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<HEGBDOT7 4 Nha—TF 4| 120102K e e e ST
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3K 44— =
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UHI ) — =
b RmsmEFTT 120102K ke ke ke ke
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=R S VRN 120102K | 85.9~100.8 | 88.2~100.8 | 98.5~100.6 | 97.7~101.1
<304y, 80%LL E> 120103K | 95.6~101.5 | 98.3~100.5 | 99.2~100.7 99.9~97.7
W (%) n=18 120101K | 89.7~98.2 93.5~98.6 81.5~97.5 84.1~98.1
tERkrZzooFryR 120102K | 70.3~97.9 76.8~98.6 86.5~98.0 79.4~97.9
<30 %y, T0%LL b > 120103K | 86.5~98.6 85.5~98.9 86.9~97.8 80.0~97.5
8 (%) * n=3 120101K | 99.38~99.73 | 97.93~98.98 | 99.32~99.50 | 99.20~99.37
BRI S /RN 120102K | 98.96~100.67 | 98.29~99.57 | 98.81~99.30 | 99.04~99.33
<95.0~105.0% > 120103K | 98.69~100.92 | 98.37~98.85 | 99.04~99.50 | 98.96~99.22
i (%) ¥ n=3 120101K | 99.97~100.27 | 99.59~100.54 [100.28~100.42| 99.44~100.04
ERkezooFry R 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
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W (%) n=18 140101K | 98.3~102.8 | 95.8~102.0 | 99.6~102.8 | 99.5~101.6
BRI S /RN 140102K | 98.5~101.0 | 99.0~101.8 | 99.7~102.3 | 98.8~101.5
<30 %y, 85%LL > 140103K | 95.5~101.1 | 98.2~100.9 | 99.1~101.8 | 99.3~102.0
WHPE (%)  n=18 140101K | 99.3~102.1 | 99.7~101.6 | 98.6~101.9 | 99.8~102.4
EkezooFry R 140102K | 98.7~102.0 | 99.3~103.0 | 98.5~101.2 | 99.2~102.7
<454y, 80%LL b > 140103K | 98.7~101.8 | 89.8~100.6 | 98.4~101.4 | 99.5~102.1
i (%) ¥ n=3 140101K | 98.93~99.43 | 98.52~99.13 | 98.88~99.45 |100.18~100.84
BT A 140102K | 99.58~99.61 | 98.92~99.43 | 98.21~99.60 |100.17~100.61
<95.0~105.0% > 140103K | 99.04~99.44 | 98.97~99.27 | 98.71~99.35 | 99.71~100.28
a8 (%) ¥ n=3 140101K | 99.06~99.63 | 99.22~99.32 | 98.81~99.53 | 98.72~99.60
tRkrszooFryR 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
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n=6 [N =/ =R= i VAN
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<454y, 80%LL E >
=R I A /) By AU
o » v BG2501 99.26~99.70 99.45~99.82
a8 (%) 7 <95.0~105.0%>
n=3 [N =/ =R= i SV N
BG2501 99.34~99.73 99.44~99.84
<95.0~105.0%>
(ZE&1#H)
BG2501 14.7 13.9
W (kg)
X RREBICKHTHAEAEE (%)
OnHre FEdAEEE LDINIG) #a%E 25T - 75%RH [, Bk
REATEH =SV PRATHAM]
<K > &R BH AR IRE 3% A
PR BG2501 =FzN7) =FEN)
<HEBDOT 4V bha—F 42 TEE> T AN aA—T T EE T AN DaA—T T EE
=% A R TV
BG2501 98~101 99~101
M (%) <30 %y, 85%LL E>
n=6 EResoagsF7Y R
. BG2501 100~102 98~101
<45 %y, 80%LL k>
=0 I A BTV
e . BG2501 99.26~99.70 99.09~99.65
e (%) * <95.0~105.0%>
n=3 E ResZooF 7Y R
BG2501 99.34~99.73 97.42~98.00
<95.0~105.0%>
BEH
(Z5 1) BG2501 14.7 25.2
W (kg)
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MadE 25°C - R 60 )7 Lx-hr [RUEAR]

RERTHH 7y bk S N
< g > T BHLAHF 60 77 Lix-hr
PR BG2501 =FEN) =FEN)
<HEBDOT 4V Aa—TF 4 TEE> T AN aA—T T EE T AN aA—T T EE
=87V Ay v MLy
BG2501 98~101 99~101
EHME (%) <30 %y, 85%LL E>
n=6 [N =/ =R= i VAN
. BG2501 100~102 100~101
<4545y, 80%LL E>
gt vH ] N
) 7 x BG2501 99.26~99.70 99.14~99.36
i (%) ¥ <95.0~105.0% >
n=3 [N =/ =R= i SV N
BG2501 99.34~99.73 99.20~99.44
<95.0~105.0%>
(ZE&1#H)
BG2501 14.7 13.4
W (kg)
X RREBICKHTHAEAEE (%)
Orye FEGHE HDINIG) #a2E 40°C [, SR
HRERIAH PRAFHAR]
< HHE > BH AL 3% A
PR =FzN) =FEN)
<HEBDOT 4V bha—F 42 TEE> T AN aA—T T EE T AN aA—T T EE
gy LA g N
7 \5{ ) v 99~100 99~101
I (%) <30 47. 85%LLE>
; O ERR7BRRTTIR 101~102 99~100
<45 %y, 80%LL k>
=87V By v BN
<95.0~105.0%> 99.2 99.2
A=l 0/ N . . 0
it (%) ERerzoasFrY R
99.3 98.6
<95.0~105.0%>
BEH
(B5fH) 16.4 14.7
W (kg)

M RTRRICHT D AHE (%)
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OnHre REdEEE HDINIG) #ad:  25°C - 75%RH G, B
RERTHH PRAFHIM
< B > B AAHE 3 H
PR =FzN) =FEiN7)
<HEBDOT 4V Aa—TF 4 TEE> T AN aA—T T EE T AN aA—T T EE
=87 VI Ay VI BN
N o 99~100 86~89
VR (%) <30 %y, 85%LL >
O ERnzBoF TR 101~102 98~101
<4545y, 80%LL E>
a1 N
%Z5(rv105é;i> 99.2 99.4
=R ) [N =/ =R= i SV N
99.3 96.6
<95.0~105.0%>
BEH
(BE1E) 16.4 23.9
wE (kg)
X RREBICKHTHAEAEE (%)
OnHre REdGHE HDINIG) Mt 25°C - B E 60 I Lx-hr [KUERE]
ARERTEH IR R
< B> B A 60 77 Lx-hr
PR =FzN) =FEN)
<HEBDOT 4V bha—F 42 TEE> T AN aA—T T EE T AN aA—T T EE
g LH ] N
4}/\5{ ) v 99~100 100~101
VR (%) <30 %y, 85%LL >
O ERnzEaF TR 101~102 100~102
<45 %y, 80%LL k>
=87V By v BN
<95.0~105.0%> 99.2 99.2
it (%) ERerzoasFrY R
99.3 98.7
<95.0~105.0%>
BEH
(BE1E) 16.4 15.0
wE (kg)

M RTRRICHT D AHE (%)

. RRNZRUBRREROREN
2 LA

BRI

. Rl L DEREEL (MEIEFHEL)
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9. At

(1) WHHKE
a4k REGHE LDINIG) KO e ¥ e RELASE HDINIG) (%, H AR FEEGLERITED DL
‘Yo ys s RazandF 7 Y REOEHBREICHEA L TWD I EREERINTNS,
(FRBRIEIZ/K 900mL % vy, [\lfiE/ N2 7 > MEIZEL D, 100rpm TiBRE4T 9 ,)
W RS

FHE R R
oYL E B TN 30 47 85%LL
ERerzuagsdF 7Y R 45 5y 80%LL E

(2) ¥WEHRER
(AY)LE FE&ASE LD TNIG))
BIEEZOEDFNREERBE T A FT A VEO—HKEIZSWT (18411 A 24 H &
TR 1124004 )

AYILE AL
N e

EE - AARRTT WHRERE S RWE

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

CHIE]

- pH1.2 (50rpm) Tid, EAERHF] 120 /771281 2 FEIEH RO 1/2 OFHEEHHE %2 R 3750 2 7o i
BBV 120 53128 T, AL O SRV R [ TAR HE R O VA SR = 12% OFPHIZ & o 72,

- pH4.0 (50rpm) TiE, Afh & EMERKIOFELEEH 7 7R O 221X 10 52 LVN TiE R h o7z,

- pH6.8 (50rpm) TiE. HEHERIFI DO FEEIA RN 60% M N 85% UL D 2 BEAIZIBUW T, Afh D
PR IRV O SRR 3R 15% D FEHIZ & o 7o,

- K (50rpm) TIE, HEYERIFIO R 60% M Y 85% LD 2 B SIZB\W\ T, AL O T
HH SR AR AE BRI O SRR SR = 15% OFEIFHIZ H - 72,

- pH4.0 (100rpm) Tid. ARbih & EERFI OFEEEN T VRO 221X 10 2N TH Y | 7 ZIEH T
FHIE L 7= ¥R H iR Cbig L7,

FEHERLE OO SEHIER A 60% K% I8 85% T D 2 HEAIZIUN T, A OO LA PA HY S8 | T vE B o S
BRI =R + 15% DI & - 7=,

Pl b, REOEZRS O LZ B U 7 AMMIOW TR 4 ERERE] (7L 2 32 MiddsE LD)

Ll U 7o bR, pHA.0 DA D FIFIZB N T TEWERISEMERBR T A K74 ) OHERLEIE S
L7228, pH4.0 DFMITHE W TIRHELREICHEES Lo T2,
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(FA H Al )

EHE (%) pH1.2 (50rpm) BHE (%) pH4.0 (50rpm)
100 r my VR R s RV L NN 100 ¢ Bl DL
-——A
80 | —e— Ot FESHLD TNIG) 80 1 -l
60 — * — L ZF s HELEEELD 60 F
40 40
o0 | 50 | —e— O Lk FEA$ILD [NIGI
. . B8 - e - JLIFVMEREHD
0 30 60 90 120 0 15 30 45 60
B () B ()
EHE (%) pH6.8 (50rpm) EHE (%) 7 (50rpm)
100 r my VR R s RV L NN 100 ¢ LRz DL
80 80
60 60
40 | 40 |
o0 L —e— OY)LE FEEE#ELD TNIGI 20 | —e— O ILE FEEHELD TNIG]
- = J | Ex s FEEHLD -2 = I RECEFILD
0 f¥ : : : 0 f : : :
0 10 20 30 0 10 20 30
B () B ()
BEHE (%) pH4.0 (100rpm)
100 a2 AU,
80
60
40
20 | , A e A ILE FEES#ELD TNIG)
- - = JL 33 E LD
0 L‘ 1 1
0 10 X 20 30
A
H#FEﬁ (Il) (n:12)

ErFao A FF7OFR
v ESLE
EE AR WHRERE S RUWE
[AliE A K OGRERIE : 50rpm (pH1.2, pH4.0, pH6.8, /K). 100rpm (pH4.0)

CHIE]

- pH1.2 (50rpm) ~Tl, HEAERIAIA 120 /D iCB ) 5 FEIEHERD 1/2 ORI HR 2 77§ 2 7o Iy
BN 120 43128 T ARG O SV H SR I TAT HE R O SERVA R = 12% D FPHIC & o 72,

- pH4.0 (50rpm) Tid, Adbh & AEERAIOFLEE T VM OZ1L 10 3PN THY . 7 V7 IEH T
FHIE U723 H BB Chbi U 72,

FEAERUH) O SV DY 60% M O 85% T D 2 BEAIZIN T, A dh O P H SR 1T e RLK o -
BRI+ 15% D EFHIC & - 1=,

- pH6.8 (50rpm) T, FEHERIAID IR 60% K% Y 85% I D 2 RSz T, AR
T H SR I IAE AR R O S5 HH 2 = 16% D HAPH T 8 - T

- K (50rpm) TiE. FEERIFIOFHEHEDN 60% M N 85% T D 2 HE 2B\ T, AL DR
HH =R AR VE SRR O SER S HH 2R = 16% D& B - 72,

- pH4.0 (100rpm) Ti&, ARfh LAEERFIOFEEH T VKR OZE1X 10 3N TH Y . 7 VEH T
MHIE L7 R crele L7,

FEE E L D SERES R DY 60% M O 85%A T 0D 2 I 1T 38N T A 5 0 SERA 3 HH 3R | JoAms v 1| oD S
IR R +15% DHEiPHIC & > 7=,
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PLb, REOHRBSE Rr 27 aaF7 Y RIZOWTHEHZEE) 2 FERA] (7L I x> Md& e LD)
EHm L7z, 2 TORBRIKIZIWT MEIRER M O LW FRIRIFIERBR T A N7 A > ) OHEHE

YA LT,

(¥ tH Hfi )

BHE (%) pH1.2 (50rpm)

FEHEE (%)

pH4.0 (50rpm)

100 FrEOSOOFF7DF 100 r FEOOOFFIDE
_
0 e nYLE FEAHLD TNIG) 80T -
60 F—x—-FL3FUHEEHLD 60 |-
40 = 40 L P
50 20 e O L= FELEFELD TNIG]
’.ﬁ’ - = 7L 23 HEREEELD
0 1 I 0 I 1 1
0 30 60 90 120 0 15 30 45
B (490 B ()
BEHE (%) pHB.8 (50rpm) EHE (%) 2K (50rpm)
100 ¢ FrFOYO00OF 7 F 100 | FEOSO0F DR
80 r 80
60 60 |
40 40 |+
20 L —e— 0L FELEHILD NIGY 20 L —e— 0L FELEHILD NIGY
- == 7L 25U REEHLD —n = L 2R REEHLD
0 L‘ 1 1 L 0 L{ 1 L 1
0 10 20 30 0 10 20 30

B ()

B (59

pH4.0 (100rpm)

BHE (%)

100 - EROsO0OFFoER
80
60 |
40 L7
20 LN —e— 0% )L FELEHELD TNIG)
-, -2 = ZL 30 EIEEELD
0 rv - . h L
0 10 20 30

B (53)

14
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(3) BRI D08 0 E T RAI 0 AW [ Stk °)
(AY)LE FE&SE HD TNIGD
aHLe RECAEE HD INIG) i, T4 &2 87 58 0 B RA O LW LR SRR A4 K74 > (OF
Bk 24 422 A 29 H FEAFAT 0229 5 10 5) | IZHKS%, mii b FEAGEHE LD INIG) i HERiH|
LTl & IEHEENE L, AWFENICFRSE L 22 &,

AYIILE A DL

B
BE . AARERG EHRBRE N KWk
[ElEEH N OSABRTE « 50rpm (pH1.2, pH4.0%, pH6.8. /K). 100rpm (pH4.0%)

SEHERIA) 2 FE VN

CHIE]

- pH1.2 (50rpm) TiE, HEAERHFI 120 7312 H T 5 FERERD 1/2 OFHEHEFRZ R TRS RO
120 43138V T, AR 0D AR5 HH 33 AT HE B9 0D SR8 5 HH 38 = 8% D R I 8 o 7.

Fio, BRI R (120 47) (2B ARG OME 2 OFEHEIL, R OEEEE R L 12% O %
B2 AH5HON 12 L{ELLF T, =20%D&FHABZ 56 DN -T-,

- pH4.0 (50rpm) Ti. 15 &N 360 /0D 2 BEAIZI T, A O IR H R ITAE HERLA 0 1
WHHHEL8%DHPHICH 7o, 7o, Bl R (360 43) (28T HARMOME 2 O HFIL, A
DIEJEHFE+12% OFIPH 2 2 5 O28 12 fHH 1 ELLT T, £20%DHHEZEH 2 25 DA R0 -
77

- pH6.8 (50rpm) TiX, 15 532331 2 A5 O - Pa H 3R 1A% HERIA 0 2 PE R = 10% O FaFHIZ &
oz, Fo, B (15 47) IS8T 2RO 2+ DU T, R OFEEEHHEL15% D
FHEZHEZ 2 HON 128 % 1 HLLTF T, £25%D&EHEB 25 HDON R -T,

« 7K (50rpm) T, FEHERIAIZX 15 /3 LANIZTH 85%LL EVAH L. 15 43128 1) 2 AR5 O Py
VREERLA O IE R 10% DOFEPHICH > 7o, F7o, B bbigie R (15 43) (26T 2 AR M OE «
DML, REOFEEHFEL15%OHPHZEHZ 2 DA 12 fHH 1 HLL T T, £25%D#ifH %
B2DHDONRRhoT,

- pH4.0 (100rpm) TIE, 15 53 & U360 43P 2 BffUZIBWN T, A bh O 7 H R I AR AERLS) 0 -1
R 8% OHEPHIZH o7z, FTo, HfEHRIE R (360 43) (2RI D ARMOME 2~ O HIX, Afh
DIEEJEHFEE12%OFPHZAEZ 2 b 078 12 fHF 1 HLLF T, £20% DA 2 5 H DR

-7,
LB, REOBEDK S A2 U 7AW T, IBHEH A ERERE (v e FEEAEE LD

INIG)) &HERLIERE., 2TORRIKRICBNT IMEEN R 280 SRR o £ 85200 R 48
B4 R4 OHELBEIES L,
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(VA HH At )

BHE (%) pH1.2 (50rpm) BEHE (%) pH4.0 (50rpm)
100 r OY LS hUmL, 100 OtL s DU
80  —e— Ot L& FELEHHD INIG] 80
60 | — = = OW)LE FESHLD TNIGI_ 60
40 40
20 20 —e— O %)L& FEREEEHD TNIG]
0 . . 0 . - =-0%.Lk F‘E@%ﬁm FN|qJ
0 30 60 90 120 0 90 180 270 360
BFfE] (430 BFfE (430
BEHE (%) pHB.8 (50rpm) BHE (%) A (50rpm)
100 - miy =S s R R W _ 100 | my N e s R RN
80 | === 80 | ===
60 r 60 L
40 L 40 |
on | —a— O )L FELE#HD TNIG] o0 | —— O L& FELEEHD TNIG)
- = =04l FELEEEILD TNIG) - = =04l FELEELD TNIG]
0 L‘ 1 1 1 0 L! I 1 1
0 10 20 30 0 10 20 30
BE () BFE ()
BEHE (%) pH4.0 (100rpm)
100 iy V=R s R RN
80
60
40
20 —— L FELEEHD TNIG)
0 ‘ = e=0%iE F'Ia/a\ﬁm FNIQJ
0 90 180 270 360
B () (n=12)

ErRa OOF7LR
B SR

HiE . AARERS BEHRBRE S RUE
[Al#a% K ONRBRIE « 50rpm (pH1.2. pH4.0. pH6.8. 7k). 100rpm (pHA4.0)

]

- pH1.2 (50rpm) TiX, f2 BN 55 LLETH o7, Fo, HEf&iiem (90 43) 1I231T 5 A

Offl 27 DEFEHEIT, RO FHTEHEE12%DOFPHEZE 2 5 b0 12 fEF 1 ELLF T, £20% D%
FHZHEZ Db DN T,

- pH4.0 (50rpm) TiX, EAEREONFIVEH DK 60% K O 85%(TUT D 2 I s\ T, RihDH)

S H SR I T HE RS O I S £ 10% OFEFAIC b o 72, F iz, &R (30 %) ICBIT A%
O % OEHERIL, RELOFEHR15%DOFFHEZ B2 2 600 12 HF 1 HLL T T, +25%0%i
A2 D DRI,

- pH6.8 (50rpm) TiE. FEHERF|OIEBAEHZRHIK 60% K N 85% T D 2 BF Sz BT, ARSI

A H R IAEAE R D SR R+ 10% DI o T2, £72. B S (30 49) ICBIT HAM
OfEl 2 DEFHZRIT, ROV EHRE15%DOEHFHEZ B2 5 SO 12 f@d 1 HLLF T, £25% D%
PHEBZ Db DONRNoT-,

- 7K (50rpm) TIE, 15 Z31T351T DA OS5 HH - THEHE R O SRR R £ 10% OHIPHIZ H o 72,

7o, BB (15 20) (ISR D AR OfE « O HERIE, AL O = 15% OHiPH & 8
25 b0 12 % LELIT T, +25%DOHPAZEBZ 5 H D020 >T,
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- pH4.0 (100rpm) Ti. HEAERIFI N AL E BIT 15 LAY 85%LL FisH Uiz, £72. &K
el (15 4%) 2B AR OME % DIEHRIT, RSO FEEIRHR L 15%DOFIAZ B Z 5 H DN
12 fEF 1 EHLL T T, £26%DFPHEBEZ D b DN o> T,

Uk, BREOAZEE Fr2zaaF 7Y RZonT, B2 EERS (n e FREEE LD
INIG]) &H#RL7ZfER, RTORBRIRIZINT [E R 2% 1 E R O AW 7 R LR
TA RTA ] OHERETES LT,

(Pt R AR)
BHE (%) pH1.2 (50rpm) BHE (%) pH4.0 (50rpm)
100 - ErFO2O0F 7 F 100 } FEOSO0OFFLE
80 | —e— Ot L& FECEHIHD TNIG) _A 80 |
60 | — = =DOHILE FERSHILD NIGI _ s 60 |
40 40 r
20 20 | —e— O JLE FEEEHHD TNIG)
= = 0O )L FECEFILD TNIG)
0 r : ‘ 0 ry ‘ : :
0 30 60 90 120 0 10 20 30
BFfE (4] BFfE (4]
BERE (%) pH6.8 (50rpm) BHE (%) A (50rpm)
100 FEEO2O0OFFF 100 | FEOsOoOF TR
80 F 80 |
60 T 60 |
40 - 40
o0 | —— O L= FELGEHD TNIG) 20 | —— O )L I= FELEEHD TNIG)
-« = O%)LE FEREFLD NIG] - = = OH)LE FELEFILD MNIG)
0 Lt 1 1 Il 0 Lt 1 1 1
0 10 20 30 0 10 20 30
BFfE (43) EFfE (430
BHE (%) pH4.0 (100rpm)
100 - FrOosOO0FF7 D F
80 T
60 L
40 t
20 b —e— 05 )L FEEEHHD TNIGY
-~ = Ot FEREFILD MNIG]
0 L‘ 1 1 1
0 10 15
BFfE ()
(n=12)
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10. B -aF
(1) FRIRELGER - BF. NEI’RKRLER - AEICEHATLHER
% LR
(2) A%
(AY)LE FE&ASE LD TNIG))
100 #& [10 & (PTP) Xx10]
(AY%)LE FE&SE HD TNIGD
100 #& [10 & (PTP) x10]
(3) FPEEE
Y LR
(4) BROME
PTP : RV E= LT 4L, TII=LE
Po—: 732 h - RYTFL LT IF—FT 4L A

1. BRI SIhZEHME
MM ER e L

12. ZDh
MG T L

18



V. ARICEYSEE

1. BREXIEHER
e I SE

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%) THol=?,
nYLLhY A/ RuezaeF T YR 50me/12.5mg M EH Sz B T A MREIER OFIE
RS SN 701X 155 Bl 14 1 (9.0%) THY ., FERBIERITFEMED £ 5 61 (3.2%),
D26 (1.3%) Thoto, Eio. KA IVEH NS 47z 0iX 155 filH 22 1 (14.2%)
ThY, EREARAEMEOBNER X, IREEHEM 8 B (5.3%). ALT #4/n, CK #IN% 3 5 (2.0%) .
TRIMERE D . ~~ b7V v M, ~EZ e opd. AST #0. BUN #4014 2 5] (1.8%) T

19




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

AARNZ G EMOZ 22 RR LSRRI C, ey Y v La /b Rasan
F7 ¥ K 50mg/12.5mg 35 S 72 BE T HMIEROREWEH A #RE Sz diX 200 FiH 28 i
(14.0%) TH Y, EREWERITHIR 6 B (3.0%)., FEMWED E 44 (2.0%), A7 v > 7 &)
B BER, SREE 2 B (1.0%) Thotz, 7o, BEBREMORIERNHE SN0 200
BilH 26 51 (13.0%) T v | 72 B R iR A O BIVE LR BRI 6 1 (3.0%) . ALT 41 5 1 (2.5%) |
AST 8800, 1V oAb % 4 61 (2.0%), RiLERERAD, ~~ b7 U M@ 361 (1.5%), A
MEREIEIN, ~F 27 0 v o84 LDH #3hn, CK 850, R 7R MERBMES 2 6] (1.0%) T -7,

17.1.3 ERFENMHE_EERLERRR
aYLZ o H Y T 100mg A RIIRICHLE =2 > b o — L AARA-43Tdo o 72 A A NARENE & i+
BELZNGE L LEENE _E5HRABRICENT, s AL Z BV vA b FarzaaF 7R
100mg/12.5mg (Fu /% 71 ) 7 4 100mg &5 &0 & &5 8 WEFDFLE b T 7 AAALILHEH &
OMESRIIIESL IS, AEICERZBESREZ R L (P<0.001), #5 8 HIICBIT D FH T 7
BRTHLFE D=2 T A 28 T RA FITRT T,

o x o h Y 7 100mg THRA+SAREMEEERE 2RISR E LR TOYE N T 7 4407 i) +F
DR—=ZF A 5 OELESY (mmHg)

N—=2AT7 A D b 8 HERFD
J]ﬁl}j#:ﬁZ) zﬁé,ﬂjiﬁl)

=RUIE S YN IS iE S0 155.0 (10.4) -5.4 (1.0)
100mg (N=170) *? JEBE 97.7 (5.7) -3.6 (0.6)
=RNIT R Ry N4 e ) 155.4 (11.0) -14.5 (1.0)
tkazanF7rT R
100mg/12.5mg PEAR 97.1 (5.3) -8.7 (0.6)
(N=166) *?

E1D) /b TRTIE (BRAERRE)
£ 2) FEME (PR

1 3) FEFHIIEH 0> FAS iR % 541

oY F oV UA/ e FaszaoaF 7Y R 100me/12.5mg 23 &5 SN2 BE TRIERN#RE S
72D1% 166 BT 16 1] (9.6%) TV, L/RBIEMITIMFIREEIEIN 4 6] (2.4%) TH-=7,

171.4 ERFENHA_EFEREBERBR VRS HER

aY YT A/ e Kuezaead T Y K 50mg/12.5mg % 8 MMARAZICHE= > e —/Lin
RA-53 T o o 72 HARNARREVE @ MU EE B & xS R A ME 2 574 L 72 25 AR ERER O — 5 5 iy
(8HM) I2HBWT, BHFAX LY TLA/ v FrrooF 7Y K 100mg/12.5mg iZe L2 7
VoA e Rezend 7Y K 50mg/12.5mg & AT, &5 8 DY h T 7 AN fE5EH i )£
TIEFERREDOREEDNRZ R L, &5 8 HRFDIY) b T 7 AR ML E Tl EREOBRELRZ R
L7z, $5 8IFICHIT D b T 7B MEDN—RAF A L inb DELEERITFTS 7,
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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 H9i1, BNP #0145 3 1l (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
CHHIT 2 Z LIS L BEERZBLT, el EREOI LR UKD ZoEEEET5Y, vy
NEL, =2 e T U T %R (RAS) R ALEN TV D E L = EELEE T vz Wn
TEHERRBEREZR LY 10 W2 RAS O 513D 7 WME L = U IfUE £ 7 UIZ BT 2 B3
N ERMENTWDE Y, —FHORERS THDHE FursaeaF 7Y Rk, 77 RROBKEFR]
JRIETH D, B FarmeaF 7Y ROBEHFICE L X, IRMEICBIT 57 N 7 2ZFERINHIE
R X 2R MIEERERAR B2 BN TWD Y, /-, e kasaaF 7Y MidZzofREMIZX

D RAS OIEMEALZ =912,

L7233 > C, AHIEL RAS TEMALIRRE CEM R BIEI R 2" rd L & RAS A&t bS5 B
nzunF7Y REDORAEAITH D20, WY OO BG4 AR G e L L 0 B 72 B ER)
RETTELEEZD,

(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 HIME GO R L LAR TH o727,

(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
B C Cmax [CIE L. tie X 7.9 CTH o 72 1Y,

RERANCB T2 Ly o) vA/ e FuszanF 7Y R 50mg/12.5mg % HAlkE O #5654 o3
WENRE ST A — X

gy H Y v A 50mg,
tRrsand7 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, PHEFEHERFZE (Cmaxe AUC : i1, Tmax : BMTEEI, tuz : SAFIEE)

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
n7uuF7T Y ROWTIIC L ERIEITRED Dotz 19,

16.1.3 £PF 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
FIEMEATER S ?),
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Oy Y

_q:m —
35{} L
—~ —e— bk FRLGEE LD [ NIG
2 300f -0 7L 3 F ¥ FEEEELD
=250 i + FRHERE, n=28
g 200 =]
ﬁ l
#F 150 F
g 100 b
5{} L
0 i ~®
0 2 4 & 8 10
S EOREM (hr)
S EhRE T A — X
55 AUCo10 Cmax Tmax T
(mg) (ng * hr/mL) (ng/mL) (hr) (hr)
oY e RidE 8 LD .
50 444+134 283+170 1.4+1.0 | 1.9+0.5%
INIG
7L I xr MIAEE LD 50 447+133 269+119 1.5+0.9 | 1.8%+0.5

Ko oOoFFoR
Bﬂ -

4P (ng/ml)
&

(¥ +EYEF =, n=28 (3% : n=27))

—e— T4 LB FEESSE LD [NIG)
~o-FL Iy MESEELD
Ty + EEARERS, n=16

30 |
20 |
10
0 ’L\"“i-—/f——.
. . . J W .
0 4 8 12 24 30
5RO (hr)
KB N T A — X
b5 AUCo-30 Cmax Tmax T
(mg) (ng * hr/mL) (ng/mL) (hr) (hr)
oL e RELA & LD
12.5 380.2+111.7 60.5t16.1 2.7£0.9 4.3+1.9
INIG)
7V I3y Mid&EE LD 12.5 377.2+88.0 63.2+14.0 3.1+0.7 4.4+1.7
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O EFEYERZE, n=16)
MR NS AUC, Cmax %50/ 7 A — & (3, #ERE ORI DL + e 55 03Bk
KL > THRRD RN D D,




(AY%)LE FE&SE HD TNIGD

oLt RECASE HD INIG) 1%, [ &3 87 28 N EIE A O A RSEHERBR T A4 K74 > (OF

B 2442 H 29 B FEEFAI 0229 55 10 5) ) [ZHS&, vl b FEASHE LD INIG) A A7 HERA|

Lzl &, BWHIFEENE L EWFINICRESE L B Sni?),

(3) shEiE
MER R L
(4) BE - ftREOTE

BEORE

16.2.1 BEOXE

O ANica L2 BV ohA /B RFeszuoaF 7Y K 50mg/12.5mg = B%KR G55 L. 2EE
R G lctb_Ta vz v AARCVBRERRE Fa2zaaF7 Y ROWT IS e i R E
BIERFHE] (Tmax) 2NEBEE (0.7~1.7 KFf) L. m¥ 2 ool E-refdhii T imfg (AUC)
WEENRR ST b DD, INVARUBREE R FrZaeaF 7Y RO AUC BENLEN 1T% K
22%IK T U722y, R FRIEE 22 B2V ETH - 72 10 19

OfEERANce L2 ) TA /B ReZaaF 7P R 100mg/12.5mg Z EHEER O S L
T3a BB SR T e Ly v AR UBER O FerzaaF 7Y ROWTILE Thax
MNIEELE (2.0~2.8 BF[E]) L. m¥ i Z o BIRVEBBEKR O FnzonF 7Y Ko AUC 8%
NZEI 22%, 23% K% O 1% T L7223, Bek FRIE E 2 B2 WRETH - 729,

idE 07

R AICe A Z B A e Kez e 7Y K 50mg/12.5mg & HERE D& 5 Li-kon
PAB L ANVRUBEROE FarzoaF 7Y RomFEREE T, FHEAFRGH%HEENRL, 1
Yl Farzaad 7Y REOERYBREN 2 EERITRD Hiighoiz v,
WHMZBNT, eV Z o b ATFT T2 )NV EX =L, LT Y VIAFT b
aF V=L KR Y 2w Al DHEERIZOWTEE L2, Wb R BRI 72 538
MBI A BEAERIZRO S o72 17, vzt 7y ey y (REEEEFER) Lo
PEHICE D, s P& R OTVR CBRIROTERDBELS 2D . £ AUC 1T Lz, £z,
izl 7aty— (CYP2C9 OER) OFHIZLY . VR EEKRD Cnax L TN AUC
WD L2y, mz oo AUC B L 9,

(IVIl. 7. FMAEAEH] DEZH)

2. EYEERB/INTA—S

(1) fBAE
MR L

(2) BUIEEEH
M EE e L

(3) HEEETEH
MG R R L

(4) YVF7I3VR
MR L

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

(6) Tttt
MR L
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3. BE£M (REaL—3ay) &
(1) BHAE
B R L
(2) RSA—4THER
BRI L

4. R
MR L

5. 9%

(1) M&-AEBPT &
RUE R L
(2) mik-faARRAPTE BE
(TVi. 6. (5) 4] OIZH)
(3) Hit~OBITHE
(VL. 6. (6) fZ7Lim) DHZM)
(4) HBE~OBITHE
RUE R L
(5) ZnitiBl~DBTE
RUE R L
(6) MEEAMEE
B M r s RO LR RO MEE AR AEIL, Wb 99%LL ETh o7 P,
ERrzeRF7 Y ROE MUEEAKERIT 2% TH o7,

6. fti

(1) REPLIRURBHRRE
B R L
(2) RE<PEHAE5ITIBFR (CYPE) OHFE. F5F

t MZBWT, By 3 E LTHVR U BIE~EI S, ZoR#EH2IX, L LT CYP2CY
MEEE L7 2,

ERMIBWTE ReZoaF 7Y MiZiEe A EREESnro7-20, [10. 2]
(3) YEEEBNROEERUFDES
RO L

(4) REMOFEEOERRGELL, FHELE
LR L

. Bt

fEFER AN L2 ) UL/ e FazaaF 7Y R 50mg/12.5mg % HERE 0% 5% 48 HfE %

T, B Y Z o IVRUVEBBAR O Rz ooaF 7Y RR, RPICEREFNREGERED 3.7%. 7.7%
KX 66.6%HEME S - 1,

S URR—42—ICEAT H1EH#
MR L

. BB L BBREE
LR L
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10. BHEDERZFITH8E
16.6.1 BHiEEERE
RERERE E AL O |l FERE (G2 V7 F =l 1.5~2.5mg/dL) [ca¥LZoh ) vh,/ b
FrZ7ouF7 Y K 50mg/12.5mg # 1 H 1 [ 7 HMKERAOES Lo e L& o RO VR
VIBIRD Cmax 1%, BHEREER B ITH~ 12655 <. AUCo2ane 1 1.5~1.7 5@ o7, & R
282 F7 Y RO Cnax KON AUCo-2ane 1X. TNENEHERREER BT DO 1L4HELD 2264, B2 V77
VAZ 2T% TH o712 P P,
16.6.2 BinE
oY LF Y TA/ e RunzuonF 7Y K 50mg/12.5mg % 1 H 1107 HREKEROKG#DO0
P& o R OH VAR RO MBI X, FE@mIE & 2T R, e ke F 7Y ORI
HEE LN RN BMEAT—4),

1. EDik
REER e 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 =
& ]

(fian)

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 ARORSThHLatAZ B Y T AIEBNT, BMER (7 b)) CTHEERTHILEICELT S
ERRIR O A R OARRE, e ORINSUTBEHEES S/ HE STV E 22,

2.4 AFOFSTHHabZ Y 0 AT, BERREERE L TEMEFRELOBIERFE (T
BEARE) NiE SN TWET, 7o, RAIORKS THDL & U o NI EITFECHGH
S, I FICHRtt S N E T O T, BEERIFEREREEOH 5 EBHITITRG LR T EE N,

2.5 ARORSThHE RurzuaF 7Y RiE, BROBHE, KOGEHTEE IR LT, BESREN B
FFTERNWZ NG, TRHDEFITITARAZHEE L2 T ZE W,

2.8 AFIDOKSr CThHLHZRHNALE ) T AOHHICLY L= - T U T o R IEER N HE TR
SENDHAREMENRH D Z D, TS DBEITIIAFIZHKE LN T &0,

2.9 MNIATBOE N EIK M ERE A G D OB (BFfocd 7 A 8 Afh) IcES%, THH
IZB T DEMEZIRIC L DK MBER ] ORRE IR TERRENTT AT 7 Lo UEERRIE KT O
W SCE L DBESEEZX AT, BRELE LT,

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

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

9.1 SHHE - IEEFOHLEE
9.1.1 MAMEHREEOHSIBEXIFETEHIREEOHLBE

1B L2 20 E I S 2 GA R E . BT 5 2 &, Bt E ORI OSRERIR AT
DIRTIZ L 0 2ICBHE L B I 2 B8T R H 5,
9.1.2 MFHY I LEREDESE

KAV U AMAEIEE AV U AMEZEZ T8FZRnH 5, (2.7, 8.3, 9.1.3, 11.1.7 ZH]
9.1.3 BAh Y LMIEDEE

B LR 2GRN E SN2 EERE, RITMT 22 &, RO ThLIrYLH D
Vo AE, @BV U AMEEZEEBEIELB8Z00H 5,

T, BHEREREE, 2 b — L ARBROBERFEICE VIMIED Y 7 MERE L 220 0T W EE T,
wA )Y MJENFEET HBZRNHLOT, MiEHI Y T AMEOT=X Y > 7 & EHICENE L.
BlEE+01c47o 2 &, [9.1.2, 11.1.7 /]
9.1.4 RNEEEDHSBE

WEORENMIEAR2ZERL L, WEEZELIE2B8ENNH 5,
9.1.5 FBEENEL L TLEEBE (KTEROF+H2LHEE, BEORTEZLTLSLES)
—WEOMER TR TBEnd 5, [11.1.5 ZHR]
9.1.6 BIEREPDEE

KT MY U AMEARZTBEARH D, FHO, BEQBIERIETOBE T, —@BMEO MEKT
rRZTBENANH S, [11.1.5, 11.1.15 ]
9.1.7 ERLEEIAREILIE X (XRBIAREILED $H 5 BE

BWARIRN o Db G, Sl MR MKEMEE KL, MRSERIELHERT 2B
NH 5,
9.1.8 RANITEH. RBICERA. BREOHLIEE. RUSKRERIEDHSEE

EREEMIE, @ IBEEA R L, R, BERFOBSCHEME o ZN R H 5, [8.4, 8.5 BH]
9.1.9 TH. BHOHLBH

BREIRAN D b dBENLRH 5,
9.1.10 AP LMmfE, FBIFRBREAEEDHSEE

MiEH N U L% ERIELBEARS D,
9.1.11 XZEAEVIREORSE

ARNOBEEERBER SN2 BEANH 5,

(i)

9.1.1 FW{AIMER BRI ZE O B LCERIEAE & 1 O A B RIEF 12\ T A- T A B IR 2 UGHE =
B ORERIKEEM (GFR) Z2R/FFT 5 X9 I TWET, 2oL RREBTEAAEHET D &
i BN IR O UGHE D CHES 720 | REMIKOFERENME T L GFR O T2 &7 &2 b T
WET,

9.1.2 BAID T DRI NZ T TLOEEIZLY, &h ) U LAMEORERH L Z L, KD
ABIOBARNERG E LBERRBREGEICB W CImE Y U v MEOK FERSH LTI &
O, MIEH Y U MERE OBE AR Z RS T HBIIBEEL 2170, EEICES L TES
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) BHERERSE

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) 4REREZERT SF

9.4 &NEREEZF Y HAE
9.4.1 IR S ATREMED H S XK
IR L CVWDZ ENERENT T v U4 T vV VERBRILER I T v o4 T v v T2 FR
FoiAlEER L, BRI - FrAER~0RE (B4, HE - i - BOERAS, FECE) RO
TBIRAE S T D 20
ABNDOFH AN B, RBEROFESE LB E L CAAIR G OB 2 BEICHRRT L, 1R EORLRE
PEDMERRYEZR B[E D LM SN 5B 0ARFEEGTH 2 &, £lo, BREPUELRGEITITROEE
HIFIZRETHZ L, (95 B3]
OARAFIEGBIARTICATR L TV W2 L 2 ERT 5 2 &, ARG, HHEL TWRWZ &2 E
HWIRICHERR T2 2 &0 B FITHEERESH LS AI2X, BEbickEahid52 &,
QIRDOFHIZOWT, AEIE GRRMGRHCEFICHIAT 228, /o, EHEFBMLES UHAT 5
Z &,
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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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