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- pH6.8 (50rpm) TiE, FEHERIKI K ORGIZE BT 15 23 ANIC ) 85%LL EiEH L7z,

< K (50rpm) TiE, HEHERIFOFEIR R 60% M O 85% T D 2 FEIZBW T, AL O FHIR
HH SR A HE R 0 SR HH 3R £15% O FFHIZ 8 - 72,

- pH3.0 (100rpm) TiL, FEHERIAIOFEAH D 40% K% O 85% T D 2 B SIZHB W T, RO
P s A HE R D SRR SR £ 15% O #PRA I 5 o 72,

Lk, e 7 o4 AlGEE EX INIG) OFZ VL2 A2 O TR 28 2 R ERA] (=57

¢ AEASE BX) &L LR, 2T ORBRICI T [ R EIE T O A RS R 7T A |
SA ) DHERLECES L,
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(¥A el )

FEHEE (%) pH1.2 (50rpm) BHE (%) pH3.0 (50rpm)
100 © LY IR 100 L LY LR
80 a0 - —f)
60 60 F
40 | 40 |
20 L —— /il b F o AACEEEX TNIG) 20 L —— L F o AEEETEX TNIG)
— & — OF 4 FEEEEEX — & — OF  AECEHEX
0 L' 1 1 1 1 0 L' 1 1 1
0 30 60 90 120 0 30 60 90
BEE (49) BEE (49)
LR (%) pHG.8 (50rpm) BHE ) A (50rpm)
P IL A JRILHIL &
100 | 100 |
80 | 80 |
60 60 F
40 t 40 |
20 | —e— /LT FELEHEX TNIG] o0 L —e— /L E 7 FELEHEX TNIG]
- & = OF7 4 FTESEEX - & = OF7 + FTECEEEX
O L‘ 1 Il Il 0 L' 1 1 Il
0 5 10 15 0 10 20 30
B () BE ()
BHE (%) pH3.0 (100rpm)
100 + AL HIL R
80 =1
60 |
40 +
20 | —— /L ET « ABLEHEX [NIG)
— & = OF 4 ABEHIEX
0 L' 1 1 1
0 30 60 90
BEE ()
(n=12)

(eFB 2OBOFFIR)
ARG

L8 - BARIER G wHEBRE S Rk

[RliR A & OGRER WK : 50rpm (pH1.2, pH3.0, pH6.8, 7K). 100rpm (pH3.0)

CHIE]

«pH1.2 (50rpm) Tli., FEEHERLFIR OUARSHIEE HIZ 15 3 LAY 85%LL EiAH L=,
« pH3.0 (50rpm) Tl FEEHERLAEIR OURSIEE HIZ 15 LAY 85% 0L EiAH L=,
- pH6.8 (50rpm) Tid, HEHERFI K OARMIZE HIT 15 43 BANIC T 85% LA Ly LT,
< K (50rpm) TiE. FEERIFIK AL E BIZ 15 4 PANIZFEY) 85%LL FIRH LT,

- pH3.0 (100rpm) TliE, HEHERAIL OARGIT E HIZ 15 2 LANIZ T 85% L0 B L7z,

b, e T 4 AliEEE EX INIG) OFZESE KurauF 7 ¥ RIZOW ORI ZEE) 2 rmiEdR
# (27 4 FEAEE EX) LR LR, £ ToORBRIRICIW T LI E IR O AW R0 [R5
B llA KT A4 ) OHEEEIES LT,
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(VA H Al )

BHE (%) pH1.2 (50rpm) EHE (%) pH3.0 (50rpm)
EFOOQFFTF ErEOsO0F 73 F
100 100+
80 | 80 |
60 | 60 |
40 | 40 |
o0 | —_— L T A EISEEEX TNIGY 20 | —— I BT o ABLEETEX TNIG
- & = 3F « FEEHEX -8~ AT A ABEHEX
0t | | . 0 ¥ | . )
0 5 10 15 0 5 10 13
BEfa] (43) BFfE] (43
BEHE (%) pHB.8 (50rpm) BFHE (%) 7 (50rpm)
ErOo2pnFr ok ErFO2O0QF 7 F
100 } ~» ~n 100 }
e kA Ty
80 | 80
60 | 60 |-
40 | 40 |
20 —— 4L T o AECEEEEX TNIG] 20 L —— L F o AELSHFEX NIG)
- & = OF ¢ AEEIFEX - & = OF o ABLEHEEX
0 L‘l 1 I Il O LI 1 1 Il
0 5 10 15 0 5 10 15
BrfE (43 B (43
BHE (%) pH3.0 (100rpm)
EEOSOQFF7F
100 |
80 |
60 |
40 |
20 L —— /L EF  AEEIEX [NIG
— & = 05 ¢ AECEEEX
O L' 1 1 1
0 5 10 15
BEfE] (43)
(n=12)

12




(3) BN ETp 2% 1 [E TR 0 A4~ B[R] SR )
(NILET 4 ABEES% MD INIGI)
VR T ¢ AELASE MD INIG) 1%, 5 &2 87 288 0 B RA| O LY Fi R SRR T A K Z A
vO(CPRk 2442 H 29 B BEARAR 0229 5 10 5) | IZESF, AT 4 ARG HE EX INIG) %
PEAERLA L LT & & WIS L, AWFENICRS LAk Sz,

(RILHILE )
N e
EE - AR WHRERE S RWE
[FREO% ONRER IR - 50rpm (pH1.2, pH3.0, pH6.8, /K). 100rpm (pH3.0)

CHIE]

- pH1.2 (50rpm) TiE, HEAERHFIN 120 7512 H 1T 5 FLERERD 1/2 OFHEHRZ R TR L O
120 4323 T L AR ORI H SR IR HE R O SRR R E8% DFIPHIC B o 7o, F iz, HeA&Lbig
IR (120 S9NCH 1T D AR5 Ol 2 O, RLOFHEHFEL12%OFMHEZ B 2 2 6 OA 12 i
H1ELLIT T, £20%DHiHEZEZ 2 Do T,

- pH3.0 (50rpm) T, FEUERIAID IR D 40% K% Y 85% I D 2 B SIZ T, AR
Vs HH 3R AR MR R O SR s H R+ 10% D #iFH I 8 - 72,

Fio. B R (90 47) (23T HARGOME 2 OFEHEIE, AR5 OFEIE H #E£15% O #PH %8
22 bONR 12 1ELU T T, +26%D#IFHZEZ 5 b Dol

- pH6.8 (50 rpm) Tl AEMERIFIKE ORI E HIT 15 7 BANIC Y 85% LA Eist L7,

Fio, B R (16 47) (2B DR OME 2 OFEHEIE, AR5 OFLIE H #115% O #iHH % 8
25 LD 12HF 1L T T, £25%0#FAZ B2 5 H DR T2,

< K (50rpm) TIE, FEHERIFIOSEIEHER DK 60% M Y 85% & 722 2 B RUIZB W T, AR
T HH SR A MR A 0D S P95 H 3R 10% D EFHIZ & o 72,

Fio, BRI R (15 47) 2B ARG OME 2 OFEHZIL, ARih O H=L15% O HiH %
ZHHLON 12 F 1 LI T T, +26%DHEHEBZ Db DN oT,

- pH3.0 (100rpm) TliE, FEHERK|OFHIRH D 40% K% O 85% LD 2 B2V T, AL D
PEJs SR AT VE R D S A5 HH S 10% D #EFHIZ 8 o 72,

Flo. FORHERE A (60 47) (2381 ARG O 2 OFF T, A5 DRI H #415% O #iH %
25O 12 % 1ELL T T, £26%DFPAEZ B Z D b ORI -o 1=,

PLE, Sve 7 g AELAEE MD INIG) Of ARG 7SV PV F AZDN T I E) 2 R ME RS (N
b T g FELAEE EX INIG)) &S L7-fER., £ ToRBRKRICB W T G808 B 5% 0 HEER
BNOAEDFRIRIEMERR T A RT A4 2] OHEREIES L b, AWFERICHEE & Ap S
Nz,
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(VA HH At )

FEHEE (%) pH1.2 (50rpm) FEHE (%) pH3.0 (50rpm)
100 | SR LA 100 r SR IL A
80 80
60 60
40 40 |
20 | —— L EF s ABELEHMD TNIG) 20 L —— L F o AELCEEEMD TNIG
— = =L BT« FEEEEX TNIGY — & =ML EF c AEIEEEX TNIG)
O L‘ L 1 1 1 0 L‘ 1 1 1
0 30 60 90 120 0 30 60 90 120
BFfa] (430 BEfa] (430
BEHE (%) pH6.8 (50rpm) BHE (%) 7k (50rpm)
100 SR E 100 | SR E
80 T R ,
60 60
40 40
20 | —_—— LT FEEEMD TNIG) 20 L —_—— LT FEEEMD TNIG)
— ¢ =L EF s AEEHEX TNIGY - =L EF o AEEHEX TNIGY
0 L! Il 1 1 0 L! 1 1
0 30 60 90 120 0 10 20 30
B (43) BERE (59)
BEHE (%) pH3.0 (100rpm)
100 } AL LR
80
60 |
40 +
20 | —_—— LT FEEHEMD TNIG)
— = =L BT« FEEEEX TNIGY
O L‘ 1 1 1
0 15 30 45 60
BEfE (430
(n=12)

(eFBZ2OBOFFIR)
R S
g BARIER S BWHRERE S RE
[FlEHOR OB - 50rpm (pH1.2, pH3.0, pH6.8, 7K). 100rpm (pH3.0)

CHE]

* pH1.2 (50rpm) Tl FEUERIAEI N OURSIEE HIZ 15 3 LAY 85%LL A L=,
Fro, FORHERE L (16 47) (23T D ARG O 2 OFF L, A5 D25 H #415% O #iH %
Z5HOMN 12 1ELLF T, £25%DFPHEZ B2 D DR -T2,

- pH3.0 (50rpm) TiE, FEHEREL AT E HIZ 15 2 LANIC T 85%LL By L7z,
Fro, BORHERE R (156 47) (231 D ARG OfE 2« O HERIE, A5 O FEHIE H 2+15% O #ilH %
Z5HON 12 F 1 ELLTF T, £26%DFHEBI Db DN T,

- pH6.8 (50rpm) Tl FEAERLAI N OURGIE E HIZ 15 0 LANIZ ) 85% 0L EfAH L7-,
Fo, BRI R (16 47) (231 D ARG O 2 O HERIE, A5 O FHIE H#+15% O #ilH 4
Z25HON12MF 1 ELL T T, £25%D#HEBZ 5 b DR T,

- K (50rpm) TIE. BEERIFIR ORI E HIT 15 5 INIC ) 85%LL BIRH LT-,
Flo, BoEHRRE R (16 47) (2381 D ARG O 2« OFFHERIE, A5 O F-BIEs H #+15% O #iH %
Z25HOR 12T 1ELL T T, +25%DHiHEE R 5 b DR LT,
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- pH3.0 (100rpm) TiL, FEAERIFIL ORI E HIT 15 0 LINIC ) 85% L Lt Lz,
Flo, RAHIEE S (156 47) 2B D ARGOE 2 OFEHFIT, AR5 O H #EL15% O #iH %
Z5HDN 12 fH 1L F T, +26%DHHAEBZ 2 H DR T2,

Dbk, SveF 4 AFAEEMD INIG) OFSE ReZaeaF7 Y RICHOWT, IR Z8H) 2 4= v
H] (Ve T 4 AEASEEX INIG)) &l LR, £ ToRBRIRICBWT [GENRRL/RN
E A DAY FHRIEEMEHBR T A R4 2] OHERBITEES L2 &b, AWFIICFEE & &

mENT,
(P Hy )

BHE (%) pH1.2 (50rpm) EHE (%) pH3.0 (50rpm)
ErOo2OOFTUER ErRZO0FFIFR

100 | el - 100 }

80 r a0 |

60 r 60 |

40 r 40

20 —— LT ABLEFEMD NIG 20 | —— L7 FEEEEMD TNIG)
= =L T AEEEHEEX [NIGY - =YL T s FEEHEX NIG)

0 L‘ 1 1 0 L! 1 1
0 5 10 15 0 5 10 15
BEfE (43) B (43)

BEHE (%) pH6.8 (50rpm) SEHE (%) 7K (50rpm)
ErO2OOF7LF ErOoOOF7DER

100 | PR—— S n 100

80 80 |

60 60 L

40 40

20 —— LT FECEEEMD NIG] 20 | —— LT o FEEEEMD TNIG)
= =L T FEEHEEX TNIG] = =L T FEEHEX TNIG)

0 L‘ 1 1 0 L! 1 1
0 5 10 15 0 5 10 15
BEE (530 BERE (&)

BHE (%)

pH3.0 (100rpm)
FrOooOOF7oF

100 }
80
60
40 +
o0 | —_— LT AECEHMD TNIG)
- » =YL F o AECEEEEX TNIGY
0 L‘ 1 1
0 5 10 15

BfE (43)

15

(n=12)




10. B -aF
(1) FRIRELGER - BF. NEI’RKRLER - AEICEHATLHER
% LR
(2) A%
(NILET 4 AE S MD INIG])
100 # [10 &2 (PTP) x10]
(NILET 1+ FEEE EX TNIG))
100 &£ [10 82 (PTP) X 10]
(3) FPEEE
Y LR
(4) BROME
PTP : RV E= LT 4L, TII=LE
Po—: 732 h - RYTFL LT IF—FT 4 LA

1. BRRHEEhZEME
AR L

12. ZDh
MG T L

16



V. ARICEYSEE

1. BREXIEHER
i LS

2. DEXIHRICEHET HIE

5.2hRER IR ICBIET R

51 WERMEK FOBENERH V. AF %2 & MEBROF BRI E LianZ &,

5.2 JFHIE LT, 7Y% 80mg CHIRA+ DG E AR O E ity 22 &, [8.1 2]

(fig0)

5.1 AANL 2 FEOBETEIDOELAAITHY . NV BRI &g U CTELTBIERE AT
DI, BEDMEAR T2 KT AlEESRETE RN b, AFOEL 2% 5 BEDR4E
P& EE L LT,

5.2 RENI VYL Ve RrZaaF T Y RUSOIEA L ORBTENEE ik LTz oR
#H LT,

3. HERUHAE

(1) HZRUHAEORES
FRACIZ T H 1A 188V A Z /e FrzaaF 7Y K E LT 80mg/6.25mg X% 80mg/12.5mg)
ERRNEET 5, RANLEMERROFH —BRIE L L THW R,

(2) AZRUAEDRERE - B
MR L

4. AERUVAERICEET IR
BRE STV

5. ERERALHE

(1) BET—3aNvr—o
R L

(2) BEFEHR
MR L

(3) HERBERHER
MR L

17




(4) HREERSER

1) ENEREERR
17.1.1 EREIERER
HRE 7> O HHASIE O AHENVE & LR AE 2 56k S [E N C 320 L 72 B M bl (R [c B8\ ) T
LR s e RrzanF T Y REEGEED 1 H 1 18] 8 MR 0 BEICBT 2 HER] GRERFK
T OYLESIMTES 90mmHg AR IR T I — 2 F 1 > & ik LT 10mmHg P EET) 0%
AlE, S gy v FerzaaF 7Y FEEEE 80/6.25mg T 70.3%, 80/12.5mg T 83.3% CTH
V. 2L PR 80mg I (54.4%) L HER L., EAZREEZRNEBD b7z,
A WEGIOFNE S OFRBRE TR 31T D NG ILE . JRIRMIME D N— 2 T 1 b DB LRI

FDOLEBYTHD,

T D H A ARERE T IRFL 38 1T 2 ICHE 391 of =Bk
HMEDN—2F A b DL ED

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

77 BR 34.8% (23/66) -5.04/-5.56mmHg

) HBOHTET MITE SN TR D 7= i 3 4l
VAH : "vy b FazaoaF 7y RORAH
V: 2\ xy H:be ReZaoaFroR
BIVER S BAEES 1X, 80/12.5mg T 50.0% (33/66 i) K& T\ 80/6.25mg T 46.9% (30/64 f3]) TH -
72 TERBEIWEAIZ, 80/12.5mg TIXERIRIMIE 12.1% (8/66 f5]) K OMLF REEEEIN 10.6% (7/66
#1) . 80/6.25mg CILIf FFIREEEENIN 15.6% (10/64 f51]) K ONEIRERIMIE 9.4% (6/64 ) ToH -7z 9,
2) REMHR
MR L
(5) #BFE - WBHFAR
MU ERR L
(6) ARMER
1) EARERE (—REARKRE. HECARKRE. CARKLRAE), REFRFRT—4A
—RRE. RERFTREBRAROAR
MR L
2) RBRFH L LTEREPEOABRNITEIE L-AE - HROBME
Y L7
(7) =0ttt
Y LR

ot
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VI. EMEBICEYTSEE

1. REPHICEAESSLEMX T aMEF
BIREY AT 2R 7 vy T — /F RIS A
EE  BED D LB ORIEE « ZIRFIL, RFOBRMNLELZSZRT DL &,

2. EE#&A
(1) {ERERL - VEFBFF
AFENT, NP LE KR RezaaF 7Y ROBEAFITH D, AL if, 709470y
VINEREOY T XA T ThHDL ATV ZHFERICHE S L, FERE LHERT 57 v o7 v Tkt
LCHPIT A Z LIk o THIEIREZH DT, B keraaF 7Y RixF7 ¥ RRARAIT, E&
L CIEALRAME T D Na k OKO PRI A fil U, JREEZ NS 2 2 &1 K 1 ER g & s
EHIEEZ LBEMDRELRET S, e FezaoaF 7Y FoF M) U AFRIEHICEY L= T
VAT UV URMNEMALES L, NPV CDORREZSNRPEEIRIND EEZ BTN D 9,
(2) ENERMT SRR
18.2 RE/ER
EIMEBRIIET v MZBW TSV LZ vt knzonF 7Y REFAREG LEEE, ThE
AL B P 52 bl U CREEZN R OHTRGRD BTz 8,
(3) {ERZRTRFME - FFiuki
MUERR L
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VI. EMBEICET HRE

1.
(1) ARLEDGOPRE

I R E DHERS

RUERR L

(2) BREABRTHERBShOPRE

16.1.1 BEEHE

fEFRRA B VL gy s v KeZuaF 7Y REEASEZHERROEE Lz & &, HmONTk
NS, S LZ o kR RuerzaaF7 Y RiE, ENENEG5%K 3 LT 1.5 REfl ChmiRE
WEGEL, SRR ZNZ 6 K9 R CTh o729,

EERABFIC SV Ly s e RaszoaF 7Y FEGEXHEROKRE LD a v

KOt KuazaaF 7Y KOEYERE T XA —H

VAHS80/6.25mg (n=50) VAHS80/12.5mg (n=52)
HYEHE X T A — X S E tFmémm S B tFmémm
FTIR FTIR
Cmax (ng/mL) 3,483+1,660 47+8 3,582+1,181 93+23
Tmax (h) 3.0 (1.0~4.0) |15 (1.0~4.0) | 2.8 (1.0~6.0) |1.5 (1.0~4.0)
AUCo-int (ng * h/mL) 21,745+10,617 325+ 56 21,498+6,793 6381106
tiz (h) 5.7+1.0 8.9+0.8 6.3+3.3 8.6+0.7

VAH : "Bz b RarzaaF 7y ROBEESH.
Cmax, AUCoint, tie : FMEFEHERZE, Tmax : PRME R/ ~BK)

16.1.2 £YFHREF1EHER
(NILET 4 AE S MD INIG])

2L T g AELAEE MD INIG) 1%, [E &0 872 288 0 ER A O LW F R SRR A KT 4
v CEA 2442 H 29 H SERSEAR 0229 55 10 75) | 12D X, e T 4 AELAHE EX INIG)
AAEYERIAI L Lz b&, IRHEEENE L, AWFNICFE L e Sz 9,

(INIVET 1 ABEEE EX TNIG])
BISEI T O FHIR SRR AT A RT A VO R EICSONT CER% 24 42 A 29 H KA
AR 0229 % 10 =)

SVe T 4 ABLESE EX INIG) & 27 ¢ ABLGHE EX &, 7 B A4 — "—EIC LV ZhEi 1 5
(VL Z 2 80mg, B FrZnuF 7P R 12.5mg) R A S 12 HERE O &5 L T
PRE(LARIRE ZJE L, SO mEiE T 2 —% (AUC, Cmax) (22T 90%(5 X ik
\CHEEHRIT 21T > T2 /5 R, log (0.80) ~log (1.25) DOHEFHANTH V| Wil D AW F R ZEMEH
R sz 9,
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(LB s )

4000 ¢
R i —e— ik 7 4 HAAH EX [NIG)
. e 37 4 AR EX
3 30 T+ A, n-24
T 2500 t
=
£ 2000 |
atl
£ 1500 |
E I
= 000 i
500
_‘_‘_‘_'_‘_‘——-—._
0 1 h-‘_"_"—v—-—-—.. L »
18 24 30 36 42 48
W5 BOFE (hr)
HRYENHE N T A — X
55 AUCo4s Cmax Tmax T
(mg) (ng * hr/mL) (ng/mL) (hr) (hr)
SNV e T 4 ABAEE 30 19501.02 3115.44 3.04 6.89
EX INIG| +7185.40 +1374.42 +1.06 +3.59
. 20114.93 3202.16 3.08 6.89
— N >
27 4 Aleedi EX 80 +6225.03 +978.05 +1.09 | +1.94
(P EAEHEFZE, n=24)
(erFAYAAFF7TR)
140
120 F —— ST ARG EX [NIG)
i -0-- IF 4 FEAHE EX
3 100} T - AR, n-24
ER
60 ¢
? 0
20 [
e e
0 1 1 1 1 I — S L >
0 6 12 18 24 30 36 42 48
FeG ol (hr)
IRMENHE N T A — X
55 AUCo-48 Cmax Tmax T
(mg) (ng * hr/mL) (ng/mL) (hr) (hr)
Ve T 4 ABAEE 19.5 593.74 104.23 1.71 9.32
EX INIG| ’ +153.85 +29.91 +0.64 +1.55
. 607.14 104.34 1.88 9.58
_ -
=7 4 Ahea b EX 12.5 +165.87 +97.07 +0.73 +1.45

21

(V2] = EEEfR 72, n=24)
MAERE N ONT AUC, Cmax %D /3T A —& 1%, #ERE OBIR . (RIE OECERIEL - R o7 Bk
FC X > TR D ARENERD D,




16.7 EMHEEER
R A B I3 L% 80mg KO8 Rr/ruF7 Y K 12.5mg Z0FHERIEEG L&D
NP NE RO KR aaF 7 Y ROEYENREITAEAIE 5% L2370, v x oLt
FaZzwveaF7 Y NOMIZEEYEREFIIME BEERITER O S ho 1z 10,
(3) shEiE
MR L
(4) BE - ftREOTE
16.2.1 BEOEE
RN B FIC LY LZ s b FazaonF 7Y NEAHE 80/12.5mg ZHER AKLG Lz L X
ZEERER G R TR B HZR G- TP L 0 Cmax & OV AUC 122 FH 32% M O 37T%IE R L.
tEReZeadF 7Y RO Cmax KN AUC IZZNZEH 36% KL TN 22%{K T L7z 10,
(TVIl. 7. FHEAEH) OHEZHR)

2. EMEERN/NTA—4
(1) A&
BAEN-TE0/a8
(2) BUGEREER
AR L
(3) HAEEEH
AR L
(4) VYFPSVR
BAEN-TE0/a8
(5) PHEK
AR L
(6) Tt
AR L

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

4. R
MR L

5. 9

(1) Ii&-kxESFE@EE

Pl v/
(2) miE-RAEEEIFEBYE

(IVIl. 6. (5) ki) DOIEZSM)
(3) Ait~oBiTiE

(TVIl. 6. (6) #=Fhw) DOESH)
(4) HE~NOBITHE

MG RR L

22



(6) ZDfhDiB~DBITHE
RUER R L
(6) MFERHSE

POHILE RO RrZ naF T Y ROMEEAKARIZIZENEN 93~96%12 K (N 58%19ThHh -
7= GrEADT—%),

(TViIl. 10. WEFG ] OEZR)

6. fti

(1) REBLEIRUCKBER
fERERR A 712 14C VYL 2 2 80mg & ZEERFHEIRR 1 e G- 8 REf#Z o s izid, £& L TRE
BIENFLE L, ZOMICREmE L T4 e Emni@d b W, invitro DIRBRIZBWTEL L
T CYP2C9 OB RIES TN D 19 SHEADT —4),

brarmaF7y FREe A ERBEZ TP, KN REEOE EH SN 19 GHEADT
_&)o

(2) REI<EETIEER (CYPH) OHFE, FE5F
(TVIL 6. (1) fREHHBALI ORHHRRE ) DHEBH)

(3) PEEBMNROFRRVZTOEE
EHE R L

(4) REVMOFEOFRRVESEL, FELE
BRI L

7. B

fEFER A B 2L L2 2 80mg KU RueZuuF7 Y K 12.5mg 2R E L- L &, ¥

54 24 B £ CICENFNEELGED 12.0% M N T4.4% 0K B0E & L TRPICH S u7- 10, [9.8.1
2]

8. FSVARR—A—IZBHT S1EH
MR L

9. BRZEICKEIBRER
(Tvil. 10. wERE] OESMR)

10. BENDEEZETH8F
MR L

1. Z0Oith
MG RR L
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VI. £t (EAELOZXESF) CEYHEE

1. EERREZTOERE
BE STV

2. ERHABLTDER

2EE (ROBHIZEIBRELEWNI L)

2.1 RFN ORI Uil BUE OBEERE D & 5 BE

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 RO BF LENTERE [(RAOBHEPHIFTE 20 ] [9.2.1 B ]

25 SHEBAREDEBE [9.2.2 ]

26 (KT OFT RN UL - DY T LARHLNIED LWL EH UK Y v AfdfE, K2 Y 0 A0
JESDOBIFE LR B SEL BTN D, ] [11.1.6 ]

27 TV AX LU T VBEERG R OFERFEE (72720, hOBREIREEZIT> ChRBiMED =
Y= AR L ARROBEERL) [10.1 B]R]

2.8 T AET L UEHBEAKTY (BIEICB T 2K ZIRIC K D RBSER) 25 hofE [10.1 £
ey

(i)
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W44 DIOVAN HCT valsartan and hydrochlorothiazide tablet, film coated

A - Biks | 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. 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
valsartan /
A=A T U T OLH . D
hydrochlorothiazide

(2021 4F 4 H#5R)
2% BROME
F—A ~Z U7 D458 (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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