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6. HADEFEEHTICEITIREEY

(1) hnsakER
OS2 o fE 20mg THETL)  IERER 40°C - T5%RH [H&m2EE (PTP @%) ]
NEHEH =R PRI
< HIKE > &5 BH AL 1% H 34 H 6% A
PR FR0203
<HRHADOERRAD D FR0303 ik ik WA ke
T4 a—T T EE> FR0403
L FR0203
RERRIER FR0303 kA e
N N pUEI M) — — PN
1/}\;!3 5] |] Ay /E\ \l =
(SRS PTARI SIE B I E 15) FRO403
A (%) FR0203 4.0 5.4
(& BE¥— MR FR0303 4.0 — — 4.3
<15.0%LL T > FR0403 3.6 3.4
e FR0203 | 97.0~102.5 | 93.3~100.8 | 96.5~101.6 | 97.5~102.2
AR (%)
. FR0303 | 97.9~102.5 | 96.3~100.0 | 97.1~101.6 | 96.1~100.2
<30 %y, 75%LL >
FR0403 | 98.7~101.7 | 99.2~104.3 | 98.1~103.9 | 97.9~102.7
o » FR0203 102.0 101.3 100.6 101.7
e (%) *
FR0303 101.0 100.6 100.2 101.3
<95.0~105.0% >
FR0403 102.6 101.7 101.5 102.6

X FRBISHTOEAER (%)

— : BRI

OV L Z U BE 40mg [HIE T

MEER  40C - 75%RH [Hi&olitre (PTP i) ]

HIEEE =I5 PRAFHAR]
< HIKE > FHe BH AL 1% H 3% H 6 % A
PR VAL40T-9
<HEDOEFRAY D VAL40T-11 ik ke WA ik
T4 bha—T T8> |VAL40T-13
L VAL40T-9
R VAL4OT-11| e o e o
1!;% [] N2 E\‘EI =y
(RN AT AR S EE R E 1) VAL4O0T-13
A —ME (%) VAL40T-9 3.8~17.1 3.4~5.5
(G ¥y —MEBR) VAL40T-11 2.6~3.8 — — 2.4~29
<15.0%LL F > VAL40T-13| 2.6~3.1 1.4~3.8
VEHHE (%) VAL40T-9 | 93.0~99.6 92.9~99.7 94.7~100.9 | 94.0~100.0
o * VAL40T-11| 93.4~97.8 93.6~98.8 93.6~99.7 94.4~98.7
<304y, 75%LL E >
VAL40T-13| 94.1~97.7 93.7~98.4 93.1~98.9 94.9~98.7
o » VAL40T-9 | 98.0~98.1 98.5~99.6 98.4~99.1 98.0~98.7
S8 (%) *
VAL40T-11| 97.5~98.1 97.6~99.4 97.6~98.6 97.6~98.7
<95.0~105.0% >
VAL40T-13| 97.6~97.8 97.5~99.0 98.3~99.5 97.8~98.8
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HEEH =R PRI
< HIKE > FHe BH AL 1% H 34 H 6% A
PR VALS0T-9
<HBOEFREAY D VALSO0T-10 SRy SRy PRy A
T4V bha—T 4 78> |VALSOT 11
L VALSO0T-9
PERE R VALSOT-10| 4 e e o
N N - pUEI M) pUEI M) (=) pUEI )
1!;% [] N2 E‘E\I =
(RN AT AR S R E 1) VALSOT-11
A (%) VALS0T-9 2.6~34 1.9~2.4
(& E¥—MERBR) VALSOT-10 2.2~3.1 — — 2.4~2.4
<15.0%LL F > VALSOT-11 2.4~3.1 1.2~3.1
. VALSOT-9 | 90.6~94.8 90.4~95.8 91.7~95.9 91.7~95.4
M (%)
\ VALS0T-10| 89.5~93.1 90.8~95.0 92.0~95.9 92.4~95.3
<30 %y, 80%LL k>
VALSOT-11| 88.6~92.8 91.0~94.9 91.5~95.1 91.7~95.6
e . VALSOT-9 | 98.8~99.7 98.2~99.0 97.3~97.4 97.9~98.6
e (%) *
VALSOT-10| 98.8~99.0 97.9~98.7 97.9~98.3 97.3~98.5
<95.0~105.0% >
VALSOT-11| 98.1~98.8 98.4~99.6 98.0~99.2 98.3~98.5
X FREICHTIEER (%)
— B R FE e
OV LZ o gE160meg THET]  I#EEER  40°C - 75%RH [ mdEre (PTP fldk) ]
HEHEH =R PRI
< HiIk > &5 BH A 1% A 3% A 6 % A
Aix >
; h CR1801 . . . .
<HEDEFRAY D ik ik STk WA
_ R DR2401
T4 bhaA—T 4 T EE>
TerB e CR1801 . .
. E”W%\%\ iy — — ey
(FRA TR S BE I ETR) DR2401
LRI —ME (%
?Eit,j W;;;) CR1801 1.2 2.9
] — — —
DR2401 2.4 4.3
<15.0%LL F >
WHRBR (%) CR1801 85.0~87.8 83.2~84.4 84.8~86.8 84.0~86.6
<454y, T5%LL > DR2401 86.2~87.1 84.1~85.4 84.5~86.2 85.2~86.3
G (%) * CR1801 100.0 98.2 98.3 98.2
<95.0~105.0% > DR2401 101.0 99.5 99.8 101.2

—  BROR S i

L RRBICHT D EHE (%)




(2) FEOILREOLEN

BRI © 2014/2/20~2014/6/16

O LZ VB 20me THET) A% 40°C [, KEA%E]
AERTEH 7k el
<k > &5 ekl 238 1% A 2 % A 3% A
PR n=10 . . . . ;
. PEREAD T 4 VA [EED T 4 VA HHED T 4 VI EBEED T 4 V| ERED T o V2
<IREEBD T 4 )L KK230 B ) ~ X - X B ) B )
_ . a—T Y VTEE | a—T 4T | =T 4T | a—T 4 VU8 | a—T 4 U
a—F T HE>
M (% =6
mE (%) \n KK230 | 89.7~99.4 | 95.8~103.0 | 89.9~98.9 | 91.1~99.7 | 97.2~100.3
<304y, 75%LL >
a8 (%) * n=3
=R (%) 1 KK230 | 95.1~955 | 95.1~96.1 | 95.4~96.8 | 95.9~96.9 | 96.4~97.4
<95.0~105.0%>
BENH
(&5 KK230 52~67 56~172 57~172 58~174 56~175
fHEE (N) n=10
X BHTREIIKHTLIEAE (%)
OV L2 g 20mg THET)  MaldE 25°C - 76%RH O, BA
AERTEH 7k el
<k > &5 ekl 238 1% A 2 % A 3 A
PR n=10 . . . . ;
. PEREAD T 1 )V A [EED T 4 VA |HEHRED T 4 VI EHEED T 4 VL PERED T o VL
<REOD T 4V I KK230 X X _ X B ) B )
_ R a—T Y TEE | a—T 4T | =T 4 VT | a—T 4 VU8 | a—T 4 U
a—F T EE>
WM (% =6
A (%) \n KK230 | 89.7~99.4 | 95.2~101.6 | 93.8~98.9 | 95.0~100.0 | 93.6~97.4
<304y, 75%LL >
“E (%) * n=3
KK230 | 95.1~955 | 98.4~99.7 | 97.8~99.4 | 98.4~99.5 | 98.8~99.2
<95.0~105.0%>
BENH
(&5 KK230 52~67 50~61 51~62 49~67 54~170
fHEE (N) n=10
¥ BREIIHTLIEREE (%)
ONNY L E U BE20mg THIET) Mads siE. it [D65 IR (7 1600Lx) . KU A 4]
ABRIE H oy b Fang Y &
<M > FH BH G E 40 5 Lx hr 80 & Lx hr 120 & Lx-hr
PR n=10 .
; IR WEED T 4 VA | EEED T 4 V| WEBD T 4 VI | IREED T 4 VL
<YPREOD T 4 )L L KK230 _ R _ N _ N _ R
- ) =T 4 VTRE | =T 4 VI | a—T A VT8 | a—T 4 VT
a—7 4 VT HE>
WM (% =6
L (%) o KK230 | 89.7~99.4 97.4~100.3 88.2~99.1 94.1~98.9
<304y, 7T5%LL >
“E (%) * n=3
KK230 95.1~95.5 96.5~96.7 96.0~97.2 97.7~98.5
<95.0~105.0%>
BENH
(&5 KK230 52~67 55~172 52~67 49~69

f#E (N) n=10

Ko RTRBICHTOEAE (%)



BRI © 2014/2/20~2014/6/13

O LR U fE 4A0mg THIET)  #Ea2E 40°C [EOL, XA
RERTE H 2y k el
<K% > *H5 BR R IRE 2 1 1% A 2 # H 3 »H
PR n=10 HEDT 4 VL AEDT 4 VL ARDT 4 VL ARDT 4 LB EBOT 414
<HEGDOEREAY D7 414 | KK220 _ . _ - _ . _ N _ pne
_ o a—T 4V TEE AT 4 VIR A —T VTR a—T 4 U TEE| 2 —T 4 VB
a—F 4 T HE>
WHPE (%) n=6
. KK220 | 88.6~94.1 | 89.7~93.6 | 86.9~91.8 | 94.9~97.4 | 91.3~93.6
<30 %y, 75%LL k>
a8 (%) * n=3
KK220 | 96.7~97.3 | 97.6~985 | 98.3~984 | 96.7~97.6 | 97.3~98.1
<95.0~105.0% >
(BE&1H)
L& KK220 38~56 41~55 46~60 47~61 47~59
fHE (N) n=10
¥ FRBRICHTIEEE (%)
O Va2 U BE40mg THEET)  #ads 25°C - 75%RH LG, Bk
RERTE H 2y k {7 I
<HiHE > H5 BR IR IRE 2 1 1% A 2 # H 3 »H
PR n=10 BHaD T 4 VA DT 4 VA ABDT 4 VA [ABD T 4 V5| (DT 4 L2
<HEBDOEREAY D7 414 | KK220 _ o _ . _ . _ N _ pne
” R a—F 4 VISR a—TF 4 VISR a—T 4 LT a—T 4 T a—T 4 TR
a—F 4 U TEE>
WHPE (%) n=6
. KK220 | 88.6~94.1 | 86.1~93.4 | 83.6~88.7 | 79.4~92.7 | 65.9~76.0
<30 %y, 75%LL k>
a8 (%) * n=3
KK220 | 96.7~97.3 | 99.1~101.0 | 100.4~101.2 | 97.4~99.1 | 99.8~100.4
<95.0~105.0% >
(BE&1H)
L& KK220 38~56 41~52 40~53 40~58 45~68
fHE (N) n=10

Ko RRBICHTLIEAE (%)
Blkgsh - K5

O VH BE4A0mg THEET.) Mk

=i, ot (D65 LI (F) 1600Lx) . KA &

HERTH H =357 FRRRSE B
<HiK > EE BH G 30 7 Lx-hr 60 & Lx hr 120 & Lxhr
Mk n=10
(X TINN (X WINN BDT 4V (XYW TITN
<HEOEHEAY 07 (1 n | KRogo | HEPT A | HEOTALE | BBEOT AL | ABOT AL
- - a—F ¢ VI BE a—FT 4T | a—T 4 T EE a—F 4 T
a—7 4 T EE>
VEHME (%)  n=6
L (%) o KK220 | 88.6~94.1 90.6~94.5 87.6~91.7 90.3~94.2
<30 %y, 75%LL k>
a8 (%) * n=3
KK220 |  96.7~97.3 97.3~98.1 97.9~98.2 98.1~98.7
<95.0~105.0% >
BENE
(B554H) KK220 38~56 39~55 36~52 35~49
fHE (N) n=10

Ko RTRBICHTOEAE (%)




BRI © 2014/6/18~2014/9/25

O LS o fE 80mg THIETL) M@k 40°C [EOL, XUEAAR]
HRERE A =B el
<HiHE > *H5 BR R IRE 2 1 1% A 2 % A 3% A
FER n=10 HEDTZ 4V | HEBEDT 4V A | HEBED T 4 )V A | HBAD T 4V A | QD T 4 )L A
] J J ] ]
<HEBOEFAY D7 415 | EP21C B K = ~ K W ~ K W B K = B K =
_ - AT YU AT AT AT TR =T T | 2T g VT
a—F 4 T HE>
WHME (%) =6
" v EP21C | 84.5~88.4 | 87.5~90.4 | 88.3~92.9 | 83.1~89.2 | 84.4~89.4
<30 %y, 80%LL k>
& (%) * n=3
EP21C | 97.6~98.2 | 96.7~96.9 | 98.3~99.1 | 97.2~97.5 | 96.4~97.6
<95.0~105.0% >
(Z51H)
L& EP21C 50~71 58~82 67~84 67~87 67~93
fHE (N) n=10
¥ RRBEICHTAEREER (%)
O Va2 o BE80mg THIET.)  Mads 25°C - 75%RH LG, Bk
RERE A =B PRI
<HiHE > H5 BR IR IRE 2 1 1% A 2 % A 3% A
PR n=10 HEDT7 4 VA | AADT7 4 VA | AADT7 4 VA | ABAD T 4 VA | ABAD T 4 )L A
7 J J J J
<HEAOEFAY DT 415 | EP21C B ¥ = M K » ~ K W B ¥ - B ¥ =
_ R AT 4 V| AT 4 V| AT A T AT TR | 2T 4 T BE
a—F 4 U TEE>
WHME (%) =6
. ’ \n EP21C | 84.5~88.4 | 89.6~92.2 | 90.9~94.6 | 89.8~92.7 | 89.6~91.7
<30 %y, 80%LL k>
“E (%) * n=3
EP21C | 97.6~98.2 | 99.0~99.4 |100.5~100.6| 97.5~97.9 | 98.5~98.6
<95.0~105.0% >
(Z51H)
L& EP21C 50~71 47~61 50~70 55~68 50~74
fHE (N) n=10

Ko RTRBICHTOEAE (%)

OV VR BE80mg THIET)  MmdE =R, it [D65 el (7 1600Lx) . KU ]
RERTEH =R TANROE &
<JHHE> FH5 BH AR IRE 30 5 Lx-hr 60 77 Lx*hr 120 7 Lx+hr
PR n=10
HED T 4 VA HED T 4 )V h HED T 4 )V HED T 4 )V A
<HEDOEGAY DT 4 L2 | EP2IC oA CoA Co CoAr
7 R =T 4 VT | AT VTR | AT T8 | a—T 4 VT
a—F 4 U EE>
WEHYE (%) n=6
it (%) n EP21C 84.5~88.4 86.1~89.2 88.1~91.3 88.0~91.8
<30 %y, 80%LL k>
a8 (%) * n=3
EP21C 97.6~98.2 98.1~98.9 97.9~99.0 99.6~101.1
<95.0~105.0% >
HEM
(Z51H) EP21C 50~71 46~62 50~63 50~170
fHE (N) n=10

Ko RTRBICHTOEAE (%)

1

0




BRI © 2014/6/18~2014/9/25

O vz o BE160mg THIET) MadhE 40°C EYS, [UEA ]
ABRIE H =R FRATH R
<K% > *H5 BR R IRE 2 1 1% A4 2 5 H 3 »H
PER n=10 HEOERRAD | AAOERRAY | HAOERAL | HEOERAY | BROEHRA Y
<HBEOEFAY D7 4L | EP020 DT 4L I DT 4 IV DT 4 IV DT 4L DT 4L
a—F 4 U THE> =T AU TEE | I =T 4 VTR | 2T g VTR | a—T g VTR | 2T 4 TR
M (%) n=6
. EP020 78.1~81.8 79.6~82.6 79.2~81.6 80.0~83.3 83.4~86.5
<454y, T5%LL >
a8 (%) * n=3
EP020 95.8~97.6 95.5~96.4 96.7~97.0 95.6~96.6 96.6~96.9
<95.0~105.0% >
(&)
EP020 135~160 157~197 165~200 159~208 156~206
WA (N) n=10
¥ BREIIHTLIEREE (%)
OB o fE160mg TAET) a4 25°C - T5%RH [EOE, P
ABRIE H =R PRATIAH]
<HiHE > H5 BR IR IRE 2 1 1% A4 2 5 H 3 »H
PER n=10 HEEOERRAY | AROFRRAY | AROERRAY | AEOFHRRAL | AEOEFRRAY
<HEDOEFAY D7 4L | EP020 DT 4V D DT 4 IV DT 4 IV DT 4 VI DT 4 VI
a—7 4 T EE> =T VTG | a—T 4 VIR | =T VU | a—T VU8 | a—T 4T
M (%) n=6
. EP020 78.1~81.8 82.56~85.0 83.8~85.1 84.5~86.2 85.0~86.7
<45 %y, T5%LL >
a8 (%) * n=3
EP020 95.8~97.6 97.4~97.5 97.7~99.0 97.2~97.9 98.1~98.2
<95.0~105.0% >
(&)
EP020 135~160 142~168 131~159 143~170 144~166
WA (N) n=10

Ko RTRBICHTOEAE (%)

O Y B gE160mg TAET)  #odh SE, o [D65 G (K 1600Lx) . U A %]
HBRIER =R gt B
<A > &5 R A HF 40 7 Lx-hr 80 5 Lx-hr 120 5 Lx-hr
Mk n=10 HEOERRAY | AGOERIAY | AROEREAY | AOOERIAY
<HBOEFRAD D7 4L L EP020 DT 4V DT 4 IV L DT 4V DT 4 IV L
a—F 4 U EE> aA—F 4T | a—T VT | a—T 4 VT8 | a—T 4 VTR
M (% =6
AUtE (%) o EP020 78.1~81.8 81.3~82.4 81.0~83.9 83.0~84.4
<455y, T5%LL k>
a8 (%) * n=3
EP020 95.8~97.6 97.6~98.0 97.9~98.6 97.4~98.0
<95.0~105.0% >
BEM
(BHE) EP020 135~160 119~156 129~162 122~170
HE (N) n=10

Ko RTRBICHTOEAE (%)

11




7. ARNERVBRERORELE
YL

8. FILDEAELL (MEILFMEIL)
AL

9. BHfE

(1) Bk
SV E UBE 20mg THEE T, 2SIV v U 8E 40mg THIE T, 7P L U 6E 80mg THET ) K&
OV L2 U8 160mg THIETT ] 1%, HARFEELERITED Bl L7 U BEOUHEIRE
WA LTV D 2 EDNER STV D,
FRBRIEIZ /K 900mL Z VY, 7S K/WEIC X D, 50rpm CTrlBRE1T9,)

RS
ForE FE I H R
20mg 30 47 75%LL I
40mg 30 47 75%LL I
80mg 30 47 80%LA I
160mg 45 4y 75%84 b

12



(2) FEHIRER 2

<UL Z B 20mg THIET.) >

BIEI OEW IR SRR T A RIA EO—HWTEICOWTCER 2442 H 29 H  HEARAE
#0229 %5 10 =)

BRI AT

E - AR T

T R ERTE

IR RIViE

[al#n%E K OFABRIE © 50rpm (pH1.2, pH3.0. pH6.8. 7K). 100rpm (pH1.2)

CHIE]

- pH1.2 (50rpm) T, HEAERIF|OFIGERH RN 40% K Y 85%FFUT D 2 HESIZRBW T, AL DY)
T HH R AERGR DSBS R £ 15% D FHIZ & - Tz,

- pH3.0 (50rpm) T, HEHERAID PR D 60% K% Y 85% LD 2 RE Il T, AR
s HH SR AT VE LA D A R £ 15% DEEFHIZ & - 72,

- pH6.8 (50rpm) T, FEAERIAFI N OURSIE E HIZ 15 3 LANIZ Y 85%LL EiAH L=,

« K (50rpm) TiX, HEERF L OARLILE HIT 15 53 AN ) 85%LL FEsHI L7z,

- pH1.2 (100rpm) TiE, FEHERIAIO LA D 60% MK O 85%HIT D 2 B SIZHB W T, RO
I HH SR A HERLA O SE IR £ 15% OFFHIC S - 72,

LB, RO HZEE 2 ERA (7 ¢ A3 5E20mg) & B L7252, 2 TORBRIKIC BT TR

FEER L DA FRI R FENERER T A BT A > ] OFEFEEIEE LT,

== F 4 A1 §E20mg

45

(Vs Hy )
FHE (W pH1.2 (50rpm] FHE (W pH3.0 (50rpm)
100 100
80 =TT I - S
60 “ail o 60
40 40
20 —e— )L R AE20mg THEE T 20 —e— iYL B AF20mg THIETL

== T4 i E20mg

30

13

0 30 0 20
BERA (59 BERR (5
FHE (%) pHB.8 (50rpm) FHRE (%) 7K (50rpm)
0 F S e—— 100
80 | 80 T | s
60 60
40 | 40
a0 | —e— SIS EF20mg THEE T a0 —— SR 8F20mg TREL
0 & === 5 A fE20mg . o === T4 A LEE20mg .
0 15 1 15
BERl (59 BERA (5
b (%) pH1.2 (100rpm)
100 |
80 |
60 |
10
o | A —e—siLyiLe4g2mg TBET)
=== T ) EE20mg
0 i ) H
0 20 30
BFRE (590
(n=12)




<YL Z EE4A0mg THIEET.) >
BIEIE OEW IR SRR T A RIA EO—HBRTEICOWTCER 2442 H 29 H  HEARAE
7% 0229 55 10 &)

ARER A
HiE  AARIER T EHRERE SRk
[l ORI : 50rpm (pH1.2, pH3.0, pH6.8, 7/K). 100rpm (pH1.2)

CHIE]

- pH1.2 (50rpm) TliE, HEHERLFOFEEHIEDN 40% K O 85% LD 2 KESIZEBW T, RihDFH
T SR AR A DS PR R £ 15% D HEPHIZ & > T2,

- pH3.0 (50rpm) TliE, FEUERIF| O FEAEHEN 40% K O 85% LD 2 FEAIZEBW T, AfhD
Vs HH SR AT VE R D A R+ 15% DI & - 72,

- pH6.8 (50rpm) Tid, AEHERFIL OARMIZE HIT 15 43 LANIC ) 85% LA E¥ LT,

- /K (50rpm) Tik, FEUERFI ORI R 60% M X 85%TUT D 2 B2 BT, AL DI
R VR D S PR 2R = 15% D HEFAIC & > 72,

- pH1.2 (100rpm) TiE, HEHERIF|OFEPRHERD 40% K% O 85% LD 2 BESIZRB VT, AL D
P SR A E R D SR 3R £ 15% OFEFHIZ & o 72,

Pb R OEHZEE) 2 1ERERIK] (5 ¢ 4382 40mg) & bie LR R, & ToRBRiRIcBW T 14
FEEIESLOEYFHIFENRBR T A R4 ) OHFEERBEICES LT,

(Vs b )
FRE (%) pH1.2 (50rpm]} BERE (% pH3.0 (50rpm)
100 100
80 S i gt el
80 S8 60 ==
b -
40 40
20 —e— 5L LA EF40mg THEE T 20 —e— 0Ll 5 EEA0mg THE T
5 === F A EFA0mg ; o == T A EA0mg ,
30 60 90 120 15 30 60
BERE (590 BER (&)
FRE (%) pH6.8 (50rpm) SEHRE (%) 7k (50rpm)
100 e A== " 100
80 a0
60 60 =~
40 40
20 —— 5L YL EF40mg THEE T 20 —— 3L LB EEA0mg THET
0 - == T4 AT FE40mg . o == T A ER40mg .
0 ] 10 15 10 20 30
BERE (99) BER (%)
FHE (% pH1.2 (100rpm)
100
80 T i
60 ’,ﬁ’ -
40 e
0 —e— LY L2 LEE40mg TBETL
" = 5’—'47}|‘H‘j$’i40mgl ;
30 45 60
BERE (530
(n=12)

14



<UL Z U BE80mg THIET.) >
B E I DAY F IR SRR T A R I A4 U EO—EIEIZOWT CERR 24 £ 2 H 29 H EAHRE
7% 0229 55 10 &)

ARER A
BiE  AARIER T wEHREBRE SRk
[l ORI : 50rpm (pH1.2, pH3.0, pH6.8, 7/K). 100rpm (pH1.2)

CHIE]

- pH1.2 (50rpm) TliE, HEHERLIFOFEEHIEN 40% K O 85% LD 2 KEAIZEBW T, RihDFH
VA SR AR A DS PR R £ 15% D HEPHIZ & > T,

- pH3.0 (50rpm) TiE, FEUERIF| DO FEAEHEN 40% K O 85% LD 2 FEAIZEBW T, AfhD
s SR AT VE R 0D A5 R+ 15% D #EFHIZ & - 72,

- pH6.8 (50rpm) Tid, FEHERFI L OARMIZE HIT 15 43 LANIC ) 85%LL By LT,

- /K (50rpm) Tik, EUERFI ORI R 60% M N 85%TUT D 2 B HIZ BT, AL O
HH R IR VE R D S PR 2R = 15% D #EFAIC & > T2,

- pH1.2 (100rpm) TiE, HEHERIF|OFEPR D 40% K% O 85% I D 2 BeFIZRB VT, AL D
VI SR A E R D SR R £ 15% O FEFHIC & o 72,

P b, RGOV B 2 AR HERH) (7 ¢ AN 8E 80mg) & bk L7ofE R, 2 TORBRIKICIB VT 1%
FE RIS DA AR FEERER AT A R T A ) OHEEEITES LT,

(Vs Hy )
FRE (%) pH1.2 (50rpm]} BERE (% pH3.0 (50rpm)
100 100
T P G 80 e e
50 s 60 S
40 3 40
20 —e— 8L LA EE80mg THEE T 20 —e— i LY L5 EEB0mg THE T
5 === F A EE80mg ; o == F A UEE0mg ;
30 60 90 120 30 60 90 120
B (99 BRI (&)
FRE (%) pH6.8 (50rpm) SEHRE (%) 7k (50rpm)
100 ;_ _______ o )
80 / kg
r =
60 4 -

—— 1L 2 EEBOmg THET
- == T4 741 5E80mg

—— L L2 EESOmg THEEL
- = T4 AV EE80mg

30

15

20

BRI (59) BRI (59D
FHE (% pH1.2 (100rpm)
100
80 s A i
60 4
40 {.\'K
20 —e— LTI A FEsmg TBETLY

2 == F ¢ 7 8E80mg ;
30 60 90 120
B§RA (59)
(n=12)




<YL Z U EE160mg THIET. ) >
BIEIE OEW IR SRR T A RIA EO—HBRTEICOWTCER 2442 H 29 H  HEARAE
7% 0229 55 10 &)

ARER A
HiE  AARIER T EHRERE SRk
[l ORI : 50rpm (pH1.2, pH4.0, pH6.8, 7/K). 100rpm (pH4.0)

CHIE]

- pH1.2 (50rpm) ~Ci, FEHERFIN 120 /3128 2 FEEHZERD 1/2 OFEEHZEZ R TR EL O 120
SITIBUNT, AL DL SR AR AE A DI H R £ 12% DI & > 72,

- pH4.0 (50rpm) T, HEHERFIO IR D 60% K% Y 85% I D 2 Ri Il B\ T, AR
A SR AR E R DSBS R+ 15% D HFHIZ & - T,

- pH6.8 (50rpm) Tid, AEHERFI L OARMIZE HIT 15 43 LANIC ) 85%LL By LT,

- /K (50rpm) TiX, FEUERFI ORI R 60% M X 85%TUT D 2 B HIZ BT, AL O
HH R IR VE R O S PR 2R = 15% D #EFAIC & > 72,

- pH4.0 (100rpm) TiE, FEHERAIL OARMIT E HIZ 15 53 LAINIS ) 85%LL BRI L7z,

LA AL DOV 558 2 AR VERLS) (7 ¢ AN U 8E 160mg) & Helig U725 2 CoRBikIZ s\ T 1%
FE = FE G DA IR R AT A R A ) OHEEEITEA LT,

(P b )
FhEFE (% pH1.2 (50rpm) BHE (%) pH4.0 (50rpm)
100 100 |
80 r 80
60 —N 60
10 40 |
20 L — iR AE160mg TBELL 20 | —e— /iR EE160mg TRETY
== T i FE160mg == F 315 EE160mg
o i ! : i i 0 o i : i
0 30 60 90 120 0 10 20 30
BER (50 BER
BLE (% pHB.8 (50rpm} BEE (% 7 (50rpm)
100 | —aatt n 100 |
80 a0 |
60 | 60
40 40
20 L —e— JiL T L & LEE160mg TBET a0 | —e— )L )L 2 L8R 160mg THEDL]
- = T g 75 EE160mg == F 75 LEE160mg
0 L‘ 1 1 1 0 Ll 1 1 1
1] 10 15 0 10 20 30
BFR 5 B U5
FhE (%) pH4.0 (100rpm)
100 -
B0 e e e
60
40
20 L — LT LR EE160mg THET]
- = T 4 7 LFE160mg
U L‘ 1 1 1
0 10 15
BER 50
(n=12)
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10. B - A%
(1) FENRELESR - AF. NEVRKRLESR - ARICHT51EH
Y LR
(2) A%
<MY ILE Vg 20mg TEETI] >
100 &£ [10 $£X10 ; PTP]
<NV 4E U 40mg TRAET ] >
100 &2 [10 $£X 10 ; PTP]
140 §& [14 $£X 10 ; PTP]
700 £ [14 £E X 50 ; PTP]
<NILHILAE UiE80mg TEETI] >
100 &£ [10 $£X 10 ; PTP]
140 §& [14 $£X 10 ; PTP]
700 #& [14 & X50 ; PTP]
<NILYIL4E U 160mg TEAET ) >
100 &£ [10 $£ <10 ; PTP]
(3) FPlEEE
LR
(4) BROME
PTP : RV E= LT oA, TII=LE
Fae— : RYZFLFLIHEL—F - TAI=UA - RYVZFLLTIF— KT 4V A

1. BIRREEh S EMHE
AR L

12. ZDh
PR E R L

17



V. ARICEYSEE

1. BREXIEHER
e I SE

2. PDEEXEHRICEHET HFTE
FEEIN TR

3. HiERUVHAE

(1) AERUVAEDOHES
WL BRAASIE LY L Z 2 LT 40~80mg 2 1 H 1A A#FET 5, 2B, Fif, ERICE T T
TEEHHEET 57, 1 H 160mg £ THETE D,
WL, 6 U Eo/NRITIE, Satr s L LT, R 35kg Rt DY 6. 20mg A, {KH 35kg ULk
DA, 4A0mg # 1 H 1 EROKRET 5, ol Fin, KE, ERICEVEEHE”RT S, 2720, 1

AfmmHE, KHE 35kg K DO% &, 40mg &7 5,

(2) RERUVHAEDORERE - B
B R L

4. BERURAEICEAET 5IE

7T.RERUVAERICEET 518

EINIZHB W TIH/NNRIZX LT, 1 H 80mg Z 8 % D BRI 7200,
5. ERERRKHE

(1) BRT—a21vy5—o
MER R L
(2) EREKZEEFER
MG R R L
(3) AERERFERR
U ERR L
(4) BEEMEER
1) AREREERER
17.1.1 EREBKRER (EIRAUVEIR)

S T (BIE)
- DHERRE) %G DHERAE] 2 K<
ARG L FEE 5 10 741% 79-1%
(366/494) (366/459)
B % A 5 L FESE 12 52.8% 82.8%
(24/29) (24/29)
77.4% 85.7%
R L 1)
" (24/31) (24/28)
2zt 74.7% 80.2%
o (414/554) (414/516)
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7k, ARBEMEEIMIEAE (RAE~PS%E) BF LR L ZEEREEEBR T, X 8D
HRMERED LI TND 9,
AREME S M TEAE (BE~SEE) B, 1 H 11 40~160mg % 12~36 B 085 LB, O
RN THERBICH BEREB 25RO, KM Z D S L8 LIBEER 2R LTz 10,
ARENE I EAE (BE~ P 2E0E) B IC, 1 A 1[0 40~160mg % 12 #0845 L7ZB, Mgk
B - BEREICEEREBEZRO T BEREEDRE R LI 1,

2) REMHR

17.1.2 ERE IHER

AREMEE MR (BE~P45E) B2, 1 H 1\ 20~160mg % 52 B A& G L2, i
IV A BEHOMRTE, FIPRFEESEOFFRIE K O Ca FEHUEROFARIEDO W I B WO T H M2 780
52 &< ZE LBEERAP MR S 7z 19,

TR (BEESR)
PHEAREE] &t PHIEAREE] ZBR<
s 64.3% 78.9%
AR (45/70) (45/57)
77.3% 77.3%
| 5 - SR
FUPRFEFEZEOR (17/22) (17/22)
66.7% 66.7%
Ca 5 HIEEOFH
(8/12) (8/12)
67.3% 76.9%
At
(70/104) (70/91)

RIVERRBUBEEE 13, HURIE T 20.0% (14/70 B1) . FIPREEESEOFHIFRIE T 18.2% (4/22 fil) KO}
Ca FEPIEEOF LT 25.0% (3/12 ) Th oo, FARBEWEMIX, HIPEE CEE L LDH E&F
MNTHILD 4.3% (8/70 ) . FIRFEESLDF HRE COEER, sk, %, AST LF. ALT EH KD
PRI ERA-DNTID 4.5% (1/22 f51) . Ca PO ML T, &KFBR, ALT L5, BUN L5
M7 v7F=v LA EOVREEFPNTRS 8.3% (1/12 ) Th-o7z,
(5) #BFE - WBHFAR
MU ERR L
(6) ARKMER
1) EARERE (—REARKRAE. FECEARERE. SARGELRAET). RiER
—RRE. RERFTREBRAROAR
MR L
2) RBRFH L LTEREPEOABRNITEIE L-AE - HROBME
Y L7
(7) =0ttt
Y LR

m

BT — 5~

<
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VI. EMEBICEYTSEE

1. FEEMNICEEHSLEMNIILEYH
T OFT vy NSRS
HE : HEOH DILEMDORIHE - IRF X, BFORMLELSRT L L,

2. EE#&A

(1) {ERERL - VEFBFF
NIV IR AIT O T oV NZBIROY T 2 A4 7 ThDH AT ZHEIRITEINICHES L, #E
HRELTHERT 27 oA T vV INCH L TRBER LV TIEEHEGRICHETT 2 2 2 60
ZENTND 19,

18.1.1 AV X N T v P KREICEEFICB W C AT BRI T 27 o4 T v v T oS
B AWINCIE T 5, £lo. ATIZBHERLSOZERITH L TE L A EBMEEZ R S 7200 10,

18.1.2 "B AZ AT YRR KEIRY o ZIERIZBNT, V7 R U o ke b= RO
BBV 7 2 X DWHEZH U THEIIRER 2R &3, 7o U4 7 v v IS X 2 UG % FRR A
il 2 17,

18.1.3 MY LZ TR G LY FHEE T v NI T 2 ZEAMRRRE N VT RLF U v
XA RIERIGOMEWER 2R ET, 7o P04 T v v IS X 5 RIERS 2 BB e 2 i 4 2% 10,

18.1.4 N L Z 3y VEIBEREHRICB T AT o UA T U MICE DTV RAT R DR
2 AREIIHS 2 17,

18.1.5 NP L Z T e NRE S EEMIRLO ACE 151 E 7 7 2% = U 4 figic T RAF S 720N 18),

(2) EDZERMIT SRR

18.2 [FIE{EA

18.21 /L IR OEGIZ XY, BEEET v N, BRIIERMEZ ~ b (SHR), 7 kU
U Le~—Et v FOMEE HEERFIC TR SE 55, DOCA/salt /&£ 7 » b olmEIZiE
WL RITE 720019,

18.2.2 /P L& T (4 00) RAREGZITRIEL CTH, BERELET v b, BARBESLEZ
v b (SHR) IZBWT, VAT Y REIGARE 720019,

18.2.3 L L Z i RANERE (44 ) BROEGICED | AR G FENE B RRIE R ILE T v b
(SHR-SP) ODOIfEZFfeiIZ FREISE L0, DMABOELEZRI e, £/o, Bk (48 1)
BO#EIZLY, KEIRMAE OEE 2 mifil 925 19,

18.3 MITEIAE I T DMRICRIZT A

18.3.1 /LB Z AT AR GIZ LY ARBIESMNET v b (SHR) Otk E 42l S5
e Bl A ARSI 5 20,

18.3.2 /L L& T (4 ) ROEGICRL Y BOMELCARET VT v FOLERE, K
(48 38) #1512 & 0 iz b Gy s iE vk B ARFIE = L+ 7~ & (SHR-SP) OB K Z Jiiil 3% 20,

18.4 BH#REICRIZTIIER
PN H TR KD | W%‘@% Z v b (638) ROWGAS B FIEM: B SRFIE = L+ Z
> I (SHR-SP) (321, 408, 44 ) OEEEOE(LZ M35 20,

(3) {ERZRTRFME - FFiuki

MMERR L
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VI. EMBEICET HRE

1.
(1) ARLEDGOPRE

I R E DHERS

DR L

(2) BREABRTHERBShOPRE

16.1.1 BEEES
TERERR AN B 12331 % 2 20, 40, 80 KX 160mg (80mgX2) % H[R[FR 4% 5 L4,

PMTIRIN & AU, AT ORI IR G- 2~3 RFfE] Them R ICEZE L7z, £72. Cmax L TP AUC

1% 160mg % 5-F TH G EOBNNT S| L TER L, 51T 4~6 B Th - 7= 22,

R

R Tmax Cmax AUC T
(™) (1 g/mL) (1 g« h/mL) (h)
20mg 2 0.86%0.53 52+3.1 3.7%+0.8
40mg 3 1.37%0.53 8.9+4.0 4.0*+1.3
80mg 3 2.83£0.92 18.0+5.8 3.9+£0.6
160mg 3 5.2612.30 33.9£18.9 57t1.8

n=6, VPR ELEHERZE X PRE

(RS 385kg A X1 35kg LL EO/NLEFE (7705 14 MO @ MERE, BEBEE, &L <3x7
R —BIEGIEOBE) [ZT T 20mg XU 40mg O/ LY S 2 2 Bl G L7z b & O Cmax &
CAUCIHLTFO L) Tholz 29,

K& Cmax AUC
EA N = y
(kg™) (u g/mL) (p g+ h/mL)
20mg 20.2~31.3 2.45+0.86 12.0+=3.9
40mg 38.8~61.5 2.11+0.84 11.3=*6.1
n==6, W HERERFE X @ (R/ME~KKME)
16.1.2 RE{RE

RN B 23 L2 2 160mg (80mgX2) % 1 H 1[0 7 HREIEROKE L& &, miE
FOREICRIEE OF GBI S ERITRD bienoT-, iz, FIEILEOE S 7 B HOEKYE)
BB T A—ZXIZERETH Y | FEREITRO bNRd o7z 29,
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16.1.3 EYF MR F1EHER

<ULV Z U 20mg THIET.) >
BISEI T DY FIFR SRR T A T A L EDO—ERIEIZHOWT CERL 2442 H 29 0 e
AT 0229 5 10 5)

SV U bE 20mg THET) ROF ¢ A V8 20mg . 7 0 Ad— A —EI k) ZR2h 1
8 VLY H L LT 20mg) EEERR AR MR AR 1 # U C AR L L & B
HE L, 8BNS BE T A—% (AUC. Cmax) (22U T 90%EHE X FHE 2 T HERHILAT 2 17
STHER, log (0.80) ~log (1.25) OFEFHITH Y . WA EWE IR S S HER S N7z 29,

HIE/NT A—H BENRT A —H
AUCo-24 Cmax Tmax tue
(p g+« hr/mL) (u g/mL) (hr) (hr)
LY B B
5.70£t2.02 0.979£0.364 2.50*x0.90 5.77+t0.97
20mg THET
T4 AN EE 20mg 5.64*t1.96 0.998*t0.363 2.58*1.04 5.67*t0.57

(1 gg# 5. Mean*=S.D.. n=20)

(ug/mL)
1.4

1.2 - T
@ T —o— /\LH L4 §E20mg [AETL]

z --A-- 7 4 AN §E20me

v 18835, MeantS.D., n=20

PESTANGNY

BEfE (hr)

MAEPHR AN NE AUC, Cmax 5 00/37 A — &3, #ERE ORI OEREEHL « IS5 O #ER
KR & > THRARD AN D D,
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<YL Z UEE4A0mg THIEET.) >
BIIEIR S D PRI SRR A R T A O HWLIEIC DT (PR 2442 4 29 H &
I 0229 5 10 )

S E G A0mg THET] ROT 4 4308 40mg %, 7 B AF—A—E k) Zneh 1
8 (L L LT 40mg) FREHER A BT K A AR 113 L C IS L L & L %
HE L, BoN-EMBE S A —% (AUC. Cmax) (2T 90%(E MK T THizHIN %17
ST fEH log (0.80) ~log (1.25) OFFHINTH Y . WA EMFHIRSMED HER S i 29,

HIE/NT A—H BEIINTG A —H
AUCo-24 Cmax Tmax tie
(u g+ hr/mL) (u g/mL) (hr) (hr)
2L LB B
10.90+3.31 1.84+0.51 2.57£t1.01 6.11+0.78
40mg [H[ET |
T 4 AN BE 40mg 11.49+4.75 1.89+0.79 3.02*t0.86 5.92+0.76

(1 8E¥% 5., Mean*=S.D.. n=23)

(ug/mL)
2.4 -

2.0 1 i
o _ —o— /\LH#)L 2 fE40mg [AET]

th 1.6 -

--A--F 1 F N §E40mg

¥o1.2 4 1§8#%5, Mean®S.D., n=23

0.8 -

ST AN

0.4 1

0 3 6 9 12 15 18 21 24
B (hr)

MAEHR N NS AUC, Cmax 50/ 7 A — & (3, BB ORI OEREREH + IR 55 0 Rk
R X > TERRDAREMEND D,
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<YL & U EE 80mg THIEET.) >
BIIEIR S D PRI SRR A R T A O HWLIEIC DT (PR 2442 4 29 H &
I 0229 5 10 )

S 80mg [AET) RO ¢ A8 b 80mg %, 7 B AA—A—JEIC kb 2heh 1
B2 (VYLK b LT 80mg) fEFERA BEICHE A BRI O B G- L Cif g oS oL & R E A
WE L. oI EYBIRE <5 A —% (AUC. Cmax) 12T 90%{EHEIX LT T EHdr 17
ST fER. log (0.80) ~log (1.25) ORPANTH Y . WA AW LIRS HER S iz 2,

HIE/NT A—H BEIINTG A —H
AUCo-24 Cmax Tmax tie
(u g+ hr/mL) (u g/mL) (hr) (hr)
2L LB B
16.92+5.13 3.14+1.09 2.76+0.96 5.6810.85
80mg [H[ET |
T 4 AN BE 80mg 16.56+5.91 3.17*t1.32 2.71%x0.80 5.86*0.94

(1 8E¥%5.. Mean=S.D.. n=19)

(ug/mL)
4 - -
m 5 _ T —o— /NILHIL 2 §E8omg [HET ]
5%
jﬁ{ —-A--F ¢ A8 §E80mg
ﬁ-’ 2 1§E% 5, Mean*S.D., n=19
U
=
z
B
E
O T T T -!
0 3 6 9 12 15 18 21 24
AR (hr)

MR NS AUC, Cmax 5 0/37 A — & (3, BB OIR, (R OEREREH + IR 55 O #lER
R L > TERRDAREMEND D,
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<YL Z U EE160mg THIET. ) >
HIEEI O EMFHIR SRR A K7 AV EO—HYEIZ SN T CEAi24F2 A 29 B Ha

FAFE 0229 & 10 )

SV H B 160mg THET] M OT 4 43088 160mg 2, 7 0 AL+ —_"—iEIC L) EnTh
188 (VL& L LT 160mg) REFERCA S ISR HRRE O G Ui vt 2 R
ZRE L, 553K mEie N7 A —% (AUC, Cmax) (22T 90%(& X MIEIZ THEFHENT 2

1To 72455, log (0.80) ~log (1.25) DOHFPHNTH YV . WD &M RS

R E T 25,

HIE/NT A—H BEIINTG A —H
AUCo-24 Cmax Tmax tue
(u g+ hr/mL) (u g/mL) (hr) (hr)
2L LB B
36.31+11.97 6.621+-2.33 3.03+£0.91 5.563%+0.74
160mg [ H[E 1]
T 4 AN BE 160mg 33.861£8.96 6.131+1.84 2.85+0.90 5.5540.90

(ug/mL)
8 a
s
G 6
IAY
I
H
Lo 44
2
P
=
B2

(1 s8¢ 5., Mean*+S.D.. n=36)

—o— /NILH L4 8E160meg [HET]

--A- T4 FINEE160ME

18E#% 5, Mean®S.D., n=36

—a

24
BRE (hr)

MR NS AUC, Cmax 5 0/37 A — & (3, #ERHE OIR, (RIK OERERIEH » IR 55 O Rl
R L > TERRDAREMEND D,
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(8) il
B R L
(4) BS - ftAEORE
(vit. 7. #MEEH] OESMH)

2. EMEERONTA—4
(1) BifAE
AR L
(2) WRUREEER
AR L
(3) HEREEEHK
MR L
(4) PVF3532R
AR L
(5) HHEE
LR L
(6) £t
MR L

3. BEE (KE2L—>av) @
(1) A
LR L
(2) 185 A — S EMER
gk L

4. R
MR L

5. 9

(1) mi%-fxBaFTEiE
R L

(2) mE-fadREarSE G
(Tvii. 6. (5) 4fhw| DIESM)

(3) A~
(TVIl. 6. (6) #=3hw) OHSM)

(4) FEER~DBITH
BRI L

(5) TOunfEB~DBITHE
MR L

(6) MP|ELAHKEEE
BRI L
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6. K

(1) REBLEIRUCKBER
MM ERR L

(2) REICBEE5T 58K (CYPH) OHFE. 5=
fERERE A B 112 14C 7L L & 2 80mg & ZEfEREHA AR (1§ - 8 Ifil % o A ICIX, & L TRE
{EENFEL, ZOMITREHHE L T4 ReFd I ERRNBD 529, in vitro DRBRICB W TEE L
T CYP2C9 OB ERTRBEN TN D 20 UEADT —4),

(3) MEBEGBMNROFTERVZTOEE
MU ERR L

(4) REVOFHEOERRUELL., FHELE
MG R R L

7. Bt

TEFER N B 712 1UC SV L Z 2 80mg & ZEfERFHEIRE O G- L7 OHERIZLL T D &80 TH
27220 GREADT—4),

# R H
gz RIS 86% (168 FEfHE) 13% (168 KFfE)
RZEARIE 1% (12~72 FEf i) 10% (48 HEfE)
4-& RaFfR 8% (12~72 HE[HEIfHE) 1% (48 FFEIfE)

R A B 12 L L 2 v 20, 40, 80 X 160mg (80mg X 2) A ZEfE R Hi[alRE 1 5 L 7= X,
BeG-1% 48 Wil £ TIT G- 8D 9~14% KA ik & L CRPICHREIE S 7z 22, [9.3.1 2R

8. FSVARR—A—IZBHT S1EH
B R L

9. BNHEICKEKRERE
(Tvil. 10. ®HE®HS ] OEZHH)

10. BEDERZETHHE

16.6.1 BihE
65 LA E OB AN VYL 2 v 80mg A HLEIRE % G- L7z & & O ORZA L IR EHES
1. 65 AT DMEEERR AT S LA 12 T Cmax 28 1.2 2, AUC 28 1.7 EE< . AUC KO8
AW THEERZ (P<0.05) NERD LI 2029 (SEADT—H), [9.8.2 BH]
1. ZDth
B R R L
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VI. £t (EAELOZXESF) CEYHEE

1. EERREZTOERE
BE STV

2. ERHABLTDER

2EE (ROBHRIZEBRELAEWNI L)

2.1 RFN ORI Uil BUE OBEERE D & 5 BE

2.2 fEIE XATER L0 B AR ED & 5 &tk [9.5 S ]

23 7 AX VLI ABE ARG ORRFBEEE (2L, MOBERRZIT-> CThRBiMED =
Y= RE L ARROBEERL) [10.1 B]]

(fian)

2.1 AFIOEHIZ TURNBBUE 2 2 U7 B T, 510 CGREUE Z 583 2 ATREMEA m

DTG ZBT DUBERD 5, o, AAN L DBBUEORE 1T, ENERRRERAGRNIZ BV T
B B ERRO LN TND,

2.2 (IVI. 6. (5) iFtw) OHEZBM)

2.3 TV AX LU T VBEORMGEE OBEMEZEY | ACE [HEAIZ 5N ARB (IZHE O
HHEEL LT M2 kO THAEER] OHEICT U AX Ly 7~ Vi e oftRicBld 2385 %
R LTwa (v 7. (1) AR L Z0fH] OEHSH),

3. MEXEIHRICEET 5FTELTOER
BES N TV

4. BERUVAERICEET 3B L ZTDOER
(IV. 4. AEXOHEIZBEET IEE] 228752 L,)

5. BEEAERNIEL ZOER

sEELERNTE

8.1 AAlEELT v UAT v Ly B EHAHAE G I HF % O B A RS 2 b bl & 0
WER DD OT, FFEERAE L BT 5752 PREE +2T5 2 &, [11.1.2 3]

8.2 TN 24 WEHIIEEE 5 LA LN E LU, 7o UA T v oy IR A IRHEHAIEE 5 o B 1,
FREER O R A IC L =07 v U4 T o v v ROMEEIC X 2 RIIE & 48 = o ReMR b 5.,
8.3 BIEIFAICHESS DI, SbOXRHLDNE I LEBHEDT, HIEE. HEIHOEESM

Bk P 5 MR A RIET BRI ITEE S5 2 L,

()

8.1 MEIIC IS TAMENTIE, BIEATA %0 BB 2 fFRE S RE S TEB D, AFITHAFR S W S
NTWD 2 Enh, HFEEEOREIEZE= Y —T 2 BERD 5.

8.2 AKIDREICE Y, FHIEOMEET 28R L, BEORMEL L FHBZ0H 5,

8.3 MLDFEEM & FERIZ, BEEERICE DO FEWN, SEOETENEZLND Z b, FEAIILE
DOEFFHE LT LT,
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6. RENERERTIBAEICETIER
(1) AfHE - BIEEFOHIBHE

9.1 SHHE - IEEFOHLEE

9.1.1 MAMEEHREEOHSBEXIFBECEHIREEOHLBE

BR ERD 2[RV SN2 B ZRE ., KEIT0T 5 2 &, BT & O RER AR E L
DR TFIZ XY Bl BHEEZ B2 B8EZN0H 5,

9.1.2 ®AH Y LMEDEE

R ERD 2[RV SN2 5 E2RE, B5IHTI5Z L, &V ) vV AMEZHESELE

ENRH D,

Fio, BT, 2 M — L ARROBERFEICL D MIFED Y 7 AMERE < 720 0TV EE T,

MmiFEH Y v MECHERET DI L,

9.1.3 NMEEEDNHLEE
W EEOREEDS IR R 22 B X2 L, HEZELSEIBZNRH 5,
9.1.4 BMELFEERETPOBRE

RHENORG ARG L, HETI2HEIIRAITITO 2 &, PIRERGH, itk o 272 mEE T
(AR OB RSEEEY) 2R TN D D, [11.1.5 BH#]

(fi#i)

9.1.1 WEIMEBEIRIEAE UL B CREARRZAE D H 5 BE TIL, 7o V4T v v M X0 SRERIR
FERERHEREEN TS, ZOXIRBFICL=L- T IF T R MT 25K % 5 5
T2 & M MBEIRAMEIE U, SRERAREEEME T T2 2 LI X o TR BICE(L S E 5 8%
nndH o,

9.1.2 KRBT NV RATa o H5WEIGEIL, gD Y v AMEEZ LR IELF8ERSHY s v
AMJEZHEIELBZNRH 5,

9.1.3 MM EREEDOBEED & 5 HE TiX, BEOREICI VMK T25 &2 L, W% E
SHDHAREMENR B 2 BB,

9.1.4 KIEEDEAITE Y L= dGHERTIHE L TV D720, AFIO#F G L 0 JEfEME O KL E AL
CHBENRH Y BEOREIENGAEL B X L5 KM LOERIERENBDO LN TS,
INHbDZENnn, TV T v WEZREEREDAIZ: 5N ACE FRERICIEOERE & LT
ALk L7,

(2) BHREREERAE

9.2 BHEEERSE

9.21 EELEHMEESE (FI L7F_UEMN3.0mgldL LLE) OHZBHE

B EEEO TR CEEICRG T2, BEEREZELIE28ZNNH D 30, [9.7.3 BR]
9.2.2 MEEHPDEE

EHENORG ARG L, HETIHEIIHRAITITO 2 &, PR G%, itk 272 mEE T
(A OVEMME RS L)) 2R TEZhND S, [11.1.5 BH]

(i a)

9.2.1 ARANLF L LT FICHR S LD 72D, BREREIK TIZ X 2 KB OIRANEhE~D 2B T 7
WEBZBND, LPLRRL, BEERBREREOHLIBEETIL, L=v-T o odT7rvy
A 2 A OB 52 L0 B FEEARED L, SREREIGRMEAME T 5720, HICHHEZ E
fbs®5B8EZNNHH Z DGR LT,
¥, M7 VT F=EIZHOW TR, KEEGRIZBSE 6 REIE LS BITHRIE LT,
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9.2.2 RIKEDBANT LY L= iGN L L TV A28, RAIOFEEIC X 0 FEEEOKIL)E N &
LABENRHY  BEORENSA UL EEZ LN B LOERERENRDO LN TS,
INHLDIENL, TroAdT vy DsFRETAIZ 5 ONC ACE [RERICHEOEFEE L LT
oak L7=,

(3) FitkeRERA

9.3 FFi#scEEHRE

9.3.1 HEEOHSHE. HICEAMFEERVETS >~ HFOHDIEE

BHBZRMO TR CEEICHRET S 2L, AANZFICHIFICHR S S -0, PR BT
LBEINDH D, FMEICEB T, BE~PEEDFRERE T YL Z o OMEh RN, R
RN &L TR 2 (I LR 2 e ShTnb, [16.5 2]

(i)

9.3.1 MEITHEit S 42 FAIOFFREFRFO PR IE, IS LV IRt 5 Sz £ C 2% 05
WEEL SN TS, AANTEL LTI PICHR S D Z s IFEREOBE . KR
FTFREZE d KL OMEY 5 oD & 2 3 TR P EEMIRENE L < LR 5 AR’ & 5.,
£l WBIMNTRBW T, BER O EEORTEE OB T, MR & ik L Tl o
ERAPNRDOENTND,

(4) 4REREZRT 2E

9.4 H£REREEZF T HE
9.4.1 IR HATREED H H K%
HIRL CWDZ 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
TN ST B 8D 82),
ARNIOBHITN D, RNBEROGEE L EE L CABIRGOLEM 2 EEICRH L, 1B EOALR
PERfERREE ERD Ll SN DG RICOREET D2 b, £o, BEPRERGEIIIROTEE
FIHIIEETDHZ L, [9.5 2]
(1) RAEGBERNIEIR L CWORWZ L2 RT 52 L, ARG TS, IRLTWenWZ & %
EMMICHERT D2 &, BERITHRSH L7 8A1CE, BEbicEsahibd252 &,
(2) WOHFEIZOWT, KREIFGBMGIFICEEICHAT L &, F2, 5P LRI UHAT
LT L,
HEHRFICARE ZER LA, B - BrAERICEEBEZRET I A RS DH 2 L,
AERSVHEIB L7 3B DA IR, NS EICHRT D 2 &,
S IR A G D5 E IR, HSEICHRT S 2 L,
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(5) bEWw

9.5 ITiE

AR SUFHENR LTV D ATREMED & 5 ZeMEICIT R G- LR 2 & B G- HITAEIRA B L 72 5 &1,
BEHIZEGE2TIET5 2L, ARG T v O T oy DB N T v oF T v
EHARER L ER| T, MR I~ KIS SN 2B ICIBIR - AR T, FAKEDE, BIR - 5
AROKME, BAE, &4 Y v AMAE, EEOFERAE, FKIBIEIC XD EHER S5 U
FfiE, M. SEEBREOTE., MOBERRALEND b EOHRENRDH D 30039, Fi- WS
TESNTZT VIO T vV U ERBERLERICBIT D L ha AT T ¢ TR T, IR
ST o oA T v U EREERILER 2 RS SN BERICBW T, IR OV A 7 13T
BB E SN TOVRWEERRICHERNEN T L ORERH D 39, [2.2, 9.4.1 ]

(fiah.)

ARFNTIEURIF A 2 Bl T AR L T A AT D H B L ME~D B G135 Th 5,

(6) R¥LIF

(7

(8

9.6 RELIF
BILLARAWZ ERLEE LV, #WER (7 v boRABMRO®KE) © 3mg/ke/ H T, Lt ~B1T
THEORENRDH D, £, BWER (7 v FOFEMRORILMRZOEE) © 600mg/kg/H TH
EROBRKRER CEFROETRRO 5L TEY . 200mg/kg/ B UL ETHFRZEOEBIENED S
Tb\éo

) MNRF

9.7 MNRE

9.7.1 (RHAEMKEN, FrAR, AT 6 MmO A2 wt45 & U BRRRBIE I L T,
9.7.2 RERMATEIHE (GFR) 7 30mL/min/1.73m2 Kjii b L < VLB 22 1T TV D/NEREE RIS L L
T ERARTBRIZ SN L Ty,

9.7.3 BHRELOMMIE N V) v MEATEERSBIET L2 L, NEEOEME TIXEHBET A2 =
EMEZ, R, BHEREICEE L KT TR BB BiK) OBRFICAAZREGT25500ME 0
VU LMEE BRI DAREMER & DMOEA L OFHT 255 I3ERET 22 &, [9.2.1, 10.2 ]

) EinE

9.8 BinE

9.8.1 (LI E DG ABIET 57 CHEEICE 5T 5 - L. SBEOBRERGE LS AnE Sh
TV, MEEENRZ 5BTNBH 5,

9.8.2 @l OIMBEER T, AF O MAETRENFERIE IR TR 2D ZERBH LT
%, [16.6.1 ]

(fiah)

9.8.1 T@ElingE ~O 52T 5 ERAERMOBER EOFEBEOTEIZOWT) Pk 4 44 A 1
H 37255 30 B) 1Tt~ CRkE L7z

9.8.2 ERLOBMEICINZ, HEIMZBWTAAIZ 65 MLl EO &I & 65 Al OISl 1222
R O G LI RF O ENRE R T A — X O#ETlE, BRMERIIIE TRV OO, EifnE
2R MBEFIEE (Cmax, AUC) 13X, JE@lnd & i L C 1.2~ 1.7 @0 o 7o 7o ik iE LTz,
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7. tHE{ER

(1) HREREZDER

101 BFAESZ (BFALAZWL &)

A4 ERAER - HRE Tk &R - fabRIA+
TUAX LT VR FEBSEIER A BRRERRE, &L =27 VAT Y U RILE
A 7V 7 SE K ORI = 0 U A WER 258 S 5 rTREMEDN & 5

BRI T 256, 7o |7 B HRE S TWD,
ZL MOBEERKEEZIT>Th 72
BilLED =z hr—ApnELL<
REDOEHEZERL,)

(2.3 Z ]

(2) FRAFE L EZDER

10.2 HiFAERE (BFRISEET S )

KA & B AEAR - FEE T I P - fEBRIN 1
T YA LT~ L BHRRERE &m0 ) U AIER K| L =2 -7 O A T v U RIE
[9.7.3 1] EZEZTBENLH D, EIEH DR S0 % ATREVED &

725, eGFR 7% 60mL/min/1.73m?2| %,
Ails D BHERE IR E O & 5 BE~D
TUAX LT EREE O
WZOWTIRIRRE BT 25720 8
P SN DG E 2 RERT L L,
T UHT v AR I E BRI L s U U U A E & UMK

%l MEZEZTBENRH D,

[9.7.3 ]

I PR e 741 WA 5% PO 2 e MEIR | FREEA TR EZ T Tn b
Tuk IR T (R OERIEREZME D) 2 |BEIIT V= EER T L T
FNUZanAFT Y RE EZTBENADRDH DA ENORNWDHBENEL L, KFNFEHL
[11.1.5 &[] F OB G 2B L UIEET 25613070,

WAIATHI Z &, BEEOF M) 7 LR LRI E
DWW LT BE T, FAUTHE
EVEDMENET D Z 0D
Do
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24 Novartis Pharmaceuticals Corporation
e DIOVAN- valsartan tablet

A - K& | 40mg,80mg,160mg,320mg
INDICATIONS AND USAGE

1.1 Hypertension
Diovan® is indicated for the treatment of hypertension, to lower blood pressure in adults and
pediatric patients one year of age and older. 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 the class to which valsartan principally belongs. There are no controlled trials in
hypertensive patients demonstrating risk reduction with Diovan.

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 one 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 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.
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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.

Diovan may be used alone or in combination with other antihypertensive agents.

1.2 Heart Failure
Diovan is indicated to reduce the risk of hospitalization for heart failure in adult patients with
heart failure (NYHA class II-IV). There is no evidence that Diovan provides added benefits when it
is used with an adequate dose of an angiotensin converting enzyme (ACE) inhibitor.

1.3 Post-Myocardial Infarction
In clinically stable adult patients with left ventricular failure or left ventricular dysfunction
following myocardial infarction, Diovan is indicated to reduce the risk of cardiovascular mortality.

DOSAGE AND ADMINISTRATION

2.1 Important Dosage and Preparation Information
Diovan tablets and oral suspension are not substitutable on a milligram-per-milligram basis. Do
not combine two dosage forms to achieve the total dose. The systemic exposure to valsartan (AUC)
is 60% higher with the suspension compared to tablets.

Use of the oral suspension is recommended:
- in pediatric patients aged 1 to 5 years
- in patients >5 years of age who cannot swallow tablets and
- in pediatric patients for whom the calculated dose (mg/kg) does not correspond to the available
tablet strengths of Diovan.
When switching between suspension and tablets, the dose of valsartan may need to be adjusted.

Preparation of Suspension (for 160 mL of a 4 mg/mL suspension)

+ Add 80 mL of Ora-Plus®* oral suspending vehicle to an amber glass bottle containing 8 Diovan 80
mg tablets and shake for a minimum of 2 minutes.

+ Allow the suspension to stand for a minimum of 1 hour.

« After the standing time, shake the suspension for a minimum of 1 additional minute.

- Add 80 mL of Ora-Sweet SF®* oral sweetening vehicle to the bottle and shake the suspension for
at least 10 seconds to disperse the ingredients.

+ The suspension is homogenous and can be stored for either up to 30 days at room temperature
(below 30°C/86°F) or up to 75 days at refrigerated conditions (2°C to 8°C/35°F to 46°F) in the
glass bottle with a child-resistant screw-cap closure.

+ Shake the bottle well (at least 10 seconds) prior to dispensing the suspension.

*Ora-Sweet SF® and Ora-Plus® are registered trademarks of Paddock Laboratories, Inc.

2.2 Adult Hypertension
The recommended starting dose of Diovan is 80 mg or 160 mg once daily when used as
monotherapy in patients who are not volume-depleted. Patients requiring greater reductions may
be started at the higher dose. Diovan may be used over a dose range of 80 mg to 320 mg daily,
administered once a day.

The antihypertensive effect is substantially present within 2 weeks and maximal reduction is
generally attained after 4 weeks. If additional antihypertensive effect is required over the starting
dose range, the dose may be increased to a maximum of 320 mg or a diuretic may be added.
Addition of a diuretic has a greater effect than dose increases beyond 80 mg.

Diovan may be administered with other antihypertensive agents.
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2.3 Pediatric Hypertension 1 to 16 Years of Age
The usual recommended starting dose is 1 mg/kg once daily (up to 40 mg total). A higher starting
dose of 2 mg/kg may be considered in selected cases when a greater reduction of blood pressure is
needed. The dosage should be adjusted according to blood pressure response and tolerability, up to
a maximum dose of 4 mg/kg once daily (maximum daily dose 160 mg).

No data are available in pediatric patients either undergoing dialysis or with a glomerular
filtration rate < 30 mL/min/1.73 m2.

Use of Diovan is not recommended in children less than 1 year of age.

2.4 Heart Failure
The recommended starting dose of Diovan is 40 mg twice daily. Uptitrate to 80 mg and 160 mg
twice daily or to the highest dose tolerated by the patient. Consider reducing the dose of

concomitant diuretics. The maximum daily dose administered in clinical trials is 320 mg in divided
doses.

2.5 Post-Myocardial Infarction
Diovan may be initiated as early as 12 hours after a myocardial infarction. The recommended
starting dose of Diovan is 20 mg twice daily. Patients may be uptitrated within 7 days to 40 mg
twice daily, with subsequent titrations to a target maintenance dose of 160 mg twice daily, as
tolerated by the patient. If symptomatic hypotension or renal dysfunction occurs, consider dosage
reduction. Diovan may be given with other standard post-myocardial infarction treatment,
including thrombolytics, aspirin, beta-blockers, and statins.

2.6 Missed Dose
If a dose of DIOVAN is missed, it should be administered as soon as possible, unless it is almost
time for the next dose. The dose should not be doubled to make up for a missed dose.

2. BB IT SRR IEER
ERICET SiBMER (F—X SV THE)
AR HEH EOEBEOHOTLHEH EA—A N T U T8 L1385,
(IVIl. 6. fFsEOEFAEBHTHEEICEHTHEE] OHEEHR)

Drug Name Category
F—ANZ VT D4 valsartan D
(2021 4= 4 Afrs)

2% ROME
F—A2 +Z U7 D5 (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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