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M n=3 5V RED dTORED
< HFTWVIRED T 4 LA 131103K _ R T4 a—T T EE
_ - T4V a—T T EE i en
a—TF 4 T EE> (AT HiT-)
SIS 103K 90.4~ 93.4 84.3~ 87.3
M (%) | <3074y, T5%LL > ‘ : : :
n=6 [N =7 =R AV
131103K 99.1~101.8 99.4~101.7
<1547, 85%LL k>
IN)LY LA
e N 131103K 99.20~ 99.80 100.81~101.35
S8 (%) ¥ <95.0~105.0%>
=3 t RasoaF 7Y R
n ) 7 F 131103K 100.03~100.42 101.76~102.03
<95.0~105.0% >
(2E1MH) wE (N) n=3 131103K 14.4 14.3

X FREISHTOEAR (%)

O e T 4 AElEEE MD NIG

25C - 656%RH - &% 60 7 Lx-hr

B A==% 5

HRERIAH =N LS <N
<JRHE > B B 4B R 60 5 Lx-hr
Mk n=3 ;
N 5 T UNIREED I T UVTRED
<HFTWREBD T 4 )V A 131103K ¥ _ N _ .
_ R T bha—T 4 T EE T bha—T 4 T EE
a—F 4 T EE>
i 131103K 90.4~ 93.4 89.1~ 91.4
AHPE (%) | <304y, 75%LL E> ‘ ‘ : :
=6 [N =27 =RV
" krz f F 131103K 99.1~101.8 99.8~103.9
<1547, 85%LL E >
IN)LY LA
e » 131103K 99.20~ 99.80 100.67~101.00
S8 (%) ¥ <95.0~105.0%>
=3 [ =/ A= Rels Sy SV
" k7 7 F 131103K 100.03~100.42 101.48~101.97
<95.0~105.0% >
(2E1MH) WE (N) n=3 131103K 14.4 12.1

X FTRRISHT 5 EHE (%)




Ok T 4 AELASE EX INIG)  Ma%E 40C L - [UER 4
AREATE H = PRATHAR]
<FRHE > &5 BH AL 3xAH
PR n=3 . .
. T DT WVIREED T YT UVIRED
<THFTWVRED T 4L [131106K . .
<9ﬁ1 iﬂ:é\\ﬁ K T4 ba—T 4 T EE T AN —TF ¢ TEE
a—TF 4 T EE>
i 131106K 90.2~ 92.3 87.8~89.2
M (%) | <304y, 75%LL > : : : :
n=6 tknszonFrY R
131106K 94.8~101.5 99.7~102.3
<1547, 85%LL k>
IN)LY LA
e » 131106K 98.88~100.01 99.07~100.20
a8 (%) ¥ <95.0~105.0% >
=3 t ResoaF 7Y R
n ) 7 F 131106K 99.63~101.11 100.06~101.34
<95.0~105.0%>
(2E1MH) wE (N) n=3 131106K 15.6 16.5

X FREISHTOEAR (%)

O Ve T 4 ALAEE EX INIG),  #adE 25T - 75%RH [ - BE k]

FHEATH H =ESYREN PRI
< Bk > EiRc R B 3% H
PR n=3 . TR YT VIRED
Z VIR .
<ITLHOTWIRED T 404 [131106K - ,5:5_::@\/@7\@ T AN bTaA—T ¢ TR
QTS g o7 (AT BT

NP LA

131106K 90.2~ 92.3 83.8~ 95.0
WHME (%) | <3804y, 75%LL >

n=6 t RkesoaF7Y R

<154y 85(VLJJ:> 131106K 94.8~101.5 99.4~103.5
T ()

AV IV NS

e 131106K 98.88~100.01 99.62~100.40
a8 (%) ¥ <95.0~105.0% >

n=3 tE RkesoaF7rY R
<95.0~105.0% >

131106K 99.63~101.11 100.41~101.05

(2E1ME) WE (N) n=3 131106K 15.6 13.7

X FREISHTOEAR (%)

10




O T 4 AELEEE EX INIG) a3 25°C - 65%RH - BE)¢H 60 5 Lx-hr
[RY) 7oL fEHR]

HERIRH =V AN L B
<K > T B AL 60 J7 Lx-hr
PR n=3 . .
. T O FTUVIRED T YT WIRED
<TKH9TWVWiRED T 4L [1831106K . .
<9?‘T R K T4 aA—F 4 TEE T AN —T T
I—T 4 VT HE>
i 131106K 90.2~ 92.3 87.6~ 89.7
IHME (%) | <304y, 75%LL E> ) ' ’ :
n=6 [N =27 =RV
. 131106K 94.8~101.5 100.1~104.2
<1547, 85%LL E >
AV I %
. . 131106K 98.88~100.01 99.42~ 99.94
a8 (%) ¥ <95.0~105.0%>
n=3 tkonszoonFrY R
131106K 99.63~101.11 100.35~100.66
<95.0~105.0% >
(2E1H) WE (N) n=3 131106K 15.6 12.8

X FRBRISHT OEAE (%)

7. RRERVBREOREN
RN

8. thF L DESEL (MELFHEIL)
%Y LR

9. B

(1) BB
e T 4 AEAEE MD INIG) KUOVSLe T ¢ AFdAEE EX INIG) (%, HARRHEHRBEFRIC
EOLNT [N« B RrZunaF 7Y REE] ORHBKIZES L TWD Z ERfERINT
AV
(GBI IZ /K 900mL Z vy, S FAEIC L Y, 50rpm TRERZ1T 9 ,)

R
[D%2) L ) Vs HI =
YAV N 30 77 75%LL
== /A== S AN 15 47 85%LL I

(2) vAHRER2
(INILET 1 A EER EX TNIG))
BISEIE S DR SRR A RIA U EDO—ERIEIZOWT (B 24422 A 29 B $RA%H%
A% 0229 % 10 )

11



SILYILE Y)
ARG
EE - BRI/ wHEBRE X Rk
(A1 %L M OVGRBRIK  50rpm (pH1.2, pH3.0. pH6.8, /K). 100rpm (pH3.0)

CHIE]

« pH1.2 (50rpm) TiE, HEAERIFIZ 120 /0231 5 FHEIEH RO 1/2 O AR 2 83 HE 5 L O
120 5313 T, AR b O LA HH SR TAT ME R 0D S50 HH 3 1 2% D #PHIZ 8> o T2,

- pH3.0 (50rpm) Ci, FEHERIK| O FIJE RN 40% M O 85% (T 0D 2 B A2 BV T, A DY)
T HH SR IR R D S PR £ 15% O FIFHIC & o 72,

- pH6.8 (50rpm) TiE, FEAERIHFI R ORI E B2 15 23 BANIC Y 85%LL EVAH L=,

- K (50rpm) TiE, FEHERIFIOEEIRHRD 60% K% O 85% UL D 2 KEAIZHB VT, AHO IR
HH SR R R DS PR £ 15% O FFHIC & o 72,

- pH3.0 (100rpm) Tl, HEUERLH O IR 40% K% 8 85%(FIT D 2 B I23\UV T, AfhDF
A7 HH SR S HE R O SIS SR+ 15% DRI b o 72,

Plb »mve 7o AEGEHE EX TNIG) OARIKS SV L2 AT OW TR B 2R ERA) (=27
#4 ABAEEE EX) L HB LR, 2 ToRBRIKICIE W T R EERLOEYFHIR SRR T A K

FA v OHEIEEEE LT,

(VA HH Hi )
EHE (%) pH1.2 (50rpm) BHE (%) pH3.0 (50rpm)
100 - FLHIL R 100 L PRILYIL R
80 80 |
60 60 L
40 40 |
20 | —— LT« FBEEEEX NG o0 | —— LT AEREHEX TNIG)
— & = OF ¢ FESEEX - & = J7 7 FECEHEX
0 L' 1 1 1 | 0 L' 1 1 1
0 30 60 90 120 0 30 60 90
BEfE (53) Bl (53)
EHE (%) pHE.8 (50rpm) EHE (%) 7 (50rpm)
P IL R PILTFIL R
100 | - 0 100
80 80
60 60
40 r 40 r
20 —— /L BT o AELEEEX NIG) 20 | —— /L BT AELEEEX NIG)
- & = 07 1 FEGFEX - = OF ( AEEFEX
0 L' 1 Il 1 0 f-' 1 1 1
0 5 10 15 0 10 20 30
R () S
BHE (%) pH3.0 (100rpm)
100 | LTI
80 |
60 |
40 |
o0 |- —e— LB F o AEREFIEX TNIG)
- = OF ¢ FECSFHEX
O LI 1 1 |
0 30 60 90
B (53)
(n=12)

12




(erFOS20OF72FK)
ARG
EE - BRI/ wHEBRE X Rk
(A1 %L M OVRBRIK © 50rpm (pH1.2, pH3.0. pH6.8, /K). 100rpm (pH3.0)

CHIE]

- pH1.2 (50rpm) T, FEUERLFIR OARGITE HIT 15 50 LANIC ) 85%LL EIRH LT,
- pH3.0 (50rpm) Tid, FEAERFIK OARITE I 15 23 BANIZ Y] 85%LL EiEH L7,
- pH6.8 (50rpm) TiE, FEAERAIL OKTIT E BT 15 0 LIRS Y 85%LL LiaH, L7,
« K (50rpm) TIE, AEUERIF KL OAEIT & HIT 15 23 LANIZ Y 85% L0 BiEH L 7=,

- pH3.0 (100rpm) ~ClE, HEHERIAIL OARGMILE HIZ 15 LN T 85% L0 By L7z,

bk, e T 4 AlidASE EX INIG) OFRKDE Fe s aaF 7 Y RIZoW TR HZE) 2 15 HEfl
Bl (25 4 AEEEE EX) LB LR, £ TORRIKICBW T [1EIEERSO4EY AR SR
BAITA N7 A4 OHEEREITES LT,

ErFEZOAFFDE

B ()

(s H th )
SEHE (%) pH1.2 (50rpm) EHE (%) pH3.0 (50rpm)
ErOZOOF7o R ErO2OOFFIFE
100 | 100 |
80 80
60 | 60 |
40 40
20 | —— /L7 AEEHEX TNIG) o0 | —a— /)L T 4 AELGEEEX TNIG)
- & = 07 o FEEHEX - & = 07 . FEIEHEX
0 L | L 0 % L L L
0 5 10 15 0 5 10 15
Bfal (43) Bl (43)
BHE (%) pHE.8 (50rpm) BHE (%) 7k (50rpm)

FrOocOoOQFFUE

100 B n 100 |
80 80
60 60 |
40 | 40
20 | —— LT ¢ ABEEEEEX TNIG) 20 | —— )L T FECEHEX TNIG)
- & = 07  FEEHEX - & = 07  FAECGHEX
0 Yy L L 0 Y L L L
0 5 10 15 0 5 10 15

B (53)

FEHE (%)

pH3.0 (100rpm)
ErOo2OOF7LE

100 |

80

60

40

20 | —— il & T o FBEEEX NIG)

- & = OF ¢ FEREHEX

0 L' 1 1 1

0 5 10 15

BrE (5))

13

(n=12)




(3) EEMER D% 0 ERRA O A F I R SRR 9
(/NILET 4 FEESE MD INIGD
SLE T g AELGEE MD INIG) 1%, 883872 2% 0 [E R RAI O £ 2R R SRR T A K74
v (CPRL 2442 H 29 B SERFEARR 0229 % 10 7)) I2HE3&, e T ¢ FEAHE EX INIG) %
YRR L U & & IEHZEENE L, AWENICRS L 2k ST,

SILYILE Y)
RS
2EE  AAERT  BHEBE SRV
(A1 %L N OVRBRIK : 50rpm (pH1.2, pH3.0. pH6.8, /K). 100rpm (pH3.0)

CHIE]

- pH1.2 (50rpm) TiE, HEAERIFIZ 120 /0231 5 FHEEH RO 1/2 O AR % 83 B A L O
120 Z7IZ3B VT, ARG O SEEIEE IR ERA O SR N R48% DHEIFHIC b o 7o, F o, AL
IR R(120 S9N 31T D ARG Ofl % DFFHFRIT, A OFLEHFEL12%OFPHEZ#E 2 25 b DA 12 8
1 ELL T T £20% DHiPHZHEZ 2 b DD R o7,

- pH3.0 (50rpm) Tl&., FEUERLEID TR DR 40% K O 85%FIF D 2 K SIZ 38U\ T, ARG D)
B SRR VE R D SR HH R 410% D HIFHIC 8 > T2,

Fio. BMEHIRE A (90 47) 1231 ARG OE 2 OFEHEIL, AR5 OFEIEE HHEL15% O HiH % 8
250N 12 HF 1HLL T T, £25%DHFiPHZHEZ D b DN o7,

- pH6.8 (50 rpm) Tid, FEHERIA L OGN IE & HIT 15 3 LANIC ) 85%LL FIRH L=,

Fio. BRI R (15 47) 2B HARMOME 2 OFEHZIL, AR5 OFEE HHFL15% O #HH % 8
250N 12 HF 1HLL T T, £25%D#EiPHZHE 2 D b DR o7,

- K (50rpm) TIE, FEYERIFIO LRI 60% K N 85% & 72D 2 B SIZB W T, ARiD
T HH SR AR E R D SR HH R+ 10% O FEHIC & - Tz,

Flo. BB (15 47) (23T D ARG OE 2 OFF L, A5 O FHIE H E2+15% O #iH %
2 5bON 12 F 1ELLT T, £26%D#PHZEZ 5 b DR Tz,

- pH3.0 (100rpm) TiE, FEAERHF| O FIUEHEI 40% & O 85% (UL D 2 REIZB W T, AL
A7 SR AT RS 0D S 415 HH 24 10% D #PHIZ 8 - 72,

FTo. BOREHIIRE A (60 47) (23T DA OE 2 OFFHERIE, A5 O FBIE HER+15% O %
Z5HON 12 HF 1ELLF T, £25%D0#FHAZEZ 5 H ORI T2,

PLE, v e T o AELAEE MD INIG) OB RS SV L& AT T IS 2 AR vERLE] (]
e T 4 AEEEE EX INIG)) LB L7ZFR, £ ToORBRIRICBWT IEEN R 5% 0B
FOLEWFRIRIEHREBET A NI 42 OHEREICHES LI EnD, EMFRIICREE L A/ S
iz,

14



(s H )

BHE (%) pH1.2 (50rpm) BHE (%) pH3.0 (50rpm)
100 r PILTIL R 100 AL AR
80 80 |
60 80 |
40 40 |
20 | —— )L T s ABEEHEMD TNIG) 20 | —e— )L T« ABEFMD TNIG]
= = {)LETF o AELEHEX NIGY = =L EF « FEIEEEX TNIG)
0 f-'l 1 1 1 | O '-I | | 1 1
0 30 60 90 120 0 30 60 90 120
B (53) BEfE ()
BHE (%) pH6.8 (50rpm) BHE (%) 7K (50rpm)
100 ¢ POLHIL R 100 POLHIL R —
80 | so | 00 -7
60 | 60 |
40 40 |
20 | —— /)L &7 ABECEIEMD TNIGI 20 b —— L F o FEEEEMD TNIG)
- & = /YL EF o AEEEFEX TNIGI =& =L F 7 FECEEEX TNIG)
0 L' 1 1 1 | O ’-' 1 1 1
0 30 60 90 120 0 10 20 30
IR (2 S
BHE (%) pH3.0 (100rpm)
100 | IRYIVE > 1V
80
60
40
20 L —— i) =T o ABEEHEMD TNIG)
- & =)L EF « FELEHEX NIGY
0 L' 1 1 Il 1
0 30 60
B (53)
(n=12)
(EFRHY0OFF7LR)
BRI
WHE - AAERS  wHEERE SRk

[EREO % ONRER R - 50rpm (pH1.2, pH3.0. pH6.8, /K). 100rpm (pH3.0)

CHlE]

- pH1.2 (50rpm) Tl FEUERLFIK OARGITE HIC 15 43 ANIC Y 85%LL EIRH L=,

Flo, ORI (15 43) (2B 2 ARG DOfEl 2 OIS HIERIT, Abh O PR H3+15% O #ilH 2 8

ZHHON 12 % 1 ELLF T, £25%D&EHEB 25 b DR T-,
- pH3.0 (50rpm) T, FEUERLFIK OARGITE HIT 15 43 ANIC ) 85%LL IR L=,

Flo, IR (15 43) (ISR DA DOfEl 2 DI HIERIT, Adh O H=R£15% O #ilH 2 8

25 HOMN 12 F 1 ELLT T, £25%D&iHEHE X 5 H OB ho T,
- pH6.8 (50rpm) T, FEUERLFIK OARSITE HIT 15 43 ANIC ) 85%LL EIRH L=,

Flo, mRREREF R (15 43) ISR DA DOfE 2 OIEHIERIT, Adh O H=R+15% O #ilH 2 8

ZBHON 12T 1 ELLT T, £26%DFFAEZ B A5 ORI T2,
- K (50rpm) TiE, HEERIFIKROAKMIZE I 15 LA T 85%LL B L7,

Flo, BRI (15 43) (ISR DA DOff 2 DI HIERIT, Adh O H3R+15% O #i[H 2 8

A2 b0 12 H T 1ELUT T, £26% DA 2 5 b DB o T,




- pH3.0 (100rpm) Ti&, HEHERAIZL OARMIT E HIZ 15 53 AN ) 85%LL BRI L7z,
FTo, BORHEGRES (16 47) IZBIT ARG OE 2 OFEHFIT, A5OSR H#E+15% O #ilH 4 #
25 b0 12 EH 1ELL T T, £25%DFiPHEZ B2 D b DN -T2,

Uk, “ve7 4 AREHEMD INIG) OFMSE Frrz o7 Y RIiZonT, WHEE) &R
BEF (Nve T 4 ARG EEX INIG)) & LR, 2 TORBKICEWT IGENRR DN
[ BHN O AW P RIEMERER T A K74 ) OHELREIHEA L2 &b, AW P FEE & A
mEhi,

(& Hih#R)
BEHE (%) pH1.2 (50rpm) BHE (%) pH3.0 (50rpm)
ErO2O0F7 TR ErO2OOF7F
100 1w - ———=
80 | 80 +
60 60
40 40 r
20 L —e— i)l 7 o AECEEEMD TNIG) 20 | —— L F A B EEEMD TNIG)
- = /L EFT s AECEIEX TNIG] - = /YL EF 4 FEEEEEX [NIG]
0 t' 1 Il 1 0 L' 1 1 1
0 5 10 15 0 5 10 15
B (7 BFfE ()
BHE (%) pH6.8 (50rpm) EHE (%) 7K (50rpm)
ErOZ2OOFT7IE ErO2O0F7F
100 | 100 }
80 80 |
60 | 60
40 | 40
o L —e— /i L EF s ABLEFEMD TNIG) o0 L —— i EF o FEEEEMD TNIG)
— & — L EF o AELEEEX TNIGY - = /YL EF s FESHHEX NIG]
0 ¥ L L ! 0 ¥ . ! L
0 5 10 15 0 5 10 15
BERE (430 B (7
EHEE (%) pH3.0 (100rpm)
ErO2O00FF7 2 F
100
80
60
40
o | —e— i LEF « ABEEEEMD TNIG]
- =L EF s FEIEIFEX NIGY
0 L' 1 Il 1
0 5 10 15
BFfEl ()
(n=12)
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10. &% -
(1) EBNRELRSR - O, NEVRBRLERR - AEICET IER
YL
(2) a%
(ISILET 1 ABEEE MD INIG])
100 # [10 & (PTP) X10]
(INILET 1+ AEESE EX TNIGI)
100 &£ [10 §& (PTP) X10]
(3) PHEBE
YL
(4) BROME
PTP RV = LT 4L A, TILI =L
Ea—: 7AI=h - RVZFLLUTFTIR—RT (/LA

1. BIBRHSh S EME
LR L

12. Dtk
AR RR IR L

17



V. ARICEYSEE

1. BREX TR
S UINEE

2. DEXFHRICHETHIE

5.8 (I RICEEET 5EE

51 WERMEKTOBENENHV . AFZ SIMEEROE —BIEEE LianZ &,

5.2 & LT, 2L 80mg THRA T RGEICAKIOM A Zmitd 52 L, [8.1 ]

(fR)

5.1 AFNT 2 FHEOMKETIROBLAAITH Y, 7L EFEE & e U CENLZBEN R 2 AT
L7290, WEOMTEIR T Z2 KT ARG E TE RN b, REIOERE 2% 5 BFORE
A B E Liidk L7,

5.2 AFNT AP NZ RO Ry unF 7Y FUSOIA & OREEN R % i L TRV Tz R
L7,

3. AZERUAE

(1) RZERUVAEOHER
A1 B 1RSIV LZ /e Krsead 7 ¥ KE LT 80mg/6.25mg ik 80mg/12.5mg)
EROBET 5, AANTEMERREOH —BIRIEL L THN R,

(2) BERUHAERDRTERE - B
FMER L

4. AZERUVHAZRICEET 5EE
BRE I LTV

5. ERERALEE

(1) BRT—8/8y r—2
R L

(2) BREERR
DR L

(3) AERRGRRHRB
DR L

18




(4) BRI
1) BAHMERIEHER
17.1.1 BREIERER

BRIE > D HVEEE O A REM: ) L E 2 %S E N C e L 72 — 8B MR i sk (BEREER) (28T
AP NE e FazaoaF 7Y FEAED 1 H 1[E 8B D% ICRIT 2 HEMEN GRERK
TEEOPLEMIMES 90mmHg R IAK T XT_"—A T A Ll LT 10mmHg PLHIET) DE
Bl 2Ly s v Raezaad 7Y REASE 80/6.25mg T 70.3%, 80/12.5mg T 83.3% T
V. 2L E L 80mg B (54.4%) LR L, BN RRIESRSED b,

A EEFI OFIG K OB TR T A IR T, JERMIMEDN—2 F A b OB EITR

HDELBYTHS,
A O %ﬁ%ﬁ%@Tﬁ#c:% ja‘éﬂ%ﬁ,ﬂ;ﬁm)ﬂmﬁ
BIMEDR—RA T A b DL EY
VAHS80/12.5mg 83.3% (55/66) -21.95/-13.44mmHg
VAHS80/6.25mg 70.3% (45/64) -17.95/-13.50mmHg
V80mg 54.4% (37/68) -12.97/-9.12mmHg
H12.5mg 53.0% (35/66) -11.18/-9.15mmHg
H6.25mg 32.8% (20/61) -9.64/-7.02mmHg
7I R 34.8% (23/66) -5.04/-5.56mmHg

1) AT T T EES O TR P2 e/ T IR M
VAH : "%z b Rarzaad 7Y ROERAH.
V: vy H: b RaeszoadF7rd R
RIVERZEBUBE 1L, 80/12.5mg T 50.0% (33/66 f5) M TF 80/6.25mg T 46.9% (30/64 f5l) T -
72 ERBIEAIL. 80/12.5mg TIXERMRIIE 12.1% (8/66 1) MK OMLF JRELHEI 10.6% (7/66
%) . 80/6.25mg “ClLif FIREEHINN 15.6% (10/64 i) K ONEIRERINIE 9.4% (6/64 f5l) T -7z 4,
2) ReMEER
AR L
(56) BF - WEAHER
Y ERR L
(6) AmEfER
1) ERANERE (—REABERE. BEEARERE. FARBLERE) . RERFET—4A
—RRE. RERTREBRABROAR
AR L
2) RBEHLLTEBFEORENIIRBEL-AE - AROME
YL
(7) =ttt
YL

19



VI. EHEEBICEYHEE

1. EEPFMICEHEHSLAYMXIELEYE
BRI AT S BR T 1 T — /FRIES A
EE  BEEOH LG OREE « DIRFEL, KIOBMNLELZSZRT 5 L,

2. ¥BEER
(1) YERERLL - 1R
AENZ, P KOk Fezead 7Y ROEGHI TS, WL ALZ X, Toovd Ty
CNZRROV T HA T ThHD AT1ZFRIHEA L, FIERE LTHERT 7 247 v Tk
LTHITDZ LI o THREDRZH LT, E ko F 7Y RiZF 7Y RRFIRAIT, £&
L TR ME T D Na R OVK ORI A sl L, JREEA BN S 2 2 &2 L0 1B AT & o
ZIER I LBEDNREZEET S, E RuzaoaF 7P FoF MU v ARRERICLY L=y T
THT UV RBEM L E I, SR DR BIEREND LB X BTN D 9,
(2) EZEEMITHEERE
18.2 EE1ER
EIMERRIIET v MW T LvZ v be RazeaF 7V ARG LEEX 2hE
DB G2 Lol U CREERN R OB FED bz 9,
(8) YEARBIFR - Bk
MR L
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VI. EHEBRICEYSEE

1. Meh#EORS
(1) AR LA DRRE
AR L

(2) BRERRBRTHERSh-MPRE

16.1.1 Bi@EE5

fEFERABFIC VYL Z - b RuzoaF 7Y REAELZHEEIRAOKE L- L&, HonIk
WER, AP g o ke azaaF 7Y RiE, TENEG5%K 3 KON 1.5 Bl T

(CEE L, HREEEIIZ N 6 KT B TH -7 9,

HEMABEFIVYLZ L - v FaZaoaF 7Y REAEZBEERAOKEG LS00 x v
kO Koo F 7Y KOKYEIRE T A —X

VAHS80/6.25mg (n=50)

VAHS80/12.5mg (n=52)

KUBRAT 7 =7 Y 2w % ke ﬁ E‘m NV LA kR 7 H‘E
FTYR FT YR
Cmax (ng/mL) 3,483+1,660 47+8 3,582+1,181 93+23
Tmax (h) 3.0 (1.0~4.0) |1.5 (1.0~4.0) | 2.8 (1.0~6.0) |1.5 (1.0~4.0)
AUCoint (ng * h/mL) 21,745+10,617 325+56 21,498+6,793 638+106
tyz (h) 5.7+1.0 8.9+0.8 6.3+3.3 8.6+0.7

VAH : S ¥ vkt kazaadF 7Y ROEEH
Cmax, AUCoint, tuz : FHEEEERZE, Tmax @ PRAE G/~ K)

16.1.2 &EMFHNFEEHER

(NIVET « ABEEE MD TNIG))

2NV e T ARAEE MD INIG) 13,

(GBS B 7p A% O FE TR O W R SRR T A K5 A

voO(CERE 24 4R 2 A 29 H EARAI 02294 10 5) | ([ZHSX, e T ¢ AldAEE EX INIG)
ZAEAERIA L U7z & & IRHZBEEINE LS . AMERICRESE L B T 9,

(NIVET « ABEH EX TNIG))
BIRE L O LW FIRIZERBR T A RF A U EO—BIEIZOWT CERL 2442 A 29 B 3KA

FAFE 0229 5 10 =)

e T 4 A EEE EX INIG) & a7 ¢ AEAEE EX 2, 7 B A4 — "—EICL D ZNnEh 1§
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Hr7e44 DIOVAN HCT valsartan and hydrochlorothiazide tablet, film coated
HIE - Bk | 80mg/12.5mg, 160mg/12.5mg, 160mg/25mg, 320mg/12.5mg, 320mg/25mg

INDICATIONS AND USAGE

Diovan HCT (valsartan and hydrochlorothiazide, USP) is indicated for the treatment of hypertension, to lower
blood pressure. Lowering blood pressure reduces the risk of fatal and nonfatal cardiovascular events, primarily
strokes and myocardial infarctions. These benefits have been seen in controlled trials of antihypertensive
drugs from a wide variety of pharmacologic classes, including hydrochlorothiazide and the angiotensin II
receptor blocker (ARB) class to which valsartan principally belongs. There are no controlled trials

demonstrating risk reduction with Diovan HCT.

Control of high blood pressure should be part of comprehensive cardiovascular risk management, including, as
appropriate, lipid control, diabetes management, antithrombotic therapy, smoking cessation, exercise, and
limited sodium intake. Many patients will require more than 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

have also 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 is similar across populations with
varying absolute risk, so the absolute benefit is greater in patients who are at higher risk independent of their
hypertension (e.g., 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.

Add-On Therapy
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Diovan HCT may be used in patients whose blood pressure is not adequately controlled on monotherapy.
Replacement Therapy

Diovan HCT may be substituted for the titrated components.

Initial Therapy

Diovan HCT may be used as initial therapy in patients who are likely to need multiple drugs to achieve blood

pressure goals.

The choice of Diovan HCT as initial therapy for hypertension should be based on an assessment of potential
benefits and risks.

Patients with stage 2 hypertension are at a relatively high risk for cardiovascular events (such as strokes,
heart attacks, and heart failure), kidney failure, and vision problems, so prompt treatment is clinically
relevant. The decision to use a combination as initial therapy should be individualized and should be shaped by
considerations such as baseline blood pressure, the target goal, and the incremental likelihood of achieving
goal with a combination compared to monotherapy. Individual blood pressure goals may vary based upon the

patient’s risk.

Data from the high dose multifactorial trial [see Clinical Studies (14.1)] provides estimates of the probability of
reaching a target blood pressure with Diovan HCT compared to valsartan or hydrochlorothiazide monotherapy.
The figures below provide estimates of the likelihood of achieving systolic or diastolic blood pressure control
with Diovan HCT 320/25 mg, based upon baseline systolic or diastolic blood pressure. The curve of each
treatment group was estimated by logistic regression modeling. The estimated likelihood at the right tail of

each curve is less reliable due to small numbers of subjects with high baseline blood pressures.
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Blood Pressure < 80 mmHg at Week 8

For example, a patient with a baseline blood pressure of 160/100 mmHg has about a 41% likelihood of
achieving a goal of < 140 mmHg (systolic) and 60% likelihood of achieving < 90 mmHg (diastolic) on valsartan
alone and the likelihood of achieving these goals on HCTZ alone is about 50% (systolic) or 57% (diastolic). The
likelihood of achieving these goals on Diovan HCT rises to about 84% (systolic) or 80% (diastolic). The
likelihood of achieving these goals on placebo is about 23% (systolic) or 36% (diastolic).
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DOSAGE AND ADMINISTRATION

2.1 General Considerations

The usual starting dose is Diovan HCT 160/12.5 mg once daily. The dosage can be increased after 1 to 2 weeks
of therapy to a maximum of one 320/25 tablet once daily as needed to control blood pressure. Maximum

antihypertensive effects are attained within 2 to 4 weeks after a change in dose.

2.2 Add-On Therapy
A patient whose blood pressure is not adequately controlled with valsartan (or another ARB) alone or

hydrochlorothiazide alone may be switched to combination therapy with Diovan HCT.

A patient who experiences dose-limiting adverse reactions on either component alone may be switched to
Diovan HCT containing a lower dose of that component in combination with the other to achieve similar blood
pressure reductions. The clinical response to Diovan HCT should be subsequently evaluated and if blood
pressure remains uncontrolled after 3 to 4 weeks of therapy, the dose may be titrated up to a maximum of
320/25 mg.

2.3 Replacement Therapy
Diovan HCT may be substituted for the titrated components.

2.4 Initial Therapy

Diovan HCT is not recommended as initial therapy in patients with intravascular volume depletion.

2.5 Use with Other Antihypertensive Drugs

Diovan HCT may be administered with other antihypertensive agents.

2. WOV HE T SERERIRER
EWRICEET SEBIMER (F—RX SV THE)
AFNZBIT DN EOEEBEOHDOFLEMRE A—A NT VT L ITR7 R D,
( IVIl. 6. FrEDOH A AT L2EEIIHTLHER] OBESH)

Drug Name Category
_ . valsartan /
A=A R7 VT DsHE . D
hydrochlorothiazide
(2021 4% 4 ARR)

ZE L PO
A —A N7 U7 D434 (An Australian categorization of risk of drug use in pregnancy)
Category D :
Drugs which have caused, are suspected to have caused or may be expected to cause, an
increased incidence of human fetal malformations or irreversible damage. These drugs may
also have adverse pharmacological effects. Accompanying texts should be consulted for
further details.
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