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AUCo-24nr Cmax Tmax ti/2 AUCo-24nr Cmax Tmax ti2
(ng+hr/mL) | (ng/mL) (hr) (hr) (ng-hr/ml) | (ng/mL) (hr) (hr)
(]3\]3)%/7\57111; 7| 74645+ | 161690+ | 1.96% | 5.67+ gggﬁ,’?\;ngy “| 68217+ | 143254% | 3.03+% | 4.85%
r——>n) 30.714 7.5447 0.75 1.65 ==l 20.729 4.4840 1.08 0.91
HLAASODEE| 70.231+ 16.5828 = 1.50x 5.46 % H LA ATODEE| 71.146+ 15.2159+ | 3.08=* 5.28=+
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(ng-hr/ml) | (ng/mlL) (hr) (hr) (ng-hr/mL) | (ng/mL) (hr) (hr)
gﬁ;éé;;;gy‘/ 233215+ | 446032+ | 3.16+ | 375+ g&;gé;;;gy‘/ 218322+ | 396110+ | 467+ | 335+
=0 73.584 13.0711 1.19 0.96 =) 98.900 17.8366 1.68 0.82
YA AFODSE | 244673+ | 46.8480+ | 3.26+ 3.76+ YA ASODSE | 226.384% | 37.9014+ 5.15+ 3.43+
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EMERE/N T A—% (R-NIVNTH > &8 - Kz L#s)

HE/INT A—H BHEINT A—F
AUCo-24nr Cmax Tmax ti/2

(ng+hr/mL) | (ng/mL) (hr) (hr)

MIVLNT & >
OD#£7.5mg
=70y

H LA ATODEE| 72.029+ 13.4974+ 497+ 4.01x
7.5mg 34.098 6.437 1.72 0.86

(Mean=*S.D.,n=36)

69.885+ | 14.6116% | 4.63+ | 3.98*
31.314 8.7105 1.67 0.82
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16.2.1 BEDOFE
f@EERR AT RIVINT & > 15mg 2 BAIRI % 1 # 5- L 72 I,
ZEfERE 51T LR BHE S Tl Cra L AUCIEZNE
NI3MEBERNLIETH o727,

16.2.2 $EXFINA A TANAFEY T«
Rk A 1T BT DR 0% 5RO FEX N A A 7 XA
TFEU T 41356%TH 72" GEAT—%),

16.3 9%
b b E RS R, 98.0% L ETH- Y (n
vitro. FRANA3#1%) .

16.4 35
MIVNT% ik, EMNFI 70V —AF ~r7O0—A
P450D ) FHED S B, F& L TCYP3A4IZ K DIRE
2% (n vitro) . [10.2H4]

16.5 BE;tt
fREERR AT, MC- MILNT & >60mg™® % Z2lE i 12 BLlalRE
O#5 U7z, R RORPICENZNEE L=
HED58.7% M TN0.2% N HEE X N7z RELIRDHEH I
DRFPOEINRL, ZTNFNEREGERED18.7% K 1% A
WTH-7=" GEAT—%),
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16.6.1 BipEEERE
BHAEDRED R EHRE (VL T7FZ 70T
5 > A<30ml/min, L7 FZ2 70T T2 A=30~
60mL/min&k 7 L' 7 F=> 27 )7 5 > A >60mnL/min)
I NVNT 7 60mg™ & %5 L2 DAUCKE., =1
Z417,360ng * h/mL. 6,980ng * h/mLJ% T'3,890ng + h/mL
THol, iz, MFEFEEERHRIT, 2NTN1.2%.

0.6% K N1.0%TH o7z, MR 2 AN T
B U 7z i 5 PRl E R B DAUCKE, Z L7 F =
775 A<300l/min, VLT FZIOIUT T
Z2=30~60mL/min X7 L7 F=Z 0 UT T A >
60mL/minTZ#-Z#171.8ng * h/nL. 36.4ng * h/mL & T
37.5ng - WL TH - 72" GAEAT—%),
16.6.2 fTiEERE=AE
FFME B EIC MVLNT Y 2 15mga %5 L 7=k
AUCIE, HEEFREEE (Child-Pugh/ FEAXIIB)
T1,618ng - h/mL, BEREMIEEERE (Child-Pugh/r#iC)
T2,172ng * WL TH > 72" (RHEFHEIT) .
16.6.3 =& (65m Ll L) . 143
RIVINT 5 > OSEYENREIT I AE i L OPERNIC & B 8
BIIAED SN 7219,
16.7 EMHEEIER
16.71 7 haF+J—-Jb
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JAIZE D, RIVLNTH > DConac St RAUCKEZ1Z411.8
EROB.0M512725 729 WMEAT—4), [7.1. 10.2
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1674 U772 E> Y
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16.75 >d%> >
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0.25mg& MIVNTH eomg® OftHICEL D, YTF
> DCaax X PAUCKE. FNTNL13MHE KO 26512755
7o FIVNTH > DCam EAUCK. WTFNDHI1IHFIC
2o72W UNEAT—4). [10.22]
16.7.6 Z Db DX
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DOPEHIZE D RILNTH > DCaa EAUCIEWNT NS
1251275722 AEAT—%),
c REIREBEZITBNT, CYPIAADRETHZ T I A
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CAUCIEZE L L a7z, MILNTH idovnot
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TR AdeE L GRIT-D.
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TR AREHC I L T B RARERBD RO 51z (O
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J BRI S BT R (k& I8P, FRORE)
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FFERREICRE D TR | MUNT S 1onght | 7o aRE
JEKZ k& (ul) -492.4+760.3 | -191.84+690.8
(%] [82] [80]
fEpHZ bE (cm) -3.38+3.56 -1.11+3.67
(1% [81] [79]

T RESEER (%) 54.8 28.3
[fil%k] [23/42] [13/46]
CE51l + FE R )

BIVER BB IL. 8267376 (45.1%) THo k.
FaaIERIL. OB (13.4%). HER6H] (7.3%).
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18. ZERhERIE
18.1 1fE#F

FIVNTH A3, INY T L2 2V 2R U & 38
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FIVNT A3, & RNV T L 2V 52 8RS B

LTy b A XBEEERICBNT, EZ#HNY 7L
2L DN ZEEANDFES 2 B RERCHEL -, £
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TUEEE HBERAEMNICHIHI Lz, 2. BEOARERIC
BWTKFREMRZRL., AR Z®RRS 2% 9,

18.5 [EKiBA1ER

RMVNT & 203, T MFEZEEKET IVIZBNWT,
NERKDIRKE T B (R E K ONE PR 2 i b X /725,

19. AR ISR 2 E{EZ2AE
—f4 : NVNTH > (Tolvaptan)
{bZ4 : N-{4-[(5RS)-7-Chloro-5-hydroxy-2,3,4,5-
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