20254 6 A®RET (% 10 hR)
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B+ HEt B AT SBE T 0y H—/FIRESH
BARERAF TISHILE>-eFO O0O0F7Y FiE

TILF7EERE AP THET]

TILF7CEREHE BP THETI]
TELTHIA® Combination Tablets

#l | 7aonba—T7 478

AP e T

BAHORERS ) EE—EMFEOLTEICLVMEHNTLZ L

18, AT 2587 %,
AP: T A IV ¥ 40mg, £ Resoud 7Y K 12.5mg
BP: 73 H% A 8mg, £t krs/uued 7K 12.5mg
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]
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1. W54
(1) M4
TNFTEAERE AP TRET]
TNF T ELAEE BP [HEE T
(2) *4
TELTHIA Combination Tablets
(3) BAMOHEE
ARY =V v V7 ERS « ATV I T—FRBPPERER LT —T7 T R4 KD

2. —i4
(1) & (WAK)
TNAIVNLEy B RrZERFT YR (JAN)
(2) #& (®fi&)
Telmisartan, Hydrochlorothiazide (JAN., INN)
(3) AT L (stem)
TILEHTILE Y
TV HT v MR EEEUIE © —sartan
ErFR ORFFOFR
JuanaF 7Y REMKRIE : -thiazid

:5. \N,.-GHa
IN.____"
\ %\ N ‘ COzH
HaC NT C
CHa

3. BEAXITTERX
FILEHILE Y

ErRayOOF7LER

4. PFRRUHSTE
TILEHTILE Y
7713 : CasHaoN4O2
5y F& 1 514.62
ErFR ORFFOFR
433 : C7rHsCIN304S:
T 297.74



5. {E%¥4 (fifiE) XEXE
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EFRYROFF7TF
6-Chloro-3,4-dihydro-2 H-1,2,4-benzothiadiazine-7-sulfonamide 1,1-dioxide (IUPAC)
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2) OAWRIZHEEE L ORIBRAIREZ M2 5 & &, AROLEE4A T 5,
4) EA AT B R v
AdhZKERIET b U T ARIRICIED LK Z N Z T2RIC O WU AT RV ZRIE L, AfhoD A
AT MVERBMDBIANY UV Ee Kr2ZaaF 7YV REELO A MLV ERERT 5 &
&, WMEZEDORANT MVIEFE RO & 2 AIZERROTRE DOWIN Z 588 5,
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1. #if
(1) FRORA

T AN —TF ¢ T
(2) HHEONBEEUHER

— FFT B bE F LT T B
e AP THET) BP TH[ET,
7T T 4N aA—T TR
e T TR

E] H/f*fﬁﬁﬁﬁ [ﬁ 31\\]
\gez/ Q@%y
B AT «w¥§

% (("arp™)
o i ey ¥ Ey
i = —

EE (mm) 8.6 11.1

EZ (mm) 4.1 5.1

& (mg) 245 488

FILFT FTIVFT
ARF IR AP BP
HEL HIE L
Ao — #osg ®ogo
(3) #Aa—F

(MV. 1. (2) BAIOIMBILOWER ) OHEBHY)
(4) SHOWE

(MV. 6. BAIOKFESEM FICBIT DEEN] OESM)
(5) Tk

Y L

2. SEIDOHER
(1) FHES GEERS) OSERUFME
Woe4 TNFTRAEE AP THET ) TNF T EASE BP [HIET
18EH 18EH
. TV HZ L 40mg TP 80mg
s 1 geep 1 62 h
tkesuewud 7Y R 12.5mg tkesueud7 YR 12.56mg
D~vy=hr—, AT, Tab L ZVa—L, FABRHILTT A, B
— BEAKT AW, ATT VB~ 732U A, fimtElr—X B Re¥xvrn
Eilrtlo—2, vt FrAn—2A, w7 aad—)»L 6000, BE{LF & L. ZIL
7. HE="WREE hvFonny
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(2) BRESORE
DR L

(3) Wi
DR L

3. RABRADHEBKRUEE

A L

4. Al
FARPSA

5. BAYT HEHEIED HHRHMEY

DR L

6. HADEKBEHTICETIRER"

(1) ez

BRI : 2015/7/3~2016/1/15
OFNFTHEAAEE AP THET] MERR

40°C - 75%RH [k o (PTP @i ]

AERIAH =I5 PRAFHIM
<JRHE> & B AfIRE 154 3% H 6 » H
PR n=3 %1 TC-2
<TATFTWVEGED T LA | %1 TC-3 iRy iRy iR iR
a—F 0 L ITEE> %1 TC-4
TesBitBR  n=3 %1 TC-2
(SRAN AT LB E L, | %1 TC-3 iRy iRy iR iR
HPLC) %1TC-4
i E3 soRmiat X1TC-2| 22~29 1.7~1.9
%l TIPS XK1TC-3] 1.4~22 — — 1.4
%) <15.0%LL F > %1 TC-4| 1.4~26 2.2~2.6
- YR %1 TC-2 3.5~3.8 3.0~3.3
| v rpsmnnsror [%1TC3] 21~32 — — 1.6~2.5
n=3 <15.0%LL T > ¥1TC-4| 1.8~24 1.2~2.2
- o . %1 TC-2| 94.5~99.1 95.3~101.2 | 97.0~102.2 | 96.7~100.0
T TP )
| <304, 80%LL LS %1 TC-3| 95.5~98.6 95.8~99.9 | 97.4~101.5 | 95.9~100.4
" 7 ° %1 TC-4| 95.0~99.1 94.8~100.0 | 96.5~101.0 | 95.6~101.3
%) | b rasaagrs %1 TC-2| 85.3~97.8 78.7~95.1 85.0~95.8 85.8~97.7
n=18| 3045, 75> $%1TC-3| 83.0~98.8 84.6~96.2 82.3~96.8 83.4~96.9
7 ° %1 TC-4| 89.8~98.9 87.4~98.9 86.5~97.7 85.7~97.7
& FIHIL 1 TC-2| 99.6~100.0 | 100.3~100.5 99.6 99.8~100.5
% “o5 o\ 105.0% > %1TC-3 100.4 99.9~100.0 | 99.4~99.5 99.7~100.1
%) ' 0 %1 TC-4| 99.1~99.6 | 99.8~100.2 | 99.2~99.8 | 100.0~100.2
2 IS %1 TC-2| 97.4~97.6 98.2~98.6 97.6~97.8 97.4~98.2
=3 © 95.0~105.0% > %1 TC-3| 98.5~98.6 98.9 98.2~98.4 98.1~98.3
' e %1 TC-4| 98.0~99.1 99.4~99.9 98.5~98.9 98.8~99.0

1 : TEL40HYD12.5

K2 FRREISHTDEAR (%)




BRI : 2015/7/3~2016/1/19
OFNFTHEESEEBP THET) IERB  40C - 75%RH [k miEie (PTP A% ]

REATEH ok PRAFHAR]
<Hig > Giae B Ay 1% H 3% A 6 % A
PR n=3 %1 TC-5
<THFTWHEBEDOT 4L | %1 TC-6 SRy A 1A ke
a—F 4 VT EE> %1 TC-7
eaReER  n=3 %1 TC-5
(SRR EE R EE, [ X1 TC-6 A WA WA A
HPLC) %1 TC-7
i B R MR #1TC-5| 1.2~1.9 1.7~1.9
%l TP K XK1TC-6] 1.4~1.7 — — 1.9~2.6
85 <15.0%LL F > *1TC-7| 1.0~12 1.0~1.9
- YR %1 TC-5 1.4~1.9 1.9~2.4
"l v rpsmnnsror [¥1TC-6| 29~44 — — 3.7~3.8
n=3 <15.0%LL F > ¥1TC-7| 3.0~34 2.9
- o . %1 TC-5| 91.7~98.1 94.4~99.6 | 95.2~99.2 | 94.1~ 98.9
s I )
. . %1 TC-6| 92.0~98.6 96.3~100.3 | 95.9~99.5 | 95.9~100.2
| <3074y, 80%LLE> |0,
" %1TC-7| 94.1~99.4 94.3~99.9 | 90.5~100.2 | 95.9~101.8
) | b ks ansrs ><1 TC-5| 95.3~100.9 | 95.2~100.3 | 93.2~101.9 | 97.5~101.8
18 - . %1TC-6| 91.8~100.1 | 93.5~97.9 | 93.8~100.3 | 95.6~ 99.3
n <304y, 80%LL E> |,
1 TC-7| 95.4~99.8 | 95.7~99.6 | 95.5~100.8 | 96.9~100.1
= FI P K1TC-5| 99.3~99.5 | 100.0~100.2 | 99.3~99.6 | 99.7~ 99.9
5 N %1 TC-6| 99.8~100.8 | 100.5~100.8 | 99.7~100.3 100.3
iy <95.0~105.0% > .
%) %1 TC-7| 100.1~100.8 | 101.2~101.4 | 100.3~100.4 | 100.6~10.7
. |¥1TC-5| 99.5~99.8 | 100.1~100.4 | 99.4~99.9 | 100.2~100.3
2l e RprunFrUR ><
3 %1TC-6| 98.4~98.9 97.9~98.4 | 97.6~98.1 98.2~ 98.3
n= <95.0~105.0% > .
%1 TC-7| 98.6~98.7 99.3~99.4 | 98.8~99.4 99.1~ 99.7

%1 : TEL8OHYD12.5
K2 RREISHTOEAE (%)




(2) IR OLEN

SRERFEHEHAR] : 2017/1/6~2017/4/17

OTFNVFTREGHE AP THELT] #odk 40°C LR, XUERAR]
ARERIE H =N PRAFHAM
<JHHE > &5 BH AR EF 2 17 H 2 5 H 3 »H
IR n=10 TOTWVEA| T ) TWEA | IO TVEA | I3 TVnEA| 2< 5 T0niEe
<TKIHYFTWEED T 4= BV0300 |07 4 ba— |7 4 ba— |07 4 vba— D7 4V bha—|O7 4 ha—
—T A T HE> T4 v T A T4 v T T4 v T T4 v T
THIHLE L (%) n=6 N N N N N
v <304y, 80%LL L > BV0300 | 95.4~99.8 | 98.3~100.6 | 100.3~103.9 | 99.4~103.4 | 98.5~103.0
H S ACE=E AV .
s (%) n=6 BV0300 | 80.0~93.5 | 82.7~101.8 |72.9~98.6%?| 76.3~98.0 | 81.0~98.7
<3047, 75%LL 1>
TAIYNL L (%) !
. 1e3 < 95,0~ 105.0% > BV0300 |100.0~101.1|100.5~100.7 | 100.2~101.8 | 100.9~101.9 | 100.3~103.0
B |ehuzaoFror (%) * N N N N N
13 < 95.0~105.0% > BV0300 |100.1~101.6|101.3~101.5|100.7~103.2 | 101.1~102.0 | 101.3~101.7
(& 1H) -~ ~ ~ ~ ~
W (N) n=10 BV0300 181~221 187~228 136~229 164~229 121~233
X1 BREICHTLEEE (%)
2 1112 8EE A DO FKIZHEA LT,
OTFNFTHELAEEE AP THET) Madk 25°C - 75%RH [, B
ABRIE H =7 PRI IR
<K > &5 BH AR EE 2 17 H 2 5 H 3»H
PR n=10 TLOTWVERA| T ) TWEEA | IO TVEA | I TWVEA| Z< 5TVl
<TLATWHEBDO T 44 Aa| BV0300 |07 4 rbha— |07 4 vba— DT 4 bha—|O7 4 vba— |07 4 ha—
—T 4 T RE> T4 TR T4 TR T4 TR T4 TR T4 TR
TNIVNLZ 2 (%) n=6 N N N N N
- <304y, 80%LL 1> BV0300 | 95.4~99.8 | 95.1~101.4 | 99.3~101.9 | 95.6~103.9 | 99.8~103.8
H tkesoaF 7 PR
e (%) n=6 BV0300 | 80.0~93.5 | 87.1~96.7 | 84.1~98.7 | 91.3~97.0 | 82.3~95.1
<3074y, 75%LL >
TIIPALE L (%) F N N N N N
% | 1n=3<95.0~105.0%> BV0300 |100.0~101.1|100.7~101.3| 99.6~101.7 | 100.5~100.9 | 101.1~103.3
2 b RFesopnF7 Y RG%)*
h=3<95.0~105.0% - | BV0300 |100.1~101.6|101.3~101.7| 99.4~101.6 | 99.1~100.2 | 100.5~101.1
(B3%E1#H) N N N N N
W (N) n=10 BV0300 181~221 54~173 54~61 43~51 46~62
X RTEICKTLIEEE (%)
OTFNTFTEAESEAP THIEET) a2k =R, Bk (D65 KR (F1600Lx), ¥ —L %7 » 7T
9]
ARERIE H =BV Falgot =
< JEHHE > FH5 BHAGEE 30 /7 Lx-hr 60 /7 Lx-hr 120 /7 Lx-hr
Pk n=10 TLOTWVHEBAD [T HITVEED | T HTWHAD | I 2 TWVHED
<ITRAFTWEGEDT 4| BV0300 |74 bha—TF 4| T4 ba—TF 4| T 4 ha—F 4| T g AT —TF
—T A VT HE> VI v IBE VI N
THIHLE L (%) n=6 N N N N
v <304y, 80%LL L > BV0300 95.4~99.8 98.3~101.1 98.8~100.3 96.3~101.1
H S E=E AV
s (%) n=6 BV0300 80.0~93.5 82.6~100.1 79.0~99.2 80.4~100.6
<3074y, 75%LL >
FTNAIVLEL (%) * N N N N
4 | 1n=3<95.0~105.0%> BV0300 100.0~101.1 100.2~101.1 99.9~100.3 99.7~101.7
& | efazeoF7ry R%)*
=3< 95.0~105.0% - | BV0300 100.1~101.6 100.9~101.9 100.2~101.4 100.3~101.3
(& 1H) N N N N
W (N) n=10 BV0300 181~221 188~221 188~220 116~227

M RTRRICKHT D AR (%)




BRI : 2017/1/6~2017/4/17

OFNVFTRAFEBP THET)  #a% 40C [, [EAHR]
HERTE H 7y b 1A
< Bk > e BHAARE 2 1% A 25 H 3#» A
PR n=10 TYFTVHEE| I HTWVEEA | 2 3TV A| 2 9 T0VEA | I< 5 TR
<TKKIHIYTWEEAD T 4 /VA= | BV0300 |7 4 vba— |7 4 ba—|OT7 4N ha—|OT 4V ha— DT 4L ha—
—T 4 T EE> 74 T 74 T 74 T 74 T 74 T
TAIHLL L (%) n=6 N N N N N
" <304y, 80%LLE > BV0300 | 94.7~99.1 | 94.2~98.6 | 96.2~101.2 | 89.7~101.6 | 97.5~99.4
H tResondF7 o R
i (%) n=6 BV0300 | 86.1~101.9 | 87.5~100.8 | 96.3~101.5 | 100.8~102.2 | 101.4~102.7
<3043, T5%LL k>
TAIPNL L (%) X N N N N N
4 | n=3<95.0~105.0%> BV0300 | 101.5~102.4 | 100.0~100.7 | 99.0~99.5 | 99.7~100.5 | 102.4~103.3
2 [ekrsaarFroR (%) F N N N N N
h=3<95.0~105.0% | BV0300 |103.3~104.5| 103.3~103.8 | 102.0~102.8 | 103.8~104.5 | 101.9~103.2
(B%E1H) N - -~ ~ ~
W (N) n=10 BV0300 | 207~238 209~246 141~247 215~243 184~238
X FREIHTHIEER (%)
OTFNFTELAEEEBP THET)  Madk 25°C - 75%RH [, B
RERIE H EAN TTEIE
<FfkE > kel BR A6 2 i 14 H
PER n=10 - - . .
- = TKHATWEADOT 4 | T HTWEADT ¢ T IHOTWEAD T 4
SICOTVABD T 4 h =) BVOS00 | T S e | avna—r s | Aha—F g Sk
—T 4 T EE>
5:/1/\: ‘H‘/l/& N (%) n:6 ~ ~ X1 ~ X1
- <304y, 80%LLE> BV0300 94.7~99.1 60.3~87.9 62.3~100.8
H S E=E AV
s (%) n=6 BV0300 86.1~101.9 94.1~101.0 88.7~99.6
<3074y, 75%LL E>
TAIPALE L (%) F2 N N N
4 | 'h=3<95.0~105.0%> BV0300 101.5~102.4 100.3~101.0 97.8~100.2
B |efoszoaFrIR (%) *2 N N _
m3< 95.0~105.0% > BV0300 103.3~104.5 103.1~103.6 99.9~102.7
(& 1) N N N
W (N) n=10 BV0300 207~238 62~81 71~93
K1 : 56 EERBEEDS, FHEEHmM Lz, X2 BREICHTIEER (%) B KT
OTFNVTFTEAESEBP THIEET) a2k =R, Bk (D65 KR (F1600Lx), ¥ —L %7 » 7T
9]
RERIE H EAN TRk &
< JHHE > FH5 BHAGEE 30 /7 Lx-hr 60 /7 Lx-hr 120 7 Lx-hr
PR n=10 TOYTVEHAD|ZL I TWVHEED | T 5 TWVEAD| I 5TV EAaD
<ITRHAFWEGDT 4| BV0300 |74 bha—TF 4| T4 ba—TF 4| T 4 a—F 4| T g Aa—TF
—T 4 VT BE> VT BE N VI VI
TIIPLE L (%) n=6 N N N N
- <30 4. 80%LL k> BV0300 94.7~99.1 95.6~99.0 93.1~97.8 98.2~100.8
H S E=E AV
s (%) n=6 BV0300 86.1~101.9 91.0~102.3 90.5~101.1 94.9~99.9
<3074y, 75%LL >
FTNAIVLE L (%) * N N N N
4 | 1=3<95.0~105.0%> BV0300 | 101.5~102.4 98.7~99.1 99.4~100.3 98.9~101.1
/| v rasaeFT YR (%) X N N N N
123 95,0~ 105.0% > BV0300 | 103.3~104.5 101.5~102.9 101.5~104.8 102.2~104.0
(B2E1H) N N N N
W (N) n=10 BV0300 207~238 180~237 194~233 207~231

M RTRRICKHT D AR (%)
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7. BARNERUVEBRRORELE
Y LR

8. fFlE NEELEL (MEIEFNEIL)
LR

9. Bt

(1) VEHIBE
TNAFTEAEE AP THIET] KO T AVFT7EAEE BP THIE T 13, HARERGERLEFIED
ONTT NI NLZ L - B R aaF 7Y FEOEBBKIZESG L TWD Z ERERI N TN D,
GRERIICIA BB SR 2 12 900mL % Fvy, 7S RAWEIC K W ikBrZ1T5.)

R RS
<TAFTEEEEAP THEL) >
FOoRE [EILRS HiE P R
TP 40mg 50rpm 45 51 85%LL I
bt kesauad 7Y R 12.5mg 75rpm 45 5y 80%LA I

<TNFTEREHEBP THET] >

N B EIL7Ep HiLE IRF ] (GRS
T I Y Z L 80mg 50rpm 45 5y 80%LA I
bt kesaud 7Y R 12.5mg 75rpm 45 5y 80%LA I

11



(2) WK
<TNFTEESEAP THET) >
BIEEI DAY LR ENRBR AT A BT A DO —IRIEICHOWT (Ek 24 4E 2 H 29 B e
A 0229 45 10 )
TILEYILEY
RS
EE AARIERS W HERERE
[Al#ng K OVGRBRIE « [z N A4~ R 5 100rpm (pH1.2. pH6.5. pH6.8. 7K)
/X RVIE 100rpm (pH1.2)
CHIE]
- pH1.2 (#2747 v ME  100rpm) Tid, FEERAIOFEEHFEDR 40% KDY 85% LD 2
REARIZ U T, A OO PP R AR HE R O SR YR R + 15% DO HiPHIZ 8 - 72,
- pH6.5 (HIEE/NZ2 7 > ME 100rpm) Tik, FEERAFIR OARMBITE HIT 15 7 LINIZ Y 85%
PLEREH LT,
- pH6.8 (FHIfE/ N2 7 > ME 100rpm) TiE, EERAIROARGBITE HIT 15 7 LINIC Y 85%
ML R LT,
- K (BEIHEASZ 5> ME 100rpm) Tidk, BEERG R OKMIL L BT 16 53 BINIC ) 85% L I
B LTz,
- pH1.2 (/SR/LEE 100rpm) Tl EEERFI O D 40% M O 85% 41T D 2 FF iU F 1Y
T AR DR R TR ERGR D SE RS R £ 15% O#FHIC & > 72,
b, ZAFTHEAR AP THIET] ORI TV I 2 AN T, RS & R
(T EELAEE AP) LB L7-fE, £ ToRRIKICIHEW T MR RIER S 0 A Say R &
R A BT A ) OHEILAEES LT,

(Vs H )
B (%) pH1.2 (@E/8247 » FiE 100rpm) |[7EdE (%) pHE.5 (El¥z/8 27 » k& 100rpm)
100 | 100 |
80 | 80 |
80 | 60 |
40 40 |
20 L —e— =L FTEEHAP BEL) || o9 | —e— )L FTESHAP THEL)
=& = IO UERSHAP =& = 3 OUEESHRAP
0 oy . ‘ 0 ¢y ) ;
0 5 30 45 0 5 10 15
B () B ()
BHE (% pHE.8 ([DER/S24r » kFiE 100rpm) ||EH= (%) sk (E&/327 » FiE  100rpm)
100 | _ 100 | ==
80 | - 80 |
60 | 60 |
40 | 40 |
20 | —e— 7L F VEIEHAP BET) 20 L —e— 7L F VEIEHAP BET)
= = 3 EESEAP =& = IO EESEAP
0 0¥ ; ‘ 0 ¥ ‘ !
0 10 15 0 5 10 15
B (7)) B (43)
BHE (%) pH1.2 (3 FILE  100rpm)
100
80 =
60 N
40 - -
20 AT e 7L F TEEHAP TBEL)
0 = === IO VERBHAP
15 30 45
B ()
(n=12)

12



EKosonF7oR

BRI A

i HARIEF S

s HaRiE

[Al#ng K OVGRBRIE « [0l#5/ N A4~ R 100rpm (pH1.2. pH5.0. pH6.8. 7k)

CHIE]

X RE S 100rpm (pH5.0)

- pH1.2 ([F#E/NZ 7 ME 100rpm) TiE, FRERFIKZOARMIT L I 15 LI FY 85%
LB LTz,
- pH5.0 ([El#A/S2 %7 » ME  100rpm) Tl FEEREIOFEEHFEDR 40% KDY 85% LD 2
RERUC N T, AR O -5 HH AR (AR ME R oD S-S HH 3R £ 15% DRI & o Tz,

- pH6.8 (FIfiA/ N2 7w ME 100rpm) Tl FEAERF R OARSIZE HIT 15 LN 85%
UL EEH LT,
<K ([FHE/ N2y & 100rpm) T, EEMERIFI R O E HIT 156 0 LAINICFEE 85%LL 1

WH LT,

- pH5.0 (XKLL 100rpm) ClE, FEHERLAIO D 60% & Y 85% 1L 2 WRllEs
W, AR SO TEEER HRITHEERA O LR H R £ 15% D #IHICH - 7=,

PlE, SAFTREEE AP THIE L] OFESE FaszaaF 7Y RIgonT, I 2

YLK (2 a2 URCAEE AP) L HERL-FER, &2 To

RIS AT A R A > ) OHEIEEIES LT,

(¥4 HH i )

AR BT RIS 0 A1

13

BHE 9% pH1.2 (@& V27« FiF 100rpm) ||#E=E (% pH5.0 ([O#E/5 27 » +iF  100rpm)
100
20
80
40
20 —e— 7L F PEEEHAP [HETL) —e— 7L F PECSEAP THET)
0 -2 =37 yEEﬁﬁAF 0 —&=37 ‘/l:”E?i\lﬁAP )
0 10 15 0 0 60 90
BER () BERE] (590
BHE (%) pHB.8 ([EER/ T2 » FiF 100rpm) ||EHE (%) s (O 2T v FiE 100rpm)
100 | 100
80 | 80
60 | 80
40 + . 40
20 | .7 —e— L FTEESHAP [BEI] 20 —a— 7L FFESEAP [HETL)
/ - & - 33 UERETHAP = & = 22 vERETAP
0 1 : ‘ : 0 : ‘ :
0 10 15 0 10 15
BER () BER ()
EHE ) pH5.0 (/5 FIL3E  100rpm)
100 |
80 |
60 |
40 s
oo | /A& —e— i FTEEHAP THET
- — X OUEERSHAP
o of ‘ :
0 10 20 30
Bl (459)
(n=12)



<TNVFTEEEBP THET] >
BISEIE R D EMFRIRI SRR T A N5 A4 L EO—EREIZOWT (FRk 2445 2 A 29 H 364
I 0229 45 10 )

TILEHILE Y

BRI A
Wil HAKRT WHRERE
[ HR K e OVGRBRI

[z SR 47w RE S 100rpm (pH1.2, pH6.5. pH6.8, /K)
SNRVE S 100rpm (pH1.2)

CHIE]
- pH1.2 (EHE/S2 75> bk 100rpm) Tik, FEERFIOSEEETED 40% K%Y 85% i 2 I
SUTRUNT, A O 57 =R IR HE R D SRS =R + 15% DO FIPHIC & - T2,
- pH6.5 ([FlE/ N2 7 v iE 100rpm) TiE, EEERFIOFEFEHFED 60% KLY 85%FHird 2 K
SUZHBUNT, A O A9 = JAEVE R O SIS 3 = 15% DO FEFHIZ & > 72,
- pH6.8 (H#E/ N2 7 > ME 100rpm) TiE, FEERAFIR OARMITE HIT 15 5 EANIC Y 85%
PLEBH LT,
- K (BEHEASZ 5w ME 100rpm) Tidk, BEERE R OKRMGIL L BT 16 5 BINIC Y 85%LL I
B LTz,
-pH1.2 (/SF/LE 100rpm) Tl BEERFIOFEHEDR 40% K Y 85% (LD 2 Kl
UNTT, AR O ER HH ERTREVE R O SR R+ 15% D #EFHIC & - 7o,

bk, ZAFT7ERESE BP THEL] OAZST VI P AZONT, I EEE) 25 R
(T ERLAESE BP) LB LR, 2 TORBRIKIZIN T [RIEEIE G O LY 7 R 5 ME
RRITA T A > OHEEEES LT,

(Bt i)
EhE () pH1.2 (@& 247« FE 100rpm) || FdE= () pH4.0 (@EE/ 25 » HiF 100rpm)
100 A 100
80 A - 80
60 s 50
-
40 -2 40
20 - —e— =L FFEESHBP THELS || 59 —e— 7). F PHEHBP [HEL)
0 | == - ZaVPEREHBP 0 - & = IO HESHBP
0 15 30 45 60 0 10 20 30
BEfe] (53) e ()
B (%) pHE.8 (BEE/1R-7 + FiE 100rpm) ||Bd= (% K (EE&/247 w FF  100rpm)
100 100
80 - - 80 - =
- - -
60 60 -
40 P 40 i .
-
20 —— 7L FTEEHBP THEL 20 Py —— 7L F FE.EFEBP THET)
. = & = 3 VEERSEHBP 0 - - & — 2OUEEEHBP
0 5 10 15 5 10 15
BEE () BEfE] (53]
Bl () pH1.2 (/8 FIL7E 100rpm)
100
80
60
40 o
g
20 < —— . F FELGFBP THET]
o | == O UEEREHBP
0 15 30 45 60
BFfE] (53)
(n=12)
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ErFOsoaF7oR
RS
il AAHRY BEHRERE
[EIHEEL % OGRBRIE : [BlEs/N R 47 > hiE 100rpm (pH1.2, pH4.0, pH6.8, 7K)
X RAE 100rpm (pHA4.0)

CHIE]

- pH1.2 ([F#E/3Z 7w ME 100 rpm) TiE, FRHERFOFHEE D 60% M T 85% i 2

AR FSUN Ty AR OO S SR AR HE R O SR SR+ 15% D HiPH 2 8 - Tz,

- pH4.0 (7§52 3247 » ME  100rpm) Tl FEEREIOFEEHFEDR 40% KDY 85% LD 2

IRFARUZ S VN Ty AR OO SR SR AR HE R O SR SR+ 15% D FiPH 2 8 - Tz,

- pH6.8 (FH#E/ N2 7 > ME 100rpm) Tik, EEERAIR OARMLITE HIT 15 2 LANIZ Y 85%

PLEwH LT,

- K (AN A 7w RE S 100rpm) TiE, 2 BB OEIX 42 DL ETH - 72,

- pH4.0 (/S R/LE 100 rpm) TiE, FEERAIK ORIZE 1T 15 0 LLNIC ) 85%LL REAEH

L7,

PlE, 7AFTEASE BP THEL] OFMKSE FuszueaF 7 2 RiZonT, RHZEEh =S
R (I a2 EEASE BP) LR, £ ToRBIRIZB W T MERERLOEMF
RISEMHRBE T A KT A 2] OHEREIZHES Lz,

(P 50)
BEE (% pH1.2 (@ER/247 w FE 100rpm) ||5#H® (%) pH4.0 (@R824 » E  100rpm)
100 100
0 0 e pe---"" 80
60 60
40 40
20 Y —e— L FT7EEHBP (BEL 20 4 —e—F | FTEEHBP HET
0 — & — T FEEHBP 0 = & = 50 /EREHBP
0 20 30 0 15 30 60
B () BER ()
M= (%) pHE.8 (EER/24 » +iE 100rpm) ||iEd=E (%) K (EFE/8A°7 » +iE  100rpm)
100
80 - T
60
rd
40 ’
—e— 7L FEEHBP (AETS || 20 A e LT FEGHEP (BET
0 - - & - IO UEEREHBP 0 - & — IO UEEREHBP
0 5 10 15 0] 10 20 30
B (5 B (4

BHE (%) pH4.0 (4% FJLJE 100rpm!

20 —e— 7L F 7RIS #HBP TBET]
0 ’ —#&=%0 ‘/E'E%IﬁBP
0 10 20 30

B (53)

(n=12)
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10. B -aF
(1) FRMIRELGER - BF. NEI/RKRLER - AEICEHATLHER
% LR
(2) A%
(TILFTEEEAP TEEIL])
100 §& [10 $EX 10 ; PTP : #RAIA Y ]
(TILFT7ESEBP TAEILD
100 & [10 #2X 10 ; PTP : #AI AV ]
(3) FlEEE
Y LR
(4) BROME
PTP: AV =L - RVBEILE=VU T EHET 4 VA, TAI=U L
Fae—: 7AI=h RV FLUEES T 4N
HLIEA - A LT T A

1. AZRRHEShLIEME
RUERR L

12. ZDh
RZ YGRS TE e L

16



V. ARICEYSEE

1. BREXIEPHR
i LS

2. DREXIHRICEHET HIE

5.X0REX XN RICERET HIEE

51 MELRMEK FOBZENENH Y | K Z mIEBROF —BRIEE LianZ &,

52 L LT, 7/ IHZ Ly 40mg THRATHDRGEICT VIV AVEZ /e RusauF Ty
K 40mg/12.5mg O L%, 7 I YL X 80mg, XIIT NIV Ao/ KusuvaF 7Y R
40mg/12.5mg THRA+ DG ECT VIV AL Z /e KaZaaF 7Y K 80mg/12.5mg D5
T B N

(i)

51 AKANIT VIV X e RarzauedF 7Y RO 2MEEORTEEOEEGAITHY ., T/IH L
ZUBAL Ik ReZoaF 7Y REAIE L CHRDRBEEDREZET 2720, wmEOM
JER T2 & o TBEENRGECE RN &b, BEOLEMALEBE L, 2hie L2 R IR
TAHMEH EOFEEZTLI LT,

52 BEIZT VI P LZ L 40mg, HDHWIT VIV NLZ L 80mg XIIT NI NF /e Rr o R
0F 7Y R 40mg/12.5mg (2 L HIREEZZIT TV AHEBREICBWT, KE LEMED=a Y ha—/L
PEDLNTWARWEAIZ, AHIAP H 5\ T BP O B2 % 52 8E L#E LT,

3. HERUVAE

(1) BERUVRAEOHES
RAWIE 1 B 1A 18 (FAIFALZ /e RerZradF 7Y RELT 40mg/12.5mg ik
80mg/12.5mg) ##EOEET 5, ARANLE MR OFH —ZIGE L L THW R,

(2) AZEBRUVHROREREE - B0
MU ERR L

4. RERUVRAEICEHEY STRE

THRERUVARICEET 3R
HEEDH HBEIEEGT L5, 7VIV AL /e FuzurF 7Y FE LT 40mg/12.5mg
B TEE LW &, [9.3.2 2]

(fi#i)

TN E s (A &, FEEBSEEEICRG LRG| JFEEZ M 5 B TR R %2 &
535546, BEEAKHET I nEE B IS GFEAT—%) ¥, [16.6.1 2]

F 72, BEMZEYEIRE (Population Pharmacokinetics) fi#ghT fEH:, AGRBRAE & A1, Tk
BROIKT L7 AST (GOT) &EfER: (>60U0) I2BWTZ VT 7 AN 64% (KT L. Cmax KL
AUCo- < 2B Z ERENT (BAANRUAEAT—4) Y,

WA OTNVIF L E e Rnyaad T Y NEAFR OB CETIE, FEEZ MO @il EiE SRS
Wi, 7y yv/e fesaeeF 7Y RELT 1 H 40mg/12.6mg #EE L CHRET5 2
Ll EBREINTWD,

17



5. ERERRLIE

(1) BERT—21Rv 75—
MG R R L

(2) ERERZEEFER
MR L

(3) HERIGEREER
17.1.1 BN IR
m I ESERF IS T DK FoREHER AR ET A Z L2 HMEL, 7AIFALF U KTUE R
nrzuuF 7Y NEHRARICL Y BRTFA V24, 77 RxBEERBR L L CER L,
FERIZREDO LB Tholo, Ffé b7 7REEMIILIRIMLE FTEE (mmHg) KOO RE S
Mo, TAIVLE /e ReZeaF T YR 40mg/12.5mg KT A I ALZ /e KarzanF
7Y R 80mg/12.5mg & EiE R L L TRIR LY,

P
5»%%w&y/ Bei& b 7 7 IR A IUHE Bk b 5 7 B EIE B
) I R H I R H
ERnsanFroR () £ FFEE (mmHg) JE TR (mmHg)
Omg/12.5
ne e 12.6 (13.8) 6.8 (7.9
(n=66)
40mg/0
o 11.8 (12.0) 8.1 (7.3)
(n=63)
40mg/12.5
o e 23.9 (12.4) 13.9 (7.9)
(n=64)
80mg/0
ne s 16.3 (13.3) 9.7 (8.2)
(n=65)
80mg/12.5mg
23.6 (11.9 13.1 (7.9

(n=63) (11.9) (7.9)

CH4fE (FEHER2) )

BIWERA ORBE AL, 77 BREET 4.7% (3/64 #]), TAIVLZ /e FursoaF T PR
Omg/12.5mg. 40mg/Omg. 40mg/12.5mg. 80mg/Omg. 80mg/12.5mg & TITE N ZE I 4.5%
(3/66 B) . 4.8% (3/63 ), 9.4% (6/64 f5]), 6.1% (4/66 #l). 9.4% (6/64 ) TH -7z, E£7¢
BIERIZEMAMED FNVROREFEEFHEDENTHY, TAIALFZ /e Fr e F T UK
40mg/12.5mg # K& N 80mg/12.5mg HEIZ I 1T DIRNLED EVORBEIGITZNZEIL 4.7% (3/64
B, 1.6% (1/64 f5]), ZEMED FOOFRBEEIXZNEI 1.6% (1/64 #), 3.1% (2/64 f]) T
HoT,
(4) BEEMEER
1) ENMEREERR
17.1.2 ERE AR
mIMLEREEE 23R e Lo, “EHERBHEERBROER, TLrIVrs /e e F Ty
R 40mg/12.5mg OF MR bz, BRKRMREOMEIIRED LBV ThoTe, TAIH X
¥ 40mg HHIZ XV RA e E - PEE ORI ERERFICT VI ALZ /e Ry
TuF 7 YR 40mg/12.5mg XixT VIV F L 40mg & 8 WRIHEG Lzt &, TAIPF
t RrZueaF7 YK 40mg/12.5mg (L7 /L I /L ¥ 0 40mg (12 H~ TN PRGR M) il )+ 23 %)
4. 7mmHg., AAIGHEEIMLE AN 5.6mmHg TR L., BMOBEED RS RS-,
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& b 7 7 BRI TR O A (PEGR K& QM)

PRI E (mmHg) IAERIME (mmHg)
- — WhEME | TReE RER =) WhEME | FReE REME)

WHME | PECESE | PTEESE EHE | PRESEHE | TR

(S.D.) (S.E.) (95% CI) (S.D.) (S.E.) (95% CI)
VAV N VR S 108 97.7 5.0 147.7 8.4
40mg (5.7) (0.8) (11.9) (1.2)

4.7 5.6¢
TN B H ]
\ 96.9 9.7 (2.5,6.9) 148.7 14.0 (2.3,8.9)

tFroszoodF 7Y R[105

(5.2) (0.8) (13.6) (1.2)
40mg/12.5mg ELA

FHHESEIIE - LT T S K D R R E
95%CI : 95%(5HH X 1

a) BHREEZLER L LS otre T vicik-S<
b) p<0.0001

¢) p=0.0010

BIERH ORBEIGIT, 7/ IH 2 40mg #ET 0.9% (1/109 #il), 7/vIH L& /e Kas
nuF 7 YR 40mg/12.5mg BTl 4.6% (5/109 #l) Thote, 7/AIVALFZ /e kunrmoF
7 ¥ K 40mg/12.5mg BEO E2RIEAIZRMIE 1.8% (2/109 fil)) Toh -7z,

2) REEHR

17.1.3 ERFE AR (RUAKSHER)

BARNEIMEESE 25 R e Lz, TAIPLE /e FaszaaF 7Y K 40mg/12.5mg KT
NP Z /e RuzaaF 7Y R 80mg/12.5mg @ 52 il O F #5022 2V K OV i %
AL RER, BRAEICHEI 2 ho7z, £, TAIYAF /e KasaaF T VR
40mg/12.bmg TRRARTDRBHFIIH L, TAIP L /e FrrzneF 7Y K 80mg/12.5mg
REG LB, HBEAE (WE%. MEEYME CFEY 8.3mmHg K UM HE M M Ty
10.lmmHg (& $12 N=80) DENMFEEZT) AR Sz, FREEFZRZN R ORI IERD Sz
Not=T,

BIVEHORBEE &L, 7ArIV ¥ /e FueseaF 7Y K 40mg/12.5mg #£T 18.3% (19/104
B, TAIPAE /e RuzuorF 7Y K 80mg/12.5mg BETIE 13.8% (11/80 ffil) Th -7z,
FREMERX., TAI AL /e FusoadF T YK 40mg/12.5mg BECTIZFEIES 10 4.8%

(5/104 1) K OMKALHED vy 3.8% (4/104 i) THY, TAIYALZ /e RerZuaF 7 PR
80mg/12.5mg FETiX, RNPED E W 3.8% (3/80 B) ., FFEMED F W 2.5% (2/80 i) & OVE IRk
ME 2.5% (2/80 f5il) TH-7=,

(5) BFE - WEHHR

KB L

(6) ARMER
1) ERARERE (—REARERE. FEERARBRE. EARMRLEERAE). BERFTERT 4R

—ZAHE. RERFRERABROAR

B R L

2) BBREHLLTEEFEOATNEREL-HE - HROBE

Y L

(7) i

A Lg
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VI. EMEBICEYSEE

1. EBEZFYICEEHSLEMTLEYEH
B PR R et AT 287 1y 1 —
FT Y RRHR K
R BED D LB ORIEE « ZIRFIL, RFOBRNLELZSZRT L &,

2. XBEHFER
(1) {ERERLL - VEFFF
TN Y NNE ATEICMEFBHOT 4T (A1) 247 1 (AT ZRIFIZBWT,
AHMFIEME THD AT ERFROICHETIL, 2O MmEHEER 2 M6l 5 2 Ll X0 BIEER %2
HHT D, TAIFALZ O AT HERIETE < (Ki=38.7aM) . AT: 250 b 5 5 \Zfg#E L
20N, T HLZ i 10~1000nM ORGP T, A-THT K D6 H 7 Y 5 REIREE A o 1 4 A
Bt R 2 2 BEARAF N A 7 12 B S 5 & IR KINE 2 40~50%MH13 %5, F7AEANESE 120
SEIZEBNTHAEBERMLENEH 2~ L, (ERIXFRNTH D, £, 77 V=0 fifE#E T
% ACE (¥=7—F1) IZxt L UIEHEREL KIEZ 2N 9 karaaF 7Y RidEE
PLRMEICIT D Nat & Cl ORI A HHEI L, AKOPEM A S5, FeER K 38 14 B E
AT 5, BEEMAIE, PN RLEEOIR TIZE Y . BHICIEIRB0E OIRIC L 2 &%
ZHNTNDHTY,
(2) ENERMT SRR
18.2 R E{EF
WHEE N O/EES M)A RFAE T ~ b (SHR) Z#HWT, 3mgkg O7 /I H % 10mglkg O
tERerauF 7Y RHLIWIZEOMF A 5 HFEGHE NG LI2Ga OREIER 2 Lz,
ZDORER. 3mglkg DT VI YLZ CHIEAFE IS 5 B HIC 36mmHg DR KEEMEHZ R
L, E ReZzuanF 7Y NOBEMEL T L0 RBEEERITREO bhhofon, 7Y
NEEDOPFRICK VT A IV COEREZR LR L, R KBEEIEMAIT 583mmHg Th -
le 1)O
18.3 FIR{EF
THE T O/MEME SHR 2 W T, 3mglkg 7 /LI B L% 10mgkg Ok kunrunaF 7Y Rbb
WEXZEOWE % 5 Ak G L& 2 ORRIEHZ M Lz, ZORE%E. 3mgkg D7 /L3
P OEMEEIZ L > TIRELCRTEMRERE (Na™, KTXWD Cl) IZHERE(bIZA
Lo t-, —Ji. 10mgkg Okt Ko/ ooF 7Y ROBEMBEGIZL->T, JRE, Na', K" &
O Cl OFEMEREDOYW L INREMA B LT, THIFNAZ 205 LTH, E Resnn
F7 Y ROFRERIZA LN, TAIV AL ide FazeaF 7Y ROFRERICIEEA LY
B Ipinott ),
(3) {ERZRINFA - FribE
MR L
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VI. EMEIRRICEII HHE

1. MPREOHT

(1) ARELAMLGOLPRE
MMERR L

(2) BERSBRCTHBE S -OPRE
16.1.1 B A% 5
EFERAB T I/ e 7 Y REASEZ ZEERHEROKRG L&, 7
WIPF KRR ReZaaFT7 Y RE, ZnZ2nEhb% 1.00-1.50 KT 2.00 FFE I g
HRIREECEE L, TS 18.9-19.8 TN 8.49-8.82 W TIHk L7z, BAIOK: L RIS, T2
P E D Crax 1 THELLL EIC B3 2@E@ARD bzt 14

Hilal e b TP H =7 == VAV
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-.. (nghr/mL) 1260 (72.2) 2970 (71.0) 507 (16.9) 478 (21.6)
tiz (hr) 19.8 (34.9) 18.9 (36.1) 8.49 (18.6) 8.82 (13.6)
b (hp) © 1.50 1.00 2.00 2.00
(0.500-4.00) (0.500-6.00) (1.00-4.00) (1.00-4.02)

B EIE (CV%)
a) B (/) MiE- B KD

16.1.2 RfEHE
fEEERR A BT 10 fllcT VI v vk RuazauF 7 Y REASEE OEMZFNRSEENHER S
TWATAIPNLF L 80mglEl bt RKusonF 7Y K 12.5mg $E4 1 H 118 7 H 228108 X
EROBE LEBEOT VI Y AZ U RO Rr s aaF 7Y RO KYENE LR 5RE 2 80 LT
Wiz, #5 1 HEEO®THHD AUC KO Coax BRI L7272 L2 o OFER (EilF 7Y
E+S.D.) XZFNFh 1.34£0.423 L' 1.50£0.783 TH VY, b FurzunaF 7Y KOEMERILL
NZH 1.11+0.197 KT 1.10+£0.286 T o724 19

KEEE (n=10) TP H SN =278=R= AV AV
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
- 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
FAEEIE £ S.D.

a) HRAE (s ME- i K i)

fEEERAICT LI Z Y 160mg P L FesoueF 7Y R 26mg P 2N EREMIC 1 B 1
M 7 BREIRERAES Lzl & EOFRRER DG Lz & 2 0EYEhie 4 g U7/ 5, HhE
5% L OEABEHZOMIEDREHRBIIT LIV ALY, E RasoaF 7P REBITEBLTEY,
PEAB G L DRNBIE~ DR BITRD N hro7218 GEAT—4),

) AFOAKBHEITZT VIV LFZ Y 40mg/t KuzoaF 72 R 12.6mg M OT /LI L H v
80mg/t ke muF 7Y K 125mg ThH5H, £io. HEEREEOH BT KRG T 550
TNIV N o OERFESEIT1H 40mg TH 5,
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16.1.3 £EMF R F1EAR

OFIVF7EREK AP THEI]
BIEEI S DY LR ENRR T A T4 O —HWIEIZSWT (Epk 24 4 2 ] 29 B 3K
BHEARE 0229 55 10 )

TNAFTEAEEE AP THIET) RO a U EEGH AP 2, 7o A4 —"—JEIZ XY 221 1 6

(FNUIHNH LT 40mg KO FeZuoeF 7Y R LT 12.5mg) FEEEARA BIEICH AR
RO L CmER T A IPLZ ARER DN RrsaaF 7Y FREZAE L, o723y
e/ N7 A —% (AUC, Cmax) (22T 90%(5 #H KX MEIC CTREGHIBIT 24T - 7o . 74
WA R OE FazoaF 7Y RE (I log (0.80) ~log (1.25) OHFPHNTH V. MiAlDAEMS:
WIRISEVEA R S =T,

SMENHE R T A —H (FTILIHILH L)

HENT A—H BEINT A —H
AUCo-72 Cmax Tmax tie
(ng * hr/mL) (ng/mL) (hr) (hr)
TNAFTEAEE AP THET) | 1990.1+805.4 | 176.5+70.8 1.70+0.56 21.3*6.1
I 3 ERGHE AP 2027.6+886.4 | 195.7£81.0 1.67+0.84 23.6+7.3

(18 5. Mean+S.D., n=23)

{ng/mL)
280 4

—8—FILFTEESEN [BEL
- 2 AL ERSIEAP

%200 E 1§2# 5, Mean+S.D., n=23

B

T

J_:I.r 150

i

Jle

=

> 100 -

B

fE

50

0 12 24 36 48 60 72
¥ (hr)

SR IR EHERS (T LI P )
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WEHE T A—F (b RrzaoaF 7Y R)

HENRT A—H SHENRT A —H
AUCo-24 Cmax Tmax tue
(ng * hr/mL) (ng/mL) (hr) (hr)
TNFTRASE AP THET ) 615.5+90.1 104.7+20.6 1.85+0.61 8.11+1.12
2 U EEAEE AP 612.5+75.3 104.0£22.4 1.93£0.74 8.22+0.96

(1% 5. Mean+S.D., n=23)

{ng/mL)
120 4
—@— FILFTEERAP THETL
,.i”l ------ I 3EMSIiTAP
§ 18815, Mean+5.D., n=23
=Ty
m]
a
m]
m]
.9’.
7
E 40
-
=
O & T T T T T T
0 4 8 12 16 20 24
R (hr)

MAETFEMREHRE (c FreroaF7 P R)

MAZFF NN AUC, Cmax FD/3T A — 213, PRE O, RO TRIREEL - B O R
R L > TERRD AN D D,
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QFIFF7EAE&EBP HEIL]
BIREI T OEW PRI EMERBR T A KT A L EDO—HEICOWT CERE 24 £ 2 A 29 H 3
BHRAF 0229 F 10 =)

TNTTHEAHE BP THET) KOOI a > EEEH BP 2, 7 X4 —_—IEICX 0V ZNEi 16

(FNUIHNH LT 80mg KU KuZuueF 7Y e LT 12.5mg) FEEEARA BIEICH AR
FIFEO&G L CmER T AL IPLZ ARER e RrsaaF 7Y FREZAE L, o723y
e/ N7 A —% (AUC, Cmax) (22T 90%(5 #H X MEIC CTREGHIBIT 24T - 7R, 74
WA KR OE FazoaF 7Y RE B2 log (0.80) ~log (1.25) OHFPHNTH V. MAlDOAEMS:
WIRISEVEA R S L=t T,

SMENHE R T A —H (FTILIHILH L)

HENT A—H BEINT A —H
AUCo-72 Cmax Tmax tie
(ng * hr/mL) (ng/mL) (hr) (hr)
TNAFTEAEEBP THET) |3152.7+1704.6 | 697.4+419.8 1.12+0.58 21.3+11.9
2 ERGEE BP 3140.0+1869.9 | 686.8+438.1 1.12+0.51 21.1+10.9

(18E#% 5. Mean+S.D., n=59)

{ng/mL)
1200 4
—8— FLFFEESEBP [BETL]
-2 O EFREHEBP
% 1§2#5, Mean+5.0., n=59
eh
I 800
I
H
I
#
_./
ig 400
ok . 5 L .
0 12 24 36 48 60 72
RFRE (hr)

SR IR EHERS (T LI P )

24




HEMBRE T A—F (c RuzoaF7R)

HIE ST A— 5

BENTA=H

AUCo-24 Cmax Tmax tise

(ng * hr/mL) (ng/mL) (hr) (hr)
TF T EAEEBP THEE T 598.2+121.9 94.8+22.9 1.75+0.56 8.18+1.07
I a U EEASE BP 605.61111.6 98.0+£24.8 2.00£0.87 7.75+1.04

{ng/mL)
120 1

jas]
o
I

MEE RO D O EEE
i
o=

(1% 5. Mean*S.D., n=35)

—@— FAFTEEHBP [HEL]
~x--3 3 EBELEBP

1485, MeantS.D., n=35

24

feEfE] (hr)

MAETEMRERHSE (e FonzoaF7 Y R)

PR ONC AUC, Cmax B0 /8F A — 213, WBEORIN, (KGO RBERL - W0
BT Lo TR % ATREMER B 5,

(3) thiEE
B R L

(4) BE - ffRAEOEE
D BEOEE
16.2.2 REDFE

TEEER AT+ 32 Bl (FHE 16 ) (2, TAIVILZ /e FazunF 7Y NG (A3
VAUl FeZeaeF 7Y K 40mg/12.5mg XTI LrF /e RaesZaeaF 7oK
80mg/12.56mg) ZHEREOKEG Lzt &, T I PN T RGERE TEBERERGICH S tna D
HYEASEESE (% : 3.00 Y 2.50 WFfH], ZZEF : 1.25 & OF 1.50 FFfH]) L. Cmax XY AUCo-t
IFENZER 62% MY 29~33% T L7, —J, E R maF T VRO tmax OTRAIE (£ -
2.00 O 2.50 W§fH, ZEfERs : 2.25 KON 2.00 FEfE]) 1ZFLELL Tz, BEEGREO Cnax KT
AUCot &, MR TENEN 13~15% LN 13%K F T 2RETH-721%, [14.1.2 &

]
@ HtREOTE

(TVIl. 7. ¥HE/EM]. TVI. 14. @A EOXE] OESR)

25




2. EMEERB/INTA—S
(1) fBAE
MG R R L
(2) WRAEETE
MUERR L
(3) HEEEEH
MU ERR L
(4) Y73 2R
MG R R L
(5) 2HBE
ZUERR L
(6) Tt
U ERR L

3. BEM (REaL—>ay) @&
(1) A ZE
MR L
(2) RSA—2EBHER
R L

4. R

16.2.1 R AIC 4C-E FrZouaF 7YV R bmg 2Rk N#&F 5 Lz &, REED 60~80%ILHk
BB S, BRZ/MG B CORINNEEE TH 721" UMEAT—4),

5. 9%
(1) Ii&-kxESFYE@EE
MR L
(2) miE-RAEEEIFEBYE
(V. 6. (5) ki) OIS
(3) Ait~oBiTiE
(TVIl. 6. (6) #=Fhw) DOESH)
(4) HE~AOBITHE
Pl v/
(5) ZofhoiBB~DRBITHE
MER R L
(6) MBFEAKESE

TIIVALE DTy N RO hOIMKEE RS RIL,

7LCZO)O
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6. M

(1) REBLEIRUCKBER
FTAIVALEZ T EE LT UGT BERIC L a7 v n v Biadicko TR#En D21,
ERrzonF7 Y MEERNTIEEALREEZZT 20, [10. 1]

(2) RMICEIE5T 5B F% (CYPSE) OHFiE. HEX
THAIPAE 4T, FEE LT UGT B (UDP-Zvrua /) Vv hT v AT72T—8) ICLD7 V7
0 UBERAIC L o TR SN D, [16.4 ]

(3) MEEGBMNROFTERVZTOEE
MU ERR L

(4) REPOFHEOERRUELLL, FHELE
MR L

7. HEitd
TIPS ATRINCTIE & A EPRE ST KE A A L CHE R S22 20,
EReZarF7r Y FERERAEE LTRPICHRtEN D Y, AL T 10 BlicT L I3rs
> 80mg fELt bt FrsZnuF 7Y R 125mg 84 1 H 1[0l 7 HEZEERFHKER &S L% o
ERuzrrF7 Y FORPYHERIL 89.3% Th o717,

8. FSUARR—E—IZET H1EHR
MR L

9. BRZICKEIBRER
(TVIl. 10. WEHEG ) OEZBR)

10. BEDEREFTHRE

16.6.1 FFeclERBE

FFHgRERE = B 12 ] (Child-Pugh 2338 A (8E) : 8 . B (P4E) : 4 ) 27 LI H

4 20mg KON 120mg P AR OE G Lo b & R AICHEL L Cmax 1 4.5 5K 3 5@ <,

AUC L 25 5K 2.7 @ no 7122 BNEAT—%), [9.3.2 ]

) ABOARBHEIZT VIV ALZ Y 40mg/k ks F 7Y K 125mg K ONT VI a
80mg/t RrZ/mruF 7Y R 125mg Thd, £, HEEREEOH LBFICERGTHHE5D
THIPE o DEREGREIZ1H 40mg Th b,

1. Z0Oith
BRI L

27



VI. £t (EAELOZEESF) CEY HEE

1. EERREZTOERE
BE STV

2. ERHABLTDER

2R (ROBHIZEIBRELEWNI L)

21 BRNDORG B OF T ¥ R REH T O EY BIZIX7 a2 ) RUVEDAVT + 0T
REHEMA) 1t LIBUEDBEERE D & 5

2.2 i SUFIER LT B IR DO & 5 otk [9.5 & ]

2.3 B O3 D TEWEE TEERFEEDOH 5 BH [9.3.1 2]

2.4 BER O B T MEENT P OEE [(RAIOEP T ] [9.2.1 ]

25 2B REORE [9.2.2 2]

26 (KIEFDOFT Y UL« Y TARBHLNIEAD L TWaEE UK MY U AME, K2 Y 7 A0
JESDOBME LR B SEDI BTN 5, ] [11.1.3 BH]

27 TV RAX LTV ARG RORRBEREE (272U, MOBEERZIT> ThRBiMED =
Y= AR L AROBEEKRL) [10.1 B]]

2.8 TAET VUV UFIREEAKRY) (BIEICBT 2K ZIRIC L D KEHR) & Gho/fE [10.1
ZH]

(fi#i)

2.1 HEO—RIFHI E LCRELZ, i ARB Lt FuszaooF 7Y REORAEICH R
DEENFLH SN TN D,

2.2 ARB N ACE FAEHELBEDOEEFHTH L, IR R ORI AR % 51 ARB 25 &
ATz I ESE O BE CEAMRDEE, BRIE - FrAEROKE, HFAERORMLE, BAe, @)y
AMSE, BHZE O 2L RFEKIEDIEIC X D & HER S O MfE, BEEHRE O, M
DRERAEENS b ORENDH D, F7 ¥ FREHCIEEHER TR ICHEE Y ve
VIE, I MRBESEZRE T 03 H D, £, FURMEAIZES  mIEERED . kg,
TE - IR R R H b d 2 ERH D,

2.3 KFNDRSGT TH DTN IPNZ ATREEE LTRTE A ERPICHRE S T, K A3 E
Hafr LT, 77 e U BRaaRE LTHEPICHRES NS,

o T, B OPEIA B X TV D K O RBESEE RIS O b 5 B TIIARFINEIMHE
MINTEET 2B RH D,
2.4 ARNORSYTHDHE ez uuF7 Y Nid, EROBE KOG BE TR U CRED R IR

TEAR,
25 ARIOWS ThHBE FrsaaF7y FiE, GUBRROBEICRTTH & Bl S 5108
ESEBBTNBD S,

2.6 AR OSITHH e FrzaaF 7Y NI, ETOT M) UL - Y T LRHLNISHED L
TWHEBEICKREGT 2 L& MU v affE, (B0 ) v AMEFEOEMERHL2ELSELBE
nNnd s,

2.7ARB M (' ACE PREFIEOEEFHTH D, 2 BRI EE 2515 & LT ARB X3 ACE [H
FHIINZT UV AF L7 Ve BTG LSRR O P EEITIZ W T, FEBSEMEN AR
EHREREE, S0 ) U AMIEKLROMRIED U X7 & E D AREtER R STz, & D% DR
RN T, fAEZET 2051, &2 Y U A ME K MRILEO R RO E R EANRD L
T3 24,
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2.8 TAETS L UEBEKT O THYECR T 2K MEZIRICE D2 KEBIR] x5 & LENE
FRBRICB W T, F7 Y RRHRAL, F7 ¥ FREUAISOI N — T RRF & G Lz BE,
BEOMIEST M) U MEDKTARD O, AAIRE FeseaF 7Y R2ga+252LMn
b, TAET LV UERBEKTY (BHICR T 2RMEIRICE 2KEHEIR) &GP OBRET
ERRITERE Lo ORSZAT B N 2 35 i B e 0 5 A 125 3 i 22 4ot SR B — BN EAT BB N [
B i [ TR B R O AR 122 i 22 Ak SRR 30 SRS/ R oT AR T H 8 FAL),

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

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

5. ERGEFNIE L EZNER

BEELEAXNIE
8.1 AANL, 7NAIVNH 2 40mg HDHWNE80mg Lk ks unudF 7Y K 12.5mg & OEAAITH
D, TAIPALZ e Rr a7 Y RREORWERBEET 2820035720, #YIC
AROERZREFT 252 &,

8.2 Mif7 L7 F =Ml LA LK OCMIEIREME LR OBZNARH 0T, EMWICINE Y LT F=fE
KOG RBBEDET =4V > 7% Ehi L, BlE%2+/7T7H5 2 &, [9.2.4 2]

83 AAlD Ay ThHHE FurzunF 7Y RIFMEAI Y v AMEEZRZ 32 L AL TWDHH, 1
BV MEOE=X ) 72 EMCER L, BlE2 01217 2 L,

8.4 AROHSCThHhHE RurzunF 7Y NEIERBIJELZFAITELBENNRH LD T, KAI#RE
HIXEMIICIMIE RBAMEDOE =4 Y 7 & F L, BEE+5I12179 2 &, MIGRBED LR
Bl IN %A1, TOREIS U TREOHIEZ St 2@ 42175 Z &,

8.5 AKIDOKSyTHHE RurzuouF 7Y RTBAMEIHE, PAEBARNE, IREE2HE BB SE 2
BINRHDHOT, BWARENOKTRIRBEEO BRE QRO bR HAICE, BELHICIRBEDR
LEzTHLH, BEICRET L2 L, [11.1.12 ]

8.6 [ EAEICIE S IAH, DFEV, SLOXRNHLLNLZ LRHLHOT, EifEE, ABHOE
R 2 O B 2 B E T 2 BRI IT R S5 2 &,

8.7 Tl 24 WEITEE L LW EREE LV, T oA T vy v DB REGAIR G-+ o B3
X, BB R OFRIC L =07 o O T v R OMEIERIC X B & 7 i EAR T & L 2 3Rl EE
MR 5,

8.8 AF &Gl T v UAT ¥ MBS IAIR G TR EFEOEERIFEE R & bbb & O
ERHDHOT, IHEEREZET 572, BIge+micito 2 &, [11.1.6 ]

8.9 AHIDOFRNFITAMICH SbNDZ ENRH DO T, EMERHA, PKICHIEETHZ L,

8.10 BT 5354, BMERMANR S LOND I ENH IO TEMIRELITI Z &,

8.1 EHERMKEENH LN ENHDHDOT, THINICREZE/ T 572 CBEE2 012479
Z&, [11.1.9 2]

8.12 KM DIRENFHZLERBFITIT, KEOHEREZEET 5720, FRITICEEGET L2 ENEEL
AN
(fiA)

8.2 AHIDERRFBRIZ 5\ TEBE R T X OVE R IIEDRIEH 2GR0 BTV 5, Kl % EiRE
fEEBFICENT 256815, BREDOE(CEIRBEMAESFEBL T 2 fTREMER & 2 O T, EHIH
\CiE Y VT F = AR OIS RERE DT =% U v 7 2 Eii LT, BEE+2TiTH 2 L,

29



83 AFD /I ThHhLHE FrruuaF 7Y NE, Brooh U v LtZ2BinsEs2 006, 1
EHV U LEKTSED [ (EMERD D,

8.4 AKIOISyCThHE FurzuuF 7Y NEOFT Y RRFIREIL, @IRBIEZ BRI IE 58
ENDD 5,

8.5 EHNIZBWTIRESNLTWAE ke anF 7Y REFRAIGE T, JBEAEEE ERREKL
EXPREEES (R T4ESH 20 B) X AW ERENZZEND, LT,

8.6 BRI EHILADIEFFHTH 5,

8.7 ARB X ' ACE [HEIROILEARIEBEFHTH D, FHHHTIL, FRM-CREESESE O X 5 i
JERTIZH LT L =07 A7 v CRPIUBEMRICIE L CTIUESHER SN D 2 L0 5705,
WA T VI P Z T 5 & ZORERESERE, EMERSREICR D BEnN
HDHZ LD, FET 24 FEFITIAF A G LW Z EnEEND,

8.8 KHID Iy T DT NI P NZ ATBNT, TR (IFERROEL) BHRESNTNDZENnb,
W S Y vz ahug o) vh) ERBEICID OEROBBICERT &, T
NP Z AXFITEPICHR S S 720 TR UIFHERE DA L) OFBLIC L Y ITHERE DMK
TLEBAICIET VIS o OMmPREN L7+ 5 aM6EEn s 5,

8.9 AR ThHhHE FursuuaF 7Y FOBIZEBIT S MU v AHRIER FIURTER) 12>
SHEBEFHTH D,

8.10 AAlDrThHL e FrruouF 7Y KOBIZE TS MY v AHER FIRIER) 125
SLHEEFHTH D,

8.11 AFNOFEIC L W FEREDKRTNBZ 5 L MiKOIER T 25 & 2 T /R H 5,

812 AFID Iy ThHho e FrrsuouF 7Y KOBIZE TS MU v AgER FIRIER) 125
SLEEFHTH D,
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24 Boehringer Ingelheim Pharmaceuticals, Inc.

W7es MICARDIS HCT- telmisartan and hydrochlorothiazide tablet
HIE - Bk | tablet : 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
1s 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.
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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.

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. BB T HEBRERIEER
ERICET SBMER (F—X S UTHE)
AR HEH EOEBEOHOTLHEH EA—A N T U T 8L 1385,
(IVIl. 6. FsEOEFAEBTHEEICEHTHEE] OHEEHR)

Drug Name Category
_ . telmisartan D
F—AKNZ7 VT DA ..
hydrochlorothiazide C
(2021 4= 4 A #5R)

2% ROME

F—A ~Z U7 D458 (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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