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R aBR

e — — e
(BEAN AT S BE I 72 1)
TUHI 35—k Bk — — e
WHBRBR* (%)

97~101 97~101 98~102 98~100
(30 2y DYEHFIL 85%LL 1)
EERBR (%) (95.0~105.0%) 99.8~101.3 99.1~100.4 99.6~100.8 99.7~101.2

£3uvyk n=3

@7 AR EHaLE (7 ) FRF v v 7 M)

*:%&%ov b n=10%X3

oKL noy b n=6X3

T K OYRAS BRI 15 A% 3y A% 6 » H#
MR (A7 v bha—TF 4 v TEE) B ey i L N (AP 7L
Rkl

o A — — e
(SRAN TR S B T )
A — e * e — — A
AR (%)

97~101 99~102 98~102 97~100

(30 7y DR HFIL 85%LL 1)
EERER (%) (95.0~105.0%) 99.8~101.3 99.6~100.5 99.8~101.0 99.8~101.0

£3u>y bk n=3

*: %y b n=10%X3

L&y b n=6X3




<TFNIYNLHE EE80mg [VTRS) >
SERSE  40+22°C. 75E5%RH
OPTP A% (73 vm—, #45H)

TH K OV Ryl 17 A% 3y H#% 6% A%
PR (FBDT 4V ba—T 2 7 EE) Bk il L il L 7L
Rkl
o A — — e
(SRAN TR S B T )
BRI — R Sk — — WE
R (%)
98~101 97~100 99~102 100~102
(30 73 DR FEIL 85% LA 1)
EERER (%) (95.0~105.0%) 99.8~100.8 99.9~100.6 98.7~100.6 99.7~101.2

%31y b n=3

@7 AR GaLE (7 FRF v v 7 M)

%&£y b n=10X3

%%k &2y b n=6X3

TE R O EEpealing 1% A% 3 n A% 6 7 At
Mk (BBOT7 4 Vb3 —F 4 v 7 ) Bk b7z L b7z L b7z L
e — — e
(BEAN AT S BE I 72 1)
TUHI 35—k Bk — — e
WHBRBR* (%)
98~101 98~100 97~102 99~102
(30 2y DYEHFIL 85%LL 1)
EERBR (%) (95.0~105.0%) 99.8~100.8 100.1~100.5 99.3~101.3 99.8~100.7

£3uv>yhk n=3

*:&ov b n=10%X3

oLy b n=6X3

ImdERER (40°C, MR 75%. 6 # ) DR, 7AIVZ 8 20mg [VTRS), 7AIHL
o BE40mg [VTRS)] ROT/AIYLZ U 8E80mg (VTR S (L@ OHBE FICH T 34

MZETH D Z EnHEl s,

(2) R 10712
<T NIV UEE20mg [VTRS) >

OPTP &% (7L Itm—, #5E)

T K OV A% BRI 15 A% 3y A% 6 » H#
MR (A7 v bha—TF 4 v TEE) B ey 7L B L 7L
Rkl
o A — — e
(SRAN TR ST B T T )
A —PERRBR* e — — Bay
AR (%)
97~100 98~101 98~101 98~103
(30 7y DIRHFIL 85%LL 1)
EERER (%) (95.0~105.0%) 99.5~100.4 99.4~100.3 99.5~100.5 99.6~100.6

3k

n=3

9

*:%nmy b n=10%X3

L&y b n=6X3




@O T7 AR GHOLE (7 ) FRF v v 7 M)

TE & OA& A AhHF 1% A% 3 A% 6% A%
MR (BBDT 4V ha—TF 4 2 7EE) Bk b L X (AP Bl L
TenB iR
o Sk — — SRy
(RN TR S SR E )
HFN ) —PERRER* e — — Sk
EHERER** (%)
95~98 98~102 99~101 100~106
(30 73 DR IL 85% LA 1)
EEREE (%) (95.0~105.0%) 99.4~99.9 99.8~100.2 100.0 100.3~100.8

1luey b n=3

<T NIV NVZ BE4O0mg [VTRS] >

OPTP @ (FAIve—, #&HE)

 :%nmy b n=10%X3

%%k K&y b n=6X3

TE R O EEpealing 1% A% 35 Atk 6 » H#%
MR (BBDT 4V —F 4 2 7 EE) Bk b7z L b7z L b7z L
o e — — e
(BEAN AT S BE I 72 1)
TUHI 35—k Bk — — e
WHBRBR* (%)
98~101 99~101 98~101 99~102
(30 43 DEE =1L 85%LL F)
TEaERE (%) (95.0~105.0%) 100.0~100.8 99.8~100.6 99.7~100.2 99.8~100.7
3y n=3 *. %oy b n=10X3 . Lnowv b n=6X3

@7 AR EHaLE (7 ) FRF v v 7 M)

T K OYRAS BRI 15 A% 3y A% 6 » H#
MR (A7 v bha—TF 4 v TEE) B ey i L N (AP 7L
Rkl
o A — — e
(SRAN TR S B T )
A — e * e — — A
AR (%)
98~101 99~102 99~103 101~104
(30 70 DIEHZRIL 85%LL F)
EERER (%) (95.0~105.0%) 99.5~100.4 99.9~100.9 99.8~100.5 99.5~101.2
3y bk n=3 *.&ov h n=10X3 ¥t Koy b n=6X3
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<TNIVNAZEE80mg [VTRS) >

OPTP A% (73 va—, #5H)

TH K OV Ryl 17 A% 3y H#% 6% A%
PR (FBDT 4V ba—T 2 7)) Bk il L il L 7L
Rkl
o A — — e
(SRAN TR S B T )
BRI — R Sk — — WE
R (%)
96~101 99~101 99~102 97~102
(30 73 DR IL 85% LA 1)
EERER (%) (95.0~105.0%) 99.8~100.5 99.7~100.4 99.9~100.3 99.5~100.2
2unvy h n=3 *:&ov b n=10%X3 ¥ . KXowy N n=6X3

@7 AR GaLE (7 FRF v v 7 M)

TE R OV BA A 17 A% 3 n Atk 6 » Atk
Mk (A7 4V bha—F ¢ TEE) Bk el L i L i L
Sk — — Sk
(RO TR S E )
A —PERRBR Bk — — WA
RHRER* (%)
96~99 98~101 98~102 99~102
(30 73 DRI 85%LL 1)
EEARER (%) (95.0~105.0%) 100.0~100.3 100.1~100.8 100.4~100.6 99.9~100.4

1ley M n=3 *:%&%ov b n=10%X3 . Lnowv b n=6X3
WA (25°C, MAXHEE 60%., 36 » H) OfER., 7 IV LZ 8 20mg [VTRS|, 71
SYPNZ UEEAOmg [VTRS) FOT A I YL U 8E80mg [V TR S 1XEHFE OHSHTE Fick

T3 FMELETHD I &R ST,

(3) MEA1HRAE D72 MR ER 18715
<TNAIPH UBE20mg [VTRS| >

OIRE T 522 EMERBR [40°C+2°C - 7T5%RH*+5%RH]

HH K OB PR hATRE 1% A 2 % H 3nH
PR
(BB 4 T 1 3 PG e iela L 7z L Eiele L
it (%) 100 98 98 99
(30 43 DEHIFIL 85% LA L) (99~100) (97~99) (97~98) (98~100)
ERRER (%) (95.0~105.0%) 99.8 99.6 100.1 100.4
(AR (%)) (100.0) (99.8) (100.3) (100.6)
R (N) 50.3 54.2 61.9 53.0
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QWE T D22 EMERER [25°C+2°C « 75%RH+5%RH]

H B K OB PR AATRE 1% A 2% A 3#nA
PR Al QhesE | il O e #%
(BBOT 4V ha—F ¢ ) LTWizm) 28 | LCWizmE) 2
e b7z L
DENCHELD | DTN HELN
Mmool Mol
i (%) 100 100 101 100
(30 43 DEHIFIL 85% LA L) (99~100) (99~101) (100~102) (98~102)
ERERER (%) (95.0~105.0%) 100.5 100.5 100.1 100.2
(FEArR (%)) (100.0) (100.0) (99.6) (99.7)
WE (N) 50.3 29.9 28.8 26.8
@Yelcxt ¥ p R EMRER [25001x, 25C+E2C + 45%RH*5%RH]
HH R Uk BARHE 30 & Ix * hr 60 7 Ix * hr 120 77 1x - hr
LN
(DT A b DT 1 2 ) A Eivia L £l L Eivia L
WEHIME (%) 100 101 101 99
(30 73 D¥EHIZIT 85% LA L) (99~100) (100~102) (100~101) (98~100)
ERERBR (%) (95.0~105.0%) 99.8 99.4 100.7 100.3
(AR (%)) (100.0) (99.6) (100.9) (100.5)
R (N) 50.3 50.2 57.6 57.0
<T I P AH BE40mg [VTRS] >
ORIz DR EMERER [40°C+2C - T5%RHE5%RH]
H B K OB PR AATRE 1% A 2% A 3#nA
Pk (BEOERRAY 7 4L bha—
) e Ak L k72 L b7z L
it (%) 100 98 98 98
(30 43 DYEH L 85%LA ) (99~100) (97~98) (97~99) (98~99)
EREFER (%) (95.0~105.0%) 99.1 99.1 99.9 100.0
(FEArR (%)) (100.0) (100.0) (100.8) (100.9)
iz (N) 39.1 41.0 46.5 42.3
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QWE X 522 EMERER [25°C+2°C « 75%RH+5%RH]

H B K OB PR AATRE 1% A 2% A 3#nA
Pk (BEOERRAY 7 4L ba— A OMVR &R | il UM E B
T A VT EE) LCWei) 28 | LTWemE) 2
e b7z L
DENCHELD | DTN HELN
Mmool Mol
e (%) 100 98 100 99
(30 43 DYEH L 85%LA ) (99~100) (97~99) (99~101) (98~99)
ERERER (%) (95.0~105.0%) 99.1 99.9 99.5 99.9
(FEArR (%)) (100.0) (100.1) (99.7) (100.1)
WE (N) 39.1 34.4 32.9 26.8
@Yelcxt ¥ p R EMRER [25001x, 25C+E2C + 45%RH*5%RH]
HH R Uk BARHE 30 & Ix * hr 60 7 Ix * hr 120 77 1x - hr
Pk (FEOBEBAY 7 4L bha—
P A Eivia L £l L Eivia L
Wt (%) 100 100 100 99
(30 73 D¥EHIZIT 85% LA L) (99~100) (99~102) (99~100) (97~99)
ERERBR (%) (95.0~105.0%) 99.1 99.0 99.7 100.2
(AR (%)) (100.0) (99.9) (100.6) (101.1)
R (N) 39.1 44.1 39.6 39.0
<TNIPNAVLZEE80mg [VTRS) >
ORIz DR EMERER [40°C+2C - T5%RHE5%RH]
H B K OB PR AATRE 1% A 2% A 3#nA
Pk (BEOERRAY 7 4L bha—
) e Ak L k72 L b7z L
it (%) 100 99 99 99
(30 43 DYEH L 85%LA ) (99~100) (98~100) (98~99) (98~99)
EREFER (%) (95.0~105.0%) 100.1 99.6 99.8 100.1
(FEArR (%)) (100.0) (99.5) (99.7) (100.0)
iz (N) 70.9 76.4 71.5 73.0
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QWE X 522 EMERER [25°C+2°C « 75%RH+5%RH]

BN AR

H B K OB PR AATRE 1% A 2% A 3#nA
Pk (BEOERRAY 7 4L ba— S MR e | il bR &
T A VT EE) LCWei) 28 | LTWemE) 2
e b7z L
DENCHELD | DTN HELN
Moz, Mmool
e (%) 100 98 99 99
(30 43 DEHIFIL 85% LA L) (99~100) (97~99) (98~100) (98~100)
ERERER (%) (95.0~105.0%) 100.4 100.0 100.1 100.1
(FEArR (%)) (100.0) (99.6) (99.7) (99.7)
WE (N) 70.9 70.8 52.4 59.7
@Yelcxt ¥ p R EMRER [25001x, 25C+E2C + 45%RH*5%RH]
HH R Uk BARHE 30 & Ix * hr 60 7 Ix * hr 120 77 1x - hr
Pk (FEOBEBAY 7 4L bha—
P A Eivia L £l L Eivia L
WEHIME (%) 100 99 101 99
(30 73 D¥EHIZIT 85% LA L) (99~100) (98~100) (100~101) (98~100)
ERERBR (%) (95.0~105.0%) 100.1 99.4 100.4 100.6
(AR (%)) (100.0) (99.3) (100.3) (100.5)
R (N) 70.9 71.1 70.3 68.2
. ARZERUVBREDREN

8. fMEOmALL (MBibEmEit)
LR L

9. BHH

Vet ) 16718

<TNIPIH U BE20mg [VTRS) >
(& &N R D80 ERRA O LW LRI SRR T A K74 ) CERL 244 2 A 29 B—H%E K&
A 0229 75 10 ) ([ZESZ, TAI A X 8 40mg [VTRS ) #EHELRE LTTAIVLZ Y
$€ 20mg VTR S| OEHRERZ % L72R R, W ORBIKICISW T H B ORI FEMEN R S
AU, MRANTAEY PRI & Bl ST,

HRERIE AR RERIK & [EIEE
N RV pH6.8 (HARFE)R s HFBRE 2 #K) 900mL 50rpm
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TR RS R (pHS. 8)
100 + *
we F- -/ T TTTTTTTTTTTTTTTTTTY
H
= 60
% 40 —— FAIH AL EE4O0mg [VTRS
= —e— T LI YL HBE20mg [VTRS )
20 - — - - 85%
0 1 L L L L J
0 10 20 30 40 50 60
FRERIR R BURE R (47)
ARERAE R
I . T (%) o N
AR “HE HRF A - — | T Fa e 5
FEAERLA) | R LA 7=
85% LA E X% .
pH6.8 15 43 92.1 96.5 +4.4 SR
+10% AN

<TNIPNH BE40mg [VTRS) >
(BRI DAY FHIRFERBR T A KT A ) (PR 24 42 2 A 29 B AR JERSFEAFE 0229 5

10 5) &3 &, TP L 5 40mg VTR S| LHEHES (40mg) OVEHIAER % £ L 725k 5.
pH1.2 (100rpm) (ZBWTHA BT A ARTEHAEB OFLIEOHE LM 48, mls o

ZEENIIELL AV Sk L7223, pH1.2 (100rpm) LIS D

ABRIE T A O HEBNIRSETH Y . F

T A BN R & U CHT o 7oA PRI MR O RS R . A FIC A% TH D LIl Sz T,
A BR8N EE X BT,

AR IE

B

B I 77

2N RV

pH1.2 (H AR5t HakBRes 1)
pH6.5 (#® 7= Mcllvaine #ZfEiK)
pH6.8 (H AR 7t HaBRes 2 k)

7K

900mL 50rpm

pH1.2 (HASFEI RS 1)

900mL 100rpm

100
w80 I
5 60
% 49

20

s AR R (pHL

—— fEAERLA (FE4, 40mg)

2/50rpm)

(R)HWED

—o— 7 /LY L FZ U FE4Omg [ VTRS

30

60 90
BRI BRI H] (57)

120

15

100

80 F

60

40

20 F

T RS 5 (pH6.5/50rpm)
‘0‘<¢.

—— PEHERLA) (BEF | 40mg)
—— 7 LIV )L H L EEAOmg [ VTRS

15 30 45 60
BRI IR ] (53)



VA H ERER S BL (pH6.8/50rpm)

VA RRBRRG SR (K /50rpm)

100 2 e 100 s -2
ﬁ 80 v 80
=60 e
-~ %
% BN
=~ 40 ; % 40
—— FRAERLA) (FEA], 40me) — —— EERLH] (B2, 40mg)
20 —o— 7 LIY L Z L EEAOmg [ VTRS ) 20 —— T /LY /LZ L EA0mg [ VTRS )
0 \ \ \ , 0 . . . ,
0 15 30 45 60 0 15 30 45 60
BRI ER URERE (49) FRERIEER UREIE] (43)
A HERIRAS S (pH1.2/100rpm)
100
v 80
H
;3,—: 60
% 40
—— EAERLA (FE54, 40mg)
20 —e— LIV AL AEAOmg [VTRS)
0 . . ,
0 15 30 60
AR R EURERT (43)
Bl r7px'e 50rpm 100rpm
R E pH1.2 pH6.5 pH6.8 K pH1.2
| E IRF [ 15 4y 60 4y 10 4y 15 4y 10 4y 15 4y 15 4y 15 5y 45 4y
FEHERLA) (%) 34.5 90.1 61.9 79.7 64.9 84.9 87.3 41.5 92.8
?F"\‘
ﬁ FERTLA] (%) 41.0 100.1 73.3 85.8 73.8 92.1 99.3 62.7 100.5
ﬁ
7= (%) +6.5 +10.0 +11.4 +6.1 +8.9 +7.2 +12.0 +21.2 +7.7
fo {0 47.8 69.8 67.7 — 37.4
85 % LA
] +15%LIH +15%LIH +15%LAHN £ X +15%LIN
) FEE
L f2=42 iE f2=42 L f2=42 + 15 % i f2=42
PN
HE A A A pay A3
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<TNIPNLE U EESOmMg [VTRS| >
THAIPIZ U BE80mg [VTRS | CHEAESN (80mg) DIAHERZ Ik L-fEH, 72 8
80mg (VTR S| [TV FHORBRIKIZIB W T HIEHZFENFEI L, TR IS O AN 51 R & MR
TARTA ) CPRR 24 4 2 H 29 A —#dE EREESE 0229 5 10 5) OE B OELMEDHE
HUEIEA LT,

RERE BRI R & [EIEE
N RV pH1.2 (B AL s R 11KR) 900mL 50rpm

pH3.0 (F#® 7= Mcllvaine #&fEjik)
pH6.8 (A AR i HakBRes 2 k)

7K
pH1.2 (BRI H R 11)%) 900mL 100rpm
VA HEBRS R (pH1.2/50rpm) VA AR AS SR (pH3.0/50rpm)
100 100
Ej} 80 v 80
2 llj:ll
/4: 60 i‘a 60
% 40 3 vy g\ 40
~ —a— FEVERLA (S2A1, 80me) % —— [ R (5251 80mg)
20 —— %/V‘:'&/VyyﬁSOmg (VTRSJ 20 PY ?/V‘Z“}”/l/ﬁ‘/ﬁSOmg(V'l‘RSj
0 . \ . , 0 . . . . \ ,
0 30 60 90 120 0 5 10 15 30 45 60
AERIER R (47) BRI EURE (47)
AILBRBRAER: (pHE.8/50rpm) Y RS R (K /50rm)
100 100
f;ﬁ 80 ve 80 FTTTT T T T T T T T T TS
= 60 'juj 60
~ =S
% 40 % 40 ;
—n— fEHERUA (FEA1, 80mg) ~ —— FEHERIE] (521, 80mg)
20 20 —— T /LIV LA FE8Omg [VTRS |
---- 85%
0 . . . . , 0 ! . )
0 5 140 15 30 45 60 0 5 10 15 30 45
BRI R HURE R (57) BRI BURE ] (97)
A RS R (pH1.2/100rpm)
100
% 80
H
60
%
= 40 —— FE R (5275, 80mg)
20 —— T LI L Z L BE80me [ VTRS |
0 . . \ ,

0 30 60 90 120
AR BR U] (7)
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Bl r7px'e 50rpm 100rpm
BRI pH1.2 pH3.0 pH6.8 7K pH1.2
| E IRF [ 15 %y 60 7> 10 %> 15 4y 15 4y 15 4y 15 5y 45 %y
FEHERLA] (%) 28.2 92.4 60.8 78.9 87.6 89.1 32.8 81.7
?;‘?
g; FERTA] (%) 32.1 95.0 60.3 79.3 80.2 95.5 43.8 91.5
ﬁ
72 (%) +3.9 +2.6 -0.5 +0.4 -7.4 +6.4 +11.0 +9.8
85%LL I | 85%LL I
‘ +15%LIN +15%LIN +15% LI
) E FEYE XiE+ | X ik +
XiT f2=42 XiT f2=42 NiE f2=42
15% LI | 15% LI
HE Sk Sk Sk Sk e

10. && - 3K

(1) FESLELGES - S, NELERTRE - ARCET H1ER

%Y LR

(2 a%

TV L Z U BE 20mg - BE 40mg - §E 80mg VTR S

140 &€ [14 $2 (PTP) X10]
100 88 [/NT . HEEFIAY ]

Q) PREE
%Y LR

4) BHROME

TV L Z U BE 20mg - BE 40mg - §E 80mg VTR S
PTP v — bk : AUk = T
ARV (RZ) RV —HFR, v —7UF

1. RlgiRt S h SEHME

Bz L

12. 0t
AR OANA

3 A

RS
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V. aRICET 45IHE

1. HEEXRIIHE
BlFERE

2. PEEXIEIHRICEET HFE
RESH TV

3. AERUHAE
(1) AERUAEDMESR

6. RiERUVHEE
WH, RAIET A I LZ L LT 40mg & 1 B 1 BIREEES 5,
72721, 1 H 20mg 7554 Bts Ll &3 5,
PRE. R - JERIC K D BEEEET 2, 1 i RE G EIT 80mg £ TET 5,

@ RERUAROBERMS - R4
M TR L

4. RERUVAEICEET HEE

7. BiERUVHEEICEET %R
FEEDOH D BEICRGT 256, ARG EIZ1H 1 40mg &35, [9.3.2 5]

5. ERERAUM
(1) BETF—5/8y57—
DR L

(2) ERERFEERR
DR L

() RERGRRHER
AR L

(4) HREERIEER
1) BAERIEEER
E MERREER
TNIPNE I TEMCONT, ElEERE 2 x5 & UCHE L7 2 ik —HEMRHERBRO
fEE FAIYALE O AMERED b 19,
Flo. TAIHNZ AT RMIOWT, ZHEMREGR 2 & TE N T F L 72 BRI 0
T, HFHE O G & o7 449 Filrp | AR S - YL - ABOFMENICE T 2 R HBRE (419
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Bl) ZLATDEBY ThHolz 20,

3% (FROBI%)
PB4
DHE R &t PHEARRE] & BR<
AR HEME & L I 76.8% (284/370) 82.1% (284/346)
R 2 O & iU 65.0% (13/20) 65.0% (13/20)
FELE () 1 79.3% (23/29) 85.2% (23/27)
At 76.4% (320/419) 81.4% (320/393)
2) RLMHER
AR L

(5) B - HAERIEE
AR L

(6) ammIEA

1) FEARERAE (—BEARERE. BEERARERE. GARBLERRAE). RERFTERT—
AR—IFE. RERFTREBRABRONE
Y LR

2) EBEHLLTERFEONERIIEMLI-RE - HROME
A LR

(7 Foih
AR
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VI.

EXNEE(CET HEHE

A

1. EEZMICEAEH S LEMXIILEDEH
oY LBV TN, AT E L FETFIL, NP ALE S FILAYILE A REY I L
A NPV H

2. XBE#%HR

M

2

@)

ERRERGL - 1EFMERF

TV NZ AT EICMELBGOT P4 T oo (AT 247 1 (AT1) ZHEMEICBVT,

AFRAEME TH D A-TT & FFRIIERL L, O M IHETER 2 306135 2 &2 X 0 BRIEVER 2%
BT 5, 7AIVPAF O AT SREBAPETE < (Ki=3.70M) . AT1 ZHED D RS fR#E L 72
A%

TV YL Z 2 E 10~1000nM O FEFEFRIPH T, A- T K D H 7 5 8 KEWARKE A 0 1 4 e B i
L RERIFINCH T ICBE S 5 & TRRIEE 40~50%iHil 35, F7AEATEE 120 431412

BWTHAHBERMEDGHEMSI 2R L, AERIRFN Th D, F/o, 77 VX = 0fifRE#E CTh 5 ACE
(F=F—FN) IZx L CXEBEEEL RIT S 2\0 12,

EohEBRfT T SRR

TP Z TR MEEEIET v o~ 1mglkg ® 4 HFEGRE 052XV KT 55mmHg
OBEERZR L, ®IEBRIIET v h~0 0.3, 1, 3mgkg ® 4 HEEFERORSICED, Zh
FIRKT 23, 22, 38mmHg OBFEEA A RT, £ M T AV 2=y 7 T v h~® 0.5, 1, 2mg/kg
® 21 HEWEHEREOEEICE Y TRFNEKT 33, 57, 72mmHg ORFEEMNZRT, KET /T
BWT, 5K THOV AT Y REGUIED e, BlEEEMTETZ v F~0 1mgkg O H[E#E
O 5L, 21 BFERLL Flcb - W HERBITEERZ R~T, L=y - To U4 T v v RE TS
N D LRZI =27 AP MZKELTH 0.3mglkg OG0 bHE2BETEEMZ R L, 1mglkg Of%
#5402 X 0 BEERE 7 BRI 2, 7238, IE# MEEICH 2 BEERITTV, FRAIER O
TV AEEFHE ORI LD TV L F C ORBEERIT RSN D 121027

{EFISEIAEA - FEHEEER
AP L
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VI. ZEYEhae

1. IPREDHR

(ZB89 5IEH

)

()

AR A R
AR L

FREREER CTHEE S hiRE

1) H[EEE
ARREME M EAE B ST L X L2 > 20mg, 40mg, 80mg (7 7 & /VAl) Z £ 1% ([ Hal#E 0 $:5- (20mg
#3161 (k22 & 9). 40mg B : 29 61 (B4 22, M 7). 80mg #E : 30 5] (F% 18, Ltk
12)) L7z EORMEFENRT A—FIZLUTDO LR ThoTz 28,
Cmax Tmax AUC (0-24h) T1/2
Bh &
(ng/mL) (h) (ng * h/mL) (h)
20mg
33.84+17.37 6.9+£6.2 424.65+232.25 24.0+11.0
(n=31)
40mg
78.52+32.72 4.6+£1.7 807.41+334.76 20.3+12.1
(n=29)
80mg
365.81+253.08 3.6£1.2 2304.54+1522.85 20.9+10.6
(n=230)
(CE¥E£S.D.)
Fiz. BARAKOGNE N O A K OCEEIZBW T, 40mg LLE (7B AAIS L IREKR) OF
S5 &THEIU EOBRED EHNA LI, Cmax TEOMEMIZEETHD Z ENHERINTWD, £
DR & LT, /MBEETORAREDEFN L OFFI~D 234 OEFn OG- 235 2 Hi 5 28381
2) KiE#ESE

ARENE B I EERE 12T v R YL X v 40mg, 80mg (B 7& Al & 1 H 118 14 HFEEZICKER
A5 (40mg #f : 10 511 (BPE 6, &t 4), 80mg #f : 10 5l (B 7, &M 3)) Lzl X, EHFIK
BB CTHh 2 14 H HIZHIT 2 MIEPREMRRE L, b4 2~4 R CRRMEA R L, Uikkc IR
L7z, F£72. AUC o2y O DM LIZEREIL, 40mg XY 80mg #5-TELEH 1.91£0.53
K 001.61+0.62 CEfIE+S.D.) Th o7z 32,

o Cmax Tmax AUC (0-24h)
EREEn 4 #5G-H
(ng/mL) (h) (ng * h/mL)
40mg 1HH 85.78+45.25 4.0+1.6 1030.16+598.93
(n=10) 14 H H 166.51+88.49 3.4+1.0 1930.61+1155.91
80mg 1HH 259.50+137.14 2.9+1.2 2288.28+956.39
(n=10) 14 H H 436.62+219.36 2.3+0.9 3203.57+1710.92

(CF¥fE+S.D.)
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14 HE ® Cmax XN AUC (0-24n) % BLBN T T2 E . £ PO BEICHH4 5 ZPED 1T 40mg £
%ﬁ@LB&UOgﬂ&MQ&ﬁﬁﬁlTUﬂﬁMmﬁ%D\%ﬁi@%ﬁé?%m@ﬁ#m%%ﬂ
7.

3) Ral—ar7yr—~vaxpxT 1 7 ARHT
HARARONEANDHET —F ThHIRE 2 —a v 77y —~axxT 4 7 AT OFERNL, 7
U7 Z7 ATt 0 BT 39% @<, KMEOBRBENRBML Y b2 LR ST 39,

4) fEkE
H AN KOS E N ORFIRERERIZ 31T 5 KW ENRE 2 T L 725 R, Cmax X OV AUC (ZERZED TR B,
80mg L kDG EIZB W TE OMEEATHE Th - 7 2829382

5) AW R AR

<FNIBAZBE20mg [VTRS) >
THIPZ B 20mg [V TRS ) (E IE&N R 580 EERA O LY FHIRIEERBR T A K7 A
v (CERE 24 4E 2 H 29 HIRAFEAT 0229 4 10 =) ICHES&, TA IV U8 40mg (VTR
S| HEEMERIFIL Lz & & IRHEFEINE L, EWHNICRES L Bl Sz 19,

<T NIV NVZ BE4Omg [VTRS) >
R NS 2T VI H U8E 40mg [VTR S| &I WVT 4 A8E 40mg OZNZEN 18 (TV
S Z L LT 40mg) %, MEERFHEERR O L TR T A I L2 EEARIEL, S5z
BT A —4 (AUC, Cmax) (22T 90%(E HE X FTEIC CHERHIENT 24T > 724 F:. log (0.80)
~log (1.25) OHPFANTH YV, WAIOEW LRSS HER S (7 8 24— 3—ik) 3¢,

HIENT A—5 BEINSG A —4
AUCO-72 Cmax Tmax T1/2 Kel
(ng * hr/mL) (ng/mL) (hr) (hr) (1/hr)
TNV H U EE 40mg 0.0355
1291.8+500.1 181.3+£77.3 1.3+0.5 21.0+5.9
[VTRS] +0.0099
o 0.0356
I HNVT 4 AEE 40mg 1300.6+432.9 182.3+£98.5 1.2+0.6 20.8+5.8
+0.0088

P+ R (n=18)

300 ¢
—e— 534 ¥ »$i40mg [VTRS
3 O I AN 4 AS40myg
£ 200 Tl + S, n=18
5
=
= 100
&
=
-
0 & P m— e —9
24 36 48 60 12
WFiH] (hr



IMAE PR ONE AUC, Cmax 78 E DT A — 2 (3, HERHE ORI O BREEIEL - FFfH) 5 OB S

TR K> TRARDATREMEN D 5,

<TNIHNH o EES80mg [VTRS) >
EFERABFIZT I Z U 8E80mg [VTR S & I W/LT ¢ A5 80mg DENEN 1EE (T /02
P H L LT 80mg) %, MERFFHERE NG LTl T A I v H REEZRIE L, B3
WENfE /T A —4 (AUC, Cmax) 122V T 90%(E 8 X BHEC THEFHENT 21T - 72858, log (0.80) ~
log (1.25) OHFPANTH V. WAIOEMZNREESHER SN (7 8 2 F——jk) 39,

HE ST A =4

BENT A =4

AUCo-72 Crmax Tmax Tz Kel
(ng * hr/mL) (ng/mL) (hr) (hr) (1/hr)
TPV BE 80mg 0.0318
3740.5+2252.9 1071.3+£749.9 1.2+0.9 | 24.1£7.5
[VTRS]| +0.0105
S - 0.0311
VT 4 ABE 80mg 3695.3+2388.7 1051.1+766.4 1.1+0.7 | 24.3+7.1
+0.0095
PR R ERE (n=53)
- —e— FIIHNY ~§i80mg [VTRS)
,:: —_0— I AT A '/ﬂi:i}ﬁ[hr_p"
= Pl =8 {EE, n=53
50
=
wtl
=
=

24 36 48 60
R (hr)

MR TN AUC, Cmax 72 E DT A —2 (%, YRE OB (KHEOLRIBIEL - B % OB S

PRC L > TR DTN H 5,

(3) i
LB L

@) BE - HtREOLE

Vi et (R LoEES) (BT 2HE) © 7. fHAEH OHESH

2. RUSEEHRNAS A—5
(1) A
A L

24




(2) AR
AR L

(3) HEEEEH 343
FOIPIZ BE40mg VTR S @ 0.0355+0.0099 (/hr)
FHIP L BE80mg VTR S : 0.0318+0.0105 (/hr)

@ 9IVF7P530RA
MR L

(5) SR
AR L

6) 20t
AR L

3. BEE (REalL—va) @i
(1) #B#F %
AR L

(2) 135 A —S EHER
AR L

4. RN
R AT 7 20 FillC, T B L Z L 40mg (I 7 BAA]) AHERRAORE Lz L &, ZZiERS 52
ANEHE G T tmax ASELE (ZEERF - 1.8+0.9 BRE. &% : 5.3F1.4 FffE) L. Cmax 2 57%. AUC
PN B2%IE T L7-36, [14.1.2 ZM]

5. 9%
(1) Imni%-RxRE P9 @@

U ERR L

(2) m-ReBAFTER
AR L

(3) BA~OBITH
AR L
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6.

) BEEA~OBITH
AR L

5) TOMDEMADBITHE
AR L

(6) MWELFEEE
Z v M RO N OMMEE AfEESRIL. invitro XX in vivo & 12 99%LL ETH - 7737,

o
(1) RBEMERURBIES
AR L

(2 RBI<E5TIEE CP%H OHTHE, H5E
DR L

(3) PEBEHROEERVTONE
AR L

4) REYOFEDHERUFEMEL, FHELE
EFER A B 5 #iliz 1C-T /I P ¥ 40mg ZEIRNE G LT- & & AT RAEED 84%
ULEDNREKRTHY . FIZZ V7 a BIAEEKRTH 7238 UEAT—%), [10.38]

- B

BEFERRAB 1127 L I Y12 0 20, 40, 80mg Z ZEfGRFIC AR A (BFE6 ) L7ce &, REM
BITIE & A ERPICHEH S, #51% 24 R CTOEHRER PHEIERIT, WTho&5RIZE N
TH 0.02%LL FCTh o7z 39,

TR A 7 5 BllC 14C-T VI B L ¥ v 40mg ZZEMERFICHERR O &G Lz & X Bh% 144 R &
TOFHED JR i} OFEF R PEIERIZZ N E N 0.5% K T 102% T D I ENFT VI P d oD
RERy AT 240 U C RIS YR S T 89,

b5 URK—S—(<ET B8R
AR L

. EMFICLBBEE

EERe L
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10. BREDERERTLEE

11.

(1

2)

BHEEERE

EOHSRENE E AL O SIEERE 12612, T IV LZ 2 40mg (I 7EAA]) 21 H 1B 7 HERE
RO Uiz & & | BRERE R SR AR T RE (6 491 (51 4, &t 2) L G2 V7 = fE 1.5~2.9mg/dL)
EEER TR (61 (BE 4, &k 2), MiE2 LT F =1l 3.0~4.0mg/dL) & O RICIRYEHREEAY
INTA—=FDEITFBO NIRRT, £, EFEHEED S MTEAELF & g LT Cmax &Y AUC
ICEITRD BRI 72 20,

FFEEERE

JHFBESE B 1k EaE 12 65 (Child-Pugh 233 A (8JE) : 8 5], B (FFEE) : 4 #]) 127 /L H /L% 2 20mg
KON 120mg 7)) ZfEA#EE Lz & & @EER AR L Cmax 1$ 4.5 5L N3 5 <. AUC X 2.5
BRO 2.7 @74 GMEAT—%), [9.3.2 2]

1) HEEDH 2 EFIKET 256 0RKKEG®IT1 H 40mg Th D,

Dtk

%

%GR L
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. &% (EFRLOIESF) CEHTHEE

ERBETDER
TEIN TN

7L O

2. ERANRLEDEH

2. B (ROBHFICEIESELAWNIE)

2.1 RANDRSIC R LISBUE OBEERED & 5 B

2.2 Wi TSR LTV A RTREME D & 5 2otk [9.5 2]

2.3 MO WARD TEWERE TEERFEEOS 5 BE [9.3.1 2]

24 7Y ARV U7V E R G R ORERFEBEE (2L, tMOBREERREZIT> CThRBMIED =
Fe—ARE LI AROBEEZRL) [10.1 2]

3. DEXITIHERICEET 5FELETNDEA
BEEN TR

4. BERURAEBICEET 8L TNDERA
(V. IBRICETHHEE] 23R +T52 L,

5. EEGEAMIELENER

8. EELEXRNIE

8.1 IEMEMICH S LM, HFEV, SLOX0NHODLNLZERNHHOT, EAMEE, HEIHOE
R fEIR 2 1F D B A B ET 2B II3EE S D 2 &,

8.2 FIfAl 24 FEIFHE G- LW Z ENEE LV, 7T UF T v v v DR EREEGAI G- o B 1L,
R YR L =0T AT v SR OMRIERNC X D & AR AR T & 2 Rl REE
NhH5,

8.3 AR EELeT v AT vy N ZRIEEETAIR G PICFREOEERIFEEN S b bivic & O#H
HERBHDHOT, FHEERELZ M T 5728, BlEE 01275 2 &0 [11.1.5 28]

6. RENERERISBEICHI IR
(1) AfHE - BEEFOHLEE

9.1 &6HE - IEEFOHHEE

9.1.1 MAKEHIREEDOHSBEXIIFETCEIREEOHIEE
B LR 2BV e SN2 562 E ., HITEET 2 2 &, BigEoORDREKIK A
JEORTIZ L Y BlICEREZ BT 2 B8ENNH D,

9.1.2 §AH YD LMEDES
R LR E2 SRV EHBr SN 256 4RE, ERITETLZZ L, ah ) U AMEZHEIES
BENWRD D,
Fo, BHREE, a2 b=V ARRORERFECIVMIED Y 7 MMEREL 2D LT WEET
X, iED Y U LMEICEETHZ &,

9.1.3 RmMEEEDHDEBE
WEEDREENMIE R EEZB 2RI L, REZELSEIBENLH 5.

28



9.1.4 BEREEEREPOEE
EHENOHRGEAZEEL, HETABESIIRAIIITI 2L, ABRNLFRTZEZTBENLH
5, [11.1.4 ]

(2) BHReEEESRE

9.2 BHREEERSRSE

9.2.1 ERLEREE (WFILT7F=-E3 Ong/dL LEDIFE) OHIEE
e B S BENNH D,

9.2.2 mMiRBNPDOEE
EHENSHEG 2B L, HMETIEAITGRAIITY) 2 L, AMRNFERTZ2EZTBEARH
%o [11.1.4, 13.2 ZH]

Q) FHreeEEEE

9.3 FFHteEEEHE

9.3.1 BADORABHOTEVNEENIEELHETOHIESE
BHLnwz b, [2.3, 9.3.2 /]

9.3.2 HigrElEFRE
AFNTEIETFICHRE SN DD TAI T ALE DI VT T UANKRTT 52 ER"d 5, £7-.
SAENCBW CIFREE RS TARBIO M P EENK 3~4.5 FEHT 20 MES TS, (7.,
9.3.1, 16.6.2 2]

(4) £MEREZERY BFE

9.4 £FEREEZHT S E
9.4.1 HIRY SAREM D H DX
RLTCWD I ENERENT T oIV T o v VBRI ER LT P T v v T2 /R
Al ZER L, BE - FAER~ORE (BRe, HE - - BOBERAE, FEEH) BZRDHLN
T BIANHE ST D 4243
AFNOF G IS B, RBEEOFES L EE L CAKIR GO MNEMEZEREICHRF L, 168 oAk
PERfERRMEE RS B SN DG EICORBREGTH 2 L, Fo, B RMLERGAIITROER
HIICEETHZ L, [9.56 3]
(1) ARABEGBAEANIIEIR L TV W2 L 2GR T 5 2 &, AAIERGF L, HIRL T inwZ 2 %
EMICHERR T D 2 &, GRS HA L2 AIE, BEbickb5a2hid52 L,
(2) WOHFIHIZOWT, AAI GRARRCRFICHAT S 2 &, £/, BE5EHLLEICE UHiAT
5k,
o HERTICARRIZ R LA IR - BrE R
< BRERAVHIBA L7 TR DS AIE. R0
R ZFHET DA, HSEICHRT D2 &

L RIFTVZAINHDH L,
FHYEICHRT D Z &,

o

(5) TR

9.5 1E%
W d S TSR L T 2 AIREPED & 2 VEIZITH G- L7 2 &, G RITIEIRDS I L7256 1213
[ERSYIetiSe R S|y BP BN
IR R ORISR ANt T v V4T v MR FERETH LT AT v R
BEAZ B G S cBE TrRRRDE, IR - FAEROET, FEROKLE, Bre, av) v
LAE, SHERDTERA M OFKIEAEIZ K 5 & HER S 2 W O fifE, BEEBEE O, fiodF
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BAREENDL DN L OWENRDH D, [2.2, 9.4.1 5 H]

(6) R

9.6 Z=ELMm
RILLBRWZ EREE LY, BHER (T v b)) THIHT~BITT 220G S TnD, £/,
R (7 > MHART HAEROFEER OREW ORI 2E) © 156mg/kg/H LI LD
HRECHAR D 4 BALFROET ., 50mg/kg/ H #5¢ 51 T HIAE L ORI M OS5 R FE 2 O B IE 7S i

ShTwWb,

M MNRF

9.7 MNR%E
INREE G L U BRRRBR 13550 L T euy,

8) =mE

9.8 BnE

—RICIBEOBREITFE LS N ENTW5S, MEESENEZ Z2B8FNRH D,

7. HHE%H

AFNZ, FELLTUTEEE (DP-Z v )i b2 727 —8) ITXkD 707 m Biasic ko

TRI NS, [16.4 ]
(1) BtREELZTDER

10.1 #FRES (BFRALEGLNC &)

(ChE PR B ICE -+ 5 35
B TR L, oOBERREY
fToTh7eBMED = b
0= NELLARDOBRE
ZhR<,)
(2.4 2]

U 27 BNBEE S Tunsd,

FAN BRAER - FEE Tk BEFr - fabRIA
7Y ARF LTIV FEBOEVE A, BRRRERRTE, | L= T VAT U VR
FYLA U U A E K ORI E O | FEA AR S D T aEdE

HD,

(2) HtRFELZDER

10.2 AR (BRICERET S L)

To L OWERH D 19,

FFl4 5 AR - BT W - fabRIN T
BEEAY My = A R L | R

71V 7 DRFFEFR R A
Avw /)77 Mo
FUT AT Lk

VRV iyl

MigED U o LEEN EFT S
BINWRH D,

VU LR ERN RS S
BENWRD D,

fEBRA 7« BRI B REREREE D &
5 HBRE

U F U LHH|
REEY F U L

TV FT v I WAl
EZREOFEHICEY, UF UL

e P IIAATH D25, T
NI UL TR T
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hEAEITIERRESN
TW5,

LA T OIPRE T S &
WHILTWAB =D, RAIDT b
Vo LAHEt A RET D Z LT
ko2 EEZLND,

FII PR B =541
ZrEI RN, M Za)LAF
TV K&

[11. 1.4 8]

AMRLFERTEZEZ 7%
NRHLOT, BHENLERE
B L., HET 25813 A
W79 2 &,

F IR B A CIRE 2 321 T
HEEICITL = UEM NI
LTWSEENE L, RAINRSE
LT,

FHEAT A REEFIARIE S
(NSAIDs)

ARERIEASBEN L VD L, B
O H L BE TIEAMEERE

T AR TS5 VAR RE
TERIC XY | BlfEME T4

FEG SRR DD, | DD EZERIOND,
AT v A PHEFRAESE FEEEOR AT I ED 2 | MEERIEREZAET L7 1 X

(NSAIDs)

EREINTVWAS,

BT5UVDERMPIRE S
N3, BEEEO ML FE
AEEHIEsEE2HNT
W3,

TUUFT o AR FER
A

SEE R 25 e B AR E R E
& AU U S E K ORI E &
o FBzhndd v,

Vo T T v R
EVEH R XD AREMEN
H5D,

TUVAF LT VERKE

RBRRERRE, m U U AME &
WRIMLEZE ZTBENNH
5, 2%, eGFR 7% 60mL/

min/1. 73m* i D B B He
DHDHBE~DOT ) AFL v
TV & DOFHIZONT
X, TR B0t 218700 LT
SNLGEERERTH L,

L=v-T oot Ty KRR
EVERH TR S D ATEEMEN
H5D,

. Bl{EA
WOBEWERNSH LoD ZENH DD T, BELZHDITITV., BENPRD ON-GEICITHRE 2 FIET
575 EmUIRAE LT 2L,

(1) EXZLEIER & R

1.1 EXLEEA
11.1.1 mEZRE (0.1%A#i#)

PR, NS, WHEH - MEEH, HEOMERZ R E 5 MEREN S Db, MEIEFEIESZ X0 MR A
Aok LTER s STV s,
11.1.2 BhYY o LmmE FEERH)
11.1.3 BHREERER (BEAH)

AMEEEELZ 2 LfInRESh T\,
1M1.1.4 avy HELRP)., &M, BEBHEEX (0.1%)

RS, W, BRI REN D DO HEICIE, EHICETRLEEZITY 2 &, [9.1.4, 9.2.2, 10.2
2]
11.1.5 Fr#gefEE, &E (G

AST, ALT. y-GTP FHAZDOFRERENR S bbhb Z 8 d 5, [8.3 B8]
11.1.6 {EMME (HERH)

Wi i, ZEHERE. Wmit. FoEX, £RNET, K, EEESENH OIS E TR 2
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1EU, @YIREZ1T O 2 &, BERFIRRTO/BE TH LD,

N1 7r245F%0— BERH)

FRORINEE, MR T, GEHESENERE LTHobND 2 Db 5,

11.1.8 ME M GHERD)

FERN, WK, PRORINEE, MRS X BRREE LD FEMEMR N H 6N ERHHDT, 2D LD
RGBS AR IE L, BIBEERNLVE VA ORGSO ILEEZITH b

11.1.9 HEmmaiEE LR

AP, MRS, CK b MR ORF I A7 v ey B AR E T 2 B REARIE D & & il
L2ENHDLOT, ZOXIBRLAITITELICEG 2RI L, HWORAEEZTTI 2 L,

(2) ZntbnEl{ER

11.2 Z oD FIER
0.5~5%ATi 0.5% At 5 A B
SEEED FREE, B HLBE, U ARRE
HEV, FERR. A -9 AR, #15 >fREE
i R | . .
RHRER | oo m
it A i Bk IFBRER B&-. i/ NRED
~NEZ B EVED, &
FTY ., T SHox EEMEMAM | R E . R ST I E
TEEReS M. OEAmEh, L=k NI
R
o 3 LN TN 3 BHRFE, MERE, B | 805, IR
{ A
&K, O, ONK
AST . ALT . A1-P .,
Tk
LDH 5% O JFHghe R
IAES % WEMEHE N, HEES
myEs vrF=r k5.
R ik
1fn. FR R A b -
BAEIR . TR, T
=geSin . TR, EERUE. M
%
EHE me s U o s b5 1K~ U T AMSE
Hug, MRERL, CRP Rk, | FEHE. Bk, JEEL. 4 ’fﬁﬁi‘%“ 23T, W,
J &, A s
Z DA, Vﬁ%ﬁ%\m%@%\
BEpEde . BMLSE, L O,
R
. BERBRERERICRIZTESE
REEN TV
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10. BEHRS

13. BERE

13.1 K

A O (640mg) (2L Y KX OHARD S o & DW|ENRH D,
13.2 g

AANFMAEIEE S L 7evy, £o, AFNTMIBENTIC L > THRES LY, [9.2.2 5]

. BRLOEE

14, BALOEE
14.1 BERXAHOEE
14.1.1 PTP @30 #HE PTP > — F A BI0 H L CIRAT 2 & 5 835 = &,

PIP & — hOREAIZ L D . BEVGA A EEMIE~TIA L, TS5 - L CRERAS DR
BAHEE DT 5 2 L2ib 5.
14.1.2 K12 BRI L TO2B#EICE, B R%ICIRAT 2 X5 s 525 2 &, AFIOFNH
IIREOREL T, SRS LA, A% 50 bMREERE 25 2 ERHESH
THY. BUERSEBRT 5 BENRH 5, [16.2 5]

12. Z0HDEE
(1) EREREERICESCIER
PREZILTWVD R

(2) FEEGERFERICK D ER
PRE STV
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X. JRERPREERICEA9 HIEE

1. ZEIEHAER
(1) ZEHZEEHAER
[VI. BZIEFZEETAIEH | DR

(2) REMEBHR
DR L

(3) TOHOREEHR
DRI L

2. SHHER
(1) HERSSHERR

TR L

(2) REHRSHEHR
TR L

(3) EfEEMEER
DR L

) HARERR
LB L

(6) AMSEZMRBR
LB L

(6) BFTRIMMERER
TR L

() Z0HORHSE
LB L
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X. BEEMFEEICHYTLER

1. RHERXS
A T IV HZ 2 20mg - $E 40mg - $E 80mg (VTR S| W7 ZE P A
) EE-EMEOLGZECLVERTLHZ L
BEhRGY « TP G LR

2. BxhEAR
FEFWIRR « At H 2 /M 55 R0k
(Tv. WANCEAT 2B © T4, ®WHORFEEM TIZBIT 2 LEME] OHESHR)

3. BERETONE
i RAF

4. FEWEDEE
SABITRIE L Tk, BETAHZLENHDHOT, EmiE - ZAERT CTRET D L,

5. BERAITEH
BEWERLTA R HY
KTOVDOLEY : HY

6. R—H% - R%hE
[l — Rl oy 4
SEFREISA © I BIVT ¢ ABE 20mg - HE 40mg - HE 80mg
Fozh 3K
QY NNE YT DTV E L LFRRT NV AE S AR ALE AR Y I
AN E Y TN H

7. EfRSEEFRAR
1998 411 A 10 H
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10.

11.

12.

13.

14.

. BERFTEAEEABRUVERRES. EOELENHBEAB. REMKERE

. TG IR T AR e AT FE B .
Br7e44 K% ArFeBRteaH H
HHH HAHH
FOI LR U BE
30400AMX00171000
20mg [VTR S
2022 43 A 18 H 20234E12 H9H | 2023412 H 9 H
FILI YL HE B
(R4 EF I X | 30400AMX00172000 | (IHKFE4 : 2017 | (IHER5E4 : 2017
40mg (VTR S|
%) £6H 16 H) #£6 H 16 H)
FIILI YL HE B
30400AMX00173000
40mg (VTR S|

AR

BEEERR. BMRRARFABRUZORNE

AR

BEENM
L

REMFEHRIZE S H1EH
AL, FEAELR R ORI ONC A SR DS X A B KE AV E O 5 R FHEAE CERK 18 4

JRAETBE SR 10T 5

. PIREXEHHREM. AERUVRAEZEEMEFENOFABRUEZOAR

1) @ THEREWRIZ ERARIT 5TV D EEEL ] (ZITREY L,

) D —ER A ECIE LT W 20 4RI B R4 97 2 (PR 20 423 19 R

&@EI—F
N HOT (9 #7) JEA G AL | EREER S — | e MEEAE
AXTT
ISy IR — N (Y =—F) VAT LAfa—F
TIVIPILH B #—4 1622613800
125628403 2149042F1017 2149042F1262
20mg VTR S @ B:622562803
TIVIPILH B #—4 1622614000
125629103 2149042F2013 2149042F2269
40mg [VTR S| & 51:622562903
FIIPILEZ b H—4 1622614100
125630703 2149042F3010 2149042F3265
80mg VTR S| & 51]:622563003
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&R R (T I Z U8E 20mg TVTRS))

FENER R (T I Z U 8E40mg TVTRS))

FENERL R (T I Z U 85E80mg [VTRS))
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van Meel JCA. : Arzneimittelforschung. 1996 ; 46 (8) : 755-759

SNSRI (VLR (EHFs ) (I DT 4 20 70 02002 4 10 A 8 H KGR,

HEEE A E A1, (1) .5))

IR (B IMEZ >~ b) (2002 4 10 A 8 H/KR, HiEEEMEER.1. (1) .6))
Wienen W. : J Renin Angiotensin Aldosterone Syst. 2001 ; 2 (2) : 123-128

S IPER (FIURAF & OPFHZIE) (2002 4F 10 A 8 HARR, HFEEEMEZE, IRAEES.1.
(1) .8))

NG (v 7 2EGHI & OFFTZE) (2002 4F 10 A 8 HKRE, HREEEMIEEE, IRfS

e (1) .8))
37



28)
29)
30)

31)
32)
33)
34)
35)
36)

SRR BT A - KPR L5, 2002 ; 30 (Suppl. 1) : S271-S283

SRIFR B 1E 7« SRBE & 7B, 2002 ; 30 (Suppl. 1) : S7-S32

fEEERR A COEM BN RERABR (MIEHHRE) (I LT 4 2H 7R 2002 4 10 A 8 HIKR,
HEEE R ~.3. (1) .1))

1R (S (S HVT 4 ZAH 710 2002 4610 H 8 HAR., HisEEHMEE ~.4. (1))
SRR T/ - KPR L AR, 2002 ; 30 (Suppl. 1) : S235-S251

Tatami S, et al. : Drug Metab Pharmacokin. 2004 ; 19 (1) : 15-23

FENE R - AR SRR (70L& U BE 40mg [VTRS))

FENEER - ERERESENERER (7L L X 82 80mg [VTRS))

AJTARIE DS ¢ 3KFE L 759, 2002 ; 30 (Suppl. 1) : S201-208

37) MAFEAESERE (S HLTF 4 A B 7B/ 2002 4 10 A 8 HAZE, HEEEHEE~.2. (4))

38)
39)

40)
41)

42)
43)
44)
45)

Stangier J, et al. : J Clin Pharmacol. 2000 ; 40 : 1312-1322

TR N T ERERER (PR (R T« 2 70 1 2002 4F 10 A 8 HA&RE, HREEEH
BEEEA~3. (1) .2))

SRIFR B IE 7« SRBE & 7A%R. 2002 ; 30 (Suppl. 1) : S183-S199

JIFEE5E BB CORMBEERBR (X HLT 4 A H 7RI 2002 4F 10 H 8 H/KRE, & EHEE
~.3. (4))

BEREAIE A - FFERIEEY:. 2017 ; 47 : 1353-1355

TERERHE) - B S PERm AR M. 2021 5 29 : 49-54

Stangier dJ, et al. : J Clin Pharmacol. 2000 ; 40 : 1373-1379

Makani H, et al. : BMJ. 2013 ; 346 : £360

2. TOBOBEXH
AR L

38



XI. &8

1. ZEHETORIRR
H R L

2. WM BEREREIRIAR
MR L

39



XII. &

. AR - AREEZIRICER L TERERHIMT 21T S IS

Hl->THSERFR

AEORRICEAT HFE
EPHELL TORVARBEZENTEY, b ETHRBESNTND
FERELTHRRLTWD, BEREFEDPBAENZHBFT 2 ETOZEFERTHY . IMTHED A
HERTHDOTIEER,

D RIENZITAGR

£ TORCBEICHT B A G 20D, RBUTE

AR TIE TR b IVIZRE R %

PEFARML - T faE F = 28 D MR FEIE AR R ENC P32 WA KT A VBT % Q&A IO T (2D 3) |

(oL 9 A 6 BT RAG @A RS - i A R ARE « BRI SRR RS

(1) B

<TNWIPNE BE20mg [VTRS] >
OIREE Iz D2 EMERER [40°C+27C - T5%RHE5%RH (Y., #42) ]

. 7
HIEEH
BH 4 1Rs 7 H# 14 B# 30 H#
o4s) EREXDY 5 [EREXRY A5 N [EREXRY A5 N EREXRY A5 N
i (%) 98.4 99.2 99.1 98.8
[FEEE (%) ] [100.0] [100.8] [100.7] [100.4]
@RI T A2 EMERE [25°C+2°C. T5%RH*=5%RH GEEY:. BiA%L) ]
i T E FEH
HEEH
BH AL 7 H#% 14 H 30 H#
45 EREXDY PN EREXDY AP N EREXDY AP N EREXRY AP N
a8 (%) 98.4 97.7 96.3 94.6
[FEFE (%) ] [100.0] [99.3] [97.9] [96.1]
@Yokt Bz tRER [25001x (25°C+£2°C. 45%RH*=5%RH, B ]
] T E )
HIEEH
R 30 5 1x * hr 60 /7 1x * hr 120 5 Ix * hr
4% HEDOBE [ERENRY A5 N [ERENRY A5 N Hfa DR
am (%) 98.4 99.4 98.8 99.2
[EFER (%) ] [100.0] [101.0] [100.4] [100.8]

40




<TNWIPNE BE40mg [VTRS] >

OIREE Iz D2 EMERER [40°C+27C - 7T5%RHE5%RH (., #42) ]

. T
HIEEH
B A B 7 H% 14 A% 30 H#
o4s) M DR [EREXRY A5 N [EREXDY A5 N EREXRY A5 N
& (%) 98.4 98.8 98.6 98.4
[FEEFE (%) ] [100.0] [100.4] [100.2] [100.0]
@RI T AR EMERE [25°C+2°C. T5%RH*=5%RH GEEY:. BiAL) ]
. T
HIEE B
BR LA 7 H% 14 H1% 30 H#%
45 EREXDY 5N EREXDY AP N EREXDY AP N EREXRY AP N
a8 (%) 98.4 97.2 96.0 92.6
[FEAE (%) ] [100.0] [98.8] [97.6] [94.1]
@Yokt B2z tRER [25001x (25°C+£2°C. 45%RH*=5%RH, B/ ]
] T E )
HIEEH
el GElE 30 5 1x * hr 60 /7 1x * hr 120 5 Ix * hr
4% HEDOBE [ERENRY A5 N [ERENRY A5 N Hfa DR
am (%) 98.4 98.6 98.5 98.8
[ (%) ] [100.0] [100.2] [100.1] [100.4]
<TFIIHPALH U BE8mg [VTRS] >
OIREE Ik DL EMERB [40°C+27C - 7T5%RH+E5%RH (Y, #fe) ]
. T 7E FRF
HETEH
B A B 7 H% 14 H1% 30 H#
45 EREXDY 55N EREXDY AP N EREXDY AP N EREXRY AP N
i (%) 99.1 99.4 99.3 99.4
[FEfE (%) ] [100.0] [100.3] [100.2] [100.3]
@RFE T B2 ENERE [25°C22°C. T5%RH=5%RH GEEY:. BiAD) ]
] T E )
HIEEH
B 4G IRE 7 B4 14 B 30 A
P45 EREXDY AT HEDBER HEDBER EREXRY 5 N
aa (%) 99.1 98.4 97.2 95.8
[ (%) ] [100.0] [99.3] [98.1] [97.6]
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. T 7E s 2
HIEEH
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& (%) 99.1 99.3 98.9 99.2
[FEFEFE (%) ] [100.0] [100.2] [99.8] [100.1]
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L. FfRICRBRZ1T - 72,

2. wE MR
TNARERE B G BTy 7385 3 B ICHEL, MBREBE TR ON-BEKE, BRETF 2—
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NH 3530 2 ZARFIZL, i (FEAM) % 30ecm OE Iy F Lo, Fa—T7H A X871
»F (8Fr.) I[ZX 2@t a8leE Lic, EANEAR, BEEOKTHEGE L, ERORFZ R LT,

3. BRI
i 5 A B PERAER
K (K 55°C) il — K . R
YA X
5%y 10 7y 547 10 %3

TNIPNLZ U EE20mg [VTRS | X X O - 8Fr.
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