2B
BdH D,

9.1.5 KAXITEE. RBICHEEA. BRFEOHIEE

EREEMSE, @ IHEE AR U, W, BEREOBLHEM OB ZN R H D,

9.1.6 THi. BHDHLHEEF

BREIRAP Db R D,

9.1.7 BANY Y LME, BIRRBEETLEEDHSBSE

MyFEANT T LE PHIELEENNH D,

9.1.8 BIEMEPDEE

KT MY v AEREZEZTBENRH D, o, BMERBIERIETOBETIX, TvItrs
OHEZVEIVRBT LI L, BMRMEDKRTEZEZTBENRH D, [11.1.3, 11.1.5 ]
9.1.9 XEAMBVIREORE

AAIDOBEVEH 3RS 5,

30



(fi#s)

9.1.1 ARB X' ACE [LERILEOEEFIHTH D, WRMEBRBIRRAEEDH 5 BETIXT V4T
v AN W AR B R A D S CORERIRIEIBE S R ST D, 2O XD REBEIC
ACE PHERZ 57 2 & B HMBEIARSIEE L, SRERRIEIE LMK T L ORENE(T 5 2
ERHBENTWVWS, ARB THAT I IVIE U REIBEICERTARREMRZ 2 b5,

9.1.2 KFDOESTHEHT NIV ANZ AL, ToroFT oy v IR X - Tt 571
RAT B a2 2 Enn, MEL Y U LE ERIELRENRE LN, 207
WEmA Y U AMIEDBEIZB N TL, AFOTELGICLVEA Y U LAMIEZIEEIELB8EN
5,0, AKFIOKSTHH e FaszoaF 7Y Rix, Bhooh U v sadtzZ8nsE 5
e, MED VU LERTFTIELAREENEZOND, ZOTDEA Y ¥ AMAED B
BONTE, AAOBRGICE VRS Y U AMEZEEIR L8200 H 5,

9.1.3 MMM/ EEE D & 5 B3 Tk, A O —HIC & E ORAES RSN E L TWDEE1E <,
Z DOIFEE K0 AR O E 1M iR 2 RE T D 7o O RERIZHEGR U, I3 OFE5RE T 6e
RN LTWD, 20X 5 Z2REECITHERIEO FIZxr3 2 ISR TS < | I ESLIED T
VMR B ASHERE LS 5 < 72 0 Z i RFEICHG 0 03 < 72 B, Z ORAE TR AT I &3
B9 % & AT MR REICRR 0 | MEREREE 2 & -9 2 L2 b, BIEEOEHI2LY E3D
DL REERIEOIKTRBZ 5 EMMTOK T2 L, WEZE(LIE2B8Z0RH 5,

9.14 AAIDOK S THDHE FrrunF 7Y RiX, BEELR R E X IMEREE(LIED & 5 B~
DOEHETREWAFIRN S b o HE ., SulpmIERRD ., MKERMHEE kL, mieZERiE % 7%
BT LHBENRH D,

9.1.5 AAIDR A ThdE FrrZuoaF T Y NiE, B CORMBGOME, REEFRINO¥ERIEH
EHTDHEBZ LN, WMEAOEBLSLEEOBENR S S, o, T7 ¥ RRAIRIEIIMM O
JEIE & bR THEIRIG O FHIIEFER mN & OBRERH D,

9.1.6 KAID I ThHdE FrruaF 7Y ML, TH, EtOsH 5 BEFICEETLHE, KT R
U AMSE, AKH Y U SAE IR 7 0 — AT v a = RO EME AN D bbb &
Nd 5,

9.1.7 RAIDO S ThdE KerrzaaF T Y Rk, By v AOFRIN A EE S liF Ly A
OEE FREZBIEXEZTZENHDHDOT, mb v AE, BIFRIERETEEIC L 2mD
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24 Boehringer Ingelheim Pharmaceuticals, Inc.

W7es MICARDIS HCT- telmisartan and hydrochlorothiazide tablet
FIE - Bk | 40 mg/12.5 mg, 80 mg/12.5 mg, 80mg/25 mg
INDICATIONS AND USAGE

MICARDIS HCT (telmisartan and hydrochlorothiazide) is indicated for the treatment of
hypertension, to lower blood pressure. Lowering blood pressure reduces the risk of fatal and
nonfatal cardiovascular events, primarily strokes and myocardial infarctions. These benefits have
been seen in controlled trials of antihypertensive drugs from a wide variety of pharmacologic classes
including the classes to which this drug principally belongs. There are no controlled trials
demonstrating risk reduction with MICARDIS HCT.

Control of high blood pressure should be part of comprehensive cardiovascular risk management,
including, as appropriate, lipid control, diabetes management,antithrombotic therapy, smoking
cessation, exercise, and limited sodium intake. Many patients will require more than one drug to
achieve blood pressure goals. For specific advice on goals and management, see published
guidelines, such as those of the National High Blood Pressure Education Program's Joint National
Committee on Prevention, Detection, Evaluation, and Treatment of High Blood Pressure (JNC).

Numerous antihypertensive drugs, from a variety of pharmacologic classes and with different
mechanisms of action, have been shown in randomized controlled trials to reduce cardiovascular
morbidity and mortality, and it can be concluded that it is blood pressure reduction, and not some
other pharmacologic property of the drugs, that is largely responsible for those benefits. The largest
and most consistent cardiovascular outcome benefit has been a reduction in the risk of stroke, but
reductions in myocardial infarction and cardiovascular mortality also have been seen regularly.

Elevated systolic or diastolic pressure causes increased cardiovascular risk, and the absolute risk
increase per mmHg is greater at higher blood pressures, so that even modest reductions of severe
hypertension can provide substantial benefit. Relative risk reduction from blood pressure reduction
is similar across populations with varying absolute risk, so the absolute benefit is greater in
patients who are at higher risk independent of their hypertension (for example, patients with
diabetes or hyperlipidemia), and such patients would be expected to benefit from more aggressive
treatment to a lower blood pressure goal.

Some antihypertensive drugs have smaller blood pressure effects (as monotherapy) in black
patients, and many antihypertensive drugs have additional approved indications and effects (e.g.,
on angina, heart failure, or diabetic kidney disease). These considerations may guide selection of
therapy.

MICARDIS HCT is not indicated for initial therapy for the treatment of hypertension.
MICARDIS HCT may be used alone or in combination with other antihypertensive agents.
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DOSAGE AND ADMINISTRATION

2.1 Dosing Information
Initiate a patient whose blood pressure is not adequately controlled with telmisartan monotherapy
80 mg on MICARDIS HCT, 80 mg/12.5 mg once daily. Dose can be titrated up to 160 mg/25 mg after
2 to 4 weeks, if necessary.

Initiate a patient whose blood pressure is not adequately controlled by 25 mg once daily of
hydrochlorothiazide, or is controlled but who experiences hypokalemia with this regimen on
MICARDIS HCT 80 mg/12.5 mg once daily. Dose can be titrated up to 160 mg/25 mg after 2 to 4
weeks, if necessary.

Patients titrated to the individual components (telmisartan and hydrochlorothiazide) may instead
receive the corresponding dose of MICARDIS HCT.

MICARDIS HCT may be administered with other antihypertensive drugs.

2.2 Dose Adjustment for Hepatic Impairment
Initiate patients with biliary obstructive disorders or hepatic insufficiency under close medical
supervision using the 40 mg/12.5 mg combination. MICARDIS HCT tablets are not recommended
for patients with severe hepatic impairment.

2.3 Important Administration Instructions
MICARDIS HCT tablets should not be removed from blisters until immediately before
administration.

2. BUCEBITLBEKRZERR
ERICEY SBIMER (F—RXFSUTHE)
AR T N EOEBOHDLR E A=A M T VT LIRS,
( TV 6. FrEDHE Rz AT HEBHICHETLER] OEHEMR)

Drug Name Category
_ . telmisartan D
A=A 7 VT D4¥E .
hydrochlorothiazide C
(2021 4F 4 A #5R)

2% ROME

A=A NZ U7 D55 (An Australian categorization of risk of drug use in pregnancy)

Category C :
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.

Category D :
Drugs which have caused, are suspected to have caused or may be expected to cause, an
increased incidence of human fetal malformations or irreversible damage. These drugs may
also have adverse pharmacological effects. Accompanying texts should be consulted for
further details.
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