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(1) hmsEaER
SR TR I : 2015/4/30~2016/2/18

OTNF T hlE#E AP INIG)

. BAT SRR D HLHKMEY

IEEER  40°C - 75%RH [PTP /3]

HEREH [=ESVIN PRAFHAE
<> T BHAGEE 1% A 3% A 6 % A
150317K
ER n=3 150318K o A e e
pUEI M) pUEI M) = =
< IEFE D FEEE >
SEAOREE 150319K
) 150317K
elitR  n=3
150318K e — — A
(HPLC) S H
150319K
150317K
Wi sER (HPLC =3 . . . .
¥ (HPLC) n=8 | 0s18k | e o o o
<H1>
150319K
i TP H 150317K | 1.60~2.28 1.16~1.89
f” (& B —MERBR) 150318K | 1.51~2.25 — — 1.56~2.96
f <15.0%LL F > 150319K | 2.32~2.80 1.77~2.78
pe | ERRZEEFT YR | 150317K | 1.81~1.96 1.48~2.54
(%) (& &Y —MERER) 150318K | 1.03~2.32 — — 1.77~2.66
n=3 <15.0%LL F > 150319K | 1.62~2.83 2.16~2.28
o . 150317K | 92.7~103.3 | 91.8~103.2 | 94.2~102.4 | 93.2~104.5
i TIIY K
N . 150318K | 93.5~ 99.9 | 95.2~102.1 | 90.6~103.8 | 91.8~105.1
H <304y, 80%LL E>
e 150319K | 90.6~100.6 | 94.4~103.1 | 90.8~102.0 | 91.7~104.1
@) |t rasaasrrs 150317K | 87.8~101.7 | 98.5~101.8 | 96.4~101.5 | 93.3~100.8
n=18 . 150318K | 79.1~100.7 | 99.3~102.9 | 93.2~102.2 | 97.0~102.1
<30 %5. T5%LL >
150319K | 95.6~100.1 | 88.1~100.9 | 88.6~101.1 | 97.4~ 99.9
o 150317K [100.13~100.77/101.09~101.43[100.79~101.43/101.96~102.67
L TIIY K
= 150318K [100.60~101.38/101.82~102.00{100.91~101.65|102.15~102.85
B <95.0~105.0% >
(%) 150319K | 99.90~100.74/100.93~102.11|101.27~101.34/102.04~102.73
%o . ... | 150317K | 97.65~ 98.35| 98.87~ 99.64| 99.47~ 99.54| 99.16~ 99.67
[ N =70~ 0= 0 A
n=3 © 95.0~105.0% > 150318K | 99.36~100.05100.27~100.93/100.39~100.55(100.25~100.94
. . 0
150319K | 97.73~ 97.86| 98.59~ 99.23| 98.86~ 99.25| 97.71~ 98.75

¥1: RRT 0.7 0¥ ME
D BAREICHTIEAER (%)

%2

2 0.5%LL T, AEFLLMN O« DIFEZWE - 0.2%LL T, HBIEEWE

1.0%LL T



BRI : 2015/4/30~2016/2/18
OT NTF T LA EE BP INIG)

IndEER  40°C - 75%RH [PTP 13L]

ABRTH H =R PRA7 IR
< HHE > & BHAGEE 1% A 3% A 6 %A
150321K
R n=3 150322K e Ty ey Ry
< HRE D FbE > a a a a
SEAOREE 150323K
150321K
BB =3 . .
fEEFIR n 150322K R — = i
(HPLC)
150323K
150321K
HiEEaER (HPLC =3 . . . .
MBI (HPLC) n=3 | copook | e o o o
<¥1>
150323K
-} TP H 150321K | 1.56~1.92 1.83~1.89
f” (& =) —ERER) 150322K | 1.24~1.77 — — 1.03~2.04
i] <15.0%LL F > 150323K | 0.96~1.60 1.00~1.41
pe | ERRZBERFT YR | 150321K | 1.63~2.52 1.22~2.16
(%) (7 Bt — R 150322K | 1.00~2.40 — — 1.48~2.23
n=3 <15.0%LL F > 150323K | 1.27~1.92 1.99~2.20
L . 150321K | 91.0~101.3 | 88.5~102.6 | 86.0~101.7 | 88.7~100.8
Vi TIIY K
. 150322K | 89.0~101.3 | 94.1~101.1 | 92.5~101.7 | 89.7~100.9
| <307, 80%LLLE>
o 150323K | 92.4~101.4 | 89.2~102.1 | 92.2~102.1 | 86.0~100.3
) | b rasaagrro 150321K | 96.1~102.5 | 99.5~104.2 | 96.2~102.1 | 95.2~103.0
n=18 . 150322K | 96.4~102.5 | 97.8~103.7 | 93.9~102.2 | 97.0~102.8
<30 %5. T5%LL >
150323K | 98.8~102.3 | 100.3~104.4 | 96.8~103.5 | 98.9~103.5
L 150321K [100.14~101.48/101.92~102.39/102.03~102.78/102.40~102.52
L TIIY K
= 150322K | 99.34~100.19{100.69~101.39/101.24~102.19(101.62~102.44
B <95.0~105.0% >
%) 150323K [100.01~100.34/100.70~101.11/100.77~101.29/101.63~101.94
%o . ... | 150321K | 98.62~99.79 [101.36~101.86/101.08~101.53/100.01~100.78
t NesmraFrdR
n=3 150322K | 98.32~99.70 [100.80~100.93/100.40~101.47[100.17~100.76
<95.0~105.0% >
150323K | 98.96~99.17 [{101.37~101.55(100.32~100.79| 99.94~101.12

¥1: RRT 0.7 0¥ ME

D 0.5%LL T, RIS O &« OBERIWE : 0.2%L0 F, MIEREWE : 1.0%LL F
M2 FORRICHT D EEE (%)



(2) RHIRAFHR

OT NF T hlEEE AP INIG)

EMRERER  25°C - 60%RH [PTP Ald]

ABRIE B = b PRAFHIR
<HiHE > BT BHAGHEE 12 % A 24 # A 36 % H
PR n=3
180602K A R e e
<E*§@@§gﬁ> l@n l@n Pl M Pl M
MERE (HPLC) n=3 . . . .
- Py n 180602K Ry ey ey ey
# FIIH LR
f” (Gt M%) | 180602K 1.12 — _ _
# <15.0%4 F >
e tRkeseusd7roR
(%) (& B — MR 180602K 3.27 — — —
n=1 <15.0%LL F >
= FOI YLK
0 . . 180602K | 98.0~103.5 | 96.5~101.5 | 99.6~103.0 | 94.4~103.0
” <30 77, 85%LL E>
(%) ERkaesoasF 7o R
0 . . 180602K | 96.6~101.4 | 96.8~ 98.5 | 94.3~101.0 | 86.0~102.4
n=6 | <3074y, 80%LL k>
B FIIHH
a 180602K | 99.89~100.79/101.70~102.15(100.56~101.41{100.88~101.56
(%) <95.0~105.0% >
%
x(; =l == A=
180602K | 96.53~96.79 | 98.41~98.95 | 97.93~99.48 | 99.12~99.80
n=3 <95.0~105.0% >

%1 : RRT K 0.7 DFHEME : 0.5%LL T,
K2 RRRISHT2EAE (%)

FEFLLIAN D 2 DIFFWE - 0.2%LL T, HRIEHEWE : 1.0%LL T




OT NF T hlEEE BP INIG)

RHIRAFHER  25°C - 60%RH [PTP a1%]

RERIE A =RV TRA7 11 ]
< HHE > He B AR 12 » H 24 % A 36 » H
MR n=3 N N N N
i 180603K WA A A A
UL (HPLC) n=3 : \ ‘ \
f (HPLC) n=8 | o603k | e o o o
<3Xx1>
gl TNIPIE
7l (& EH—MRE) | 180603K 2.08 — —
. <15.0%LL F >
M ERkesoaF 7R
(%) (& &) —MEER) 180603K 3.03 — — —
n=1 <15.0%LL T >
e FIPH
H ~ . 180603K | 90.6~104.0 | 96.5~99.6 93.2~99.7 95.0~105.9
o <304y, 85%LL >
(%) [N =/ A== iSSP
0 . 180603K | 97.7~100.9 | 99.1~101.6 | 96.4~99.6 98.6~101.9
n=6 | <3074y, 80%LL >
=) FIPAL
= , 180603K | 99.89~100.36{101.21~101.30{100.16~100.61/101.84~102.22
%) <95.0~105.0% >
% | ERmZaaFroR
180603K | 96.14~97.12 | 97.03~97.34 | 97.62~98.28 | 99.77~101.12
n=3 <95.0~105.0% >
1 : RRT 0.7 DIEEME : 0.6%LL T, AFLLA O 4« OFFZWE : 0.2%LL T, BIEZEWE : 1.0%LL T
¥2 FREICKTDERR (%)
— : B R
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(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
FLIP LRy (%) n=3 100 99
ERezaedF 7R (%) n=3 100 101
(&) wE (kg) 9.9 9.8
OTFNVFTHASE BP INIG)  25°C - 75%RH ¥t [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
FLIHALZY (%) n=3 100 101
treszoaeF7Y R (%) n=3 100 100
(&) wE (kg) 13.9 12.8
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(4) fFEOILREOLEN

OTNFTEEEE AP INIG)  #ad: 40C [EOL - [REED]
PRI H AR
< B > BRARRS 35 7
PR . . ) "
<Rt FkE > HAS D FEE WA D B
TIVIPIH L (%)
Vi <3057, 85%LL > 91~101 96~100
tEresoaF7Y R (%) — —~ Mo
<30 %y, 80%LL > 94~101 72~101
FNIHFLE (%) K
45 <95.0~105.0% > 100.2 97.8
ERerraF7roR (%) *
<95.0~105.0%> 101.3 99.5
(&M WE (kg) 12.9 11.4
K1 RRERISHT2EAE (%) X2 1/12 SElA D7, BARICHEA LT,
OFNVF THELGEE AP INIG)  #EadE 25°C - 75%RH [ - B
bty B I
<JRHE > R 438 57
<ERBODFREE> RS D FEBE RS FEEE BB O FEEE
TIVIYIH L (%) B
Vi <3057, 85%LL > 91~101 96~101
g EFeZoes7 ok (%) 94101 B w005
<304y, 80%LL >
FHIPFLE (%) K B
sp <95.0~105.0% > 100.2 100.0
ERuzuaFro R (%) X
<95.0~105.0% > 101.3 98.0 92. 4
(ZEH) wE (kg) 12.9 _ 6.4
Ko RREISHTLEAE (%) — ORENE HUES . KT
OTNFTELEHE AP INIG)  #EE4E 25°C - BOEE 120 )7 Lx-hr [ A 4]
< Sk > BRARES 120 Jj 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
FHIHFLE (%) F
. <95.0~105.0% > 100.2 100.2
tkrrzrandF7Y R (%) *
<95.0~105.0% > 101.3 98.6
(z%&fE) W (kg) 12.9 118

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

MEAE  40°C [EE - KEBA L]
s als A7
<Kk > e 35 A
<Eé§%$ﬁ> RS D FEE RSB0 FEE
TNIYLE (%)
" <30 %y 85%L1L0> 92~101 92~100
tReseesFr TR (%)
<304y, 80%LL > ’ 99~102 98~103
FNAIPLE L (%) *
. <95.0~105.0% > 100.2 102.3
EkerzpoF7Y R (%) *
<95.0~105.0% > 99.1 102.0
(&M WE (kg 19.1 18.3
¥ FORBRICKTIERER (%)
OT7 NVFTRGEE BP INIG)  #@2E 25°C - 75%RH [ - B
mB A AT
<HBitk> e 4 55T
<E%E%$%> Hife .0 Febi Bt .0 Febi Hks DTG
THNIYLE (%)
v L <30 %y 85962Li;> 92~101 84~101%2
gayuaj : . ——
EkrrrrFry R (%)
<304 80%LL> 99~102 88~97
FAIPLE L (%) *
. <95.0~105.0% > 100.2 102.1
EkerzpoF7r 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 - BRYGE 120 5 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
EkrrrrdFro R (%)
<304y, 80%LL > ’ 94~101 86~102
FAIP L (%) *
. <95.0~105.0% > 100.2 102.0
vt RezaanF7rY R (%) *
<95.0~105.0% > 101.3 101.5
(&M WE (kg 12.9 19.4
M RRRICHT2EHER (%)
7. REZERVERRORENG
FPAROSA
8

. fuFlEDEREELE (MELEFHEL)

PAAOSA
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9. BHtE

(1) W
TILFTEAEE AP INIG] KTV F 7EASE BP INIG) X, AARRTERLESRICED bR
TNAIYNLE - B FrraouadT Y REOHEEFMIZES L TWD Z ERERIN TN D,
GRERI IR HERBREE 2 12 900mL % v, /R R/WEIC L W RBRE1T9,)

FR A%
<TNFTELEEE AP INIG) >
FORE EIL5x0 HiLE R R
T Y 40mg 50rpm 45 5y 85%LL I
tkrZarF7r YR 12.56mg 75rpm 45 43 80%LA I

<TNFTELGEE BP INIG) >

FRE EIL50 HiLE R R
TP 80mg 50rpm 45 5y 80%LA I
tkrrorF7r YR 12.56mg 75rpm 45 43 80%LA I

(2) ¥R

(TILF7EES% BP INIGI)
BREISL DLW RIS A T A O —ERRIEICOWT (CER 24 4E2 H 29 B SKATHRA
%0229 %5 10 %)

TILEHLEY

B SA

2EE ARG WHERBE S RVE

[Al#%E K OFABRIE © 50rpm (pH1.2, pH3.0. pH6.8. 7k). 100rpm (pH1.2)

CHIE]

«pH1.2 (50rpm) T, FEAERIFID RN 40% K Y 85% UL D 2 B AUV T, RO FH)E
HH R ARERGR DSBS H R £ 15% D HFIFHIZ & - 72,

« pH3.0 (50rpm) Tl HEAERA|DSEIGVEH RN 60% &% Y 85% T D 2 B SIZRBWT, RGO FEHE
H SR IR ERLA O SE IR HH R 15% OFFHICH - 72,

- pH6.8 (50rpm) TliE, HEAERIKI D FIGVAHZR DY 60% M N 85% 1T & 22 B 72 1 FEAR TH D 15 5y
IZIBUNT, ASh D28 HH 2RI IAEAE R D s HH R+ 15% O#PHIZ b - 72,

« 7K (50rpm) T, FEHERF O LIRS 60% & O 85% T & 72 D14 72 1 FE T 5 15 Ik
UWNT, AR OSSR AR E R D S ES HHER + 15% O FPHIC & - 7z,

«pH1.2 (100rpm) Ti&, EHERFIO IR R 40% K Y 85% T D 2 B B\ T, AL
B R ARV O SRS R = 16% D FFHIZ 8 o 7z,

Pk, 7AFTEGEE BP INIG) OB T VI X AZONWT, RHZEE 2 A (X2

ERAAEE BP) L LR, 2 ToRBRIKICBWT [ERIERES DLW ARG RBR T A R4
V] OHEFEREICEES 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)

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

AIE]

- pH1.2 (50rpm) Tix, 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% ORI H - 7o,

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

HoT,

Lk, ZAFTEEGE BP INIG) OFMMSE RasaaF 7 o RICOWT, BEHIZEE) & gl
(R areldasE BP) &b 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 —— 7L F FEEEEBP NIG
- = I RSP
0 L‘ 1 1 1
0 5 10 15

BfE (43)

16
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(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 FEHEHE L 15% O Z 2 5 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
[El#R% K ONRBRE © 50rpm (pH1.2. pH5.0. pH6.8. 7K). 100rpm (pH1.2)

CHIE]

- pH1.2 (50rpm) Ti, FEHERAIL L ORMTE HIT 15 SLINIZTEY) 85%LL BisH L=, F7=.
AL RE L (15 43) 12381 ARG Ol 2 DVEHIFRIL, RO EEEME L 15%OFHAE B2 5
DM 12 fEH 1 HLLF T, +25%DHPHAZEZ 5 DN -T2,

- pH5.0 (50rpm) T, FEHERAIL L ORMITE HIT 15 SLINICTEY) 85%LL BisH L=, F7=.
AL IRE . (15 43) IZ38 1T D2 ARG Ol 2 OV HFRIL, REOEEEMEL15% 0L B2 5 b
OB 12T 1HLL T T, £25%DFFHEE DL DN T,
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- pH6.8 (50rpm) TiE, HEAERHFIR L ORI E HIT 15 SUINIC ) 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 BIKOMEIL 50 LLETH -7, F7o, B A (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 fE e g
(FAFTEAE BP INIG)) & HE LR, 2 TORBIKICIBNT (5 8AHA 28 0 EY A
DEMZLHIRI SRR A RT A 2] OHELREIEA L2 LD ARG L L EnT-,

(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 - A%

(1) FRIRELGER - BF. NEI’RKRLER - AEICEHATLHER
L7

(2) A%
(TILFF7HEES AP TNIG])
100 2 [10 8 (PTP) X 10 (fz#AIAY)]
(TILFF7HE &% BP INIG])
100 &£ [10 82 (PTP) X 10 (¥Zlg&IA )]

(3) FPEEE
Y LR

(4) BROME
PTP : RUkE= LT VA, TV =T L
Ea— 7= RV ZF LT IRX—FT LA
Rl AT A

1. AZRRHESHhIEME
RUERR L

12. ZDth
RZ YGRS TE e L

19



V. ARICEYSEE

1. BREXIEHER
i LS

2. DEXIHRICEHET HIE

5.8EXX IS RICEET 5EE

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& 5H-%, T/ I VX 80mg., XIT /I VL Z /e karsanF 7Y KR
40mg/12.5mg THHRA+ D72 GEIcT VIV L Z /e FaZeaF 7 Y K 80mg/12.56mg D% 5-
T B AN
(i)

5.1 AT AIY L b RryauF TV RO 2MEOREEOREH TH Y, 74 IV
ZUHA de FaraaF 7Y REA L e L CHRADZRBITEREZ AT 5720, BEOIMm
JEIR T & 72T AR RE TE RN LD BEOZEMEZE L, 2 IR EEE
THMEH EoEEEE LT,

52 BEICT VI Y Z 2 40mg, HDOWIT IV 80mg ITT VI YL Z /e Frrma
F7 VR 40mg/12.5mg 2 K DIEREZ T CWDHRFICBWT, “ELEMEDa Y hr—/L
PEDLNTWRWEEAIZ, AHI AP H 5\ T BP O 0 B2 % 52 4E LR E LT,

3. HiERUVHAE

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

(2) AZEBRUVHERORERE - B0
MU ERR L

4. REBRUHARICEET SR

7T.RZBRUVAERICEET 3R

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

(fi#i)

TNIPE L (A &, FEESEEEICEE LR BN, FEEZE D BFICARZ &S
ToEA, RS TIET I LEEN R I N GMEAT—4) ), [16.6.1 B#]

F 72, BEMZEYEIRE (Population Pharmacokinetics) fi#ghT fEH:, AGRBRAE & A1, Tk
BEDALT L7z AST (GOT) &fiElE (>60U0) (IZBWTZ U T T 2 AN 64%IK T L. Cmax &Y AUC-
SHEL 2D Z EDRENT (ARAKROHEANT —H) ),

WHSNOT NIV NZ e RryaaF T Y REGEEO WA SUE T RS 2 F 5 & i EE S5 12
. (APt RKeszoaF 7P RE LT 1 H 40mg/12.5mg S L THEET5 2 &)
ERESIN TV,
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5. ERERALAE

(1) BET—E3NR\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 ZREEMZIGREIME | 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
JOF 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 BE51Z LV SRR 3 IR RIE - FESEO AR BITEERE ST VIV Z /e ke aa
F7 ¥ K 40mg/12.5mg XiZ7 /I V¥ 2 40mg & 8BEEBG Lzt &, 7AIPF /e Ku
7 auF 7Y R40mg/12.5mg I 7 /b I Y v & 2 40mg (T E A~ TR LR BT I E 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
(S.D.) (S.E.) (95% CI) | (S.D.) (S.E.) (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, TAIYLZ /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, £z, TAIVAZ /e FrZuauF T YV R 40mg/12.5mg
THREATSRBEICH L, TAIVLF /e FarzoaF 7Y R 80mg/12.5mg &5 L 72K,
RSN (&%, RIRWIME C ¥ 8.3mmHg K OMEH L/ F ¢ %) 10.1mmHg (& 12 N=80)
OBMBEERNT) DR SN T, RN ROMESIIRD b o7z,
BWEFORRESGIZ. TAIVILE /e FrZoaaF 7Y R 40mg/12.5mg BE T 18.3% (19/104 1)) .
THAIPNE e KazarF T Y K 80mg/12.5mg BTl 13.8% (11/80 f5)) TH -7, L72H|
ERIX. T3S Z /e RuZzaaF 7Y K 40mg/12.5mg FE TIIiZdEhtd £ 4.8% (5/104 )
R OMANEMED £y 3.8% (4/104 ) THV ., TAIVILF /e FurzoaF 7Y R 80mg/12.5mg
BETIX, RO F 0 3.8% (3/80 fil) . FEhED F > 2.5% (2/80 i) K OVE IREAINIE 2.5% (2/80
) THor=?,

(5) BFE - WEHHR

B R L
(6) AENER

1) ERARERE (—REARERE. FECRARBRE. EARRLEERAE). BERFT®RT 44X
—AE. RERFRERZBROAR

DR L

2) BRBEHLLTEEFENOABTNIIRME L /-HE -

AL
(7) £k
A Lg
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VI. EMEBICEYTSEE

1. EEZNICEEHSILEDITILEMEH
T YILH o R PRI R AT ZRIA T 1 —
trkazaaF 7R FTYRRFAREK
HE  BEO® DGO - DIREFIL, BHORMILEFEELSRT L2 L,

2. XBEFER
(1) {ERERL - VEFFF
TNV NE AITEICMELRGFOT AT v (A-T) 247 1 (AT ZREICE VLT,
AHEMAEME THD AT ERFROICHEPIL, T OMEIHEERZ M35 2 LIk W 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
bt Resoad 7Y RIEBEMRMEICRIT S Nats Cl oFERIN A L, KO 22 <8
%o IREEDIKFRERAFEERA AT 2, BEERIL, IR MLEEOK NICE Y, BHMICIX
FRMEOIIRICE D EEZ LR TWD Y,
(2) ENERMT SRR
18.2 EE1EA
TER T OREMES I B RRAETZ » b (SHR) #HW T, 3mgkg D7 /LI $ L4 10mgkg Dt
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 TIEAONRBEEERITRD b holen, 7L IPz b
ORFRICE D T I P2 OERZB SN L, KREEEM T 53mmHg TH -7 9,
18.3 FR{EA
WEE F oM SHR 2 W T, 3mglkg D7/ IV /¥ 10mgkg Ok FrZuead 7YV Kb
WEEOmE % 5 HERE &G Lz & EORRIEHZ B Lz, ZOR%., 3mgkg O7 /L3
P B L DREMBEGAZ L > IR BROIRPEMERE (Na™, KTRKOCl) ICHEEREMIEZAD
nighotz, —J, 10mgkg Ot RuezuenF7 Y ROBEMEGIZX-> T, JR&E, Na', K'EXO
Cl OEMEWIE D L2 BMA A LN, TAIVLZ U EHAZREGLTCH, B ke T
7Y ROFIRERITA LN, TAIVAZidie RerzenF 7Y ROFRIERICIZE 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 & & i 4
TEEEICTE L, W] 18.9-19.8 J 1Y 8.49-8.82 I T L 7=, HAIOK: & FfkIZ, T/ YL
H 2D Crmax (TR EIC EF4 2B 88D i 10 19

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 FarnuF 7Y R 12.5mg &% 1 H 1[0 7 HHZEEROFH
RIERABE LEBEOT A IV ALZ RO Ry aaF 7y RoEYE iR IZHEEE 5 & 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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TERERLNICT VI YL Z 2 160mg ™ L KuzoaF7 Y K 25mg ™ 222 HEMC 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 IERNENRE~ORBITRD o722 GMEAT—4),

W) AANOABHARIIT VIV ALZ L 4A0mg/lk KaZaaF 7Y K 125mg KT A I 4 v
80mg/t ke ruF 7Y K 12.omg Thb, £/, HEEREEDOH HBEITEGT 550
TNIVNVE o ORREGEIT1 H 40mg Th 5,

16.1.3 £PFHEF1EHER

(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?,

(TILF7EEE% 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 IX A CREGHIENT 21T o 7255 8. log (0.80) ~log (1.25) O#IFANTH 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 0/3T A — & (3, #ERHE ORI DL + e 55 03Bk
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 TEILEN 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
FFEgnelEE S 12 #] (Child-Pugh 5378 A (BJE) : 8 . B (FEIE) : 4 i) 27 I
4 20mg KON 120mg P AR OGS Lz b & BB AICHE L Cmax 1X 4.5 5% 0 3 55 < |
AUC 1T 2.5 e O 2. T fEmE o720 WEANT—4), [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 RN UL - Y T LARHLNIED LWL EHE KT Y v AffE, 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 UEHBEAKFY (BIEICB T 2 KM ZIRIC K D EBSER) 25 hofE [10.1 £

]
(fean)
2.1 FEYRREO—FEAIE LTRE L, oo ARB Lt FrrraoF7 Y e DRGEIC SRR

DIEFBELH STV D,

2.2 ARB }t ' ACE EHRILEDEEFHTH L, EIRTIIL ORI AA 2 & ARB 245 &
NiomilEEO B TEARBDE, BIE - HEROET, HAERORLE, Bre mh v
LLSE, BHEOERA R K OFKIEDIEIC K 5 & HERl S 2 WO, BHEEHTOFE, i
DIEERBEND DN L DRENH D, F7 ¥ FRFEAITITHER IR ICEE Y vE
VSE, MR IESE 2 22 L3 D, F e FURIEANCES < mAEERCD | iR
T - R ERD 2D oD Z LR b5,

2.3 ARIORG T DT VI Y Z AIREREE LTHIT L A ERPICHEE S, KES 238
Hair LT, 77 nrigiaaiks LTEPICHRE SN D,
> TR DO PRI EHE 2 TN D K 5 A L EE R TREE O & 5 B TIIAH DRI HE
SN FEHETO2BTNDRH 5,

2.4 KHIOS THDHE FrrruF 7Y Nid, BEROBH K OFETEE IR U CTREZ R BT

TER,
2.5 RFID D THHE KerzrnaF 7Y NE, AEBRE0BEF IR T 5 EBEHEL I OIZE
fhewgsB8Fnnd 5,

2.6 KFDOSThLHe FezuaF 7Y NI, KIEFOFT I UL - B Y T LARHLNIED L
TWBLBEIIHRET D LK MY v AlfE, KDY U AMAEEFEOEFRERH LB LI EDLBE
nnb o,

2.7ARB k' ACE (AFEFELBOFEEFHTH LH, 2 BPERFEE 235 & LT ARB X3 ACE [H
FBINCT VAR Lo 7 Vgt a2 EREEE LR o FRIMHTIZ RSV T, FEBSEMEN AR
BEEREREE . moh U U AMER MEMED U 27 N & D ARt R S iz, £ 0% Ok
FEATCIX, SRAEZ BT D05, &P U U A ME R OMKIIEORBEEOFER EANFED b
’CI/\ZD 27)O
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2.8 TAET L URIBE AT O THMEIZIBIT HEEZIRIC L D EMBER] Zxt5 & L ENE
IREBRIZIBNT, F7 ¥ RRFRA. F7 ¥ RRBELHISAI A — T RIRA Z R U 72 83,
BEOMIET M) U MEDIKRTRRO O, AAlRe RerzenF 7Y N2E5HT5Z L
O, TAES LU UFBEAKRTY (BB D RMZIRIC L D RMER) 2GR 0EBEIX
EERITERE U7z ORSZATBUE A E 3 R R B R O B AR 22 36 0 22 B RB5 — S0 S ZATBUE N [E
T IR B AR O BT 125 O 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
RoOER AR5 &,

8.2 MK 2 L7 F =M LA KR OMIEREME LFOBENNHHDOT, EMMICIEZ LT F=E
KOG RBREDOT=4 U v 72l L, BEET2ITH> 2 L, [9.2.4 BR]

8.3 AHIOH S THHE FuszuuF 7Y NIEI Y U AMEZEZ T2 ERNM5N TS0, I
BV LMEOE=X D 7 2 EMICER L, B2 +012i7H 2 L,

8.4 AHIDOThHE FrnrzuuF 7Y NEIERBIJELZFEIEDLBENNH LD T, KAIFEE
HITEMIAICIIEIRBBEDOE =2 7 &2 F L, BlEE+7I12075 2 &, MIGREED EF 238
BINTGEIX, TOREIZE U TERED P IR Sl @& z2175 2 &y

8.5 AFIDOMTHHE FurzuuF 7 ¥ NI, PAZEMARERNE, IREE2HA RIS T2
BENRH LD T, 2IREN DK TCIRMEO R N3 LN GAI12E, EHICRBEOBE
EZTHEH, BECRET L2 L, [11.1.12 2]

8.6 [RIEAEHICIHESIIAR, HEV, S50 NHLLNDLZENRHLOT, @mAEE, AFHOE
R EIR 2 1 O B A B ET 2 BRICIXEE S D 2 &,

8.7 TRl 24 BRI G- LW Z ENEE LW, T o P4 T vy v NIRRT G h o B#E 1L,
BRI S OFAT I L =T AT v R OMENWENC & 2 &R A i AR R A 2 9 R REME S
Hb,

8.8 RAlZELT v UAT vy MR R EREHAR G FHICHFREOEERFREENS b LD
WENDHDHOT, FEEREZET 572 E, B2 +IcirH 2 &, [11.1.6 2]

8.9 AHKIOFRMPIIBMIZH HbNDZ ENHDH DT, BMERM. PAKICHIEET DL L,

8.10 HFT 246, BRERFANR S LOND Z NGO TEMITHREZITH Z &,

8.1 EELMIEEEND LDOND I ENHDHDT, EMMICHEZ FEMT 572 CBEEZ 512479
Z &, [11.1.9 H]

8.12 KM DIKENFHC LB BF I, KIEOPERZEET 2720, FRiPICRET 22 ENEEL
v,

(fiah)

8.2 AAIDEGIKFIERIZ Fo\ TEHEREREE K V& R ER MUE O RIEH 235880 HI TV %, A5 4 B HRE
FEEREICHERT 25615, BHEEOBLCm IRER MAE A FBLT 5 rIREMER & 2 O T, EHN
i 7 VT F = AR LIS RBEDE =42 U > 7 2 £ LT, B4 212179 2 &,

8.3 AAIDR /I THHE FrzruaF 7Y L, Brooh ) v A2 5Z L6, 1
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HEHV U LEKTEIED A HEMEND 5.

8.4 AHIDOM Sy ChbHE FrrzuuF 7Y NMEOF T ¥ REFREIL, ®RBIVELZHBIE DB
ENNDH D,

8.5 EHNIZBW TSN TWAE ke auF 7Y REFRAIGE T, EAEEE ERREKL
EHFAREEM (B T4E5H 20 B) ICXDUETHRHERENTZ 6, R L,

8.6 BJEHMILBOIEEFHETH D,

8.7 ARB X ' ACE [HEIROILE R IEBEFHTH 5, FHHRHIIL, KRB O I X 5 if
AR TICH L L =0T P47 o R AUEMEIZIRTE L TIE MR SN 2803 H 5
DN T VI a2 T 5 & 2 ORERENERE T, MIEERR R b %
N5 Eon, T 24 BERIIIAA 285 LW EREENR 5,

8.8 KAIDR G ThHHT /NI P NH ATBNT, K (FERROEL) PRESNLTND T b,
JI (v g g e o n) ERERICIALOIEROBBICER TS, T
VI Y ATFEITEFFICHRE S L D720 TR (TFEREO (L) DFEBUT X Y AFHERE DMK
TLESHAITIET A I YL Z o OfhEEN ER-$T D RN 5,

8.9 KA THhHE KnrvuouF 7Y KOBKICBITST MY v AHEER FIREM) 1253
SHEBFHTH D,

8.10 KAy ThorE FurzunF 7Y ROBIZEBITSF MU U AgelER (FIRIER) (23
SCEEFHTH D,

8.11 AFNOFEGIZ L W EREDIERTNBZ 2 LMK T2 & E T /HEERH D,

812 AFIDOMyTHD E KrnrzuaF 7Y ROBIZE TS MU v AgeER FIRIER) 12
SCEEFHTH D,

6. HEDEREAIIBEICHTIIRE
(1) AHHE - BIEESEOHIBHE

9.1 AHHE - IEESDHLEE

9.1.1 MAESHIREEOH S BEXIIAETERREEOHSEE

B LR 2GS0 E I SN2 5A 2 RE, EHITRET 5 2 &, B it &ORED R ERIK Al T
DK TIZ L 0 2HICBEHEZ B ST BERND D,

91.2 MFEHAVHILBEREDEE., BH)VLMEDEE

B B2 BVl S DA ERE HEHITTSZ L, RAIORS THLT AV IFLL
ViE. EA Y T AMIEDBEFICENT, @l Y Y AMEAEESELBENANH D, F1-. BHkE
fEE, 22 b — L RBORERFEICE 0 MED ) v AMEREL 20T WEE T, i U v
LMEICHEETDHZ L,

9.1.3 RNEEEDHSBHE
WBEOKRENMMFEREZF R L, RERZELLISEDIBENRDH D,
9.1.4 ERLEEARELLE X (XRHBARELED H 5 BE

BWARRIRDB S bbb 56, Sl mEERD ., MKEELZ KL, MeERIELZHRT BT
BdHDH,
9.1.5 AAXITEEH. RBICHER. BRFEOHLEE

I PRBEIMIE, S MEE 2k U, R, BRI OB LB b BENR H 5,
9.1.6 THi. BHDHLHEE

BIRERRAN D LONDZ B D,
9.1.7 mANI I LIE., BIRFRBHEREEDOHLEBESE

MyFEANT T LE PR IELEENRH D,
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9.1.8 BIEMEPDEE

K MY U AMESEEZEZTEENRSH D, o, BERBIERIETOBETIZ, 7ArIdrz s
OHEZDVEIVHBT L, BREDKTEZEZTEZnAH 5, [11.1.3, 11.1.5 ]
9.1.9 XEAMBUIREORE

AN OBEEER DRSS,

(fiah.)

9.1.1 ARB X' ACE [EHILEOFEEFHETH S, WAEEBRRAEDH 5 BFE TIET V4T
v AN AR B R A DOHE S & CORERATRIRIE S ERF ST g, 20 XL ) REBHFIC
ACE [HEEZ B54 2 & BB RS IEE U, SRERARIEE LMK T L CORENET 2 2
EMHBNTNS, ARB THE T I VAKX b AEEICIERT A AREMERE X b b,

9.1.2 KFNDOESTHDET NIV AL X, ToIoFT oy v IZREIC X - CudEd 571
RATF o WEMflT52 b, MEH Y U LE ERIELAREENRELLND, 2D
DEA Y T AMAEDBEIZBNTE, AFIORGIZL Y ED ) 7 A MEZEESE 582008
bbb, ). KAIOESTHHE FurzeaF 7Y Rix, B0 Y v A2 NS5
e, MEN VU LERTFTIELARENEZZ 6N, ZOTDEAT Y ¥ AMAED B
BT, AFNOBGICIVIED Y U AMEZEEITELI2B8Z001H 5,

9.1.3 MMMEFEE D & 2 B3 T, M8 O —MIC & EOPAE MEFEENRAE L TWH5EE08%< .
Z DIFREE K0 AR O R i E 1 X i FiEps & RUE T D 7 OB RBRICHERR L. BN 3 O FE5R T fif 6
PETFLTWD, 20X ) 72REETIEBERIE DI FIzxtd 2 s tER TS < | BILESLIE D & T
VAR AT I T B ASHERE LS 5 < 72 0 Z i RREIZHG 0 03 < 72 D, Z ORAE TR AT I3 f 3
WA 5 &I MR REICRR D | HERERE A & -T2 LD, BEEOREIZLY E&D
DR RREREDIRTRBZ 5 LMK TG R L, WEEE(LIEL2B8ET01H D,
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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.

49



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

F—A NZ U7 D54 (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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