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WHPE (%) n=18 120101K | 97.8~100.5 | 96.7~100.7 | 97.8~101.5 | 98.2~102.3
=R SRRy 120102K | 85.9~100.8 | 88.2~100.8 | 98.5~100.6 | 97.7~101.1
<304y, 80%LL k> 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
a8 (%) ¥ 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
EkezooFry 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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7 BE > 140103K
s 140101K
B O P TE S B i i i
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U — =
R LT R R R
=R S R RN ﬁgig;i B B B B
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E B madr R 140102K S ST ST ST
<15.0%LLF > 140103K
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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<HEBDOT 4V bha—TF 42 TEE> T AN aA—T T EE T AN aA—T T EE
RYNT LAY YA BG2501 98~101 100~103
EHME (%) <30 %y, 85%LL E>
n=6 [N =/ =R= i VAN
. BG2501 100~102 100~102
<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 (%)
OnHve FEdSEE LDINIG) #a%E 25T - 75%RH [, B
REATEH =SV PRATHAM]
<K > &R BH AR IRE 3% A
PR BG2501 =FzN7) =FEN)
<HEBDOT 4V bha—F 42 TEE> T AN DaA—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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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 RS s HDINIG) #ad:  25°C - 75%RH [ESE, 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 DaA—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. BHtE

(1) B
mH v e RECAEE LDINIG) . O'e v e RECAEE HDINIG 1%, BAEKBHERLESKICED biza
PANBEHY T LA R ZaaF T Y REOEHFICES LTS Z PRI TN,
GRBRIKIZIK 900mL & Hy, [Al#5/ S 27 MEIZ LY | 100rpm THREREZTT 5 .)
RS

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

(2) ¥WEHRER
(AY)LE FESSE 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, FEUERIFIOFEIRHFED 60% K O 85% LD 2 Kf ATV T, AL O FHER
H SR A HE R O SR HH R = 15% O FFHAIC H o 72,

- pH4.0 (100rpm) Ti&, Afh L AFEHERIFIOFEEEH T 7R OZ1X 10 2N TH Y . 7 JIEH T
FHIE U728 H iR Crbig L7,

T HERLE O SEHIER IR A 60% % T8 85% T D 2 BEAIZIUN T, A 0D LA PA HY S8 | 1A v 1 o S
IR R+ 15% DI H - 1=,

Vb REOAEZ S 020 ) 07 DIOW TR HEB 2 F A (7L I x> MG EE LD)

el U7 fE R, pH4.0 DA ORIIZE N T TAEYFERRIEMRABR T A R T4 2| OHEEREIZES
L7273, pH4.0 DEAHIZIHB W TITHIE LIS Lo T,
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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 iCF T 5 FEIEHERO 1/2 ORI 2 77§ 2 7o Iy
BN 120 431238 T AL O SRV H SR I TAT HE R 00 SR VA SR = 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) % #EHERiH|
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 A O A AV HH S8 AT HE R 0D SR8 5 HH SR 8% D PRI 3 - T,

Fio, RO (120 43) ICB T 2RO« ORI, RO FHVEHEL12% O %
B2 AHHON 12 T 1{ELL T T, £20% DA B2 5 DNRRhoT-,

- pH4.0 (50rpm) Ti. 15 & 360 /3D 2 BEAIZI T, A O IR H RIS LA 0 1
L% OHFIFAIC D o7z, Flz, R R (360 43) IZB T 2 ARMOME A~ OWEHFRIL, K
DR FE+12% OFIPHZE 2 5 O35 12 fHH 1 HLLT T, £20%D#iHZ 2 5 b DA R0 -
77

- pH6.8 (50rpm) Tid, 15 31T 31T 2 AN D 2P H 8 TAEHE R D SR HE £ 10% DO i PHIZ &
ofz, Fio, BMEEER (15 43) (BT DR OME 2 OFF L, AR5 OEHEE HHEL15% D
FHEE X200 121 1 HLLT T, £26%DFIFHEZE 2 5 DR 72T,

-+ K (50rpm) T, FEHERIAZ 15 /3 DANIZ T 85% LA EVAH L. 15 43128 1) 2 AL O Iy
IFREHERIF) O R HEL10% DFIAIZ B > 72, T2, RAKTIEES (15 43) (2B 2 AR MO %
DOEHFRIT, RO FIRHRL15%OFPAZHE 25 © O 12 fHd 1 HLL T T, +25%D#ilH %A
2D BDNRIST,

- pH4.0 (100rpm) TIE, 15 53 & 8360 43D 2 Bf TN T, AL O 9 H R I TR HERLS) 0 -1
B RE8% OFEIPHIZ B o 72, Fio, MEILERER (360 40) (2B HARMOME 2« OFH=IL, Adh
DIEEJEEHFEL12% OFIFHZE 2 5 ON8 12 fHH 1 HLLT T, £20%D#iHZHE 2 5 DA 7R0 -
770

b, RROBFEPGESa Y LZ o) T AIONT, IWHET A ERERE (oLt FEAEE LD

INIG)) &HERLIZREE,. 2TORRIKRICB N T IMEENEZ 280 B8R o A& 85200 R A
BAA RT7A4 2] OHELEIZES LT,
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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) Ti&, 2 BN 55 LLETH o7z, Tz, HBAKERLT (90 ) 1B D AM

DAl 2 DFEHFIT, ARdh O VEIRHFE12% OFIAZ 2 5 b O3 12 fHH 1 ELLT T, £20% D#iH
R DB DOMNIEDoT,

- pH4.0 (50rpm) TIiE, FEAERF O SFIGEE DK 60% M O 85%FiT D 2 K fZIBUN T, Abh Dt

TR H SR AR AE R O SR R+ 10% OFPHIC & - 72, £72. BRI A (30 4)) (2B DA D
8 2 DEHRIT, AREOEEHRL15%OFPAEBZ 5 H D) 12 fHH 1 HLLTF T, £25% D#i[H %
B DHHDONRN-T7,

- pH6.8 (50rpm) Tl FEAERAIO SR DK 60% K% O 85%TIUT D 2 R slZdsW T, AR DY

TR H R IR YERLF O SR R £ 10% OFIPAIC > 7o E7-. RS (30 %)) ITBIT A AM
DOl 2 DIEHZRIT, REOFEHEHRE15%DOFIAZ B2 5 H O 12 @+ 1 ELLT T, £25%D#i
FHZBEZDH DN T-,

7K (50rpm) TiL, 15 F3(ZH1T D AN O V-2 = IAFHERGA O PR HER = 10% DO FEPHIC & - 72,

F 7o, RREILEEES (16 43) ISR ARG OME 2 OIRHERIT, A5OSR H R + 15% O i % i
Z5HON 12 1L T T, 225%DFFHAEHEZ A H DN 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,

Pk, REOFHK e KarzeaF 7 Y RIZonT, EHEFEEZEERS (¥ e FEEEEE LD
INIG)) &Mk U758 RTORBRIGICHBT TS8R 28 0 EIGRE 0 A4 120 [ A v 2k B
HTA 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)
- & = O)LE FESFILD TNIG)
0 r : ‘ 0 ry ‘ : :
0 30 60 90 120 0 10 20 30
BFfE (4] BFfE (4]
BHE (%) pH6.8 (50rpm) BHE (%) A (50rpm)
100 FEEO2O0OFFF 100 | FEOsOoOF TR
80 F 80 |
60 T 60 |
40 - 40
20 | —— 0L FECEEEHD TNIGY 20 | —— L FELSEEHD TNIGY
-« = 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
BEfEl (43) BEfEl (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
BRI (5 (n=12)
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10. B -aF
(1) FRIRELGER - BF. NEI’RKRLER - AEICEHATLHER
% LR
(2) A%
(AY)LE FE&SSE LD TNIG))
100 #& [10 & (PTP) Xx10]
(AY%)LE FE&SE HD TNIGD
100 #& [10 & (PTP) x10]
(3) FEEE
Y LR
(4) BROME
PTP : RVEE= 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

5.MEENIRRICEIET HFE
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) AZEBRUVHEROHREREE - L
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%) TH Y, FERBIERITFEMED 0 5 6] (3.2%),
D26 (1.3%) Thoto, Eio. KA IVEH NS 47z 0iX 155 filH 22 1 (14.2%)
ThY, EREARAEMEOBER X, IREEHEM 8 B (5.3%). ALT #/n, CK #IN% 3 5 (2.0%) .
TRIMERE D . ~~ F 7 Vv M, ~EZ v opd. AST #0. BUN #4042 5] (1.83%) 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

AARNZ G EMOZ 22 RR LSRRI C, ey oY oL /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 BE, SRZE 2 B (1.0%) Thotz, 7o, BEBREMORIERNHE SN0 200
Bl 26 1511 (13.0%) T V) | F 2R ERAR IR AAE O BIERNIZREEIEIN 6 $1(3.0%) . ALT #4401 5 1 (2.5%)
AST 8800, BV 7 2304 4 B (2.0%) ., SRILERESAD, ~~ b7 U Mgdb 4 3641 (1.5%), A
MEREE AN, ~F 7 1 v o LDH #8900, CK #4900, JR iR i ERERIES 2 61 (1.0%) Th-7-°),

17.1.3 ERFENMHE_EERLERERR
aYLZ o H Y T 100mg A RIRICHLE =2 > b o — L ARA-43Tdo o 72 A A NAREME & 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 &
OMESRIIMIESL IS, AEICERZBEDREZ R L (P<0.001), #5 8 BB FH T 7
BRTHLFE DR — R T A 28 O RA FICRT ) 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 Z B A/ RuzaoaF T YR 100mg/12.56mg A5 S - BE T 2.0%L EIZRD 5
AT BIVERNZ ML R REEEAIN 4 5] (2.4%) Th o727,

17.1.4 ENEIH_EEREBRERRE VRS 5HER
aY YT A/ e Kuezaead T Y K 50mg/12.5mg % 8 MMARAZICHE= > e —/Lin
RA-43 T oo 72 HARNARREVE @ ML EE B & xSRI R A VE 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 8 IFICIIT DN b T 7B MEDN—RA T A L inbDELEERITFTS 7,
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oYL g B A/ RarzaaeF T YR 50mg/12.5mg CRHEAR @i EAE £ 2 x5 & L
TR CTOYHE) b T 7 RAIMEDR—A T A b DOZEEY (mmHg)

R=2F A D e b 8 w5 D
i 2L

RYLELHY TLS A 2 151.7 (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 E 412 52 W IZHB W ChEE L=,
R (52 B 2B\ T, g BV UL/ e RrrzaaF 7Y K 100mg/12.5mg B35
ENTBECRIERASHE SN-0iX 265 Fif 32 il (12.1%) TH Y, E72EIVEM I IR EEHE
T (2.6%) . mREEILE 4 6] (1.5%). AST #8151, BNP ¥4 3 (1.1%) Th-o7=",
(5) #BFE - WBHFAR
Pl v/
(6) AEMER
1) EARERE (—REARKRAE. FECEARERE. SARGELRAE). RiER
—RARE. RERFTREBRAROAR
U ERR L
2) RBRFH L L TEREPEOABRNITEIE L-AE - HROBME
% L7
(7) £k
Y LR

m

BT — 5~

<
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VI. EMEBICEYTSEE

1. EEZMICEEHSLEMNITILEYE
T UET v N ARSI
F7 YV RRFRHE
HE  BEOH DILEWDORIRE - IRFIL, BMORMNLELZRT 52 L,

2. XBEFER

(1) {ERERL - VEFFF
AFNOE AR THHIaYVEZ BTN (AP VF ) T, ToOrAT oy v NS B/IEOY T X2 A
7 AT ZREORH I TH 5, NERMHFEWBOT o 4T 2 v TISx L TR/ L~V THAR
WCHEPLT D Z LIk W RIEER 2 H, k. BB O VR UKL ZoEE TS, i
NE AL, L=r s T UFT v R (RAS) BNEMHR LSRN TW DR L= MEILEE T VIZBN
TERRBEIERAZ R L0 W RAS OB G R3 D2 MK L = UM MU E T T /B DB E R
N ERMENTWDE Y, —HORAERS THDHE FuersaaF 7Y Rk, 77 RROBKEFR]
JRETH D, E RrrzuenF 7Y NOREETFICE L T, JRMEICKT 57 MY U AFRIEHIE
I XA BB ERAERNEZ DN TnD W, £, B Fazaad 7 ¥ REZoFRIEMIC X
Y RAS DM LZR 2§ 17,
L7eh3 > T, KANL RAS TEMLIRIE CEM R E IR AR oY & & RAS #iGMH bS5 N

nrzund 7Y REOEEHITH D20, MEksy OO G134 AR G2 ik U X0 B 2R B2
RERTEEZD,

(2) EDZERMIT SRR
18.2 [FIE{EA
HARFIE B IME 7 » MZBW T, B G THEEOREME (] 15mmHg (K F) 2R L=
OuPg s L BB TIEBRESDRERRBO LN HEOE KeseaeF 7Y Re &
H3nzZ ok, EWHAKREDE () 30mmHg K T) 23580 b/, SFREGEICE T BT
PRI HIEE GO R L L AR TH o727,
(3) {ERZRTRFME - Fk
MM ERR 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
FIVE OB VR CBRIRIT, TR G4 1.4 KO 3.7 BRI e i M3 PR (Cmax) 1ZEE L,
I (t2) 1.7 MOS8 BRI TINL L7, b RuyuuF 7Y FoMmEfEes 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, 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
n7uuF7T Y ROWTIIC L ERIEITRED Dotz 19,

16.1.3 £PF MR F1EHER

(AY)LE FE&ASE LD TNIG))
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 CTREEHIAT 24T - 725 8. log (0.80) ~log (1.25) DOFEFANTH V. WiFIDEYFHY
FIEMERTER 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 FEE&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 lcb_Ta Yz v AARCVBRERORE FaZzaaF7 Y ROWT I i e iR E
BIERFHE] (Tmax) 2NEBEE (0.7~1.7 Kff#) L. w92 ool E-mefdhii T imfd (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
T3e BB SR T e L E 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

fEFER AN L2 Y UL,/ ResaaF 7Y R 50mg/12.5mg ZHEROEE L% on
PAB L INVRUEBER e FarzoaF 7Y ROMETEE L, FHEARGSEENRL, 1
Pz b Farsaad 7Y REORYEREN M AERTRD Shehor P,
WHMZBNT, eV Z o b AFT T2 )NV EX =L, LTI vIAFT b
aF V=L KR Y 2w Al DHEERIZOWTEE L2, Wb R BRI 72 538
MBI A BEAERIZRO S o72 1P, a7y ey (REEEFER) 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 ez ooaF 7Y RR, RPICEREFNREGERD 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 [9.6 S

2.4 EELFEEREDD 2 BE [9.3.1 2]

2.5 RO EE TSRS [9.2.1 B3]

2.6 AMBEEDOHRE [9.2.2 BH]

27 RIEFOF U UL B YT LARHLIHEAD L TWDLEE K hU v AMmE, K50 7 A
JEGOEMERA B SErBZEANH H,] [9.1.2, 11.1.7, 11.1.15 & #]

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

29 T RAET VL UFRBEAKFY) (BHEICB T 2 EMZIRIC K A EEHER) 2G5 F0~BE [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 CThHLHZrHALE ) T AOHHICLY L= - T U T v 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

(fifam)

8.2 FIRIFER G HDEBERL, BMELRBEFRIETOBEETIE, —KIZV= - T VF T U U RMBIT
HELTEY, ZORRESE CTIIABI ORI RENHEE L, O MERF2EZTB8EN1H
D ET, EFRFEBRICKSERO A58 MEOHKITEZ L TWDEBEIZEBWTH —lmtkEo i
JERTFEZEZTEENNH D 50T, AFEGHITESR B56ER: 2 8/ 2L ZE%
A1EFRE) ICiEDET=4% U > 7 %5 L AR EREEOBERABBUC - /0EE L T &N,

8.8 TV UFT Y VEMBFMERB LD A- I ZFANREHERIBOEEFRE 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, EOIK T3 2 % FlEE
PERH Y . FHRETORGIIEE L A S TWET,
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6. HEDEREATHIBEICETIIRE
(1) AHHE - BIEESOHLBE

9.1 SHHE - IEEFOHLEE

9.1.1 MAMEHREEOHSIBEXIFETEHIREEOHLBE

1B L2 20 E Il S 2 GA 2R E . BRI 5 2 &, Bt & ORI OSRERIR AT
DIKTIZ L 0 2ICBHE L B IE2B8T R H 5,

9.1.2 MFHY I LEREDESE

KAV 7 AMEXIXE A U U AMEEZE Z TBZ2hnd b, [2.7. 83, 9.1.3, 11.1.7 & ]
9.1.3 BAh Y LMIEDEE

B LR 2GRN E SN2 GG ERE, RITMET 22 &, RO ThLIrY L D
Vo AE, @BV U AMEEZEEBEIEL8Z00H 5,

F7o, BHEREREE, oY e — L AR ROBERFEIZL D MIEA UV 7 AMERE L 720 LTV A T
AT AJENFEHT HBZRNHLOT, MiEHI Y T AMEOT=X Y > 7 & EHICENE L.
BlEE 01475 2 &, [9.1.2, 11.1.7 /]
9.1.4 RNEEEDHSBE

WEORENMIEAR2ZERL L, WEEZELIE2B8ENNH 5,
9.1.5 FBEENEL L TWEEBE (KTEROF+HLHEE, BEORTEZLTLSLES)
—WEOMER TR TB8EndH 5, [11.1.5 BHR]
9.1.6 BIEREPDEE

KT MY U AMEARZTRBEARH D, FHO, BEQBIERIETOBE TIX. —@BMEO MEKT
rRZITBENANH S, [11.1.5, 11.1.15 ]

9.1.7 ER L EEIAREILIE X (XRBIAREILED $H 5 BE

BWBRIRD & b o6, SRR ERD, MgRfEE ok L, MeZERIELZFERT 28241
NH 5,

9.1.8 RANITEH. RBICERA. BREOHLIEE. RUSKRERIEDHSEE

B RERIE o MUBE 22 U, B, BEPRIR O B LCEEM b DB E i d 5, [8.4, 8.5 B ]
9.1.9 TH. BHOHLBH

BREIRAN D b dBENLRH 5,

9.1.10 AP LMmfE, FBIFRBREAEEDHSEE

MiEH N0 L% ERIELIBEARS D,

9.1.11 XZEAEVIREORSE

AR OBEEERBER SN2 BENNH 5,

(fiah)

9.1.1 W{AIVEE BRSO B TR AE & 11 5 7B RIEF TV T A- T I A Eh Rk 4 IGHE =
B CRERAEEM (GFR) 23R4 5 X9 I CWET, 2ok o RETASZHRET 5 &
AR O IUHE 234 CEES 72 0 . SRERIBKOBEERIENME T L GFR DR TFZ2 &35 2 6T
WET,

9.1.2 KA THHRI VLB T AOEGIZLY, Bh Y U AMEORENHDZ L, K
ABIOBARNERG E LBERRBREGEICB W CmE D U o MEOK FERSH LTI &
B, MIEH Y U MMEFE O BETARRN Z 5T 2 BIT8IE A+ T, EEICELG L TLEE
v,

9.1.4 MMIMEFEE %A 9 5 @ MLEAEBF ORFEIERE ClE, WEORTIC L IMEREA KT EE5 2
EMHY , TIUTHE D BERASEGERE (D FV, BHEK, BROK T2 L) MM % 7%
LRWE S ICHEBEDLETT, REIZEG5 T HBICITBE L 0Ty, EEICES L TES
v,
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9.1.6 AAIDOR Iy Th e FurzauF 7Y NigxFh M) v adhttElHEZBE LBy, K7 N v Aam
FEARFBL L, AU K DRIEHBBOMERIENPIERT D2 ENbH LD, BlEE 012170, E
EICEE LT &N,

9.1.7 KFOSy THDHE FuerzenF 7Y Rick ), RQUSRFIR™S bbn-Gae, A
B, MKEREZ L, MRERELZFRTI2BENRS 5720, B2 oI T, HE
HLTLIEEW,

9.1.9 ZNHLDEETEHAAOK S THHE RKerzaaF 7Y Rick-T, K~ v AMIE, K5
U0 ASESIIME 2 2 — 7 v v — S ZAEOBMRE KRR HOONDLZENH Y £T DT,
B+ 04TV, HEICEKREL TSV,

9.1.10 AAIOK I THDH e KursauaF 7Y Ridh vy v AR A RES S iE Ly T Aok
EOERZ5ERITENRHY ET, o T, @MUV T LM, BEIFREIETTEEIC X 5
FANT T LAIEZESEL2BENNH Y £5T0OT, BEE 2TV, EHEICES LT
Sy,

xR

S
W fEn

(2) BHREREERAE

9.2 BEHRERBSE

9.21 MRDBERITENBE

Beh Lz &, [2.5 B]

9.22 SHBEEORE

Beh LNz b, BHREE TICELL ST BEANH D, [2.6 ]

9.2.3 BHEEESRE (NEI L7F=ME 2.0mg/dL &)

BRE L2 GV EH SN2 GaZRE, I Z2 8, ko F 7Y P RIZEDE
MFEEPME T L, v g bl o sk BEERENELLT I BZARH 5,

9.24 BHEETEHE (WFI LF7F=E 1.5~2.0mg/dL)

AFNPFe 5L ERIC g 7 L7 F = AR OIS RBIEOE =4 1 > 7 & FEhi L, Bz oI
11792 &, G2 V7 F=AE R R OMIEIRBRIE LR OBZENDRH 5,

(figan)

9.2.3 [ENEERFRERIZIB W T IMIEZ LT F =M 2.0mg/dL % 8 2 5 B AR B H ~ 6 ik
BAHY EHA, Flo, KAOKSTHHE FrsraeTF 7Y RIZX Y BFEEMET L, =24
NE TV T AL BEEERENELTIBENRHLDOT, ZNHEBE L T LLOERE
REL L L7z,

9.2.4 ENEEHRABRICB N T, MiFZ L7 F =12 1.5~2.0mg/dL OB TEE CmEs v
T F = MER OMIEREBED B UTEFIRN AL N2 &b, FERLOFEELFE L E L,

(3) FrtReRERE

9.3 FiREEE RS

9.3.1 ERGHBEEEDHLHE
&G LanwZ &, [24, 9.3.2 2]

9.3.2 FFREEEEXIITOREDHSHE (L. ERELTFRERZEOHLIEEHER)
SMENZFBWT, 8 PEEOT NV a— LA EE IC e v 2 o U U A 50mg & HERE A5
ToHE, ERRA LI L CrY 2 o OWRIEENRIE L, =YL s 2 OB VR BRI
HIRENZNZNH S HFLROK 2 HFIC EFT 222/ MESNTND, £/, e kerZaasdF 7y
NIIFESELZ T o821 H 5, [9.3.1 /]
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(4) 4REREZRT SE

9.4 H£REREEZF T HE
9.4.1 RIS ATREMED H %K
IR L CVDZ ENERENT T v U4 T vV VERBRILER I T o4 T v v T2 FR
FoiAlEER L, BRI - FiAER~0RE (B4, HE - i - BOERAS, FECE) RO
TBIRHRE ST D 20 )
ARNIOEHITN S, RNBEROGELE L EE L CABIRGOLEM 2 EEICRH L, 1B EOAR
PERfEREE ERD Ll SN DG RICOREET D2 b, £o, BEPLERGEIIIROEE
HIFICHEETHZ L, (95 BR]
OA&FIB G BIHARNIEIR L T RN E 2R T2 2 &, ARG T L, MIRL TR nWZ &2 E
MR T 5 2 & BEGPITHIRASHA L7258k, BEbickbahib+52 &,
Q@QUIRDOFHIZOWT, AEIE GRRMGRHCEFICHIAT 2 2L, o, EHEFBLES UHAT 5
Z &,
AERFICARE Z R LA, B - BrAERICEEBEZRET I A Re L2 L,
S IEARAVHIA U2 O3B b DA, BSOS EICHRT D Z L,
IR A G S5 E IR, HSEICHRT S 2 L,
(fian)
T FT v BRI ER LT AT o v TR R 2R G SR RE IR VLT,
TR OIREEIC L D W A~ORENEE DN DIEF ORRRNZ I E 2. B SCETHmEICR S Lk
WE I EBEML L TV AIZHE b B, Zh 6 OAITIEFIHRE 2k L TR Y | ik % aTHEr:
DHDHEME~DOHERICHEHTIEERMLETHLZ 06, BHEiLE L,

(5) bR

9.5 iEHF
BB SOXIEAR U C WA RTREME D & D e EIZIT & 5 Le W2 &, &G HITEEIR I L 723561121,
EHHIZE52FIT52 L, ERETHMEOKRMICT v OFT v o VBRI ER LT v 4T
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JHF ik PH, JIFHgREREE (AST k5. ALT k
5. LDH L5H%)
5 Mk BUN E&H., 7 v 7F = k5
B . B ZIALBE, JERmE, KLRE, ALBE,
F O, HEEML, RETY 7~ h—
VAP
1% i, PRMEREBIEN, HRMERER A, (AFBREREE N, fF R ek S s ==eghn, Y
AT 7Yy MET, ~v b2 Uy b SEERD
R ~NEZ oo, [ inekEe
AU o EREE N
Z Dt R, CK L&, ®REEIMAE, & |[FE, BRRREE, LOWUk, IRER (0
BEE, SRR, 7T, MR, CRP|4 A&, BFURS) ., #EUE, 13TY, %
W, RP T ROREGYE, RPIRMERE, AR, %k, (K~ 7 1o v Al
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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 EOFEEOHOFETHEH E A —A TV 7 L3RR 5,
(V. 6. FFEOERAEBTHEEICHETIHEE] OHESHR)

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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