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HD: 245V v 2A100.00mg, & Kz ooF7 YK 12.50mg
_ " z T A=V AV VB By AV < M=/ =1 = A RSl
£ 4 : Losartan Potassium, Hydrochlorothiazide
. . LD HD
ﬁﬁ'ﬂgmﬁﬁﬁﬁa 3 g e KGR 20144 2 A 14 H 20154 8 A 17 H
Effi EZEINE - IR5cAA - -
£AH AT 5 E U 20234 6 A 16 H 20234 6 A 16 H
W 5t BH %A 2014412 A 12 H 2015412 4 11 H
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EEERIBLFDOERSE
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PR AT AR — 5 —  httpsi//www.nichiiko.co.jp/

A IF 132026 £ 2 AKET (F4hR) OEFREXDRHIESEHETL=,
ATOEIE, MSIATBOEN [ESR G E RS DA O R AR R~ — Y THEB L T2 &0,



2.

EERAVAEL—T7+r—LFADOFEIZOME —BHFRHEEREFMHE—
(2020 4= 4 A &ET)

. BEERKAM VA E1—T+—LERORER

PR RS O AR R B H & LT, ERAEELRMASCE UUF, BA3E) e b, EEE
B CEERD - SEAIATE OEFEICHEE DY B 3B B BRI O B 216 H 9 BRI, iR
CEICFE SN E R A BT 2 FICHEMRERDPLE ARG ENH Y | BIKAEEO EIEFHRM Y
(LLF. MR) Z~OEHOBMGFERSERIC IV EREMHTL TETND, ORI EHR %
MREMNZAFTHOOHEH VA M LTERGLA VX Ea—T7+—5 (BUF, IFERET) BSFEA L
77

19884FE|Z 0 AJBE Al (LT, BWREE) FINE2/NZBESNIFONE T, IFGEaERR. IFFiH
HARE L, £ O%1998FIC ARSI/ NEE S, 20084, 2013412 AFEEIRIERE B S
DIFFRREFHEDO KT 217> T T,

IFRE# EaE2008 LMK, IFIZPDFEOE 7 —% & LTI 2 Z ENFHIE 2572, 2T LY,
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I. &WICEYTSER

1. B5EA
(1) M4
¥ REESE LD [NIG)
mHLe LA #E HD TNIG)
(2) *4
Losarhyd® Combination Tablets
(3) BAMOHEE
ARY =V v 7 ERS « A AT I T —FEDP4

2. —i4

(1) M4 (WMAE)
gy s (JAN)
tkeszrrsd7 YK (JAN)

(2) #4 (WMAE)
Losartan Potassium (JAN)
Hydrochlorothiazide (JAN, INN)

(3) RTL (stem)
TUUFT v N ARSI ¢ -sartan
ranF 7Y REMKRIE : -thiazide

3. EERXITFHER
OY)Le AU L

N CHa
¢l .

HO

4. PFRRUSFE
aYyILE o AYIL
7712 C2eH22CIKN6O FE : 461.00
ErFRYAAFFSER
433 CrHsCIN304S: P E 29774

5. k8 (MLiE) XEXE
OyILA>AYDA

ErOsOoF7

o O

S
HN

Cl

R LT27 T R4 KD

o)

S
MNH

I=

Monopotassium 5-{[4"-(2-butyl-4-chloro-5-hydroxymethyl-1 H-imidazol-1-yl)methyl]

biphenyl-2-yl}-1 H-tetrazol-1-ide (IUPAC)
ErRaYRAOF7R

6-Chloro-3,4-dihydro-2H-1,2,4-benzothiadiazine-7-sulfonamide 1,1-dioxide (IUPAC)

6. {EER4A. 4. KBS, B5ES
o7 L
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MUERR L
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@E M
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@R SR
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WEAEAT 5,
@k s
QO AW AR ORI 2 N2 5 & &, BEOILEEEL D,
@RI T B E 15
AR ZKEEIET U o ARIRICEN L, KEMZTZRIC O ERIL A7 L ERIE L, RO A
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FHDANY FVILE—E RO & Z AIZIRERDOIRE DWINZFBD 5,
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AYILEUAY DL
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V. RAICEIYSIEE

1. #If
(1) FRORA

T AN —TF ¢ T
(2) HAONBEEUHER

k5844 a9k REdA8E LD INIG) YLt REdG#E HD TNIG)
& - Kl HDT 4V ha—F ¢ TEE
4
££ 13.6mm
ERES 7.6 _
o - M 6.6mm
R 3.9mm 4.1lmm
B & 187mg 310mg
(3) EAa—F
(TV. 1. (2) "R O KL OVER ] OHESM)

(4) RFEOYE

(M. 6. "WAIOKFEEN TR 2LEN] DHESM)

(5) it
AL L7220

2. RAEDOHER

(1) ARRS EERSD) OFBRUTFNA

W 724 e REdG#E LD [NIG) z L e NG EHE HD TNIG)
1 g - 189 .

BN ST =8N N RN 50.00mg =0 A /R RN 100.00mg
tkesuered 7Y K 12.50mg tRkesueud 7K 12.50mg
fhmmtEr—2 WbFZ o ATT Y U IR U A K, B Re X

I vavrrkra—R e uarao—R TNV T r—{bT Sy v ad—
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(2) BRESORE
DR L

(3) Wi
DR L




3. RTBRACHMRRUVEER
Y L

4. Al
SRV
5. JBATBAREED H S KEEY
B R L
6. HEDBEFUTICEITAIREREY
(1) hmsEER
SR IR : 2012/1/31~2013/1/30

Oumtre FEASHE LD INIG)  Jh#zEER  40°C - 75%RH [ miEpie (PTP mik) ]

HAERIAH =I5 PRAFHIE
< HIH > FH BH A 2% H 4 % A 6% A
MR n=3 120101K
<HGBDT 4 NAha—F ¢ | 120102K SRy SRy 1A ke
7 g > 120103K
120101K
HAB n=3 : ‘ ‘
G O RIS S e o o
“ 120103K
LS G B — B 120101K
T myrzemywa | 120102K A A RS Ry
? <15.0%LL F > 120103K
W B R 120101K
(%) | ERrZzrEF7YR | 120102K ey SEigEy STENEy STENEy
n=3 <15.0%LL F > 120103K
120101K | 97.8~100.5 | 96.7~100.7 | 97.8~101.5 | 98.2~102.3
v | mYAL BTN
. i 120102K | 85.9~100.8 | 88.2~100.8 | 98.5~100.6 | 97.7~101.1
ol <307y, 80%LL k>
" 120103K | 95.6~101.5 | 98.3~100.5 | 99.2~100.7 | 99.9~ 97.7
) | v rmsmarrs 120101K | 89.7~98.2 93.5~98.6 81.5~97.5 84.1~98.1
n=18 . 120102K | 70.3~97.9 76.8~98.6 86.5~98.0 79.4~97.9
<30 7%y, T0%LL k>
120103K | 86.5~98.6 85.5~98.9 86.9~97.8 80.0~97.5
120101K | 99.38~ 99.73| 97.93~98.98 | 99.32~99.50 | 99.20~99.37
L =AW AV TR Ry VN
) 120102K | 98.96~100.67| 98.29~99.57 | 98.81~99.30 | 99.04~99.33
B <95.0~105.0% >
%) 120103K | 98.69~100.92| 98.37~98.85 | 99.04~99.50 | 98.96~99.22
¢ ) .. | 120101K | 99.97~100.27| 99.59~100.54/100.28~100.42 99.44~100.04
ERerZuaaeidF 7Y R
n=3 120102K | 99.51~101.16| 99.85~101.08| 99.88~100.24| 99.80~ 99.89
<95.0~105.0% >
120103K | 99.32~101.35| 99.85~100.21| 99.99~100.51| 99.72~ 99.91

X FRBISHTOEAER (%)




BRI © 2014/1/14~2014/8/26

Ou e FidaEE HD INIG)

NEEEER  40°C - 75%RH [ aiipre (PTP aldk) ]

ABRIEH oy k RAF AR
<Hikg > FH B A 2 % H 4 % H 6 » A
Mk n=3 140101K
<HGBDT 4 NIha—F ¢ | 140102K SRy SRy ke bRy
7 6E > 140103K
140101K
TRk =3 . . . .
N i R PIGTTS IS wa e e
e 140103K
LS G B — B 140101K
A mgaze YA | 140102K A A e e
? <15.0%LL F > 140103K
M &) — VAR 140101K
(%) | ERrZzmrEF7 YR | 140102K ey ey STNEy STENEy
n=3 <15.0%LL F > 140103K
140101K | 98.3~102.8 | 95.8~102.0 | 99.6~102.8 | 99.5~101.6
v | BIATUHY DA
& 3 140102K | 98.5~101.0 | 99.0~101.8 | 99.7~102.3 | 98.8~101.5
H <3047, 85%LL >
o 140103K | 95.5~101.1 | 98.2~100.9 | 99.1~101.8 | 99.3~102.0
%) | v rasaagrrs 140101K | 99.3~102.1 | 99.7~101.6 | 98.6~101.9 | 99.8~102.4
n=18 . 140102K | 98.7~102.0 | 99.3~103.0 | 98.5~101.2 | 99.2~102.7
<45 7%y, 80%LL k>
140103K | 98.7~101.8 | 89.8~100.6 | 98.4~101.4 | 99.5~102.1
140101K | 98.93~99.43 | 98.52~99.13 | 98.88~99.45 [{100.18~100.84
P =R I A ) R VN
B 140102K | 99.58~99.61 | 98.92~99.43 | 98.21~99.60 [100.17~100.61
B <95.0~105.0%>
%) 140103K | 99.04~99.44 | 98.97~99.27 | 98.71~99.35 | 99.71~100.28
% R ... | 140101K | 99.06~99.63 | 99.22~99.32 | 98.81~99.53 | 98.72~99.60
[N S/ A= A= 5 R
n=3 140102K | 98.93~99.14 | 98.88~99.10 | 98.20~99.51 | 98.71~99.43
<95.0~105.0%>
140103K | 98.83~99.06 | 99.28~99.36 | 99.24~99.44 | 99.25~99.92

X FRBISHTOEAER (%)




(2) IR OLEN

OmtLe FEEAGHE LD INIG) MEadsE 40°C YL, KU A7
ERIA H =V PRATH
<JRHE> & BH 4G IRE 3»H
Mk n=3
<HBDOT g ba—T 42 | BG2501 |HBDT7 4 bha—T 4V TEE|ABDO T 4V ba—T 4 VT EE
7 e >
Y % DA
H N . v BG2501 98~101 100~103
" <30 7%y, 85%LLE>
t ResruasFrY R
(%) | & TTZE N Baesor 100~102 100~102
n=6| <4547, 80%LL k>
A
= =8 I S /) By AN
5 v BG2501 99.26~99.70 99.45~99.82
<95.0~105.0%>
) NA=2% F7
X | N = R
N BG2501 99.34~99.73 99.44~99.84
n=3 <95.0~105.0%>
(ZE&1#H)
BG2501 14.7 13.9
wE (kg)
X FREICHTHIEER (%)
Ormibve REGHE LD INIG) M@t 25°C - 75%RH [, Bjk]
ERIA H =V PRATHIH
<JRHE> &5 BH 4G IRE 3% H
Mk n=3
<HBDOT g ba—T 42 | BG2501 |FABDT7 4 bha—T 4V TEE|ABRD T 4V ba—T 4 VT EE
7 e >
Y % DA
H . v BG2501 98~101 99~101
o <304y, 85%LL >
[N =/ = e i Sy N
(%) | EFEZRETTEE | s 100~102 98~101
n=6| <4577, 80%LL k>
A
= =8 I S /) By AU
2 v BG2501 99.26~99.70 99.09~99.65
<95.0~105.0%>
(%) .
% tEReszueeidF 7Y R
BG2501 99.34~99.73 97.42~98.00
n=3 <95.0~105.0%>
B#EH
(Z5 1) BG2501 14.7 25.2
wE (kg)
X FREICHTIEER (%)




OnHe RECESE LD INIG) a3 25°C - BptE 60 I Lx-hr [ A4
RERIE H SISV ragot =
< i > F BH AR 60 77 Lix-hr
PR n=3
<HBOTZ7 Nba—F 4> | BG2501 |ABOT 4 Aa—F 4V TBE|ABOT 4V ha—TF ¢ T8
7B >
Y % DA
H i v BG2501 98~101 99~101
o <3074y, 85%LL E>
[N =/ = e i Sy N
(%) \ BG2501 100~102 100~101
n=6| <4577, 80%LL L >
A
= =8 I S /) By AU
B (:7 BG2501 99.26~99.70 99.14~99.36
o <95.0~105.0% >
% [N =/ = e i Sy N
BG2501 99.34~99.73 99.20~99.44
n=3 | <95.0~105.0%>
(ZE1H)
BG2501 14.7 13.4
WE (kg
X RTREBICKHTHAEAEE (%)
Ounve RidaEE HD INIG) #E@ZE 40°C Y., [EBERLE]
RERIE H PRI
<JHHE > BHAGHEE 35 A
PRk n=3

<HEDOT 4NV Aa—F ¢ ThE>

D7 4V ha—F 4 v T EE

DT 4V ha—T 4 T

i

=7yl S v MLy AN

99~100 99~101
H <304y, 85%LL k>
i ERkezops7rY R L01~102 00 100
(%) <4574y, 80%LL b >
e gtz ) A
o 7 ' 99.2 99.2
= <95.0~105.0% >
(%) ERN= AR A A AN
X 99.3 98.6
<95.0~105.0% >
SEH
(ZE1H) 6.4 "
HE (kg)

% RRRICHTHEHAE (%)
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OnHe REGESE HD INIG) ik 25°C - 75%RH [, Bk
=X ERTE H (Eeli|
<> BH A ERE 3 H
PSR n=3 HEDT 4V ha—F ¢ 2 T

<HBDO T 4N —T 4 TEE>

HDT 4V ha—T 42 T

R =R AN /RN
& v 99~100 86~89
H <304y, 85%LL >
I ERnzmnF TR 101~102 98~101
(%) <454y, 80%LL L >
L gLl N
= K i~ 99.2 99.4
g <95.0~105.0% >
(%) ERrrZaogF 7R
K " TR 99.3 96.6
<95.0~105.0% >
ZEH
N 16.4 23.9
WE (kg

% RRRICHTHEHE (%)

i

OnHe REdEsE HD INIG) s 25°C - & 60 )7 Lx-hr [K[UE R
RERIE H PRAFHAR
<HiE> B Ay 3% H
PER n=3 — . = ;
. DT 4D TA—F ¢ T hE DT 4D —F 4 TR
CEBDT D T—T TS ABDT AV ha—T f TEE|ARDT (v L3 —T 4 7§
7 ERNIP A /R
99~100 100~101
H <304, 85%LL >
I ERnzmnF IR 101~102 100~102
(%) <4574y, 80%LL | >
L gy N
= K -~ 99.2 99.2
) <95.0~105.0% >
(%) NP AE=E A AN
o 99.3 98.7
<95.0~105.0% >
SEH
N 16.4 15.0
wE (kg

% RRRICHTHEHAE (%)
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7. RRERVBREROREN
L

8. fFlENEELIL (MELEFMEIL)
Y L

9. BHtE

(1) B
mHLe REGEE LD INIG) KOtk FELGEE HD INIG) 1%, HAERFEERLERITED
bhicad iy o) yh - kasaad 7Y REOEHBKICES L TWD Z LRI TN
%,
FRERIE 2K 900mL % AV, [BlIHE/ N A 47w REIZL Y, 100rpm TRERZ1T9,)
B B

BLERFH V=R
oYL AU TN 30 4> 85%LL
EResZoadFr7Y R 45 4y 80%L I+

(2) WHRER 2
(AYILE FEEEHE LD TNIGD
BRI S DA LR SRR T A BT A V55O IEIC W T (PR 184511 H 24 B 3R
WIS 1124004 5)

AYIILR A DL
ARERZRAT:

EE ARG EHEREBRE SRk

[El#R% K ORBRE © 50rpm (pH1.2. pH4.0. pH6.8. 7K). 100rpm (pH4.0)

L E]

- pH1.2 (50rpm) ~Ti, HEAERIAIA 120 D i2F T 5 FHIEHERD 1/2 O IR HR 2 77§ 2 7oy
BN 120 43128 T AR O SRV H SR I TAR HE R O SRV SR = 12% D FPHIC & o 72,

- pH4.0 (50rpm) i, Ak L AEHERAIO PN T VBRI OE1E 10 5 LUN Tk n -1,

- pH6.8 (50rpm) T, FEHERIAID IR 60% K% Y 85% D 2 B SIZH\ T, ARt
T SR I IAE AR R O SIS 2 = 16% D FAPH T 8 - T

< K (50rpm) TiE, HEHERIFIOFEIIR RN 60% M O 85% T D 2 B IZB W\ T, A b DR
HH SR AT YRR O PR ISR £ 15% DO FEPHIZ & o T2,

- pH4.0 (100rpm) TiL, ARbh & AEAEREI O LA 7 VR OZEIT 10 2LINTH Y | 7 J T
HHIE U7 Vi H Bl TR U7z,

FEAERLE O SR IR A 60% % OY 85% 13T D 2 FE AT IUNT L AL O 241 H SR A v B o S
IR ER = 15% D HFPHIC & > 7=,

Lk, RBOAZRG a2 T ) 7 DO TR B 2 R ERG (Vx> MEEE#E LD)

LI L7z R, pH4.0 LS D RIFIZIWT MR BT A BT A > ) OfER IS
L7223, pH4.0 DS TTHELEIZHES Lo 7,
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(¥ H )

BifE (9)

ErRasOOF7LER
B SR
. HAREF

WHERERE S Rk

FEHE (%) pH1.2 (50rpm) EHE (%) pH4.0 (50rpm)
100 Ot ms, 100 Ot LRwhun
80 r —e— Ot L FECBHELD TNIGY 80 _-n---"h
60 L — & — 7 232 FBECSTEELD 60 F
40 40 | ,’
20 20 /s —e— Ot )L FERSHILD TNIG)
. . ,§ — & = JL 3%V MEREHLD
0 30 60 90 120 0 15 30 45 60
bR (55 B (49)
EHE (%) pH6.8 (50rpm) EHE (%) K (50rpm)
100 r Ot Lo, 100 r OtILR oAU ™DL,
80 80
60 F 60 |
40 + 40 r
20 | —e— L& FELEHELD TNIGY 20 L —e— O L& FEZE#ELD TNIG
- & =L ExESHLD - =7 ZxEEEFLD
O L' 1 1 O L' 1 1
0 10 20 30 0 10 20 30
bR (55 B (49)
EHE (%) pH4.0 (100rpm)
100 + OtL 4 s
80 |
60 F
40 |
%0 L ,’q—h—uﬂthm%ﬁmfmm
-t =7 ZxFESHELD
0 L' L L
0 10 20 30

(n=12)

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

A ]

- pH1.2 (50rpm) Ti&, HEHEREN 120 25281 2 FEHED 1/2 O VIR SR 2 789750 2 e iy
RN 120 43128 T, ARG O SRV R 1 TAT HE R O SERVA SR = 12% OFPHIZ & o 72,
- pH4.0 (50rpm) Ti, Adh & EUERKIOFEN T R OZE1L 10 2LUNTH Y, 7 VT

FIE L 7o bR Creige L7z,

FEAERIF| O T DY 60% K N 85%F1ED 2 WS IZI8UN Ty A 0O TEH 1 H 38 | A v i 41| oD S

PR R = 15% D EFEIC H > 7.

- pH6.8 (50rpm) Tik, HEUERLA| O HER A 60% M Y 85% T IT D 2 B lc BT, Afh Dt
T SR I AERLA O IR R = 15% O IZ 8 - 7=,
< 7k (50rpm) TliE, HEHERLEIONAEH RN 60% K TN 85% T 2 B flZ B\ T, ARG D IR

HHER AR ERGR O IR R £ 15% OHFIPHIZ - 7o,

13




- pH4.0 (100rpm) Ti&, A & EEERGH O T ZRERI OZE1L 10 2N TH Y . T 7 HFET
MIE U7t bR CHug L7z
TR O TR RS 60% K% O 85% (T D 2 B I T, Al O 3R H 3R I THE He R 00 -
B HR £ 15% D #PHIC & - 72,

PDLE, KEOBFBDE S e RarzaaF 7Y RICOWTIEEE 2 EERN (7L I x> M4 EE LD)
CHEE LR, A TORBRIKICHE W T TEBERLOEYFIORGEERBR T A 874 ) OHER
KA LT,

(Pt )
BHE (%) pH1.2 (50rpm) BHE (%) pH4.0 (50rpm)
80 | a0 | - A
—e— O L& FEZSHILD TNIGY -
60 F— o —FL 23 HECSHLD 2 60
40 40 | . s
20 20 ,“e— oLk FECSFELD TNIG)
A == FL 33 EEHILD
O 1 1 O 1 1 1
0 30 60 90 120 0 15 30 45
Bl (590 Bl (590
EHE (%) pH6.8 (50rpm) BHE (%) 7K (50rpm)

80 - 80 |
60 60 |
40 r 40 r

v
7 —e— O )Lt MELEHELD TNIG

—e— O )LL FEBHLD TNIGI | oo |

20
- = JL ExEESHELD - a =7 3 HEEEELD
O L' 1 L L O L' 1 1
0 10 20 30 0 10 20 30
Bl (590 BERE (59)
BHE (%) pH4.0 (100rpm)
100 b rOooaFrY UL
80
60 r
40 pd
20 X —e— 0Lz rEE#LD NG
- =7 IR ESHLD
0 L' — — N L L L
0 10 20 30
bRl (590
(n=12)
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(3) EENFR2 LR O ERA O LW 1 R R 2

(AYJLE FEEA#E HD INIGD)

v e RECESE HD INIG) (X, (& &2 272 58 0 B RA O A= R SRR T A K74 > (OF
i 24452 H 29 B EHEAR 02294 10 5) ) 125, vt NELASE LD INIG) % 1Rl
ELTmE & EHEEBNE L, EWENICRS L Bk Sz,

AYIILR A DL

BRI
8 - AR wEHRBRIE N RViE
[l#E% M OGBRIE - 50rpm (pH1.2. pH4.0%, pH6.8. /K). 100rpm (pH4.0%)

SARYERLA 2 SEHI V2

CHIE]

- pH1.2 (50rpm) Tid, FEHERIAIN 120 /I 5 FERHFED 1/2 OFEHRHF Z2 R TR S LD
120 43 12BN T, M'n@ﬁi@%m%aﬁ%ﬁ@%m%@?@m%i8%@%@a:z%;of:o
Fro. BORHRRE A (120 47) (2381 ARG OE 2 ORI, AR5 OFEEEE R+ 12% O i %
ﬁzé%@ﬁ12@¢1@uTT +20%DHEPHE 2 D H DN oTz,

« pH4.0 (50rpm) TiE, 15 3% 360 /0D 2 K SicB\W\ T, ﬁ%@ﬁ%i@ﬁj%&ﬁ%ﬁ@%ﬂ@%@
WHEL8%OHIFHICH o7z, Fo, Rl R (360 43) (2B D ARMOME 2~ O HFIX, A
OB FEL12% O Z 2 5 6 D7 12 fH 1 ﬂﬁluTﬂ +20%DHIPHEZ 2 D H DN o
77

- pH6.8 (50rpm) TiX, 1552k 7‘67'5%0)32%%&% VAR R O SRR R £ 10% DO HEPHIZ
olc, Flo, AR (15 47) 128 T 2RO« DOEHEIT, Kuu@q:iﬁ{ﬁb‘ji*li’)%@%a
HEB25H00 12 i 11@1qu\ +25% DHPHZ B 2 5 %@b:fmxoto

<K (50rpm) “CiE, HEHERLIFNL 15 53 LANIZ ) 85% LA EIRH L. 15 81T 5 AR GO T H =R

IR YERLF O SR R 10% DO FPHICH > -, F7-. E'%kttixﬂ%m (15 43) IZBT AR MOME ~
@iﬁﬂj%ci\ AL ORI 15%OHEPAZ B2 5 b 028 12 fHF 1 EHLLF T, £25%DHiH %
B2 50DNRNhoT,

- pH4.0 (100rpm) Ti. 1543 KT 360 43D 2 BESIZHB VT, Zﬁuu@Iiﬁfﬁﬂji THEVERL D
WHEE8%DOFPHICH o7, T, A ILRRE AL (360 P IZBIT DARMLOME A2 OVEHFEZ, AR
DL R 12% DOHPHAZE 2 5B DD 12 fEHH 1 ﬂE]LJ\T’C\ +20%DHEIPHZBZ D H DN h

277,
DLk, RMOFE a2 ) 7RO T, IRHFEE 2 EERA] (2 e FELGEE LD
F

INIG)) &R LR, 2ToRRIKRICE W T [EENEZ D80 BRI o £ )50 R 3
BRATA KT A4 ) OHEREAEIZES L,
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(FA H )

FEHE (%) pH1.2 (50rpm) EHE (%) pH4.0 (50rpm)
100 Ot ms, 100 Ot mL
80 | —e— O L FECEEHD TNIG) 60
60 [ — & — O%ILE FECEEILD TNIGL 60
40 = 40
20 20 —e— O L& FEZE$EHD TNIG)
0 . . 0 | —®x-0OviE F'al’a‘*ﬁiLD FNI(ISJ
0 30 60 90 120 0 90 180 270 360
B (4 BEE ()
EHE (%) pH6.8 (50rpm) EHE (%) A (50rpm)
100 | O HAUDL_ o = 100 Ot L& AU DL
80 | --—= 80 | -—
60 | 60 |
40 + 40 |
o0 L —e— L& FELEHEHD NIG) 20 | —e— Ot Lt FELEEHD TNIGY
— & = OH)LE FECEFEILD TNIG — & = O%ILE FECEFILD TNIG
O L' 1 1 1 O L' 1 1 1
0 10 20 30 0 10 20 30
B (4 BEE ()
EHE (%) pH4.0 (100rpm)
100 | OtL 4 s
80
60
40
20 —— O )L b= FELEEFHD TNIG]
- o = Ot )L FEEHELD TNIG)
0 L' L L L L
0 90 180 270 360
B (49
(n=12)

ErRasYRAOF7R
B
EE  BARIER S WHRBRE N RE
54 % OABRIE : 50rpm (pH1.2, pH4.0, pH6.8, 7K). 100rpm (pH4.0)

CHIE]

- pH1.2 (50rpm) <TiX, f2 BN 55 LLETH o7, Fo, HEf&bbigiem (90 43) 1I231F DA
DOl 2 DESHRIT, Adn ORI E12%OFPALE 2 2 b 075 12 fid 1 HLLTF T, £20% 0%
PHEREZ D DM IRho T,

- pH4.0 (50rpm) Tid, FRERFIOFIE DK 60% K% O 85%FUL D 2 B silZi T, AGh D1
R R IR YERLA O SR R £ 10% OFIPHICH > 72, F 7o, B (30 43) 2B DA M
Offl 2 DEEHRIT, AREOFEIEHRE15%OHFMHZ B2 5 6028 12 fJF 1 HLLF T, +25%Di
PHEREZ D S DB T,

- pH6.8 (50rpm) T, FFEHERLAIO IR K 60% K Y 85% LD 2 REAIZIUNT, AREhDFE)
VAR TR HE R O AR R T 10% DREFHIC b o 7o, E7o, BAHIIEAL (30 2) (ZHIF DA
DfE 2 DEEHRIE, RSO HRE15%OFMH 2B 5 078 12 fEd 1 ELUF T, +£25%DHi
PHAZRZ D H DN -T2,
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- 7K (50rpm) TiX. 15 531Z351F 2 A O P9 H 3 JAEVERLF D SR =R = 10% D #PHIZ o - 72,
Fio, BAERER (16 47) (BT 2 ARG O 2 OUSHIFRIL, AR5 O £ 15% O i 4 8
25 HON 12 EHF 1 ELLT T, £25%D&#AEEZ 5 DR T,
- pH4.0 (100rpm) T, FEAERAIL OARGIT E HIT 15 LIS Y 85%LL BiaH Uiz, F£72, &k
e (15 4)) ISR DARMOME ~ OEHRIT, AdhOEHEHREE15%OFMEZB 25 HON
12 1 ELL T C, £26% DAL 2 25 b DR Rh o7z,

b, KEOFEDK S E RnszoaF 7Y RIiconT, IWHEEZEERE (o 1k FEASE LD
INIG)) &Mz U7=fER, 2 TORBIRIZIW T [E R 25 8% 0 [E R O A1) 51 [ S MR
A RTA ] OHEEEITEES LT,

B (49)

(7 H il )
EHE (%) pH1.2 (50rpm) EHE (%) pH4.0 (50rpm)
100 b FO2OBF7IE 100 - b FO2O0BF7IFE
80 - —e— O )Ll FELE#HEHD TNIG A |8
80 | — & — O Lt FECE$ELD TNIG) - 60 |
40 == 40 |
Cd
20 20 | # —e— Ok FECEEHD TNIG)
=& = OLE FEEHLD TNIG]
O | | O L' | 1 |
0 30 60 90 120 0 10 20 30
e (53 B (53)
FEHE (%) pH6.8 (50rpm) FEHEE (%) K (50rpm)
100 EFO2OBF7IF 100 r EFO2O0BF7IF
80 | === 80 | ===
60 60 |
40 | 40 |
o0 | —e— LIz FERS#HD TNIG] 20 | —e— LIz FELS#HD INIG
- & = O ILE FESHLD NG - & = O ILE FELS#ELD TNIG)
O L' | | | O L' | | |
0 10 20 30 0 10 20 30

B (53)

BHE (%)

pH4.0 (100rpm)

Bl (49)

100 | ErOS2O0O0F7 L F
80
60
40
o0 L —e— 00L& FELHEFHD TNIG
— ¢ = O L& FELEFELD TNIG)
0 L" L L I
0 10 15

17
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10. B - A%
(1) RN RELER - . NMENRRLEESH - AEICEHT H1ER
Y LR
(2) A%
(AYJILE FEESH LD TNIGI)
100 #& [10 & (PTP) x10]
(A%)LE FE&SE HD TNIGD
100 #& [10 8 (PTP) X10]
(3) PHEBE
Y LR
(4) BHROME
PTP : AUk =AT7 4 VA TAI=ULHE
Ea— 7=y h RV ZF LT IRX—FT LA

1. AZRRHESHhIEME
RUERR L

12. ZDth
RZ YGRS TE e L

18



V. ARICEYSEE

1. BREXIEHER
i LS

2. DEXIHRICEHET HIE

S5.MEEXIRRICEET HEE
WERMERTOBENENH Y . Afl 2 @M EIGROH —EREEL L &,

(fign)
AT L2 o) b e Zuaad 7Y FOREGHTHY . L0 mAREENRIGED B
L, et ailE L, EEEZEHLE L,

3. HERUHAE

(1) BZERUVHAEROREHR
BANICIE 1T H 1|18 (e BV on/eRezaaeF 7Y KE LT 50mg/12.5mg Xk
100mg/12.5mg) %595, ARFNTEMIEBRO S BN L L THOZRU,

(2) AZEBRUVHERORERE - B0
MR L

4. REBRUHARICEETSEE
7T.RZBRUVAERICEET 3R

JFHIE LT, m¥ &) 7L 50mg THIRAFSRGEICe L Z YU LA/ Rrsan
F7YRELT50mg/12.5mg ODF L%, a¥ Ly U 7 A100mg XiZuH vy a0 ovn/ b
FaeszmwuF 7Y e LT H50mg/12.6mg THRARA+SRGEIIe V2 U DA/ B Rern
nF7 Y K& LT 100mg/12.5mg O LG #HFd 5 Z &, [8.1 & M#]

5. ERERALHE

(1) BERT—321Rvr—o
MMERR L

(2) EREREEHER
U ERR L

(3) AERGERFEAR
MG E R L

(4) HREEROSER

1) ENEREERR
1711 FONHA_EERLEERHER
CHEEREERRICBWC, eV vA e ResraF T YR 50mg/12.5mg (=L
Z 710 UL B0mg H 5LV LA BICENZBERENRD b, BERHERH 154 0D 5
HAZ) GLESIMES 90mmHg K2 X% 10mmHg LI ST L7-ER]) &HE S -AERIT 112
Bl (73%) ThHot= 9,
nY gAY A/ RezaeF T YR 50me/12.5mg M EH Sz B T HMRAER OFIE
RS SN7=01X 155 Bl 14 1 (9.0%) THY ., FEREIERITFEMED 20 5 6] (3.2%),
D26 (1.3%) Thoto, Eio. EEKRAMED IVEH NS S a7z DX 155 filH 22 1 (14.2%)
ThY, EREARAMEOBER X, IREEHEM 8 B (5.3%). ALT #/n, CK #IN% 3 5 (2.0%) .
RIMEKEIRAD, ~~ F 27 U v Mg, ~EZ v ol AST #1, BUN #0142 5] (1.8%) T
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o7,
Fo. v AF UYL e FaszaoaF T Y R 50me/12.5mg OEWEMAREIRIL, IR E
FEETH- T,

2) ReEMHEBR

17.1.2 EBNENHEER R SRR

HARANZXNRICESOZ2EZ2 G LB IERRICBWNT, vedhrg oIV oL/ B Resan
F7 ¥ K 50mg/12.5mg N5 72 BFH CHMBIERORIVEH A S 72 DX 200 419+ 28 )
(14.0%) TH Y, EREWERITHIR 6 B (3.0%)., FEMWED E 44 (2.0%), A7 v > 7 &)
B, B, EREA 26 (1.0%) Thotz, iz, WEREMORIERNHE SN0 200
BilH 26 51 (13.0%) T v | 72 B R AR A O BIVE LR BRI 6 41 (3.0%) . ALT 41 5 1 (2.5%) |
AST #, # VU v K% 4B (2.0%), ARLEREAD, ~~ b7 U M@d 4 361 (1.5%), M
MERESEI, ~F 27 1 e84, LDH #, CK 8, RO RMmEREIES 2 6] (1.0%) Th-o7-

5)

o

17.1.3 BRFEIH_ETREEHR

gL Z o H Y A 100mg EARFAZICIE 2> b — LB R+4Tdh o 72 B A AARREM: 1L EE
BEEZNRL LB _—EE5HRARICEVWT, 2BV vLA /e knsuaaF 7R
100mg/12.5mg (I /L2 ) 7 A 100mg &5 80 &, &5 8 WD b T 7 AAACIHE 1 K
OERIE#IMmE I, FRICERT-BRIESEEZ R L. (P<0.001), #5 8 HRHIKIT L T~
HNMEDN—R T A b DL EE FRIIRT 0D,

o X L h Y 7 100mg THRATSAREMEEERE ZXHRE LR TONY N T 7 4407 i)+
DR—=2F A 5O E*Y (mmHg)

R—=2 T A 2D 5 8 D
Iﬁl}EM) zﬁé,ﬂjiﬁl)

=R NI A B RN e 155.0 (10.4) -5.4 (1.0)
100mg (N=170) *? JEBEY 97.7 (5.7) -3.6 (0.6)
=R A Ry NN ISife 44 155.4 (11.0) -14.5 (1.0)
tkazanF7rT R
100mg/12.5mg JEAEH 97.1 (5.3) -8.7 (0.6)
(N=166) *?

E1) /b TRTIE (BRIERRE)
£ 2) T (FEERE)

11 3) FEFHIIEH > FAS fE#HT % 541

oY F VA FarzaonF 7Y R 100me/12.5mg 23 &5 SN2 BE TRIERN#RE S
7=D1X 166 FlH 16 5] (9.6%) ToH Y, EZRRIEAIZMFIREEEEIN 4 6] (2.4%) THo7= 7,

171.4 ERENIA_ETFREBREREUVREHREHER

aYLE L HYTA e FazaonF T YR 50mg/12.5mg & 8 MEIARMZICIMmE = > ko —nn
R4 Tl o 72 HARNARENE & M EIE B % 5 R R 2 M 2 54l L 72 25 AR AR O — F 5 iy
(BHM) 2B\ T, a2 H VA /B RarzaadF 7Y R 100mg/12.5mg (XrH /L4 7
Yo h/ e ReZzaad 7Y R 50mg/12.56mg &~ T, &5 8 HEFO Y & T 7 AT oL i [ E
TIEFERREDREEDNRZ R L, &5 8 HRFDINY) b 7 7 AR ML E Tl EREOBRELRZ R
L7z, %5 8EHFIZEITATFH NI 7R-MMEDR—ZA T4 b OEEEZRIZRT 67,
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oYL B A/ RazZaaeF T YR 50mg/12.5mg CRHEAR 2y A EiE B8 2 x5 & L
TR TR b T 7 RAIMEDR—A T A b DOZEEY (mmHg)

R=2F A D e b 8 w5 D
J:’DIEVJ_S) 2;2“:%\114)

=RNIT BBy IS iE 390 151.7 (9.5) -6.2 (1.0)
t ResaeasFrY R
50mg/12.5mg JEAEH 95.9 (5.4) -5.3 (0.7)
(N=144) *°
=RNIT R RyN4 IS iE 390 152.4 (11.2) -8.5 (1.0)
t ResaeasFrY R
100mg/12.5mg JEAR 95.1 (4.5) -5.0 (0.7)
(N=134) *°

E4) m/h T RVHE (EAERE)
£ 5) FME (FRYER )
11 6) FAS gt % 841

Flo. vV vA /e ResaaF 7Y R 100me/12.5mg OREERYEIL, IURE & ORE
i 312 52 WRFIZ ISV T FRE L 7=,
“EEBRY Q@M 2B\ T, rY A Y UL B RrZBRTFT Y K 100mg/12.5mg A3
a7 BE TRIER R HE SN2 DiX 134 ik 7 61 (5.2%) Tho7z, EEH (52 #H) 123k
WC, v Zer Vvl /e RersaadF 7Y R 100mg/12.56mg &5 S vz BE CRIVER 23 #
HINTZDIF 265 B 32 41 (12.1%) TH Y, EARBIERIZM A IREEHN 7 6] (2.6%) . & IREERI
JiE 4 1 (1.5%). AST #9i1, BNP #0145 3 1 (1.1%) ToH o727,

(5) #BFE - WBHFAR
MU ERR L

(6) ARMER

1) EARERE (—REARKRAE. FECEARERE. SARGELRAE). RiER
—RRE. RERFTREBRAROAR
MER R L

2) RBEHBLELTERPEORAERNITEEL-RAE - AROBME
Y L7

(7) =0ttt
Y LR

m

BT — 5~

<
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VI. EMEBICEYTSEE

1. REPHICEAESSLEMX T aMEF

2.

AYILEUAY DL

T UHT v v N R EEUIR

ErFOsoaF7oR

F7 Y RRHRE
HE  BEOH 2bAMORREXIIRREFIL, RFOEFRLE2SRT L L,

EEER

(1) fERERGL - ERFF

AANOBERSY THHOHVEZ DY TN (BN ) 1T, ToOAT oy NZBIROY T 2 A
7 ATV S BEOEFETH 5, NEMEREWEDO T 3T v o TS L T EE L~ L THAH
WZHHIT 5 2 LI K VREEER 2B, i, EREVOINLVRVBRIES ZOEREZHET 59, nif
NEAL, =2 e T U T %R (RAS) BEMHLEN TV D E L = EEMLEE T /vy
TERAREEDRLZRL 9 10 32 RAS O SNV AWME L = M fE T 5 Uz BT A BE R
BNV ERH BN TND 10, —FOEAKS THhdHE RrrzaaF 7Y Nix, 77 ¥ RRORETEF
JRIETH D, B FarmeaF 7Y ROBEHFICE L X, IRMEICBIT 57 N 7 2ZFERINHIE
A LA REEIMEERDERREZE L 6N TS W, £/, B FeszruaFd 7Y RXZOFRIEMIZX

D RAS OiEMAL &k 24 12,

U723 C, AHIEL RAS IEMALIRRE CEM RBEIEI R 2" md L & RAS A&t bS5 B
nsunF 7Y REOEEEITH D0, Wy OO &G 1345 A 51 bl U X0 BEZE 72 RS
RETTLEEZD,

(2) EMERMTHHABRMR

18.2 RE/ER

HARFIERINE 7 v MZBW T, B 5 THEEOBRTEE (] 15mmHg (K F) 27 LR
DL L BB CIIBENRIRBD oo -HEOE R F 7 ¥ Re &
4z Lok, EALEREDR (9 30mmHg K T) 2D b0z, PEAKGEHICRT 5 EE
RIS B B RO R & IR LA E Th o 72 19,

(3) fERRERR - Frighsfa

AR L
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VI. EMBEICET HRE

1.

I R E DHERS

(1) ARLEDGOPRE

RUERR L

(2) BREABRTHERBShOPRE

16.1.1 BEEHE
fEFRANICE AL Z Y A /e RerseaTdF 7Y K 50mg/12.5mg ZHEREOEEFET L, 1
FIH OB IVR CBRIRIT, RN G% 1.4 KO 3.7 BRI e i M3 PR (Cmax) 1ZEE L,
I (t2) 1.7 MOS8 R TINE L7, b Ruy o F 7Y FoMmEf e L, #51% 2.8
HFC Cmax (21 L, tield 7.9 K TH o 7= 19,

EERANCB T ZuY Ly o) vLn/ e FuszaaF 7Y R 50mg/12.5mg % Ak O #5654 o3
WENRE N T A — X

gy H Y v L 50mg,
tResaud7 YR 12.5mg
Sz AR Bk eRrzmE
) N JUIR TR
F7 VR
Cmax
291.0£96.9 592.9+137.4 95.91t20.9
(ng/mL)
Tmax
1.4%+0.8 3.7t1.2 2.810.9
(hr)
AUCo o
504.8+180.2 3674.1+680.2 516.21+=89.8
(ng * hr/mL)
tie
1.7%+0.6 5.8*t1.1 7.91t1.2
(hr)
n=11, FHEFEHERZE (Cmaxs AUC : V1), Tmax : BMTEEI, tue : SAF1IEE)

16.1.2 RERE
BRE L OPEEOREESOLEEREF e LE BV DA B RkaseaF T YR
50mg/12.5mg % 1 H 1[0] 14 AMMER D& G LR, g a g o hARVEREE O E R
nruaadT Y ROWTIUC S EEMEITERD b o7 19,

16.1.3 EPF MR F1EHER

(AY)LE FE&ASE LD TNIGD)
HIEI S DY LR SRR T A T4 VD —FWIEIZHOWT CER 24 £ 2 H 29 H &
WA 0229 %5 10 &)

e REdGsE LD INIG) &7 LI x> MidhdE LD 2, 7 At —"—ikicLvzhti 1
b (mYLZ U H YT AB0mg, £ Ko ooF 7Y R 12.5mg) B A B IR AR &5
U CH SRR AR 2 HE L, S5 RYEE T A —4% (AUC, Cmax) 2\ T 90%(5
FE X VRS CTREEHINT 24T - 725 3. log (0.80) ~log (1.25) DOFEFANTH V. WiHIDEYFHY
RIS M MR S iz 9,
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Oy Y

—e— bk FRLEEE LD [NIG)

3 —o-FL 34y FELEELD
E" )+ R, n=28
il =Y
H- i .
% y
g ;
. —
0 2 4 6 & 10
5 EORM (hr)
W EhRE R T A — X
BhH& AUCo10 Cmax Tmax T
(mg) (ng * hr/mL) (ng/mL) (hr) (hr)
oYk FE A 8 LD .
50 444+134 2834170 1.4+1.0 | 1.9+0.5%
INIG|
7L M AEE LD 50 447+133 269+119 1.5+0.9 | 1.8%£0.5
CEYEEREFZE n=28 (X : n=27))
Ko oOoFFoR
Sﬂ -
70
— —e— bk FELTEE LD [NIG)
E 60 F ~o-FL Iy FESELD
& 50 iy + ERER, n=16
% 40
F 30t
2 |
10 F
0 —
L M M ll_l.u:.n' 1 .r?l i
0 4 2 12 24 30
5B EE (hr)
WEhRE /T A — X
G5 AUCo-30 Cmax Tmax T2
(mg) (ng * hr/mL) (ng/mL) (hr) (hr)
oY e REA S LD
12.5 380.2+111.7 60.5+16.1 2.710.9 | 4.3+1.9
INIG]
7L I xr MIAEE LD 12.5 377.2+88.0 63.2+14.0 3.1+0.7 | 4.4+1.7
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(P HEHERZE, n=16)
MR AUC, Cmax 5 00/37 A — &3, #ERE ORI OEREAH + B 55 O #ER
KL > TERRD AN D D,




(A%)LE FE&SE HD TNIGD
oL RECASE HD INIG) i3, [E&08 B /e 2 8% 0 [E R RA O A iR SRR T A K Z A4 > (OF
Bk 2442 H 29 B JREHAS 0229 55 10 5) ) 123, vib b NELASE LD INIG) % 45 sl Al
Lol &, BWHEIPRELLS, AWFRICFAE L BRI Y,
(3) i
M ERR L
(4) BE - ftREOTE
BEOXE
16.2.1 BEOEE

O ANlica L2 BV oA /B ReszuoaF 7Y K 50mg/12.5mg #B%“KR G55 L. 2EE
e GAZ N T2 DARCVEER RN FuZ aaF 7Y ROWTILS i m e
BERFH (Tmax) 2VEIE (0.7~1.7 Kf[#) L. w¥rZ oo mfFEhiRE-Re i TmEfE (AUC)
WEENRR o2 b DD, VAR UBRER R FrZaeaF 7Y RO AUC BENLEN 1T% K
22%(K T L7723, KGR ERIE E 72 D72 WERE CTh o 72 19 10,

OfEFERNCaYLZ ) Th /R ZaaF 7P R 100mg/12.5mg & EHEERO#KS L
T3a BB SR T e L E v AR UBER R FerzaaF 7Y ROWTILE Trax
MNIEFE (2.0~2.8 BF[E]) L., v Z v HIARUVEBAKR e FrzaeaF 7Y Ko AUC 3%
LI 22%, 23% KON 11%IK T L7223, EaR EIREE e b 2 W RETH 572 6,

idE 07

fEFER AN L2 TA/ FarzaoaF 7Y R 50me/12.5mg ZHEIROEEG Liz%on
PE . ANVKRUBREROE FuszanF 7Y ROMBEFERE T, SEARG%LEENRRL, 1
Pl FrrzuaFy Y REOIEYERBRZ2MEERITRD ol 19,

BT, oL Z e AF Dy T2 )NV EX =L ULT 7 DaAFT . b
aFY =V RO ) 2w Al OMAEERICOWTHRE LA, Wb EERE - E 2 53K

MBI A BEAERIZRO SR o 7 10, vk b 7y ey y (REEEEFER) Lo
OERICE D, v KOOI R CBEOHRBHLS 220 . Zb D AUC 1T Lz, £,
ni g7 aty— (CYP2C9 ORFEAD) OOFHIZE D AR EERD Cnax X TN AUC
D L=23, mHrz oo AUC IEEIN L 7= 18),

(IVIL. 7. MEAEH] OHEZH)

2. EMEERB/ITA—4

(1) fBAE
MR L

(2) WRALEETEH
MR L

(3) HREEEH
MR L

(4) YVF7I3VR
MG R R L

(5) HHBE
SAENCBIT D L o O AARTEL 34L Th o7 Y,

(6) Tt
MR L
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3. 8%H (KREaL—>av) #HF
(1) BiAE

B R L

(2) NSHA—REBHER
AEE R L

4. R
BRI L

5. 9%

(1) itk -FeiBE P& @ tE
Pl v/
(2) miE-RAEEEIFEBYE
(TVIl. 6. (5) iftm) OIHZH)
(3) Ait~oBiTiE
(TVIl. 6. (6) #ZFhw) DOESH)
(4) HE~ADOBITHE
Pl v/
(5) ZofhoiBB~DBITHE
MUERR L
(6) MBFEAKESE
t MZBITF ey ROIVAR CVEEEOMSEEAREEEIL, WL 99%LL ETh-o 7= 20,
EReZenF7Y ROt MUyFEBKGEIL22% TH 72 20,

6. R

(1) REBLIRUCKBER
Pl v/
(2) REICEAE5T 58K (CYPHE) OHFE. 5=
B MZHENWT, B ALZ 3 FEE LTHAARCVBRE~MGE S, ZoREiE, & LT CYP2C9
MNEH- L 7= 20,
EMIBWTE FazooF 7Y Riigs A EREESheno7z 20, [10. ]
(3) MEEGBMNROFTERVZTOEE
MR L
(4) REVOFHEOERRUELL, FHELE
MR L

7. Bt
RN CE AL Z Y A e ResenTd 7Y K 50mg/12.5mg % Hialkk 0% 5% 48 e &

TIZ, vz IRV BEERe FarzaaF 7Y KRR JRPIZENENEGED 3.7%. 7.7%
FOr 66.6% PR S 7172 19,

8. FSVARR—A—IZBHT S1EH
B R L
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10.

1.

. BREICLSBER

M ER e L

REODEREFITLHBE
16.6.1 BHAEEERE
RERERE E AL O |l FERE (G2 V7 F =l 1.5~2.5mg/dL) ([cu¥LZ B vh,/ b
FrzwverF7 Y K50mg/12.5mg % 1 H 1[0 7 HKEROEE Lo a2 v R OH LR
VEERD Cmax 1, BHEREER EEITH N 12658 <. AUCo2ne 1 1L.5~1.7 f5mro7z, & R ”
22 F T Y RO Cmax XN AUCo-24nr 13, THVENVEEEIETBEHED 1AL 2215, B2 VT 7
VAT 2T% TdH -7z 22 29,
16.6.2 EiHE
oY Z B A/ RuszoaF 7Y R 50mg/12.5mg & 1 H 11 7 HREKERAKRGHZOn
P B 2 ROTVR RO MEREL, FEmindE & 23R, e FrrzreF 7Y ROWIND
g L =N o729 (HEAT—4),

Z 0t
AR L
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VI. £t (EAELOZXESF) CEYHEE

1. EERREZTOERE
BE STV

2. ERHABLTDER

2EE (ROBHRIZEBRELAEWNI L)

2.1 KA LImBUE OBE D & % B

2.2 F7 Y RREHUTZOBELLEY Blz2E7ang ) RS0 A7 507 2 RFER) (2%
T2 IBHEUE DB D & 5 BE

2.3 I AT L C WD ATREED & 5 4t [9.56 S

2.4 EELFEEREDD 5 BE [9.3.1 2]

2.5 RO EE TSRS [9.2.1 3]

2.6 AMEBEEDOHRE [9.2.2 BH]

2.7 RIETFOF U UL B YT LARHLIHEAD L TWDLEE K b U v AMmE, K50 7 A
JEGOEMERA B SELrBZANH 5] [9.1.2, 11.1.7, 11.1.15 & ]

28 TV AX LU aEGHORRFESE (72720, tMOBEERREZIT-o ChbRBMEDa Y ha—/L
WE LS ARROBEZRLS) [10.1 B3]

29 T RAET U UFRBEARFIY) (BYHEICB T A EMZIRIC K A EEHER) 25 F0~BHE [10.1 =
& ]

(fi#s)

2.1 AR OAFIDORAITICHR L CRBUEIRZ 2 L7ZBE TIX, AFIOREGIC L VIERNSERT B
NRHYETOTEESLZNTLLIEIN,

2.2 AFNOFSTHHE RurzoaF 7Y RiZF 7Y FREFTHY . F7 2 FREHIIETZ DR,
bet Bz a2 ) RS ALT 407 2 RiBER) OBEIC X 0 #EIERE = Lz H
FHTIEH, AHOBGIZEIVIERPHRETLI2BENRH Y ETOTHEELARNTIEIN,

2.3 ARORSThHHat X B Y T AIEBNT, BMER (7 b)) CTHEERTHILEICELT S
MR OHA R ORRE, SEC O UTB FHMESE N HE STV Ed 20 20,

2.4 AFOKSTHHabZ U H Y U AT, BERXRENERE L TEMEFRELOBIERFE (Wt
BEARE) DNfESNTHWET, 7o, RAIORKS TH L& U o NI ETHFECHGH
S, EFICHRtt S N E T O T, BEERIFEEREEOH 5 EHITITRG LR T EE N,

2.5 ARORThHhHE RurzuuF 7Y NiE, BROEBHE, KOGEHTEE IR LT, BERENH
FTERNI LD, ZNOOBEITITIAAZ L LT Zan,

2.8 REIOESTHLEZRINZ T T AOHRICEY L=y « T o T v R IAEER D R
SENDHAREMENH D Z D, TS DBEITIIAFZHKE LN T &0,

2.9 MNIATBOE NEIK M ERE A G D OB (BFfood 7 A 8 Afh) IcES%, T5H
BT HRMLIRIC K 2R BBIR] ORREUIR CHERINT=T AT L ¥ UV ERREE KT O
AT CE L OEGEEZR D20, Bt LE LT,

3. MREXIHRICEET SR EEDER
(TV. 2. ZEESUIRICEET SR 22452 L.)

4. AERUVAEICEET 3IEELZDOER
(IV. 4. AEXOHEIZBEET IEE] 228 T52L8,)

28



5. EEGEFNIE L ZDER

SEELEXMIE

81 AF|TuH % U wA 50mg HAHVME 100mg L& Frs oo 7Y K 12.56mg DEAHIT
b, v rE VAL KT T Y RHFORIERREIT I EZANH Y . @Y
ARDOERERFT D2 &, [7. ZH]

8.2 —WMEOMERT (a3 v 7R, EiHE, MRRBEEZMES) 2EZTBZRARH DD T,
AREGHITESN (RERGER : 2 AM I ZE#H - H 1ERE) ChEOE=41 %%
i S R

8.3 AflopkmrThHhdE FurzueuF 7 Y NFMEAI UV v AMELR -T2 B3mbnTnd, aiiL
ZrohV s/ RazaadF 7Y RE LT 50mg/12.5mg 25 S - ENBERERIZHS VT,
MmiEH Y 7 METAK TR Z R L, 280 Y U AMIEORKBEL L&D Y 7 AMIEX Y bEdo
Too L7eBoT, KAV U AMIEOREN L VIBEEINHOT, MLV UV MEOET=X ) T %
EMRC I L, BlggE2 012979 2 &, [9.1.2, 11.1.7 ]

84 KA ThHE FursuuF 7Y NIERBIVEZ R IEDLBEN0NH LD T, KAIKE
HITEMAICIERBBEOE =42 7 &2 FE L, BlEE2+2I12175 2 L, [9.1.8 B3]

8.5 AFlDp sy Thde FuroaF 7 ¥ RIFMEE EAE L IXBRBEELOBSZEARH 5D
T, Bl oAt 2 &, [9.1.8 B

8.6 XD ThoHE FrnrynuF 7Y NIHEERMKREELHZBEIELBENARH LD T, EH
B & FEfi T 5 7 EBIE A 312475 2 &, [11.1.10 /]

8.7 FIEEHICESSOEWN, Sb60&XRHLLNDLZENHLOT, EfEE, BEIHEOEIRES
Wz PF 5 B 2 B ET D BRICITIER S5 2 L,

8.8 FiTHI 24 RFANIZIE G- LW Z ENEE LW, 7 VAT v v N ZFERETAIR G- O BF I,
BRI E VR RIC L=« T VAT UV ROIEWERIC X D EE R M ER T A2 E 2 d s Ehn s
b5,

8.9 RAND A EGLT VAT ¥ U MR EERETAIR G T ICENIFREFOEERIFREEN &
Lol L OWENRH D, FEEMREL ET 570 L, BIEZ 01TV, BERROSNTHE
WG 2 IET 5 72 EE U E 21T O 2 &,

8.10 AF|OFEEIZ X W FIRHENZBICHSbND Z ENHDHOT, BMERHA., BAKICHIEER

TAHZ L,
8.1 W DIKENFFIZHLE R BF I, HEOHERZBET B0, FRitIcHET 2 ENREEL
AN

812 AHDESTHHE FurzonaF 7Y NiIAatkri, MEBMAENE, IREERHZEEH S
LBEFENNHDLDT, AR TRPIRFEDORENRD bNEHAICIE. ELICRBEOSZ
BrzlFbLo, BAFEICHEETHZ L, [11.1.16 /]

(fi#sh)

8.2 FIRIFER G HDEBERL, BMELRBEFRIETOEETIE, —KIZV= - T PFT U URMBIT
HELTEY, ZORRESE CIIABI ORI RN R L, @O MERF2EZTB8En1H
D ET, FLFEBRICKSERO A0 EE MEOHKITEZ L TWDEBEIZEBWTH —lmtkEo i
JERTFEZEZTEENNH D 50T, AFEGHILES B56ER: 2 8/ 2L ZE%
A1EFRE) ICiEDET=42 U > 7 %5 L AR EREEOBERABBUC A+ /0EE L T E &0,

8.8 TV UFT L VEMBFMERB LV A- I ZFAFEHERIBOEEFRE T, FHEORE,
HIM ORI NI L =2 « T P4 T v R MUERICIRTF (L L, MEEZHERFL XD &
LET, FINANCAKIZ G52 & EFRo L 5 e REFFFABRE S L, EOK T3 2 % FlEE
PERH Y . FHRETORGIIFEEZ L A S TWnET,
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8.12 EMMEIKLORM LES OFHEMHEIZHE- T, [11.1.16 AMEiriR, PAZEBARANEE] ISR
WML W BEFEA~DOIRYEIEAL 8.12 IIBEH L. CHEMLE L,

6. HEDEREATHIBEICETIIRE
(1) AHHE - BIEESOHIBE

9.1 SHHE - IEEEOHLHE
9.1.1 MAMEHREEOHSIBEXIFETEHIREEOHLBE

1B L2 20 E I S 2 EA R E . BT 5 2 &, Bt & ORI OSRERIK AT
DIKTFIC XV 2HICBHELZBELI T2 BTN H 5,
9.1.2 MFH Y I LEREDESE

KAV U AMAEIEE AV U AMEZEZ T8N H 5, [2.7, 8.3, 9.1.3, 11.1.7 ZH]
9.1.3 BAh Y LMIEDSHE

B LR 2GRN SN2 GG ERE, RITMT 22 &, RO ThLIrY L D
Vo AE, @BV U AMEEZEEBEIEL68Z00H 5,

Fio, BHEERE, 2 b — L ARROFERFEICL D MIFED Y 7 AMERE L 720 0TV EE T,
A Y MJENFEHT HBZRNHLOT, MiFEHI Y T AMEOT=X Y > 7 & EHICENE L.
BlEE 012475 2 &, [9.1.2, 11.1.7 /]
9.1.4 RMNEEEDHSBE

WEORENMIEAR2ZERE L, WEEZELLSE2B8ENNH 5,
9.1.5 KBELNBEL LTSI BE (KSEROF+HLEEE. BEORTFELTLSIEE)
—@EOMER FT2E-FB8Thn’d s, [11.1.5 B#]
9.1.6 BIEREPDEE

KT MY U AMEA R ZTRBEARH D, FHO, BEQBIERIETOBE TIX. —@BMEO mEKT
ZEZTREENNH D, [11.1.5, 11.1.15 2]
9.1.7 EELEEIRELE X (XNEARELED H S BE

BWARIRN o Db GG, Sl MR MKEMEEZ KL, MRERIELFERT 2B
Wd 5,
9.1.8 KANITEH. RBICEA. BREOHLIEE. RUSKRERIEDHSEE

EREEMIE, @IBEEA R L, R, BERFOBSCHEME o ZNRH 5, [8.4, 8.5 BH]
9.1.9 THi. BHDHLHEE

BREIRAN D b dBENLRH 5,
9.1.10 AP LMlfE, FIFRBREAEEDHSIEE

MG N> U L% ERIELIBENRS D,
9.1.11 XZEAEVIREORSE

AEIORBEER BRI N2 BTN H D,

(fi#sh)

9.1.1 MIMBENRIAZ O BE SLCEARKAE 2 1 5 A B RIEEE IRV T A THE S R ED IR 2 I <
H ORISR (GFR) 28T 2 L5120 C0ET, 20X 9 RIRETAR 2545 L
i HARENAIR DU AE DS A CHES 7220 | SRERIADOWERENE T L GFR OIR T2 & 727 &E2HNT
WET,

9.1.2 KFNDOS THLRY AN Z ) T LAOREIZEY, @AY UAMIEOHRERHDLZ L, K
KEOBARNE NS E LEERRBREEICRBOTIEY U 7 AMEOIE FHEBE AR SN2 &
O, MIEH Y U LMMERE OBE AR Z R T HBIIBEEL 2170, EEICES LTS
VY,
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9.1.4 WM& R 2 A3 2 miilEAEEE OREIRRE TiE, BEOREIC LY MERELZIER T SE5 2
ERHY . THITHE D IR A EIEGREE (D F W, BB, BEROMKT 2R L) OMIMmARIE 2 & %
LWL D ICHEEPSBETT, AFEZEEGTHBRICIBEL FoIciTy, HEICERE LTS
[

9.1.6 KAl THLHEe FrzuuaF 7Y RdF M) v agafEAZ2A L Tky ., K7 F Y 7 Aaim
EDFEHR L, T L DRERREROBERIENERT D Z LB H D7D, BlEE2 551247V, H
EICRG LTI,

9.1.7 RAIDKSYTHH e FarsonaF 7Y Nicky ., BRI L bn-iGs, AR
Wb, MREMEE L, MREREEZFERETI2BENAH D720, BEE 52TV, EEICK

HLTLIEE,

9.1.9 ZNOLDOEFTEHAAOHK S THHE RerzaaF 7Y Rick-T, KT R U AMIE, K75
U o AME XK 2 — T v v — U REDBMRERANH SONDZENH Y T DT,
BIRZ 04TV, BHEICKREGLTES N,

9.1.10 AAIOKHYTHDHE FurzuaF 7Y Ridhiby v AR ZEE S MLy v Lol
FEDEAZSIEREITZENHY £9, o T, @AY D LM, BIFIRIERETTEEICL S
AN AIEZRIELBEANRSH Y T O T, BEE HoIlcitv, EEICES L TR
U,

(2) BHREREERAE

9.2 BEHEEERE

9.21 MRDBERITENBE

BH LN L, [2.5 2]

9.22 SIHBFEEDEE

Beh L2 b, BHREE FICE LI T2 BEANH D, [2.6 ]

9.2.3 BHEEERE (FY L7F=E 2.0mg/dL &)

R ESD 2SRV N S DA ERE, HEHIGHTAZ L, E ke TF TV RICEE

MFEEPME T L, v g bl oAk BHEEENELLT I BZARH 5,

9.24 BHEETESE (MKFI L7F=UE 1.5~2.0mg/dL)

AANF G-I L ERRIC g 7 LT F = AER OIS RBEOE =4 1) > 7 &£k L, Bz -+

11792 &, GE27 V7 F =8 EF R OMIEIRBRIE EFOBZENRH 5,

(fi70)

9.2.3 EWNEHRRBRICBWT, MiF7 L7 F=E) 2.0mg,/dL Z#8 2 5 BHERERE
BRHY EFA, Flo, KHOKSTHSHE FaloaF 7Y NI Y BREMETL, g
N TV TR E Y BRERENENLT2BENNHLDOT, TNHEBEL
FeELE L,

9.2.4 EWNEARRBRIZIBWNT, MiE7 V7 F=fE0 1.5~2.0mg,/dL OEHRRIKTEE CiE s L
T F = ME R ONIE R O B LT IEBIN A LN &b, ERLOFEEE L E L,

(3) FitkeRERA

9.3 HFiREEE RS

9.3.1 EELGHBEREOHLBE

BTG LRz &, [24, 9.3.2 ZH]

9.3.2 HFHMEEEER I TOREDOHIBE (L. ERLGHBEREZOHSIBEZR)
SAEIZIBWT, - PEEOT NV a— A REIC e L& o Y 7 A 50mg & HiERE 1 &5
TH e, BFERAL L Ty OEKEENEIE L, v 2 o RO VR RO [
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FIRENZNZENRN S FELROR 2HFICEFTZERRESNTND, £, EFrZmaF 7y
RIEEEZFET 280 H 5, [9.3.1 ZH]]

(4) 4FEREZRT HE

9.4 HFEREEZHT S
9.4.1 IR S ATREED H S KK
HIRLCVWDZ ENERENT T v U4 T vV VERBRILER I T v o4 T v v T2 FR
HEREER L, B - BER~ORE (BAER, HE - i - BOERAR, ECE) RO bh
TN ST D 2D 28),
ARNIOEHITN D, RNBEROGEE L EE L CABIRGOLEN 2 EEICRH L, 1BF EOALR
PER G EED Ll SN DG RICOREET D2, £lo, BENLERIGEIITROER
FIHIIEETHZ L, [9.5 2]
OAFIB G BIERNIER L TN E 2 fERT 2 2 &, ARG T L, HRL TR WZ &2 E
ISR T A 2 &, BGPITERESHA LS A I, BEbicg&ba2 k3252 &,
QWROFIHIZOWT, ARAE GG BEICHAT 52 &0 o, HEPLREIR UHAT 2
&,
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1. ELESHETORFTRE
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15 I AE RACIZIELEILEE (e L& B ) oA,/ e knsaoaF TP R
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<DailyMed (USA), 2024 4 4 H 5>

4 KIE]

24 Organon LLC

W7es HYZAAR- losartan potassium and hydrochlorothiazide tablet, film coated
FIE - Bk | 50/12.6mg, 100/12.5mg, 100/25mg

INDICATIONS AND USAGE

1.1 Hypertension
HYZAAR® is indicated for the treatment of hypertension, to lower blood pressure. Lowering blood
pressure lowers the risk of fatal and non-fatal cardiovascular (CV) events, primarily strokes and
myocardial infarction. These benefits have been seen in controlled trials of antihypertensive drugs
from a wide variety of pharmacologic classes including losartan and hydrochlorothiazide.

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 1 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.

This fixed dose combination is not indicated for initial therapy of hypertension, except when the
hypertension is severe enough that the value of achieving prompt blood pressure control exceeds the
risk of initiating combination therapy in these patients.

HYZAAR may be administered with other antihypertensive agents.
1.2 Hypertensive Patients with Left Ventricular Hypertrophy

HYZAAR is indicated to reduce the risk of stroke in patients with hypertension and left ventricular
hypertrophy, but there is evidence that this benefit does not apply to Black patients.
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DOSAGE AND ADMINISTRATION

2.1 Hypertension
The usual starting dose of HYZAAR is 50/12.5 (losartan 50 mg/hydrochlorothiazide 12.5 mg) once
daily. The dosage can be increased after 3 weeks of therapy to a maximum of 100/25 (losartan 100
mg/hydrochlorothiazide 25 mg) once daily as needed to control blood pressure.

Initiate a patient whose blood pressure is not adequately controlled with losartan 50 mg
monotherapy with HYZAAR 50/12.5 once daily. If blood pressure remains uncontrolled after about 3
weeks of therapy, the dosage may be increased to two tablets of HYZAAR 50/12.5 once daily or one
tablet of HYZAAR 100/25 once daily.

Initiate a patient whose blood pressure is not adequately controlled with losartan 100 mg
monotherapy with HYZAAR 100/12.5 (losartan 100 mg/hydrochlorothiazide 12.5 mg) once daily. If
blood pressure remains uncontrolled after about 3 weeks of therapy, increase the dose to two tablets
of HYZAAR 50/12.5 once daily or one tablet of HYZAAR 100/25 once daily.

Initiate a patient whose blood pressure is inadequately controlled with hydrochlorothiazide 25 mg
once daily, or is controlled but who experiences hypokalemia with this regimen, on HYZAAR 50/12.5
once daily, reducing the dose of hydrochlorothiazide without reducing the overall expected
antihypertensive response. Evaluate the clinical response to HYZAAR 50/12.5 and, if blood pressure
remains uncontrolled after about 3 weeks of therapy, increase the dose to two tablets of HYZAAR
50/12.5 once daily or one tablet of HYZAAR 100/25 once daily.

2.2 Hypertensive Patients with Left Ventricular Hypertrophy
In patients whose blood pressure is not adequately controlled on 50 mg losartan potassium, initiate
treatment with HYZAAR 50/12.5. If additional blood pressure reduction is needed, increase the dose
to HYZAAR 100/12.5, followed by HYZAAR 100/25. For further blood pressure reduction add other
antihypertensives.

2. BB T BB IEER
EiRICET SiBMER (F—X SV THE)
AFNCHB T HEH EOFEEOHOFELHE E A —A TV 7 L3RR 5,
(IVIl. 6. FsEOEFAEBHTHEEICHETHEE] OHEEHR)

Drug Name Category
losartan D
F—AKNZ7 VT DI ..
hydrochlorothiazide C

(2021 4F 4 H#5R)
2% ROME
A —AZ +Z U7 D434 (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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