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<¥1> TELSOAMLS5TC-6
R GEY MR |[TELSOAMLATC-4| 1.9~3.6 2.2~3.1
f,}'jJ FLIHL%  |TELSOAMLSTC-5| 1.7~2.4 — _ 1.0~1.9
- <15.0%LL F > TELSOAMLS5TC-6| 1.9~2.9 1.4~2.4
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" TIPS
i | <3045, S50l > TELS8OAMLSTC-5 90.7~101.3| 96.8~100.0| 89.6~ 99.5| 97.2~100.2
pE TELSOAMLS5TC-6| 94.9~100.1| 96.4~100.3| 89.4~100.5| 96.9~100.5
(%) |5 s o b o LRt TELS8OAMLSTC-4| 93.2~ 99.3| 92.9~101.3| 90.3~ 99.4| 92.9~102.2
=18 <304, 8O%LLE> TELS8OAMLSTC-5 94.1~100.0| 93.7~102.7| 92.9~101.0| 93.0~103.4
TELSOAMLS5TC-6| 93.6~100.4| 92.4~100.8| 93.7~100.7| 93.8~102.4
o ST FAE TEL80AML5TC-4|100.6~100.7(100.3~100.7|101.3~101.5|101.0~101.4
B < 95.0~105.0%> | TELS8OAMLSTC-5/100.5~101.8| 99.8~100.2/100.3~100.5|100.7~100.9
%) TELSOAMLS5TC-6| 99.6~101.1| 99.7~100.1/100.4~101.3|100.4~100.6
(e TELS8OAMLSTC-4| 99.1~ 99.5| 99.0~ 99.1| 98.4~98.7 | 98.6~ 99.1
1=3|  <050-105.0%> | LELSOAMLSTC-5/100.1~100.4|100.1~100.3| 98.7~99.0 |100.1~100.3
TELSOAMLSTC-6| 99.6~ 99.7| 99.3~ 99.5| 99.2~99.6 | 99.4~ 99.7
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Mk n=10 RIREBD T | WlRBD 7 | YR D 7 | IIREBD 7 | IRIREBD 7
<UD T 4 VA3 —F 4 |BV0300| 4V ha— | g ha— | g ha— | g ha— | 4L ha—
VT EE> TAVITEENTAVIE | TAV T | TA VT8 | T4 v T EE
% TIIFE
BV0300|99.5~101.8|96.9~102.7|99.4~102.1|98.4~102.9|97.3~101.9
E; <304y, 85%LlL>
O6) |7 A m B SR BV0300|97.2~101.8[91.3~101.2|94.0~105.0 [100.2~102.2/99.2~101.2
n=6| <307%r. 80%LL > : : : : ’ : : : : :
A
&) TII P
= BV0300(101.0~102.2| 97.7~99.1 |99.6~101.1[100.6~102.5/99.6~100.8
= <95.0~105.0% >
(%)
YT AR e SR BV0300|98.6~100.2| 96.3~98.1 | 98.3~99.7 | 97.2~99.1 | 97.4~98.5
n=3 <95.0~105.0% > : : : : : : : : : :
(Z51E) BV0300| 158~190 | 150~178 | 110~187 | 102~204 | 141~184
HE (N) n=10
X RREBICKHTHAEAEE (%)
OT7F 7 Lhufl/AE AP THET) MaiE 25°C - 75%RH [, Bk
PR IE H =N PRA7 1T
<HiHE > E BH 4G IRE 2 i 1% H 25 A 3% H
Mk n=10 RIREBD T | WIRBD 7 | YR D 7 | IRIRED 7 | IRIREBD 7
<HRREBDT 4V a—T 1 |IBV0300| 4 /v ha— | g/ ha— | g/ ha— | f/bha— | f/bhaT—
VT EE> TAVTEENTAVIE | TA VT | TA VT8 | T4 v T EE
% TIIFE
E; <3045, 85%LLE> BV0300|99.5~101.8|98.1~101.5|97.4~103.7|97.7~103.0|96.3~101.2
O6) |7 A m B SR BV0300|97.2~101.8|95.0~105.0|99.5~103.8|95.3~101.9| 98.0~101.4
n=6| <3077, 80%LL > : : : : ’ : : : : :
A
=l TIIFE
& 5.0~ 105.0% > BV0300(101.0~102.2100.2~101.0100.1~101.4/99.3~101.7|99.9~101.2
(%)
YT ARV e SR BV0300|98.6~100.2 | 98.3~99.0 |99.0~100.2| 96.4~97.4 | 98.2~98.5
n=3 <95.0~105.0% > : : : : : : : : : :
(Z51E) BV0300| 158~190 | 114~134 | 106~122 85~116 98~108
HE (N) n=10

M RTRRICKHT D AHE (%)




OTF 7 LulilAEE AP THET] Mm@k =R - 1% (D65 IR (89 1600Lx), ¥ — L &7 v/
THE 9]
ARERTEH =V NS
<K > Ha BHARHF 30 I Lx-hr 60 7 Lx-hr 120 5 Lx hr
MRk n=10 WIRELD 7 4 )V [ HRIRED T 4 )V | IRIREED 7 4 )V | HRIRED T 4 )V
<HFEDT 43— 4 |BV0300| L2 —TFT 4 | ha—T 4T |\ ba—T 4 T | ha—F 47
VEE> B BE B B
e FILI YL
BV0300| 99.5~101.8 98.6~102.4 97.6~100.6 | 100.3~103.1
F”; <304y, 85%LL k>
(%) |7 2o R VR
BV0300| 97.2~101.8 92.2~99.1 98.0~101.2 91.9~98.6
n=6| <3074y, 80%LL >
AN
= TII P
B BV0300| 101.0~102.2 | 99.6~101.5 99.3~101.3 98.1~101.5
(j';%) <95.0~105.0% >
0
T Aa Ve Ry VR
BV0300| 98.6~100.2 98.4~100.4 96.8~99.6 96.1~98.7
n=3| <95.0~105.0%>
(ZE&1H)
BV0300| 158~190 166~196 133~193 99~200
E (N) n=10
X EREBICHTIEER (%)
BRI : 2017/1/6~2017/4/17
O7Z7LufladE BP [HIEET) Mk 40C L, [UER
ARERTEH =RV PRAFHAR]
< HIKE > &5 BH 4G 2 1A 1% H 25 H 3% A
Mk n=10 WHRED T | IREOD 7 | IRRED T | IREGaD 7 | RFREAD 7
<RREBDT 4V ba—T 1 |IBV0200| /v — | g/ ha— | f/bha— | fbha— | f/bhaT—
VT EE> TAVIEENN T AV ITEENN T AV I | TV I8 | T4 T EE
e FILIPILL
BV02 .4~100.4 .3~99. .6~100.2|96.5~101. .0~101.
E@Ej <5045, 85%LLE> V0200 |97 00.4| 98.3~99.7 |96.6~100.2|96.5~101.6|97.0~101.9
(%) |7 b PRy VERE
BV0200(101.0~102.6{100.1~102.2/ 99.7~103.7 |100.5~102.3/94.8~101.7
n=6| <3074y, 80%LL >
AN
= TII YL
= BV0200 [102.2~102.4/101.5~102.2/100.6~101.2 99.6~100.8 | 99.1~102.0
(j';%) <95.0~105.0%>
0
>< N CIN SR L
T a3 N L EREE
BV0200|99.4~100.2 | 98.3~99.2 | 98.9~99.2 | 97.8~98.9 |97.9~100.1
n=3| <95.0~105.0%>
(25 1i)
BV0200| 182~217 | 175~221 | 132~233 | 171~222 | 162~227
WE (N) n=10

X FRBISHTOEAER (%)




OT7FZ7rufl/dEBP [HET)  MaiE 25°C - 75%RH LG, Bk
AERTEH = PRAF A
< HIKE > &5 BH 4G 21 1% H 25 H 3% A
Mk n=10 WHRBD T | IREOD 7 | IRRED T | RGO 7 | RFREAD 7
<RREBDT 4V a—T 1 |IBV0200| /v a— | g/ ha— | g ha— | f/bha— | f/bhaT—
VT EE> TAVIEE | T AV ITEE | T AV TEE | T AV T8 | T4 TEE
i TIVIFE
BV0200[101.0~102. .1~101.5(101.4~104.1/96.7~103.1 | 98.1~101.
Fué <5045, 85%LLE> V0200 (101.0~102.6 99 01.5[10 04.1/96.7~103.1|98 01.3
(%) |7 La PRy LR
BV0200 [102.2~102.4/97.9~102.0|99.6~101.2|99.5~101.5 [100.0~102.3
n=6| <3077, 80%LL >
AN
& TIVIFE
B BV0200|99.4~101.4| 96.1~99.0 |98.4~100.6| 97.4~99.2 |97.9~100.1
(f) <95.0~105.0%>
0
>< N CIN SR L
T hua TN U EREE
BV0200(101.0~102.6/99.1~101.5(101.4~104.1/ 96.7~103.1 | 98.1~101.3
n=3| <95.0~105.0%>
(25 1i)
BV0200| 182~217 | 136~162 | 141~160 | 120~140 | 114~143
HE (N) n=10
X FREIHTIHIEER (%)
O7FZ7LnlilfEEBP THEL] Mm@k =iE - B¢ (D65 IR (9 1600Lx), ¥ — LV &7 v
TE 9]
ARERTEH =V IR
<K > Ha BHARHF 30 I Lx-hr 60 7 Lx-hr 120 5 Lx hr
MRk n=10 RIRELD 7 4 )V [ HRIRED T 4 )V | IRIREED 7 4 )V | HRIRED T 4 )V
<HFREDT 4 ba—TF 4 |BV0200| L2 —TFT 4 F |\ ha—T 4o |\ bha—T 47 | ha—F 47
vIEE> i B B BE
& FIIPIA
BV0200| 97.4~100.4 98.0~100.1 96.8~100.4 99.3~101.0
i <304y, 85%LL k>
(%) |7 2RV
BV0200| 101.0~102.6 91.6~99.9 92.9~100.1 94.9~99.6
n=6| <3074y, 80%LL >
AN
&) T E
= BV0200| 102.2~102.4 99.4~99.8 99.1~99.7 99.2~100.3
(f) <95.0~105.0% >
0
AT Aa YRV
BV0200| 99.4~101.4 96.2~99.0 97.5~98.2 95.7~98.4
n=3| <95.0~105.0%>
(BE1iH)
BV0200| 182~217 148~225 136~212 155~224
E (N) n=10

X FRBISHTOEAER (%)
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. ANERUBRROREN
L

. FEDEESEL (MEILENEL)
FPAROSA

. At
BHEER?
<FZ7iufilalE AP THET) >
BIEI L O FHIRIFEVRR T A BT A VFEO—HYIEIZ DWW TR 24 2 A 29 B K&
FAFE 0229 % 10 =)
(TILEHLEY)
AR
i AR WHEBRE S RuWE
[EldR 4 K ONRBRIE © 100rpm (pH1.2, pH3.0, pH6.8, /K)
CHIE]
- pH1.2 (100 rpm) TiX. f2 % OEIZ 420 ETHHT,
- pH3.0 (100rpm) Tid. f2 B OMEIL 42 LA ETidleho 7z, £7o. HEYERIF & AN & ORI
EHMHEOE LWEITRO b ho Tz,
- pH6.8 (100rpm) TiE, FEAERHFII L ORI E HIZ 15 53 LANIZ Y 85%LL RVt L7,
« 7k (100rpm) TiE, HEHERIAIR L OARSIZE HIC 15 23 LANIC ) 85%LL BRI L 72,
bk, 77 2nflésE AP THETL] OFMS TV I AZDONT, BT 2 A7 R
(2 H LuflisE AP) Ll LfER, pH3.0 & 5 < SBRIEICI VT T3 1 K5 0 A4 Wy 1)
RIS T A R 74 2] OHEREEICES LT,

(Vs HH )
SEHE (%) pH1.2 (100rpm) JEHE (%) pH3.0 (100rpm)
100 - FILzviLay A |10 FILETILA L === A
80 | - 80 | -~
60 60 ,
'
40 t 40 A
20 L 7T LOEEHAP THETL || 99 | —e— 7 5 LOBEHIAP THETI
- & = IO LOBCSIEAP - & = I 1LOBEFEAP
O ,L' 1 1 0 L' 1 1
0 15 30 45 0 15 30 45
BfE] (430 B (430
BHE (%) pH6.8 (100rpm) EHE (%) A (100rpm)
100 FILEZHILRY 100 r FILEZHILaY
80 80 -
60 | 60 L
40 r 40 r
o0 L —— TS LOEREGEAP THETLI || o9 | —e— 7 5 LOEEHAP THET ]
- & = IO LOEETAP - & = 3N LOBSHAP
O L' Il 1 0 L‘ 1 1
0 10 15 0 5 10 15
B (43) B (49
(n=12)
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(FLASEURYLEELE)
B S

Wil AR WHRERE

I RVIE

[AliRE & ONGRBRIE : 100rpm (pH1.2, pH3.0, pH6.8, /K)

Al ]

- pH1.2 (100rpm) TiE, FEHERAIL JOARMIZE HIZ 156 3 UANICFEY) 85% L) ¥ L7z,
- pH5.0 (100rpm) TiX, FEAERLEI OV 40% L O 85% T D 2 REAIZI VT, Adh
-5V SR I AR HE R 0D SRV HA 3R = 16% O FPHIC & o 72,
- pH6.8 (100rpm) TIE. 15502 F 1T D A O 151 H =R TAZ HERIF O SRR R D + 15% D
HPHIC 2 o T2, F7-, FEUERLE L AR & ORNCIEHPEDE LWEITRD Hiieho Tz,
- 7K (100rpm) TiE, 15 53IT351F DA O SEREE H 3 FAE HERLA 00 S ¥ HH 2 D = 15% O i [
27 mo e, Fio, MEMERLE L OARN & ORICIEHPEDE LWEITRD bl ho iz,
Ul 77 hnlidsadE AP THIET] ORI T An Y SUWBEICOWT, B %2
IRAERL (S U L m LA HE AP) & L72fs R, pH1.2 XU pH5.0 OFRBRHKIC W T [ E
DA FRIFEMERR AT A R T4 ) OHGEFEMEITES L, pH6.8 K UVKDORERIKIZ I\
TITHEREITITHEA Lo 720, FELWVETIER T,

(V& H A7)
BHE (%) pH1.2 (100rpm) BHE (%) pH5.0 (100rpm)
100 FLODE AL RS 100 FTLODE L)L EEE
&0 t A= a 80 |
60 | 60 |
40 | 40 |
o0 L —— 7T 3 LOTEAP THETI || o —e— 7 S LOETHEAP THEL]
= - & = 31 LAOEEHEAP - & = 31 LOESEAP
O L' 1 1 O 1 Il 1 1
0 10 15 0 60 120 180 240
BEfE (41 BEfE (1)
BEHE (%) pH6.8 (100rpm) BHE (%) 7k (100rpm)
100 | T LAOUE L LB 100 | T LAOUE AL EE
g0 | —— 7 7LOBRSHAP TBET) _ - --14 80
- & = 3P LOEETHAP .. -5
60 - 60
40 | - 40
20 - 20
-
0 (v ' 0
0 5 10 15
BFfE (70 BFfE (70

12

(n=12)




<TFILufAEEBP THET) >
BIEIL L O PRI FEMRR T A BT A VFEO—HYIEIZ DWW TR 24 2 A 29 B A&
FAFE 0229 % 10 =)
(TILEHLEY)
AR A
i AR WHEBRE S RuE
[AliRE & ONGRBRIE : 100rpm (pH1.2, pH3.0, pH6.8, /K)
CHIE]
- pH1.2 (100rpm) T, FEHERIFOFEIEHFED 40% K O 85%TIL D 2 FEAIZIB VT, Al
O SRR R AT A D SRR £ 15% DOFaPHIZ & o 72,
- pH3.0 (100rpm) Ti, f2 BIMOMEIL 42 LI ETldlehnoTz, £7o, EAERE L AL & ORI
BHMEOZE LWEFRD S e o T,
- pH6.8 (100rpm) TiL. 15 3BT 5 AN O H =R I YE A O SR H R D £ 15% 0D
FPHIZH o 1=,
7k (100rpm) TiE, FEHERIAIR L OARMIE & IS 15 23 LANIC ) 85%LL EiaH L7z,
b, 77 2vllaE BP THEL] OFRST VI PILE ATONT, EHZEE) 4 FE ERG)
(2 H Ll asE BP) & L7ofE %, pH3.0 25 < SBRIEICI T TH 38 [ 3K 5 0 A4 W 41
RSB T A KT 4 ) OFEREEITHEE LTz,
()

13

BEHE (%) pH1.2 (100rpm) BEHE (%) pH3.0 (100rpm)
100 L =, = - 100 | FILEFIL= -
FIL IR _a Ea - A
80 - 80 L
60 60 |
X
40 | 40 | 5/
20 | T3 LOBEHBP TBET] || o9 | —e— = 5 LOBLEHBP THET]
= h LOBLEHBP - & = 3N AOBCSEEBP
0 1 1 0 L' 1 1
0 15 30 45 60 0 15 30 45
BFE (47) BFfE ()
EHE (%) pHB.8 (100rpm) BHE (%) 7K (100rpm}
100 FILEHIL R 100 r FILEHIL R A
80 | 80
60 60 |
40 40 r
20 —e— 7 5 LOBCEEBP THETL || o9 | —e— 7 Z LOEEHBP THEL]
- & = I LOBCEHIBP - & = 3N LOBCSEIBP
D b 1 1 D L' 1 1
0 5 10 15 0 5 10 15
BERE (430 BERE (430
(n=12)



(FLASEURYLERIR)
AR A
i AR WHEBRE S RuE
[AliRE & ONGRBRIE : 100rpm (pH1.2, pH3.0, pH6.8, /K)
CHIE]
- pH1.2 (100 rpm) TiX. f2 % OEIZ 420 ETHHT,
+ pH4.0 (100rpm) TiX, FEAERAI OV 40% L DY 85%FIT D 2 REAIZI VT, Adh
DLV SR I TAR HE R D SR HA R = 16% O FPHIC & o 72,
- pH6.8 (100rpm) TiX, FEAERLAIDO VD 40% L DY 85% T D 2 REAIZIWN T, Kb
D L5V R I TAT MBS 0D SERA Y HH 3R+ 16% DA IZ & - 72,

- K (100rpm) TiE, EHERIFIN 360 /712331 5 FHEHED 1/2 O 3% )3 IR
TR 360 4313\ T A D P25 HH AR TAE VERL A D S R D £ 12% DFEFHIC & > 72,
b, 770l a68EBP [HET] OFZMST Lo P RUVBIEIZOW T, EHZEE %
EVERLR (I W L nELASE BP) L H LIZFER, 2 ToORBRIKICHE N T [EBREEERLOLY T

FIRISEMREBR T A KT A > ) OHELMEIES LT,

(Vs H )
BHE (%) pH1.2 (100rpm) BHE (%) pH4.0 (100rpm)
100 Tl P ) R A |00t T LBEUE AN BEE
————— ===-<
80 Py 80
A
60 60
40 40
20 —e— 7 5 LOEEHBP TBEL o0 | —e— 7 5 LOEEHBP TBEL
- & = 3N LOEGHBP - o = 31 LOAEHBP
O L' 1 1 1 0 L' 1 1 1
0 19 30 45 0 30 60 90
¥R () R ()
BHE (%) pH6.8 (100rpm) FEHE (%) 7K (100rpm)
100 FLODEY AL LEEE 100 FLADEY AL EE
-------- A
80 A_ﬁ..f_\r&- - ~ 80
60 60
40 40
20 —e— 73 LOESEHBP THEL) 20 —e— 7 5 LOBEEEBP THET]
0 = & = TN LOBEHBP . 0 = & = 30 LOKEHBP .
0 60 120 180 240 0 90 180 270 360
BRI () B O

(n=12)
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10. B -aF
(1) FENRELESR - AF. NE/RKRLESR - ABICHT51EH
Y LR
(2) A%
<77 LuflAEEAP THET) >
100 &£ [10 #£X 10 ; PTP : #&HAIA D ]
140 & [14 28X 10 ; PTP : #2&HAIA D ]
<77 LullGEBP THET) >
100 #& [10 #E£X 10 ; PTP : 1A A D ]
(3) PHEBE
% L7
(4) BROME
PTP : ARV =1 - RVE(E=VTVEAT VA, TAI=TLE
EPa—: TAI=Th c RYTZFLUBEE T 4V A
HLIA - b LT T A

1. BRI ShEEHME
MM ER e L

12. ZDh
MG ST L

15



V. ARICEYSEE

1.

MREX TR
e I FEE

2. DEXIHRICEHET HIE

3.

5.8 EBRICEET R
51 WERMERTORBENENH Y . KA Z S ERFROSE —BIFEL L2 &y

52 JFHIE LT, 7/AIH L 40mg KT LV bmg ZHHH L TWA A, HH0FWT
nin—HEER LIE= > b — AR AR+ RIGEIC, TAIFALE T Ar Y E S 40mg/bmg
~OEYEX EREFTTHZ &,

53 FHIE LT, 7/A3H %2 80mg K ONT LBy bmg Z0HH L TWAEA. HDHWIFUT
DONFTNPEMEA LILE= > h =AW+ 0R258 1, TAI Ly o7 An P 80mg/5mg
~OEY R ERETT H 2 &,

- 7V IHLZ 2 80mg
- T YILE 2 40mg K OVT v U B Bmg OfFH

s FOIYNE T Am Y E L 40mg/bmg FLA BE

(fi#s)

5.1 P E L THH LG AICBRERMER FoBENRH L Z b, [ARAIZELIER
FROE—BINIE L L THWRY, ] 25 LT,

5.2 AHIAP #5328 0 B x 2 f0E LikiE Lz,

5.3 KK BP #5329 0 Fx Bl 2 f0E Lk iE LTz,

AERURAE

(1) AERUVAEDHESR

ACIE1IH1E L8 (FAIVAZ T AP E L E LT 40meg/Smg Xit 80mg/5mg) Z# A&
4%, ARANTEMERTROE —EIRFEL L THW 2R,

(2) AERVARDHERE - 175

B R L

. RERUVAEICEEY 5ER

7T.AERUVAEICEET R
7A UTFOTNAVIVNE L T 2u VB _XUNBEORE - HEZEE 2, BEBIIARKOMESZ
BETH &,
<TILEHLED>
WE, RACET VI LZ L L T40mg 2 1 B 1EEOFREGT 5, 72720, 1 H 20mg 75 #
G2 Bth LENKIEET 5, Ak, - ERIC K W EEHEET 508, 1 BRKE ST 80mg £ T
L35,
<FLADEVURY LEEIE>
ML EETEHE ClE, W, RAICIET Ao L LT 25~mg # 1 H 1 [EIRAOKGT 5, 228,
FERITIS Ul BT 228, WA 28AICE 1 B 1[0 10mg £ THETHZ LN TEX D,
72 [TEEOH LZBEFEICHEGT A, TAIVLEZ T AuYE L LT 40me/smg %z T
L7z &, [9.3.2 2]
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(fi#s)

71 FANT, TAIYNZ T LuP 28/ T 50GHTH LD, MIEROHEICEES
HEHMEOEREL LT, ENENOERINTHAIHIELTHEE AT LT,

7.2 BHEMFEYENRE (Population Pharmacokinetics) fi## OfE R, FFHEFEDIL T L7z AST (GOT)
EERE (>60U) 1B WTZ U T 7 AN 64%(K F L, Cmax N AUCo--23@ < 725 Z &R
INTHD (HRARWINEAT—%) 9,

TP L ORI E S L CHEPICHR SN D 720 IS EE S D & T I
NELDI VT TZUAPNKRT T ERNH D, ZDDT VI VAKX U EEORMTETIE, Ak
FOMEICEESL2EH LoRE s LT IFEEOH 52 BFHICERET 256, kRKEGEIT 1A
1 [ 40mg &35 & L, BAHHS TEOWEE UIEERFEEOH 2 BF TR HHEE,
FEEO & L BFITEEICR ST L5 RS TWD,

T AuTVEAIOWTE, RS (Child 5% A, B) 547 A vE & LT 2.5mg %
HEE G L2556, R AIZEA, tie DIER I LN AUC OR3GO biviz 9,

L7eo T, AFO THEROCHEIZET 268H EoEE] 80Ty, [FEEDH 5 HEHEIT
BES D6, TAIVALEZ TP & LT 40me/bmg #H 2 THRE LARWZ &) L%
T L7z,

5. ERERALAE

(1) BERT—321Rvr—o
MG R R L
(2) EREKZEEFER
M ERR L
(3) AERERFERR
ZUERR L
(4) BIEMEER
1) AREREERER
17.1.1 ENEMREER
7 Am Ty bmg (Abmg) HAITREDRA A3 2 AR i 531 fil A4 k5 & L7 AR
(L - EERLEGRRICBWT, TAIVILZ /T Aa P 40mg/sbmg (T40/Abmg) Bl #HISUE
Abmg % 1 H 11[8], 8@MME NG LizfER, T40/A5mg BlaHlEL. Abmg HAIMKE £ 512~ T
N7 7 WREEEAL R BRI i TR R QMM I TR EE TR B R BEEDI R E R Lo, fERITRED &
BYTHoT- 6,
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BTG 8 M b T 7 BRENLMLE T

;craﬁgmr (mmHg) IEMIILE (mmHg)
TR o TR o
. e BERIEY . | BESEE | BERSED
AR B e | M mersm | e | T | g
TR TR
(S.D.) (S.E) (S.E.) (S.D.) (S.E) (S.E.)
(WMl 95%CI] (WMl 95%CI]
A5 TREEZIE| T40/A5 95.95 9.56 511 144.64 13.04 7 97
R4y | (263 41) | (5.02) (0.61) (0.57) (11.75) (0.88) (0.85)
ERg L Lz A5 95.64 4.45 [3.98. 6.23] 145.31 5.77 [5.60. 8.95]
AR (257 51) (4.88) (0.61) (10.36) (0.88)

T40/A5 : TV V)L X |7 AP 40mg/5mg FlA
A5 7 AT bmg HA|

D. : fEHE(RZE, S.E. : fEERZE, CL: fEEXMH
a)ﬁ%ﬁ\ﬁ CED L /N R fE
b) p<0.0001

BIVE S E1E 1% T40/Abmg BL AT 3.7% (10/269 #1) . Abmg HAIT 1.9% (5/262 #]) T -
77, T40/Abmg Bl EHIFE 5RO ERBIERIZEEIMED T 1.1% (3/269 ) THH 7=,

17.1.2 ENE MAEER
TP 40mg (T40mg) HLHITREEN A+ e ARRE M & B 314 il a5 & LT
VEZ b — B HelGERBRIC B\ T, T40/Abmg Bl A4 X i% T40mg % 1 A 1 [A], 8 B O#&L L
7oAE S, T40/Abmg Bl & Al T40mg BLAIRKGE & 512 b ~"C & 7 7 WAL 4IA5E B i1 T R 28 M UMY
%%mFT%W?Eﬁ@%F@%%fLKOF%m&%@k%@f&ot&”o

BRI S 8 > T 7 BEEENT If 4 R EE

PEAEHME (mmHg) IAE#AM)E (mmHg)
TR TR
B g | TR T g | TR
(8.D.) (S.E) (8.D.) (S.E)
(S.E.) (S.E.)
[ 95%CI] (18l 95%CI]
T40 TREEZNSE| T40/A5 96.76 13.49 2.0 145.66 17.86 1135
R4y | (1536 | (5.30) (0.63) ) (12.18) (0.86) i
(0.82) » (1.12) »
RS L Lz T40 96.57 5.47 144.77 6.51
. [6.41, 9.63] [9.16, 13.54]
R (158 f5) | (6.05) (0.62) (13.38) (0.84)

T40/A5 : TV V)L X |7 AP 40mg/5mg FlA
T40 : 7 /L 2P/ % 40mg HH|

S.D.: fEHERZE, S.E.: fEHERE, CI: [FHEXM

a) HLBHTICEED < e/ IR EHIE

b) p<u)0001

BIVEF 3 HLEI A& 1% T40/Abmg Bl AT 3.8% (6/156 i), T40mg HHIT 1.3% (2/158 i) T -
72o T40/Abmg BLEHGREORIEMIZ, &ifl, WE. LI, 2. Ml Y o L8, 42
BRESIM WY 0.6% (1/156 ) TH o7,
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17.1.3 ENEMAEER
T B H 2 80mg (T80mg) HAHITREERNRA A4 20 ARREM: & BB 174 il 2kl 5 & L7 %
TEAL —EEREEGRICB T, TAIVILZ /7 Aa P 80mg/simg (T80/ASmg) flA 7
XX T80mg % 1 H 1[5l 8 W A G L7fi R, T80/Abmg Fl & 741lE T80mg HiAke 4 512t
AT T 7 RN AR I TR K QUSRI T B TR B R R A R L, SRk
DEBYTHHT=9,

CHEERBRE 8 M b T 7 BRENLMLE TR

PLEIME (mmHg) IHEH M E (mmHg)
b TR 2 s TRERE @
e . HIME . AIE )
R PR it . RERZE . AERZE
RSN LS - P fE A S
sD) | ww | T T" ©D) | owmm | T n
(18 95% CI] (18 95% CI]
T80 THET%h | T80/A5 98.03 143.70
12.28 18.37
BAR+43700E | (8T H1) (6.03) 9.14 (13.80) 14.88
FragLE L T80 98.46 514 [7.09, 11.18] 144.31 549 [11.82, 17.94]
7= 3R (86 #i) (6.74) i (14.52) '

T8O/A5 : T/ V)L X |7 AP 80mg/5mg Bl A #l
T8O : /b I # /L% 80mg HH|

S.D. : ¥R, CI : (ZHXH

a) WIS < /b ZFREfE

17.1.4 EREMHEHER

ABENE B L R 225 B4 o5 & U7 BEE A b — T S M R BR 1 350 T, T80/Abmg Bl &4 X it
T40/A5mg B A&l Z2 1 H 1[0, 8 R NG L-iE R, TS80/Abmg ELAAID b 7 7 REENLYEHE
I E T B R OV 3 I T B FE 1 T40/ABmg BL &7 & Elal > 7o i RIZIRED LB Th o729,

—HERBHIEE 8D N T T IRFEALMLE TR

LRI E (mmHg) I HEH M E (mmHg)
—— TR . TR
. . AITE : CIRER -
R PR it . e ZE B e ZE
Sl gL - RSN GEiLs -
i 2 MA B i 2 M E
(S.D.) SR E (S.D.) S fiE
({1l 95%CI] (18 95%CI]
T80/A5 & T80/A5 90.11 133.73
4.93 5.55
T40/A5 OREE| (112 FI) (6.71) 1.46 (10.59) 2.14
hERE L | T40/A5 90.65 547 [—0.22, 3.14] 134.49 541 [—0.36, 4.64]
v (1126 | (7.96) ’ (13.61) '

T40/A5 : TV V)L X |7 AP 40mg/5mg FlA

T8O/A5 : T /LI B Z 7 L P 80mg/bmg Bl & H

S.D. : ZE¥#EFEZ, CI: FHEX M

a) HOWOITIC RS < e/ R EME

b) T40/Abmg Bl &I G- THLEMMEA 80mmHg RiICE bAoA Z R E Lz
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2) REMHR
17.1.5 ENEMEER (RHARERR)
AREME I EBE 259 Bk L, TA IV NH 7 s P UEARIZ EB#E S LT-, T40/A5mg
FlA A O 6 B G CRIEDRNE Do @i ERBFILE O F Efkfeie 5 L, BERA+57em
I EBE 21X T80/ASmg Bl & Al & & b LTz, T OfERMEA & IR 512 X DB R DO
IR SR> T2, T40/Abmg Bl & HI M O TSO/Abmg Pl A Al ¥ 5 S iz B 2K (255 i)
@&5%7%@6{@mmF:/bmﬂu@i#%%ms%@mm%m)W%%%5%@%&%
Bil) 122 L7z, T40/Abmg Bl A Al CILBEERA+5r D722 T8O/Abmg FlA Al & ¥ & 5 L 7o/
MEEE (48 ) DG THEEOMEIL, TSO/Abmg BLAH~HE & L 72 /2 b ~_PRIER £ ¢
7.26mmHg, [UFEMIMET 8.61mmHg (W v FHIfE) TRLE, £7o, BAFIOLREMNZ KR
L7k, AEMEIC BT 205 72 10,
BIVEF R HEI A 1%, T40/Abmg B AHIT 1.9% (4/211 1)) . T8O/Abmg Bl &I T 4.2% (2/48 #]) T
& o7z, T40/Abmg ELA HI# GEED BIWER XN D F 1> 0.9% (2/211 f1]) . JEIK T 0.56% (1/211
B1) . 192 0.56% (1/211 f5) T, T80/Abmg Fl-A Al H-#E O EIVER 1T 57 2.1% (1/48 ) | 58 2.1%
(1/48 Bl) ThH o7z,
(5) #BFE - WBHFAR
MM ERR L
(6) ARMER
1) EARERE (—REARKRE. HECARKRE. CARKLRAE), REFRFRT—4A
—RRE. RERFTREBRAROAR
MR L
2) RBRFH L L TEREPEOABRNITEIE L-AE - HROBME
Y L7
(7) =0ttt
Y LR
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VI. EMEBICEYTSEE

2

. REFPRICEEH SILEMNIEILEDE
FIIPNE T DT oy T2 AR
TLARUE RV Ve FrE U VU RIU T AERTEE
HE  BEO D DILEWDORIRE - IRFIL, BMORMNLELZRT 52 L,

REER

(1) fERERGL - ERFF

1811 TILEHILE Y

TN P NE ATFICMEFBFHOT 4T (A1) 2471 (AT1) ZREICBWT,
AHNATEYE THDH AT ERFROICHEP L, 2o mEIHEER 2 Mfl+ 2 2 Sic L v BEERE
BET D, TAITE D AT ZHEEBFELE < (Ki=3.7M) ., ATi Z &R D5 5\ fig
L7y, T v B id 10~1000nM O EEFEFH T, A-THIZ X 2 & ¥ F KEARIEA O &
WA SO H R % | SR FEARIERCA 7 CB B S8 5 & 3R RIUE 2 40~50%iH9- 5, 7R
120 3 HEICB W T LA E R IMEICHEIH 2~ L, ERIXEATH D, £/2, 77 V%=
#ECTH D ACE (F=F—F 1) 12Kk L CUXEBEEL RIF S0 10 12),

18.1.2 FLODEURYLEEE

M DO BEENAREIE I L > 7 BT % o FOVICEERAICEES L HIEN ~O CaZt DO A% b X+
52 LR R AN M O IR & ke S D,

Ny LMEFUERHORBUIREIR TH Y | FHlITh 5, Fio, LIFIWERIEZSS <. mESRRMED
ABH B TND 13 14,

(2) EMERMTSHHABRMR

18.2 E/EFA

FNAIPINE L HDHNNET 2P B S D VIEIEHIC L B ERICOWT, UTOHERD 5,
HE T OMEME S T B IRREE T ~ b (SHR) Z MW T, 1mgkg 7V I ¥ o KO 5mglkg 7 A
oYEVE 1A 1ERAKES L, 5 BEROICIEZRE L&A, Imgkg 7V IV
KO bmglkg 7 AP E R, FREREMB G X0 EImE K 26mmHg (KT L, 1 ZIE R
DOMERTFEHZ R LT, WIZ, Imgkg 7/ I B & bmgkg 7 Lu P HfHT1H1[A5
AR O&G 2170, BRFICEEZRE Lz, 7AIPAZ o eT hu P EroffiEEIzL S
MK T DAERIE, B 52 X 2 ER TEA (8 25mmHg O TF) (2, AR EK
TEA (]9 50mmHg DK F) A Hiuiz 19,

(3) fERRERR - Frighsfa

B R L
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VI. EMBEICET HRE

1. mMPREOHTR

(1) AELAMDGOPRE
MU ERR L

(2) BERERTHERESL-ODRE
16.1.1 BEEHE
EEMRAB FICT A IPNE T 2a P 40mg/bmg BLAAI LT VI ILZ T Aa e
80mg/bmg Bl A Al & ZE R AR 4 5 L7 L E DT A I P AX U K OT Ln DB » OFRYBEFE S
TA—RIILUTD LB Tholz, BAID L X LFEERIC, 7V ALZ 2D Cmax ITHEL EIC
R L7z 117

TNIYNE T

Hi[E] % G- 40mg/5mg 80mg/5mg 40mg/5mg 80mg/5mg

[eeEal [l [eeEal [l

e 30 29 30 29
Cmax (ng/mL) 87.0 (77.3) 466 (75.7) 3.39 (19.7) 3.00 (21.3)
AUCo- (ng-hr/mL)| 808 (62.8) 2330 (70.8) 156 (27.8) 137 (29.8)
tyz (hr) 20.1 (35.9) 20.5 (29.2) 38.4 (18.9) 40.0 (13.8)

to (hy) @ 1.50 0.750 6.00 6.00
(0.500-4.00) (0.500-3.00) (4.00-12.0) (6.00-10.0)

EEE GRTZERE (%))
a) HRAE (/M- R R AE)

16.1.2 REHRE

RN B F 24 BT VI YL F 2 40mg $EE 7 L P E L bmg 8. XIET VI P LZ 2 80mg
(FAIHNZ 40mg FEX28E) &7 P bmgfEZ 1 H 1[0 10 H 22818 I #% 5
LI ZXDOTFAIVAZ U ROT LA OEYEIFE RS A —2IZIUTO LB Tholz, TIL
IV E COMPEFIRET, WG & ICHERERZICHNTOPE <, BREAHIL1.4~2.0T
bolee Flo, THAIFNZ D tmax KOFEEINL, W GHEE IR 5% & g HR 5% &
THEMBIL W, BAID L X LFRERIC, 73V AZ 20 Cmax THAEKL B ER L=, —,
7 Aa P OmERREERIT, WSS LI GRICETE L, BRI 3.0~3.5
Tholz, Flo, 72O tmax KOHREMIEL, WG & bICHEERE% & ER 5% &
THELL Tz 19,
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A5 TIIYIE VAN =B A
58 T40mg+A5mg T8Omg+A5Smg T40mg+A5Smg T80mg+ASmg
Gk~ 12 12 12 12
. Cmax (ng/mL) 62.3 (56.1) 334 (83.5) 2.89 (22.6) 3.29 (27.1)
’ AUC, (ng-hr/mL) | 460 (44.0) 1090 (72.3) 48.5 (22.5) 55.6 (31.0)
. tiz (hr) 20.1 (43.0) 18.4 (28.9) 40.8 (14.1) 41.1 (20.2)
1.50 0.875 4.00 5.00
tmax (hr) a)
(0.750-3.00) (0.500-1.00) (3.00-8.00) (3.00-8.00)
Bl 12 11 12 11
0 Craxss (ng/mL) 116 (51.2) 398 (95.1) 8.98 (26.6) 9.69 (35.6)
q AUC. s (ng+hr/mL)| 766 (45.1) 1370 (72.1) 168 (26.9) 190 (35.5)
q tigss (hr) 19.0 (32.5) 18.8 (28.2) 40.5 (12.4) 40.7 (16.2)
1.50 0.750 6.00 6.00
tmax,ss (hr) a)
(0.500-3.00) (0.500-2.00) (3.00-8.00) (3.00-8.00)

S GRMTZEREL [%])
a) HRAE (Fe/ME- B KAE)

16.1.4 EYFHEF1EHER

(T L0EEGf AP THETL])
BFEEIR O PR EMNRR T A RT7 A VEO—KIEIZDOWT CERk 2442 H 29 B 38/
WA 0229 5 10 )

77 sullfsE AP THET] RO 0 AnflAsE AP %, 7 0 xt—A —kic kv zheh 1 6
(FAIFAZ L LT 40mg KOT AV & LT smg) MR A BIEICHE & HER 0 L
TIIEFT LIS AZ AWEROT La Ve EBELZE L, 5 b KyBiiE 5 2 —% (AUC,
Cmax) (22T 90%1EHE X HIEIZ THERHIFAT 24T - 7245 R, log (0.80) ~log (1.25) DHIPAAN T
BV . FH O RS R S i 19,
SMENHE T A —H (TILIHILH L)

HIE/NT A—H BENRTG A —H
AUCo-72 Cmax Tmax tie
(ng * hr/mL) (ng/mL) (hr) (hr)
7 7 LAuflaiE AP
1471.2+666.2 152.4+t71.4 1.89+0.89 20.4+5.6
THEI)
I L u A EE AP 1500.5+1722.3 170.1+82.5 1.81+0.89 20.0+5.9

23
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(ng/mL)

300 -
—@— 77 LOEEEEAP [HETL]
/-3 H LOFRESEEAP
% 1384%5, Mean*S.D., n=24
E;FI200 1
v
+}
U
Z
=
7 100
<
I
od .
0 12 24 36 48 60 72
A& (hr)
MAEFIEDREHRE (T A I F )
HEYNIE T A —F (T LrT V)
HIE/NT A—H BEINT A —H
AUCo-96 Cmax Tmax tue
(ng * hr/mL) (ng/mL) (hr) (hr)
7 7 LAufliabE AP
97.1+21.7 3.10£0.56 5.00*+0.51 39.2+5.7
THEI)
I L u A EE AP 93.4+21.8 3.05+0.61 5.13*=0.61 38.0*=7.6
(1 $2# 5., Mean+S.D., n=24)
(ng/mL)
4 -
—@— 77 LOEA#HEAP [HETL]
/-3 H LOEREEEAP
% 3 1§E#% 5, Mean+S.D., n=24
th
7
I
O
¢
~
7‘}:;._;
4

0 12 24 36 a8 60 72 84 9%
REfE (hr)
A IR EHERS (7 L)
(MAEPE N 0N AUC, Cmax 0 /37 A —2 (X, HERE OB, K OBREEIEL « FEHESE O35k
KL > TRRDWEMEDR S D,
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(F5LN0EE&&EBP THETL))
B EIR L O AW FIRI R T A R T A L EO— B IEIZOWT CERk 2442 H 29 3kA
TAF 0229 55 10 =)

TI7LuflAEBP THET) LI A0l AG8EBP 2, 70 A4 — "—JRICL D ENEN1EE (T
NP E L LT 80mg KON LY E LT bmg) @R A B ICH B AR 045 L i
R T A I P2 REROT AP B REZHEL, B5NT-RYEE ST A —% (AUC,
Cmax) (22T 90%/E 1 X VA THEEHENT 21T o 7255 2R, log (0.80) ~log (1.25) DOHIFHNT
&Y | WA O AW TR D R STz 19,

SMENHE R T A —H (TILIHILH L)

HE/NT A —H BENRTG A —H
AUCo-72 Cmax Tmax tie
(ng * hr/mL) (ng/mL) (hr) (hr)
7 7 LuplidE BP
5182.1+=7410.8 1116.6+=741.3 1.10+=0.74 23.618.1
THEI)
I L el A e BP 5040.4+=6881.6 1088.8+656.5 1.17+0.56 22.7+15.7
(1$2# 5., Mean+S.D., n=24)
(ng/mL)
2000 -
—@— 77 LOEABP [HEL]
/-3 H LOE A EEBP

% 1600 1 138455, MeanS.D., n=24
-
X
¥ 1200 -
.,}
o
d
> 800 1
=
B

400 A ;!

ok %H\H — A , »
0 12 24 36 48 60 72

(5P IREHERS (T LI P )

HYEENT A—F (T LT Ey)

HENT A—H BENG A—H
AUCo-96 Cmax Tmax te
(ng * hr/mL) (ng/mL) (hr) (hr)
7 7 Ln il §E BP
86.2£18.7 2.60+0.62 5.06+0.86 39.8£8.9
MHPET
I h Aufdds i BP 87.8+17.9 2.741+0.62 4.92+0.65 41.6£7.3

(1 $2# 5., Mean+S.D., n=24)
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RE L\ O N R

-5
A3 H LOEREEEBP

LOEEA$EBP [HEL]

18E#%5, Mean£S.D., n=24

60 72 84 96
R (hr)

g PR EHERE (T L Ve )

MR NE AUC, Cmax 500/37 A — & 13 #BRE OFIR (R OLREEHL - B 5 o

R K> TERRDAREMENRH D,

(3) thissg
SRR L
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(4) BE - ffREOTE

OEFDEE
16.2.1 BSEOREE

fERER A B 32 4] (KHE 16 6]) 12, T/AIPILZ /T Aa P 40mg/bmg Bl AHI L OT v
IYNE T ArYE Y 80me/bmg BLAH A HERAKEG L&, TAIVLE TEEERE
TZEMEIF P G tmax O FFUE2SEBAE (827 : 4.00 J O 3.00 FE[], Z2iEHF : 1.50 & TF 1.00 BEFE)
L. Cmax XKONAUC IZZENZI 63~T1% K N 32~3T%IK F L7z, [14.1.2 ]

—F, TAB YLD Cnaxs AUC KT tmax ITZEMERFR 5 L BB GRS THELLTEBY ., BFD
BNIZ T 72D o 72 20,

O HFE D2
16.1.3 TILSHIL AV ETFLASEVOHEEER

fEEERAE 7 12 6lIcT V2P 120mg P L7 AV E Y 10mg P ARG L& ET
Lo VE Y 10mg ZEMBES L2t &L d 1 H 109 HEKE®RS%OEYENHE & Lol U755,
T AP O MERIREHER T 5 & PR GRS THEE L TR, TAITLZ O
BHIZE DT Ln VB OENBIRE~DOREITFEO b hrolz2) GMEAT —4),
fEFEM AR L 36 HICT VIV NH L 80mg &7 LV 10mg P ARG Lzt & LT
PH L 80mg HHME - L& & 1 H 1109 HFRKERG%OIEDEREZ g U7 fER, 7
NP Z o O MSETRERERR TR Bk & OGRS THEEIL TR Y, 7 A e PR
B2 D57 NI o OENBIEE~OREEITRD bR o7- 2 WNEANT—H),

) AFNOEBHARIIT VIV ALZ T 0P L LT 40me/bmg Xt 80mg/5mg Th 5,
(TVil. 7. MREAER] OHEZH)

2. EMEEM/NSA—4F
(1) fBFAE

RUER R L

(2) WRIEEETEH

B R L

(3) HEREEEH

AU L

(4) VU735 2R

KR L

(6) HHBER

B R L

(6) £t

3.

DR L

B%KH (REaL—av) @i

(1) fBinAE

RUER R L

(2) NS A—SZEHER

RUERR L
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4. R
YR L

5. 9%

(1) Ii&-kxESFE@EE
MUERR L
(2) miE-RAEEIFEBYE
(IVIl. 6. (5) ki) DOIEZSM)
(3) Eit~DBiTit
(TVIl. 6. (6) #ZFhw) DOESH)
(4) HE~NOBITHE
MUERR L
(5) ZofhoiBB~DRBITHE
MG R R L
(6) MPEEAKEEE
TNAIYNLE DTy F RO FOIMEEERAMERIL, in vitro XY in vivo & H1T99%LL EThH >
7 23)0

T AT EMEEAEORARIZINI% TH T 29,

6.

(1) REBLIRUCKBER
TNAIP L ATEE LT UGT BE (UDP-Z A7 u )YV h T A7 x2T7—8) [ZXb 707 n
Vgl A I Lo TREf S D 2, [10. ]
TAaTErOERELRPREEIZICE Rr Y DUVBROMBIE LB Y UV BRELE ORLRIN
TIIERTHD 20,

(2) RIS T 58% (CYPH) OHFE. HEE
THUIYLEZ L, EE LT UGT % (UDP-Z s /) VT v A7 2T7—F) [ZkB 700
0 U Lo TRE SN S, [16.4 2]
7 Lau e ORFHIITE & U TEDREHIEESRE CYP3A4 NG L TWDH LB X b TS,

(3) MEEGBMNROFTERVZTOEE
MU ERR L

(4) REVOFHEOERRUELL, FHELE
MR L

7. et
THNIVNLE L LT, UTOWERH D,
TEEERR AT T2 T VI v 2 20, 40, 80mg ZZEfERFICHEIRR D8 G (KRE6 H]) Lzl &, RE
BRITIE & A CRPICHE S, #5515 24 BEM £ COEBHBRRBR PHEERIE, WThoi 58
BWTH 0.02%LL FTH 72 27,
R AN B 7 5 B 14C-T L I B L Z o A0mg A ZEMERFICHERE OG- L7 & & & 51% 144 KA &
TORSEED IR R OFE R RIIZ N ZN 0.5% & N 102% TH Y WIS iz T VI s v
DRE B2 L CHEPICHRt Sz 289 QEAT—%),
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10.

1.

TLAaTErRUAEBEE LT, UTFTOHRERD D,

fEEERR A 6 BllcT A P & LT 2.5mg ™ Xid 5bmg & HRE O 5 L7256, IRPICRELER &
LCHEIE SN D EAIT NS, WTNOEGEIZEBWTHIRPREIRPER T 5% 24 B E T
I ROK 3%, 144 B £ T 8% ThH -7, £72 2.5mg™ % 1 H 1 [0] 14 A RFEEKH S L7z
Ga ORP PRI G 6 H B CIHITEFEREBIZEL, 6 HELED 1 H 4720 ORZEEDIR
HFPERIL 6.3~7.4% T~ 7= 29,

TR 2 Bl UCHEF T Lu DB 15mg ™ ZHERO& L LG4, %5 12 B B £ Clci bk
SIRED 59.3% TR, 23.4% X FH IR S 4, B 5-#% 72 FFE £ TORPEFRED 9% IR LA T
bole, TOMIZIEOMRFMRRB D b GMEANT—4),

B, INLRFWIITT 2u e A2 Lo SEBERITERD DAL TH R0 20,

) AFOEKBRAEIZT VIV ALZ T AP & LT 40mg/bmg X 80mg/smg THh 5,

S URR—42—ICEAT H1EH#
MR L

. BRFIZLBBRER

B R L

REODEREFITLHBE

16.6.1 FFi#REpERBESE

THAIHNLEZE LT, LTOWERD D,

JkEE B 12 1 (Child-Pugh 08 A (BJE) : 841, B (F4E) : 4 #) (&7 /P 2 20mg
KON 120mg P ZREOEG L- & ERACHEE L Crax (3 4.5 K0 3 55 <. AUC 1E 2.5
RO 2T E@m o7 30 FEAT—#), [9.3.2 ]

) HEEOH LBEIHRET 2HG0RKREEEIT 1 H 40mg Th 5,

T RULEREE LT, UTORERD D,

RANFEEZE B (Child 9% AB) 567 An B & LT 2.5mg & B G L7386, MR
Nz U, #5 72 BB OMHPRENGEIC LA L, tie. AUC 1T mEE RS LI H EZT
Y ONSY (WAYIESoY

) AFNOABEHEIZT VIV LEZ T AaP e LT 40mg/5mg XiT 80mg/smg Th 5,
16.6.2 BiNE

TAuTErRULEREE LT, LTORERD D,

EBEEMITEERE 6 6] (B 261, 4Bl FEHFEER 79.75) 27 Lr Y& LT bomg #HHE, K&
O 8 AR E#G L2356, BRI GRICEFEEE (5 6 i, FHHFH 22.3 %) (ZH~, Cnax
EONAUC XA BICEMZ R L2, tie [CH B AT Do iz, KER GRHIIZEFEE O
R 7 A DU REIIEEE LD LELSHEB LN, TORY — U 3EEFICEEML TR, #
EHETEZOEFEBPIERT H2EMITRD B o7z 80,

Z 0t
AR L
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VI. £t (EAELOZXESF) CEYHEE

1. EERREZTOERE
BE STV

2. ERHABLTDER

2EE (ROBHIZEIBRELEWNI L)

21 AFIORS K OT e Ra vl v R bW LiBUE DBEEED & 5 B3

2.2 I XATEER L CW D AIREMED & 5 et [9.56 ]

2.3 MV OS3 WA D THWEE IEERIFEEO H 5 B [9.3.1 BH]

24 7 AR LU T VR E RS HRORERFBEE (72720, thoREERKEEIT> THRBIMED =

Y= RE L ARROBE LK) [10.1 B]

(fiah.)

2.2 Ty UFT v WRFEFEGAIR O ACE LEALEOEEFEHTH S, HIRPHI L KRS
WCARKN Z G T v AT v v D Z RREEGA 2 G S iz @i EE o B35 CEARADE, I
W AR, FrAaEROKLE, BAe, &P Y U AME, BEEOEREA R K OEKIEDIE
W2 & D EHERI SN2 MU O, SRR OFE, MOBEREEN L LN L ORENRH D,
T hu DTN ER IR AR 53 5 RIS X OV R NMER 5 2 & 3
HEINTND,

2.3 REIDRS T DTN I PN AIREME L L THIEE A ERFPICHEIES VT, KE0 AR
HENLT, ZVr e Baagke LTERICHEE D, 6o T, B odetRN gz T
&9 RBESSEERIEE D H 5 BE TIIARP BN SN TEET 282001 H 5,

24 T UFT v MRFERETHIKR O ACE EALBOEEHFHETH L.

2 RUBEIRIFHRE ZRIR L LT v V4T v v MEZRREEHAIIL ACE LEANCT YV A% L v
T Vgt EREES LR B O P REEATIC I W T, FEBOEMERN IR BREREE, s Y U
AIMGE & OMEMED U A7 A3 EE D rTREMEDS R S iviz, & O% O RN CIE, 8% 235
ML, EA Y U A ME R OMRIMEDOFELEO R E e LABEO b TnD 82,

3. MEEREMRICEET HFEEENEH
(TV. 2. ZEESUIZNRICEET SR 22452 L.)

4. AERUVAERICEEYT IR LETOER
(TV. 4. HEROHEICEETSEE 224052 8,)

5. ERGEFNIE L ENER

SEELEXRNMIE

8.1 AFLX, 7Y% 40mg Xt 80mg & 7 LY E Y bmg & DEAFITHY ., TP
BTV NG ORERANERT 2E8ENND D70, WYNCARIOMHZBRFT 52
&

8.2 (RIEAEHICHE S IAR, HEV, S5 20FRNHLbNL I ENHHOT, @AEE, AFBOE
HREEIR 2 1 O B A B E T 2 BRICITER S D 2 &,

8.3 Flfal 24 FEfIIH G LW Z EREE LW, T VAT v v DR FEREGAIE G R OBE T,
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AINCEB T 2EEUIRR, HEAOCHBIZUTO LB TH Y | HETORBIRDL L 138D,

BRE X TSR LR O &
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AL MERREOE BRI L LTV,

<DailyMed (USA), 2024 4 9 H 5 >

%4 KIEH

Stt4 Mylan Pharmaceuticals Inc.

W5t 4 TELMISARTAN AND AMLODIPINE tablet
HI - Bk | Tablets - 40/5mg, 40/10mg, 80/5mg, 80/10mg
INDICATIONS AND USAGE

Telmisartan and amlodipine tablets are an angiotensin II receptor blocker (ARB) and a
dihydropyridine calcium channel blocker (DHP-CCB) combination product indicated for the
treatment of hypertension alone or with other antihypertensive agents to lower blood pressure.
Lowering blood pressure reduces the risk of fatal and nonfatal cardiovascular events, primarily
strokes and myocardial infarctions.

Telmisartan and amlodipine tablets are indicated as initial therapy in patients likely to need
multiple antihypertensive agents to achieve their blood pressure goals.

DOSAGE AND ADMINISTRATION

2.1 General Considerations

Telmisartan is an effective treatment of hypertension in once daily doses of 20 to 80 mg while
amlodipine is effective in doses of 2.5 to 10 mg.

Dosage must be individualized and may be increased after at least 2 weeks. Most of the
antihypertensive effect is apparent within 2 weeks and maximal reduction is generally attained
after 4 weeks. The maximum recommended dose of telmisartan and amlodipine tablets is 80/10 mg
once daily.

The adverse reactions of telmisartan are uncommon and independent of dose; those of amlodipine
are a mixture of dose-dependent phenomena (primarily peripheral edema) and dose-independent
phenomena, the former much more common than the latter.

Telmisartan and amlodipine tablets may be taken with or without food.

2.2 Replacement Therapy

Patients receiving amlodipine and telmisartan from separate tablets may instead receive
telmisartan and amlodipine tablets containing the same component doses once daily. When
substituting for individual components, increase the dose of telmisartan and amlodipine tablets if
blood pressure control has not been satisfactory.

2.3 Add-on Therapy for Patients with Hypertension Not Adequately Controlled on
Antihypertensive Monotherapy

Telmisartan and amlodipine tablets may be used to provide additional blood pressure lowering for
patients not adequately controlled with amlodipine (or another dihydropyridine calcium channel
blocker) alone or with telmisartan (or another angiotensin receptor blocker) alone.

Patients treated with 10 mg amlodipine who experience any dose-limiting adverse reactions such
as edema, may be switched to telmisartan and amlodipine 40/5 mg tablets once daily, reducing the

dose of amlodipine without reducing the overall expected antihypertensive response.
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2.4 Initial Therapy

A patient may be initiated on telmisartan and amlodipine tablets if it is unlikely that control of
blood pressure would be achieved with a single agent. The usual starting dose of telmisartan and
amlodipine tablets is 40/5 mg once daily. Patients requiring larger blood pressure reductions may be
started on telmisartan and amlodipine tablets 80/5 mg once daily.

Initial therapy with telmisartan and amlodipine tablets is not recommended in patients > 75 years
old or with hepatic impairment.

Correct imbalances of intravascular volume- or salt-depletion, before initiating therapy with
telmisartan and amlodipine tablets.

2.5 Dosing in Specific Populations
Renal Impairment

No initial dosage adjustment is required for patients with mild or moderate renal impairment.
Titrate slowly in patients with severe renal impairment.

Hepatic Impairment

In most patients, initiate amlodipine therapy at 2.5 mg. Titrate slowly in patients with hepatic
impairment.

Patients 75 Years of Age and Older

In most patients, initiate amlodipine therapy at 2.5 mg. Titrate slowly in patients 75 years of age
and older.

2. BB ITHEBRERIEER
ERICET SiBMER (F—X SV THE)
AR HEH EOEBEOHOTHEH EA—A N T U T 8L 1385,
(IVIl. 6. FsEOEFAEBTHEEICEHTHEE] OHEEHR)

Drug Name Category
F—ANZ VT DGFR amlodipine / telmisartan D
(2024 4 9 H )

S5 SO

A=A NZ U7 D45¥E (An Australian categorization of risk of drug use in pregnancy)
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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