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HIMERIE 2, HFEEER
e
R MPRE BK. =5 |MEEEFE LR, M | mEpHF
ER U LM EEEAE. KHY |RALVE
SE. BEER |V AIMGE. ALY |
SRy &Il |7 AIRE. & R Y
. IEERE | AMGE, RIEE,
HAE. WA KV CEEIMiE. CKE
an




5%LIE | 1~5%Ai 1 %A SR
B - |BEIR YRR FRIZEER T JRE
IAPREE | (38.8%) . | BUN LA, |25, RELIE. HER
2R EtkrErE | REE. PRBH. ZIR.
(26.2%) .| & MR |RESEGL. BEHRE.
mH 2 v BHA., VAYF
FTF= CLEH
i
B BUE KE, 5 |BEWE
FE
FZE FEdzg (B, S REA.
BRERE. MO
fRE. 2. 2.
BT
AT Mk, MR | BAREEZS . LAGERK
IR e, Wk, EISE
%K. R, [EZR.
CIPENRSES R MR IER
1, BEZIR. BHIM.,
HEEE
AR ARRZMR. FRNPE. B
. SR I
TOMPER. £ |[AEEE HEE. BEEYE. RETF=
BRAE (€211 NI A 52 N S @JHEMB HA I
D). BSOE. R REG L
E. B |TH. B, KEE
B IR, R AL ARG,
HERE. |y IYE B
WiREiE. M (Y, ARREE. RAEIE
] IR, #hEEARE. AR
%, AHAIAE.
HEEN. SR,
LDHESR. HIE

13. BERS
13.1 08
MEENIE T B NEZEZ 5N,

14. BALDER

14.1 BRI MEFDEE

14.1.1 PTPASOHEAIPTPY — b2 SEVH L TR %
LofETHZ L, PTPY— FOBEKRICED ., B
AERASREREARIA LU, BICIZZELZ B 2 L THERE
AREOBEELAMWELHRTEIENH S,

1412 AFNZFO LICOB TR ZBESE 2 &ER L ITH
Y570, Ke UTRAMETH 5, 72, KTHR
Fds2&HTES,

1413 RENIE/-F LORETIE, K LTRASERZWI &,

15. ZDMDFE
15.1 BRFRERICE D BEHR
(BLEAEHESREEDSIEE)

#15.1.1 BREAEEZRED S PEREL2NRE L-EIH
ZEEMREGER (BB D IcB VLT AHI60~
120mg/E|m;t7°—7Jc—F%3¢F§J?Q'——?Lf_ff*% HUEE
FROUEZBZ BBV ILE Y ER, AOEEME ER
DO3MEEBZ S MFEALT LR XIIMIBAST LR, AFA
BEBRO2HNCRD 5NT-, £/, EEEERD2.5(%
ZHBAAHDALT ERORKFSEED., I REEE KL
TAREBEHTED > Iz (RFHERI60F 4765
(4.9%). 75 R RE483%IH6H](1.2%)). B AAl
BEMICB T AEEME FRO3ME 2B H5ALT ERDOS
<IiF. BERMB3~14n AR 6z, [1.4,
8.5, 8.16 %]

*15.1.2 HREFEEZREDO S RBEEEZNRE LZETNMH
ZEEMEERER (EREERER)VICBWT. REKE
BT ARABERBE L TRBOHREMORERERY S
o fo GREAMRE (RFI58£0.8% (8/96141). 75
T ARE0.2%(1/483%61)) . EikEmfE (AARS5E0.2%
(2/9611). 75 REE0% (0/48361)) . AH| & DREEE
HIZLETOEFTHEESN. BHEAATORHRBRII -7

16. EYENRE
16.1 MchiE
16.1.1 BEES
BEERAIC R LTS > 15~ 120mg & ZE IS B IR 1 5
U7 B OSEMBIE S5 X — & & IR,

NUNT Y B S ROFEY B NT X — 5

o

Tmax Cmax AUC t12
RoR (hr) (ng/mL) | (ng - hr/mL) (hr)
15mg .0(1.0~4.0) | 135+53 645+367 3.3+1.2
30mg .0(1.5~6.0) | 213£76 1,302+553 | 3.9*+1.7
45mg .5(1.0~3.0) |363+318| 2,0908+1,950 | 2.9+0.8
60mg .0(1.5~4.0) |315+105| 2,321+£634 | 4.6+0.8
90mg .0(1.0~3.0) |429+146| 3,600+£922 | 5.8+1.4
120mg .0(2.0~3.0) |661+276| 5,908+2,091 | 9.3+£3.2

(mean=SD, Tmax® & HJfi (#iFH), 66, 30mghEn & 1 2/4i)

*16.1.2 RIEERS
TR M VN TS 230~ 120mgt) % 22k 1 3 1[E7 HE R
EROKS LD MULNTY o oETEEICREBEALN
o izY,
(DAREICHITBDIERETE)
DHEREREIC VN T Y 2 15mgz 1 H1E7HERER D%
B L72BO MUNT 5 > OREYEIREIRT X — & 2 RRITRTS),

DHEIREEREIC NUNT S 2 15meg a7 HERERSROEN B/ S
X—=%

Tmax Cmax AUC24nr ti2

(hr) (ng/mL) | (ng - hr/mL) (hr)
¥51HH | 4.0(1.8~5.9) | 258+95 | 2,057+795 | 6.6+2.1
¥57HH | 3.9(2.0~6.0) | 256+102| 2,173+1,188 | 6.8+2.2

(mean=SD, Tmax® & HH4LfiE (#EE), 1041)

(FREZ(CH (T BIRITE
JFHEREEEIC MUY Y > 7.5mgZ 1 B 1E7H B RERO#R
B L72BO MUNT 5 > OREYEIREIRT X — & &2 RRITRTO,

JFHEZIEREIC NULNT Y > 7.5mg % 7 HEREZR SR OEY BHHE/ S
X—=%

AUC24nr t1/2
(hr) (ng/mL) | (ng - hr/mL) (hr)
#®51HHE [4.2(3.8~11.8)| 100£54 | 1,061 +732%! |9.1 +5.4%!1
BE57HH [4.0(1.7~7.9)*|112+60%! | 1,370+ 1,165%2|8.5+4,1%*2
(mean+SD, Tmax® & 9L (FE[#), 2001, %1 : 1661, %2 : 15641)

(BRBAHREBESRMEDSIRE

HREFRBESZREED S EEFICIH120mg% 28 (90mg.
30mg) ICA3 W C7THBIKERO®RS L2 MUNT & > o
MERE) ST X — % % RRIRTD HAEAT—%),

WREFEEZHED S EREZEIC MULNTY Y 1H120mgz7HHKX
BERGROENHEBST X -5

Tmax Cmax

Tmax Cmax AUC24nr
(hr) (ng/mL) (ng * hr/mL)
¥57HE | 2.0(1.0~9.0) 716+344 6,570£3,230

(mean+SD. Tmax® &y (FEfH) . 12/41)

16.1.3 £YFHNEF R

(MUINT9 > OD#E7.5mg[DSEP])

MUNT % > OD$E7.5mg[ DSEP] & 4 4 A 1 OD$E7.5mg %
JUAF—=N—FILKDZENENIFE(MNTH L ELT
7.5mg) RN B FICHER X O EZICHBERROKS Ll
RS- NN T Y U RUR-MUNT 7 VBERAIE L. 8§56
N7z Y ERE/ ST X — % (AUCo-24nr« Cmax) I2DWT0%(E
FEX I THREHRIT 217 - 72458, 10g(0.80) ~log(1.25) D
HHETH Y, WAIOEYFNESEITHEZ S N8,



(1) #BRE - kSRS
MEEFRS- b INT 5 RS (e Rk - Kb D IRE)

(ng/mL)

60 1 -~ L% > OD$#7.5mg[DSEP |
i —O0— Y% A XA OD#E7.5mg
# 501 mean=SD, n=20
h
s
k 40 A
X
5 307
k4
> i
2
i3

10 1

0¢ . . . . :
0 4 8 12 16 20 24
FRef (hr)

MEEFR- D LNT 8 2 REEHERS (R Rl - 7Kdb D R 5)

(ng/mL)
20+ —— LT % > OD$E7.5mg[DSEP |

m —O0— % A ZHODEE7.5mg

5% mean+SD, n=20

th

R

]\

v

N

7

4

v

b

B

0 e T T T T T '
0 4 8 12 16 20 24
fRgfe (hr)

BMBEIST A= (S R-bUNTH Y Mfls - Kb 0 #5)

AUCo-24nr Cmax Tmax t12
(ng - hr/mL) | (ng/mL) (hr) (hr)
FLNT7% > OD%E| 224791 | 3909831 | 2.43 | 4.65
¢ 7.5mgl DSEP] +79.741 |+14.1678| £1.05 | £1.12
223558 | 39.6829 | 2.00 | 5.09
Y LANODITSMG | og'030 | £92477 | £0.97 | £1.31
FLANT7% > ODSE|  67.082 | 132868 | 2.35 | 6.29
o |7:5mgDSEP] 425041 | +55938 | £1.05 | £1.51
67.482 | 13.2173 | 2.05 | 6.63
YHANODSTIMG | o6 13) | 439084 | £1.07 | +1.84

(mean+SD, n=20)

(2) #BRE - K LigS
MEEFRS- DN T 8 o RBEHERS (Ja iy - 7K 7e LIRS

(ng/mL)
801 —— LT % > OD$E7.5mg[DSEP |
i 70| —O— # LA OD#E7.5mg
4% mean+SD, n=20
T 60
D o
5 50
2 40
7 301
% 201
101
0 T T T T : ®
0 4 8 12 16 20 24
fRgfe (hr)
MEEHFR- FUNT S BB (REE - K LES)
(ng/mL)
304 —o— LT % »OD$E7.5mgDSEP |
m —O0— %4 ZHODEE7.5mg
aﬁj 25 mean*SD, n=20
R
i\ 20
e
5 151
4
?é 10 1
i3
5 i
0 T T . : g
0 4 8 12 16 20 24
K¢ f (hr)

BMBEIST A= (S R-bUNTH Y MRl - K Lis)

AUCo-24nr Cmax Tmax t12

(ng - hr/mL) | (ng/mL) (hr) (hr)

FILAF% 2 ODSE| 238014 | 47.8380 | 2.00 | 4.54
¢ |7.5mg DSEP] +88.622 |+17.4696| +0.81 | +1.33
223771 | 488260 | 1.55 | 4.05
VLANODIRTIMG| 08505 |+2].1818| £0.48 | +1.37
NLA7% > OD3| 74645 | 161690 | 1.96 | 567
|7.5mgl DSEP +30.714 | £7.5447 | £0.75 | £1.65
70231 | 165828 | 150 | 546
YLANODIETSME| 37053 | +92182 | +0.46 | £1.70

(mean=+SD, n=20)

(3) B# - KHUERS
MEERS- BN TS o PREHERS (R - Kb D RS)

(ng/mL)
60 q —o— LT »OD$E7.5mgDSEP |
m —O0— %4 ZHODEE7.5mg
4504 mean*SD, n=35
E'P
S
i\ 40 4
U
’7‘0 304
4
?é 20
-4
10 |
0 ‘ ‘ ‘ ‘ 9
0 4 3 12 16 20 24
FRgfE (hr)
MAEFR- MU Ty VBEHER (B - Kb DIRE)
(ng/mL)
204 —8— LT % > OD$#7.5mgDSEP ]
" 0 # 1,2 7OD§ET.5mg
3 mean=+SD, n=35
sy
\
":
’7‘0 10+
4
z
0 T T T T -
0 4 8 12 16 20 24
FREfE (hr)
HYIBIREIST R —F (S R-MUNTH Y & - KD DERE)
AUCo-24nr Cmax Tmax t1/2
(ng - hr/mL) | (ng/mL) (hr) (hr)
MUNT & > ODSE| 233.215 44,6032 | 3.16 3.75
S 7.5mg[DSEP] +73.584 |+13.0711| £1.19 | £0.96
244.673 46.8480 | 3.26 3.76
FLANODETIMG | 99507 |+18.0232] +1.04 | £0.84
MUVNTH 2 ODE 68.217 14.3254 3.03 4.85
R 7.5mg[DSEP ] +20.729 +4.4840 | £1.08 | £0.91
71.146 15.2159 | 3.08 5.28
YAANODFTSME | 5014 | 64171 | £1.08 | £1.45

(mean+SD, n=35)

(4) B#% - KrLES
MEERS- BN TS o PRPEHERS (R4 - K72 LIRS)

(ng/mL)

60§ —o— LT % »OD$E7.5mgDSEP |
m —O0— %4 ZHODEE7.5mg
# 504 mean*SD, n=36
h
S
L 40
e
5 301
k4
v 1
i 20
i3

101

0 T T T T y
0 4 8 12 16 20 24

¢ (hr)



MEEFR- BN TS o BAPEHERS (B2 - Kie LIRS)

(ng/mL)
201 - ML T¥ > OD#$#7.5mg[DSEP ]
I —O0— %4 ZHODEE7.5mg
4 mean+SD, n=36
“1'; 15 1
N
X
’7: 10
4
¥
0 T T T : ’
0 4 8 12 16 20 24
4 (hr)
HBIEEIST A — (S R-NUNT > B - K LIBE)
AUCo-24nr Cmax Tmax t12
(ng - hr/mL)| (ng/mL) (hr) (hr)
FUNTF %> ODSE| 218322 | 39.6110 | 4.67 | 3.35
5 |7.5mg[ DSEP] +98.900 |+17.8366| +1.68 | £0.82
226.384 | 37.9014 | 5.15 | 3.43
YLANODIRTIMG| 1109198 | +162267| £1.78 | +0.81
FULANT % ODEE|  69.885 146116 | 4.63 | 3.98
g | 7-5mgIDSEP] +31.314 | £8.7105 | £1.67 | £0.82
. 72.029 13.4974 | 497 | 4.01
YLANODITIME | 34098 | +6.4370 | £1.72 | £0.86

(mean=®SD, n=36)

(MUINTFS > OD$15mg[DSEP])

ML T % > OD$E15mg[DSEP] &9 4 X H10D#E15mg % «
TUAF=N—=FEICEDEFNZNIFE(IANT I &L T
15mg) R A 5B I B K OV B % I AR O 5 U T miE
HS- MUNT Y U RUR- MU TS VEEERRIE L, B5h
7o HYEHE ST X — % (AUCo-24nrn Cmax) 1220\ TO0%EHE
X B TRHREHRIT 217 > 724658 10g(0.80) ~log(1.25) D
FTdH 0. WHOEYZEORSEESHERS N,

(1) #E8E - KHWIRS
MEEFS- MU T & 2 BEHR (R - Kb D#5)

(ng/mL)
100 4 —o— RLNT % > ODS$El 5SmglDSEP]
m —O0— % LA XA 0D$EL5mg
%E 20 mean+SD, n=19
s
)]]: 60
N
7
5 40+
>
;é
=201
0 . . . : :
0 4 8 12 16 20 24
IR (hr)
MEEHR- ST S REHER GEER - Kb D #5)
(ng/mL)
40 - o~ L% > OD$E15mglDSEP )
™ —O— % A ZHOD$EL5mg
% mean+SD, n=19
iy i
R 30
IS
v
N
> 20
4
-
% 101
0 T T T T —
0 4 8 12 16 20 24

¢ fi (hr)

BMBEIST A= (S R-bUNTH Y MRl - Kb 0 #5)

AUCo-24nr Cmax Tmax t12

(ng - hr/mL) | (ng/mL) (hr) (hr)

FLNT7% > ODSE| 439255 | 70.4314 | 2.55 | 4.72
 [L5mgTDSEP) +165.934 | +22.9470| +0.86 | +0.78
415240 | 737260 | 2.26 | 467
VAANODIRISME | 63604 | +254429| £1.08 | +0.97
FLNT7% > OD%E 135312 | 234500 | 2.45 | 593
 [15mgDSEP] +48915 | +7.8686 | £0.78 | £1.49
126,123 | 245511 | 221 | 582
YAANODERISME | 40908 | +95200 | £1.12 | +1.38

(mean=SD, n=19)

(2) #EREF - KRULIRS
MEEFRS- DN T 8 o REEHERS (R Ry - 7K 7e LIRS

(ng/mL)
1204 —o— LT »OD$El SmglDSEP]
m —O0— # 4 Z2#0D#E15mg
#2100 4 mean+SD, n=20
th
S
k 80
e
5 601
k4
v 1
i 40
i3
20
0 T T T T ’
0 4 8 12 16 20 24
K¢ f (hr)
MEEHFR- FUNT S BB (REE - K LIS)
(ng/mL)
50 4 —o— LT % »OD$El 5SmglDSEP]
m —O0— %A ZXHOD§EL5Smg
%g 40 mean=*SD, n=20
R
;I;, 30
N
5
5 20
v
‘%
104
0 T t T T y
0 4 8 12 16 20 24

¢ (hr)

BBEIST A= (S R-bUNTH Y Mfhs - K Lis)

AUCo-24nr Cmax Tmax t12

(ng - hr/mL) | (ng/mL) (hr) (hr)

FLAT 5 > ODSE| 474039 | 86.7602 | 1.86 | 432

¢ [15mgl DSEP) +255.849 | £32.2135| +0.63 | £1.21
457401 | 87.2240 | 1.86 | 4.15
VAANODIRISME | 541 799 | £27.4978| £0.56 | +0.78
NILA7% > OD%| 147574 | 204882 | 1.83 | 562
| 15mg DSEP) +93403 | +14.4398| +0.65 | +2.06
141347 | 292815 | 1.76 | 5.23
YLANODSELSME | L go330 | +1].9470| £0.61 | £0.72

(3) B# - KHUERS

MEERS- b LN TS o BRIEHERS (1% - Kb D RS)

(ng/mL)
100 4

80 1

60 -

40

P AN R R = =

20

(mean=+SD, n=20)

—o— LT »OD$El 5SmglDSEP]
—O0— H 4 Z2H0D#E15mg
mean=*SD, n=36

8

1‘2
Wi ()

16

24




MEEFHR- PUNT Y VREEHER (B - Kb VRS

(ng/mL)
301 - MULNNTH ‘/OD%&'ISmgFDSEPJ
i —O— H LA ZHOD§EL5mg
4% mean+SD, n=36
th
R
i\ 204
1%
N
7
k4
?é 104
%
0 T T T - ;
0 4 8 12 16 20 24
B¢ (hr)
HYIBEE/ST A —F (S R-MUNTH Y B - Kb OHRE)
AUCo-24hr Cmax Tmax t1/2
(ng - hr/mL) | (ng/mL) (hr) (hr)
NUNT %> ODSE| 464322 | 67.8125 | 421 | 3.98
5 |15mgDSEP +192.781 |+22.8344| +1.86 | £1.02
435.169 | 63.1572 | 4.49 | 391
FAANODEISME | 170569 |+£23.1192| £2.01 | £0.99
FULNZ %> ODSE| 132.654 | 21.2120 | 4.13 | 4.26
g |15mgDSEP) +56.924 | £7.8189 | £1.95 | +£0.94
124.694 | 19.6693 | 4.34 | 4.22
YLANODEISME | 5356 | +7.8346 | £1.95 | £0.99

(4) B# - K2UIRS

MEERS- P UNT Y REEHERS (B - K7 LIRS)

(mean=£SD, n=36)

(ng/mL)
120 ~e— LT % > OD3i15mgl DSEP]
i -0~ H A ZHOD§EL5mg
aﬁj 100 mean=SD, n=35
$
L 804
1%
N
2 601
5
> a0l
% 40
fg
201
0 ; ‘ : : ‘
0 4 8 12 16 20 24
R (hr)
MEEFR- NN TS VBEHER (8% - Kk LIES)
(ng/mL)
50 - ~e— FLNFH > ODSE15mgl DSEP]
I —O— Y% A ZH0D§E1Smg
4 40 mean+SD, n=35
h
R
L 301
»
7
¥ 20+
P
i’
B 0]
0 ; ; ‘ ‘ ‘
0 4 8 12 16 20 24
B[ (hr)
WFHEIST A —F (S R-DUNTHF > A% - Kz LIES)
AUCo-24hr Cmax Tmax t12
(ng - hr/mL)| (ng/mL) | (hr) (hr)
MUNT % > ODSE| 522.288 95.1874 | 4.00 3.87
S 15mg[DSEP +289.388 |+37.5401| £1.17 | £0.92
492.157 88.5967 | 4.54 3.90
YLAAODSEISME | 075 a1 | +33.8169) £1.79 | £0.78
MUNTF % >ODSE| 161.243 33.7828 | 4.03 4.31
R 15mg[DSEP ] +86.395 |+£15.4951| +£1.18 | £1.28
151.418 30.8458 | 4.31 4.38
YLANODERISME | g 564 |+13.1307] +1.45 | £1.16

(mean=SD, n=35)

*% (ML/NT9 >~ ODEE30mg[DSEP])

(M

MV T % > OD$E30mg[DSEP] &4 4 X 510D$E30mg 2
TJURAF—=N—FIZEDZNZTNIFE(IAUNT T ELT
30mg) AR A B I M i R OV BRI BRI 5 U CImsE
FS-MUNTY VU RUOR- MU T Y VBEZHIE L. B56h
7= EEWERE)NT X —% (AUCo-24nrv Cmax) I DWW TI0%IE A
XA THREHEIT 21T - 72 /53R, 10g(0.80) ~log(1.25) D
FETH 0. MEOEYZNRSEE SRS NS,

BB - KRS

MEERS- SN T 8 2 REEHERS (it - K D % 5)

(ng/mL)
200 ~e— } L% > OD§£30mg  DSEP
it 175 | —O— H A4 ZHOD§E30mg
% mean+SD, n=20
150
;'1; 1254
/7:, 100
i 75
% 50
25 -
0 ‘ ; ‘ : :
0 4 8 12 16 20 24
R (hr)
MAEFR- NN TH VIBEHER ERE - Kb D I5)
(ng/mL)
70 ~e— }LNTF% > ODE30mg [ DSEP
I —O— % A ZH0D#E30mg
aﬁ] 601 mean=SD, n=20
R 50
b
L 40
N
Z 30
i;é
# 204
10
0 : ‘ —
0 4 8 12 16 20 24
1R8] (hr)
EBIREISS X — 7 (S - R- N UNT Vgl - K D #5)
AUCo-24hr Cmax Tmax ti2
(ng - hr/mL) | (ng/mL) | (hr) (hr)
MUNT & > OD#E| 1037.184 | 148.6213| 2.20 6.50
S 30mg[DSEP +484.887 |+55.3837| £0.70 | £2.45
928.776 142.1966 | 2.18 6.26
YLANODEEI0ME | 396 98> | +51.8631| £0.89 | +1.89
MUNTF % >ODSE| 321.349 50.9501 2.00 8.20
R 30mg[DSEP] +157.516 [£22.9409| £0.74 | £3.05
284.826 47.7834 2.05 7.99
YLANODEIOME | 196633 | £19.0028] £0.83 | £3.00
(mean=*SD, n=20)
(2) 1aRls - K LIRS
MEEFS- MULNT & 2 BEHER (R - K LS
(ng/mL)
250 1 ~e— }LNT% > OD§E30mg [ DSEP
I —O— % A ZH0D#E30mg
%E 2001 mean=SD, n=20
$
b 150
n
7
%100
P
’
= 50
0 ; ; ‘ ‘ ’
0 4 8 12 16 20 24

¢ f (hr)



MEEFR- PN T S > REEHERS (G AR - K7 LIRS)

(ng/mL)
801

701
60 A
50 A
40
301
201
10 1
0

W NN S T A BEHE

-~ MLNT% > OD$E30mg[DSEP ]
—O— % A4 ZHOD§E30mg
mean=+SD, n=20

EFHREIST A —5 (S -

0 4 8

1‘2
¢ f (hr)

16

20

R-MWNTY gl - Kie LEG)

24

AUCo-24hr Cmax Tmax t12
(ng - hr/mL) | (ng/mL) (hr) (hr)
FUANT7% > ODSE 946,703 | 162.4055| 2.15 | 4.69

< [30mglDSEP) +440.692 |+71.3708| +£1.10 | £0.79
954581 | 170.6691 | 225 | 4.89

FLANODEI0ME | 515176 |+98.7066| +1.59 | +1.33
NUANT7% > ODSE 275187 | 546892 | 1.95 | 6.60

| 30mg[DSEP) +124.990 |+27.3565| +£0.97 | £2.10
272744 | 557328 | 2.08 | 6.39

YLANODEIOME | ) 44006 | +£34.5491| +1.66 | £1.54

(mean=£SD, n=20)

(3) B# - KHU”S
MEERS- P UNT Y BB (B - KD DIR5)

(ng/mL)

250 1 —o— LT % > OD$E30mgl DSEP ]
i -0~ %4 ZHOD§E30mg
aﬁj 200 1 mean+SD, n=35
N
,IL 150
N
7
%100
v
2
=50

0 T t T T 1
0 4 8 12 16 20 24
¢ (hr)

MEEFR- S IVNT Y O BEHERS (B - Kb DIG)

(ng/mL)

90 1 -~ MLNT% > OD$E30mg[DSEP]
i 80 —O— H 4 2/ 0D#E30mg
4 mean+SD, n=35
70
R
IL 60
)
/7‘; 501
% 40 A
v 1
i 30
E 204
10
0 T T t T T 1
0 4 8 12 16 20 24

EWBHREIST A —5 (S -

¢ f (hr)

R-MUINTH Y &% - KB DEE)

AUCo-24nr Cmax Tmax ti2
(ng - hr/mL) | (ng/mL) | (hr) (hr)
NUNT7% > ODSE 1227797 |187.7432| 3.73 | 416

; |30mgTDSEP) +957.501 |+86.9851| +1.57 | £1.08
1293553 | 187.3461 | 4.61 | 4.20

YLANODEI0ME | 4 901 006 | +98.8032| £2.33 | £0.99
NLANT7% > ODSE 382794 | 669842 | 3.70 | 4.96

| 30mg[DSEP) +204.499 |+32.8520| +1.61 | £1.27
398575 | 67.2685 | 430 | 483

LANODEIOME | 93317 |+30.5047| £2.30 | £1.30

(mean=SD, n=35)

(4) B#% - KizUigS
MAERS- MUNT 7 B (8% - K LRS)

(ng/mL)
180 -
160 A —e— MLNT % > OD$E30mg[DSEP ]
11 140 | —O— Y 4 ZH0D#E30mg
mean+SD, n=34
1120
S
. 100
% 5o
7 604
& 401
E 20,
0 ; ‘ ‘ : : '
0 4 8 12 16 20 24
s (hr)
MAEFR- NN TS VREHER (8% - Kk LIRS
(ng/mL)
60 —e— FLNF ¥ > OD$#30mgl DSEP]
i —O— #2427 0D#E30mg
4 50 mean=+SD, n=34
EF‘
R
L 40
e
’71 30
4
& 207
i3
101
0 ; ‘ ‘ : ‘ :
0 4 8 12 16 20 24
R (hr)
HMENEI)SS A — % (S - R-FUNT S >V B - Kz LIRE)
AUCo-24nr Cmax Tmax t12
(ng - hr/mL) | (ng/mL) (hr) (hr)
MUNT & > OD%E| 1015.658 |153.4126| 5.56 4.04
S 30mg[DSEP] +314.548 |+40.8187| £2.15 | £0.91
1010.630 | 155.9475| 5.65 4.04
YLANODIIOME | 334543 | £48.0128] £2.10 | £0.80
MUNTF & > OD%E| 309.393 53.0751 5.10 4.57
R 30mg[DSEP | +08.116 |*£17.2704| £1.92 | £1.01
307.665 53.3464 | 5.46 4.49
YLANODE0ME | 101 111 | £18.9941] £2.02 | £0.97
(mean=SD, n=34)
MAFFEEI ICAUC, CmaxZn/ 8T X —F 1%, & 0
R MEOFRIEE - BEESORBREMIC K > TEL B HElE
WH5o
16.2 DRUX

*16.2.1 BEORE

R AIC MULNT & > 15mg % B O#RS L7z, Z2E
BEICHRERKEETIZCmax R TAUCIEZNZENL.3[B R
1.UETH o729,
TBERERRAIC N LN T 7 > 60mg?) X1390mg!0) % BEE 1#%5 L
ToBE. ZBRERER ST EARNEBI S TldCmaxid T h 2N 1 .45 %
U2.0f%. AUCIRZNZNLIERTL.0ETH - 7z (SHEA
TF—4%)
16.2.2 #ERPINA F T RASEUF o
R BT B ROHBESREDOMHERINA FTRA T T 1
1X56%TH - 71D (HEANT—%),
16.3 9%
b MIREAKEARIE. 98.0%LL ETH - 722 (in vitro. Bt
%) o
16.4 {3t
PN, B MFI 70V —4F b7 a—LP45S0D S F
BD>5, FELTCYP3A4IZE D R#EN B2 (in vitro).
[10. ]
16.5 HEtt
TR, 14C- M LN T % > 60mg % ZEfE R Bl fE %5 L
ToBE, HPRUORFPICZENENEEG LI BSHEDS8. 7% K
40.2% DRt S N7z RE(LEOFE PR ORBOEINRIZ, Zh
ZNHEERD18.7% R 1%KIETH > 7213 (HEAT—%).



16.6 BENER=ZEI2EE

16.6.1 BikpelEEEE
BREODEEDRLLIBEHE (/LT F=V I YT IV A
<30mL/min, 7V 7F=>271)7F > ZA=30~60mL/min&k
JVT7F= VT T Y A>60mL/min) i LN TE > 60mgE
BE5LEEOAUCIZ. £hZh7,360ng - hr/mL. 6,980ng -
hr/mL&%0'3,890ng - hr/mLTdh > 7z, F7-. MEEHHERERSER
3. ZTNZEN1.2%. 0.6%KT1.0%THh > 7z. MEEFHERERS TR
ZRVTHEH LM #ERMREDOAUCKE., ZVv7F=>2
V77 A<30mL/min, ZV7F=>27U75 2 A=30~
60mL/mink V7 L7 F =277 T 2 A>60mL/minTENZ
771.8ng - hr/mL. 36.4ng - hr/mL&%U'37.5ng «+ hr/mLT& -
W INEAT—%). [9.2.3 BH]

16.6.2 FHipEEEEE
FHEZEREIC N UNT Y 15mgZ %5 LZBEOAUCIE, F
LRI EE EH (Child-Pugh/ A XIZB) ©1,618ng « hr/mL.
HEMREEE (Child-Pugh43#HC) T2,172ng - hr/mLT#% -
7219 (REERFTT) o

16.6.3 S0 (65mLAL) . MR
FUNT S v OBEYBREIC I ER R ORI L 2B IR S
Nz o210,

16.7 ZEYIEEIER

16.7.1 oy ~aFV—)b
BERRAICBWT, A% CYPIA4DMHERAEET 27 M2
FV—=200mg& MINTF 2 30mgB OPFFHICE D RILAN
75 OCmaxkUAUCIEZENEN3.5[BRU5.465107% -
D HEANT—%). [7.1. 7.8, 10.2 ZHd]

16.7.2 Z)baFV—=)b
BB AICB VT, HEEDOCYPIA4OEERHEET 57
a5V —=)L200mg& bINTF 2 30mgE OFFFICE D, b
NT5 v DOCmax Kk UAUCIEHZNZ N85 K U3.0f5127% -
I (MEANT—%), (7.1, 7.8, 10.2 2]

16.7.3 JL—FI)W—YTI 31—
BERAICBWT. MUNTH 260mgz CYP3A4D IHE/EH
2ETHIL—TTIN—=Y V21— K VR LZZE, LA
75 OCmaxkUAUCIEZNZENL.IEKROL.665107% -
O NEANT—%), [7.1. 7.8, 10.2 2]

1674 UTJ 7YY
BERAICBWT, CYP3A4OFEFHER TS 77 v EY
>600mg& PN E 2 240mgH OHRICE D, PLANT S
Y OCmax K UAUCIKZNZENL/6K TV /8I27% - 7217 (AL
AT—=%), [10.2 ZH]

16.7.5 IydFv >
RFERAICBE VT, PEEHOREETH SV IF T 0.25mgs
MULNTH 60mgOHHICED, P TF > DCmax Kk
AUCIK. ZNZN13[BRTL2[EICE>T2e NUNTH D
CmaxEAUCH, WINB 1L IEICR 57220 (HAEAT—%),
[10.2 H&]

16.7.6 ZDhDFEH|

s BERERAICBWT, CYP3A4OEETHSUNAY F > 80mg
E MU THZ 2 90mgDHHIC LD, BNRYF > DCmaxk
CAUCKZNZENLIMBRUL.45127% 57220, UNRY F
80mg& bANTE 2 60mgDHAICL D FILNT Y DCmax
EAUCIHWT NS 12510 > 7222 (SHEAT—%),

c AEIREBEFICBWT, CYP3AAOEETHAH T IA 5O Y
200mg& PN TE L O0mgDPRICE BT I A Fu DY
HROZELIISBRIETH 572 HEAT—5),

c ERBRAICBWT, CYP2COOEETH ST T 7 »25mg
ERNUNTZ 2 60mgDHAICED . R-TLT 7Y v ES-TL
770 OENBHEIHE LRI L2V GEAT—5),

- BEERAICBL T, PULANT S 230mgh &7 Ot 3 F80mg
EOHRICED . NIUNT Y > OCmax KR UTAUCIELT LD
1.2f%1c -7z, B FazoaF 7Y R100mgE OHHICE D
MUVNT 7 2 DOCmax R TAUCIHZEL L5 7zs MIULNTH
vigzutI RECe FarzouF 7Y ROEYEEICHE
B2iar o7 (HEAT—%).

H)ARAOERS N1 HARIE DARICBY &R 15mg. FFEEZIC B 5 KRl
H7.5mg RO HREHFEEZHED S E60~120mgTH %,

17. BRIRRRAE
17.1 BHMERULZLEICET R
MUNT 5 U EEDRGEZ DI RITRY o
(DARZICBIT BIARITEE
17.1.1 EREE MAE5 5%
fliOFRE 25 L THEREEE IR 5D > MRS
BEZWNRE L ZEEREBRBRICBVWT, MUNT Y Y
15mgX3 7T A% 1 H1E7HBEORE Ui,

10—

FEFMEEE TH SR EHOGEELRIE. PSS
15mgh#-1.54+1.61kg(N—2 51 > : 59.42+12.30kg. 53
Bl) (PiafE +iFHEMRZE, DURFER) . 77 £ REE-0.45+£0.93kg
(N—=2F 1> :5568+12.60kg. 57f1) THY. MLNTH
VETIE. T ARBICHE L CEBRAFERD PR SN
(p<0.0001. U&7E). AEBFDIIHESHH KD &5 N5
ZHEUTHFE L2 (TR, F7o. RKRERICE T 50 MFE
ICPES PR GERRIRASER, PR, TR 2o L7z (R&).

DHREREICBIAREORN—25 1 VD 5DOELB(TSERED
—HEMHEER)

(kg)

1L

0.5F

ol o

-0.5+

1F

-1.5¢

RN

—0— 7Tt REE(n=57) o

—o— LT % 2 15mghf(n=53)
221 mean+SD

# %1 P<0.01(vs 7T L AR, tHE)

-2.5

~—2 1HH 2HH 3HH 4HH SHH 6HH 7HH 1HH 2HH
IL4

f G — e —

DRI S FR RO E(L (T T £ R & 0 —EBEMRHEEER)

DHEFREICESHIR | FUNT Y 2 15mghf 75 REE
FEIRRERZLE (cm) -2.03+£2.81 -0.51£1.18
(%] [27] [19]
JFiEAZ L& (cm) -1.07+£0.89 -0.35+1.00
(%] [18] [17]
IR ESE R (%) 63.9 42.1
(1% [23/36] [16/38]
(mean=SD)

HIMEFAFEBBERE X 53612941 (54.7%) TH - 7z. E7zaEIME
FE. C1BOfI(17.0%) . ERR6MHI(11.3%) SAFRSHI(9.4%) K
UHERIE3BI(5.7%) T - 7220 27, [8.7 BE]
(FFEZ(CHIF B IR
17.1.2 ERE MR

fOFIREZHE L T HIABRATE 2B 5 M 2 IFEABE &5t
RELLZEEREERBICBWT, MUY Y 2 7.5mgXid
7oAz HIET7HERO®RS L.
FEIMHIEE Th 2 BMEBGROBERLRIE. MU TY Y
7.5mgh¥-1.95+1.77kg(R— 251 > : 59.35+12.69kg. 82
Bl) CPaE RS, DUTR) . 77t K#-0.44+£1.93kg
(R—=ZF A :59.15+13.15kg. 8Of)THH. FANTH
VETIE, T ABICHE L TEBERAERDSRY 5Nz
(p<0.0001. ti#7E). AEEADIHEZH XD 46 WS
38 Uik L7 (T o BB GRS T D FIRIEICHES
PR (EKE, FEH. NIBORE) Aok Uz (RR). £/, BRIK
R RS, B BMICoEamd, HREH#R, 2

EIRRE) kE L7z,
FHZEREICBYA2BEOR—ATA D 5OELB(TIERED
ZEERLEEER)

(kg)
1.5+
1 |
% 0.5
)
A i Sl Sl I St N I R
1t
2 o5
1k
1.5F
—o— TS5t ARH
oL —e— FUNTH75mghE
mean+SD
25 . . . . . . . .
~—2 1HH 2HH 3HH 4HH 5HH 6HH 7HH
Iy
B8 H
77 AR (80) (78) (790 (74) (73) (71) (70) (71)

MVNTH 275mghE (82)  (82) (81) (81) (78) (76) (75) (75)



FFHEIFIEICPES TR OB (FF 2R &0 HEMHLEGAE)

JFHEIRIEICES FTR. | MULNT Y »7.5mght 75w R B
RE/KZ At & (mL) -492.4+760.3 -191.8£690.8
%] [82] [80]
fEFEZ{tE (cm) -3.38%£3.56 -1.11£3.67
%] [81] [79]
NEEREIER (%) 54.8 28.3
%] [23/42] [13/46]
(mean=+SD)

BIMEFIEBUHAE X, 82BIFh374(45.1%) TH > 7z E2EIE

Rl B 1161(13.4%) « SHROG(7.3%) ER3HI(3.7%) K%

UAREREE3BI (3.7%) TH - 7228, [8.7 ]
(BREFEUSFHED SRS

*17.1.3 S MEERHLERER

HEREHEEZSRED S B ERE (1,44401. HARABE177H]
EET)EMRE L ZEEREERBRICBWT, MULNT S
>45mg/15mg. 60mg/30mg. 90mg/30mgX i7"t R %
. A 1H2EB3FERZEO#SE Lz,

WRE L EREREEZHEEDO S T BE L. UTOELG%
W7z Lizo D207 (E7HE 18/%) L LSO LR, QEMEAEIM
HIBIHMAROZ L7 F=> 7Y 75 > AH60mL/minl E. @
BAEAETEEOMRIC X D BEBOBMIENEHES NS B
& (HRZEAER750mLE k).

#5113, 1H60mg (¥145mg. 4 15mg) L VR L. BAEMkE,
AwohniE, 1H90mg ($160mg. #30mg). 1H120mg (58
90mg. #30mg) & 1 &IcHiE L. SiEE »EMERA
A[REZ e R B % 3R 5 Lz,

FEFMEE TH 2 HABEEOEROBEZEX-2.7%/F
(NUNTZ VB 2.8%/FEDHEN. 75t REE : 5.5%/FDH
eV, TSERBICHNMUINT Y VBTEERZER
IZED S 872 (p<0.001) F7z. HWHROEEESFEED S G
OEEERICET 2 EAFMEE (SHaEE . SEE. S
FEEL, 7ILT I VREB)ICBVWTYH, HEA RNV FOFEIR
YA ZRRICEDSE(TR), HAFHHEEOSHEE KD
EHAEDOEEDFERICOVTIZ, FERITRT . HARAESEM
BV THRBZERTH > 723,

BREFEEZ RO S B ICB1 2 BFHHEE OfRR2)

SRR HANEF
MUNT | TSR | MUNT | SR
5 R B 5 Rt B
2.80 | 551 127 | 5.04
AP RKa)
RO L R (n=819) | (n=458) | (n=106) | (n=58)
ff) Eﬁ -2.708(p<0.0001) |-3.770(p<0.0001)
B 4394 | 50.04 | 4098 | 51.87
&EliEE o (n=961) | (n=483) | (n=118) | (n=59)
o NY— R (p= ) 1(p=0.1281)
(i) 0.865(p=0.0095) | 0.771(p=0.128
B 1.85 | 4.84 1.33 8.25
BRI IR MY (1=061) | (n=483) | (n=118) | (n=59)
TN - R
0.386(p<0.0001) | 0.167(p=0.0011)
F:-) (pfE)?»
5 tnypg | 473 ] 730 [ 233 | 295
T . (n=961) | (n=483) | (n=118) | (n=59)
% L N — R
E (i) 0.642(p=0.0071) | 0.767 (p=0.6564)
5 B 30.74 | 32.05 | 2832 | 31.83
g‘ﬁ“mﬁﬁ{t A (n=961) | (n=483) | (n=118) | (n=59)
& ’(;%;) P 0.042(p=0.4223) | 0.863(p=0.5248)
H B 817 | 7.75 | 9.00 .84
P73y T 061) | (n=483) | (n=118) | (n=59)
o —
L ’(;%)f)”t 1.037(p=0.7420) | 0.994(p=0.9827)
— 2609 | -3812 | -4.837 | -6.279
B DL (n=842) | (n=464) | (n=108) | (n=58)
?§E§%> 1.203(p<0.0001) | 1.442(p=0.0119)

a) %/t

b) A X h/100BI%E NE

oMY L7 F= > DM

d) (mg/mL)-1/4

) MERAETIIC X 5B ERF & O EMFHEAOMEIC X U R

HDANRY MEAFZTORM(FHRZED)ICOVT, B5F%ZET & Lzproportional
rates/means model%& Fl W\ CTH

BIEFAFEBBE X, 961HI (HAALL8Hl 2 &) 8514l
(88.6%) TH - 7zo FEamIEMIZ. CWE52561(54.6%) . IR
36641 (38.1%) . REHR28041(29.1%) . $HIR2234
(23.2%) OIANEZMR15261(15.8%) 5B 12941(13.4%) KO
ZHGEL100M1(10.4%) TH - 7229, [5.1. 5.2 ]

18. EHEFIE

*18.1

18.2

18.3

18.4

18.5

*18.6

ERRE

MUNT 7 3, N LT U Vo-ZBREGTER %2 BB 205
BETHEATHY . BEAETONY LT I K2 KERIX
EIHET S EICKD, BIRMIOKEZER L, BREHRM O
DL WRIRIER OKFIRIER) 271930, £72. 2HREOS I
BIZBWTENY LY I X AHlENCAMPO L7 2% 3 %
ZEIZED . BEEEUED S OEKZ M T 530,

NV T IV - ZEIEETER

MUNTZ 3, B ANV T LY U Vo-Z R AFEBMENE T v
by A XBEEERICBEWT, E#ENY TV YOV RZEKA
DIEEZBERFENICHE Lz, £/, BNV T LI U V-
BEFBHIICB VT, TNEHE TIECAMPOEA#INZRE T
NITL Y EBCAMPOEAZMFI L2 &6, NV T L
VUV -RBREREREZAE L TWAZENRENTZ, B MY
TV U Vo-BBERICHT 2HEEHIE. 0.43£0.06nmol/LT
B > 7232) 33) (in vitro).

FUFRIER

FMUNTH 3, BES Y RO XICBWT, ARKRENICR
BrENsE, REBEZETSE. & &, L—FHR#E
CIEZD, HHAKZVT IV ASENHEEZD . BHEKOHEM
IS 7z OKRIRIER)33) 39,

YUEREER

FMUNTE i, Ty MEEBETFLIZBWT, B35 VHRE
FER O XY I VBREMIESREO T 2 FARKREN I
BIL7o £72, BEOALSRICBOLCKARERZR L. Bi&H
B S B35, 36),

BEKRIAMER

NULNTH 3. Ty MNFEEBEKETLICBWT, BKROIEE
ThHHREROIERZFD S 87237,

DS R EETIHIER

MUVNTH D E BREO SR OEYET IV TH Spcy~ T A,
Pkd2Ws25/-< 2 2K 'PCK T v MZBWTBARBEOBEAZINEH L
7'::38)40)0

19. BRI ICEE T SIBEZRHIFR
—i%% : ML TF > (Tolvaptan)

ez

PFR:
DFE:
[ 37N

20.

* N-{4-[(5RS)-7-Chloro-5-hydroxy-2,3,4,5-tetrahydro-
1H-1-benzazepine-1-carbonyl]-3-methylphenyl}-2-
methylbenzamide
C26H25CIN203
448.94
HEBEOHREXIEREOMRTH 2.
AE ) —=NVRIFTH ) —)(99.5) IR REIFIc< <, KiC
FEEAEE T2,

A% ) =B (1-50) BFELEZ R E L0,

LRON AL TiSURES

RV EDER

T IC O —HERIER[EET TRET S &,

521, AR

211

RFEEMOERET ) 2 7 EHFIE (82 KDL EREI NS
FTOM. EERY AV EEFEEZFEO L, WYNCEHT L &,

(BRBFEESHEMED S RE)

21.2

—11—

WREREEZHED S B OWEROAKO ) 271220 T+
TR L. BENROBRCHEERIME S )7 A REOE
W2 MEZII U ET 2R OBEIEMAI R REREMICE > T
DOHLF SN, 51T, EFEEE - EFICHBL TIZFARNC %
ERIIC K> TG SN E2ER LI L TRAIVZSNE LS.,
BLEIRTEICH o> T ELEBBEZHELLZ L,



22. @&
(MLINFS ~OD$R7.5mg[DSEP])
(PTP) 205(105¢x2) 1005E(105Ex 10)
(MLINFS ~OD$E15mgDSEP])
(PTP) 205(108tx2) 1005E(10§Ex 10)
#% (M L/NT9 ~OD§R30mg[DSEP) )

(PTP) 10%2(108Ex 1)
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