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wER Tmax Cmax AUC ti2
(hr) (ng/mL) | (ng - hr/mL) (hr)
15mg |2.0(1.0~4.0) | 135+53 | 645+367 3.3%+1.2
30mg 20(15 6.0) | 213+76 | 1,302+£553 | 3.9+1.7
5(1.0~3.0) |1363+318{2,098+1,950 | 2.9+0.8
)
)

45mg S5(

60mg .0(1.5~4.0) |1315£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® & RAE (§EF), 66, 30mgREn 7 124)
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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® &L (HEFH), 1041)
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Tmax Cmax AUC24nr ti2
(hr) (ng/mL) | (ng - hr/mL) (hr)
#51HH [4.2(3.8~11.8)| 100£54 |1,061 £732%1|9,1 £5.4%!
BE7HH [4.0(1.7~7.9)%1|112+60%! | 1,370+ 1,165%2|8.5+4.1%2
(mean+SD, Tmax® #&H 5 (FEF), 200, %1 : 166, %2 : 15f1)
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L CIEERS- MU T H Y RUR- MIWNT 5 R %2 HIE
L7zo B6N7-ZYEIRE/INT X — % (AUCo.24nr« Cmax) I
DWVTO0%E X BIEIC THEHRIT 21T - 72458, log
(0.80) ~log(1.25) i TH 0 . Wil DL F %
WHEERENTD,

(1) B8 - KRS
MEEHRS- MULNT Y VBB Rl - Kb D IE)

(ng/mL)
60+
-8~ LT % »ODS$E7.5mgDSEP |
-O— H% 4 ZHODEE7.5mg
mean+SD, n=20
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L
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BREV QN S, & 70 BEHE
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0 4 8 12 16 20 24
1 (hr)

EMIBIEE)ST XA — 7 (S-FIUNT Y v Sk - Kb D R5)

AUCo-24nr Cmax Tmax ti2
(ng - hr/mL)| (ng/mL) (hr) (hr)

AL

224.791 39.9831
OD#E7.5mg 2.43+£1.05/4.65*=1.12
[DSEP| +79.741 | £14.1678
P L AHOD| 223.558 | 39.6829
$E7.5mg +78.030 | £9.2477 2.00£0.97|5.09+1.31

(mean=*SD, n=20)

MEEFR- MNT Y REHER ERE - KD D %5)

(ng/mL)
204

-~ LN % > OD$E7.5mg[DSEP |
-O— % A XA ODEE7.5mg
mean=SD, n=20

REHE NN S T A RERE

0 4‘1 é 1‘2 1 ‘6 Zb 2‘4
58 (hr)

HMBRE/SS X —F (R-NUNTH > Hefrls - Kb DI%5)

AUCo-24hr Cmax Tmax ti2
(ng - hr/mL)| (ng/mL) (hr) (hr)
MULNT 5 >
67.082 13.2868
OD#$£7.5mg + " 2.35+1.05(6.29+1.51
[DSEP] +£25.041 | £5.5938
FLZXHOD| 67.482 13.2173
+ +
$E7.5mg +£26.132 | £3.9984 2.05£1.07)663%1.84

(mean=SD, n=20)
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MEERS- M LNT S > REHER (R - K7: Li5S)

(ng/mL)
801
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20+

—— L% > OD$E7.5mg[DSEP ]
—O0— %4 ZHOD#E7.5mg
mean+SD, n=20
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1‘2 16 20 24
R (hr)

HEYIBHEIST X — % (S- W UNTH > HafalE - K LIRS)

AUCo-24nr Cmax Tmax ti2
(ng - hr/mL)| (ng/mL) (hr) (hr)

MULNT T

238.014 47.8380
OD#E7.5mg 2.00£0.81|4.54+1.33
[DSEP| +88.622 | £17.4696
JLAHOD| 223.771 48.8260

+ +

$7.5mg | £108.595 | £21.1818 | 00T 048405137

(mean=SD, n=20)
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(ng/mL)
301

HEYIBIEEIST X — 7 (S-NIUNTH Y B - Kb DRE)

AUCo-24nr Cmax Tmax t12
(ng - hr/mL)| (ng/mL) (hr) (hr)

AR

233.215 | 44.6032
OD#£7.5mg 3.16+1.19|3.75£0.96
[DSEP| +73.584 | £13.0711
YL ZAHOD| 244.673 | 46.8480
$E7.5mg +£89.597 | £18.0232 3.26+1.04)3.760.84

(mean+SD, n=35)

MAEFR- MUNT 5 VBB (8% - KD D#ES)
(ng/mL)
204

—e— LT % > OD$E7.5mg[DSEP)
—O— Y L A HOD#E7.5mg
mean=£SD, n=35

BN S e A EEE
S

0 4 8 12 16 20 24
il (hr)

HMBREIST A —F (R-FUNT T Y R - KHDERE)

—o— MLNNT¥ > OD$E7.5mg[DSEP ]
5 -0~ H 4 ZHOD§E7.5mg
5 mean=+SD, n=20

20+

AUCo-24nr Cmax Tmax ti2
(ng - hr/mL)| (ng/mL) (hr) (hr)
MUNTH >
68.217 14.3254
OD#E7.5mg 4 4 3.03+1.08(4.85+0.91
[DSEP] +20.729 +4.4840
B LAXHOD| 71.146 15.2159
$E7.5mg +25.014 +6.4171 3.08+1.08|5.28+1.45

NS S A BEE
o

1‘2 1‘6 Zb 24
W51 ()

HEYIFREISS X —% (R-FIUNT > il - Kz LiS)

AUCo-24nr Cmax Tmax ti2
(ng - hr/mL)| (ng/mL) (hr) (hr)
FUVNT S v
74.645 16.1690
OD#$t7.5mg| ' . 1.96+0.755.67+ 1.65
[DSEP| +30.714 | £7.5447
YL ZAA0D| 70.231 16.5828
$t7.5mg +37.053 | £9.2182 1.50£046/546£1.70

(3) Bt - KBRS
MEERS- b UINT Y L BREEHERS (B - K D #HE)

(mean+SD, n=20)

(ng/mL)
60
—e— LT % > OD$E7.5mg[DSEP)

i 5ol —O— % 4 ZHOD§E7.5mg
%% mean+SD, n=35
S
v 404
IS
n
2 304
4
& 201
4

101

12 16 20 24
Rl (hr)

(mean+SD, n=35)

(4) Bt& - K2 UIRS
MEEHRS- M IVNT Y REHER (R - K7 LIRS
(ng/mL)
60

—— L% > OD$E7.5mg[DSEP ]

m | —O— % LA A H0DFE7.5mg
3 50 mean+SD, n=36
th
40
]\
X
5 301
4
# 201
i3

104

0 T T T T T ’

0 4 8 12 16 20 24

¢ (hr)

HEYIBREISS X — & (S-FIUNT S Y BB - ki LiE)

AUCo-24nr Cmax Tmax ti2
(ng - hr/mL)| (ng/mL) (hr) (hr)

AR

218.322 | 39.6110
OD##7.5mg 4.67+1.68/3.35+£0.82
rDSEP| +98.900 | £17.8366
YL AAHOD| 226384 | 37.9014
$t7.5mg +109.128 | £16.2267 >15£1.78/3.43£081

(mean+SD, n=36)



MEEHR- FIUNT S VREHR (R - K LEG)
(ng/mL)
204

—o— L% > OD$E7.5mglDSEP |
-O— % A XA OD#E7.5mg
mean=xSD, n=36

REHE QN S A BEE

0 4 8 12 16 20 24
il (hr)

EYFEENT A—F (R-NUNTH Y B - K LEE)

AUCo-24nr Cmax Tmax ti2

(ng - hr/mL)| (ng/mL) (hr) (hr)
NUVNT %
OD#t7.5mg _'_6391838?4 _}_4:36;111065 4.63+1.67|3.98+£0.82
[DSEP] T e
TLAHOD| 72.029 13.4974

+ +

$7.5mg £34.098 | +6.4370 |+O7E1.72/401£0.86

(mean=SD, n=36)

MEFRENICAUC. CmaxBED/8T X —4 1%, #HEE
ORI, MK OLRIEIH - REFORBFMICE > TRR
BHBEMN DB %,
16.2 RUIX
16.2.1 RBEOFE
R AIC LT % > 15mg % BEFRE OIS L 72 i,
R 512 J:[:’\ﬁfﬁ%tg’(LiCmax&UAUCLi%h%h
1L3ERSLIUETH 5724,
16.2.2 #ERHHNA ZTFRASEUF o
BERBAICB TSRO SROMENNA F TN FTEY
T4 1E56% TH - 728 (HEAT—%),
16.3 97
b EERES
A2 HIE) o

16.4 (X3
MUNFZ iE, e MNFI 7Y —L4F b7 a—LAP45005
FREOS>B5, FLELTCYP3A4ICK D RB# SN2 (in
vitro). [10. ]

16.5 Hettt

BFEERAIC, HUC- NN T F > 60mgh) % Z2 RS I B EfF O
BE LR, EPRUORPICELZAHRES LIZBHED
58.7% K% V40.2% D HEM S N izo RE(EOFEF KR TIRF O
EINEIE. ZhZNBRE5EBD18.7% KT 1%ARETH > 7210
HAEAT—%),

16.6 ﬁm@’“éﬁ'ﬁﬁ'é%\%

16.6.1 BikpEREEE
%%%@EE®E&6H&%¢7D?%:VﬁU??yx
<30mL/min, 7V 7F=>27U7F > A=30~60mL/min
”OZ V7 F=2 )7 Ty A>60mL/min)ic MWNT >
60mg® 25 L7-FOAUCIE. Zh2hn7,360ng - hr/mL,
6,980ng - hr/mL&%0'3,890ng - hr/mLT&H > 7. £,
MmAEFERERSRIE. ZhZN1.2%. 0.6%K%T1.0%T
b o7z, MEEPEREI SR 2 HVCER U g
BEOAUCKK. 7L 7F=>2Y 75> A<30mL/min,
IJVTF=r )T T A=30~60mL/mink0” L7 F
=227V 7 I A>60mL/minTZNEN71.8ng - hr/mL.
36.4ng - hr/mL& UF37.5ng - hr/mLT& - 7'V (SLE A
T—=%)o

16.6.2 FFtkpElREEE
FFEZEREIC NN T Y »15mge S b?LE%W)AUC
. PEERBEREHE (Child-Pugh3HAXIEB) T
1,618ng - hr/mL. il’ﬁﬂ?l‘%%%%(Child—Pugh%i@C)’(“
2,172ng « hr/mLT& - 7212 (RHEFIFT) o

16.6.3 EHnE (65mA L) . 145l
NUVNT S v OFEY BRI I E R R ORI & 5 EIEER
Honkhro71Y,

KX, 98.0%LL ETH - 722 (in vitro. IR

16.7 EYHEEIER

16.7.1 & ~3FVY—=Ib
BERRACBWT, 5812 CYP3AADHERRZET 57
b2+ —1200mgE bNTF 2 30mgP OFFHICE D .
MUNTH > DCmaxk FAUCIEF N2 N 3.5 K% U'5.445%
W57 HEAT—%). [7.1. 10.2 B]

16.7.2 Z)LAFV—)L
BFRBEAICBVWT, FEEDOCYP3A4DMHEERHZHET %
7L aFYV—)1200mgE bILNTF > 30mgH DHFRIC &
0. MUNTH > OCmaxkFAUCIKZNZENL.8FE KT
3.0k 5 1D HEAT—%). [7.1. 10.2 2]

16.7.3 JL—FI)—YI1—2
BEBAICBWT, MUY > 60mg® %2CYP3A4DIH
EERZETAHITV—TIN—Y V2 —RCEVRALE
B, MUY U OCmax K OAUCIEZNZN1.9E R
L6REIC R 57210 (AEAT—4). [7.1. 10.2 2]

1674 V77 EYY
R AICB VT, CYP3A4DFEEEHAE TS ) 77 >~
¥ r600mges MULNT Y 2 240mgP OffRHICE D, b
WNTH Y DCmax Kk TFAUCIKZNZENL/6 KT 1/8IC
TofWHHEAT—%). [10.2 2]

16.7.5 IydF*v v
BERBRAICBVT, PEEROEETHL Y IF T v
0.25mg& PUNTH v 60mgP OPfHICEL D, YTF
DOCmaxKXTAUCIEZ, FNEFN]II[BRTL.2MEI1C% 57,
FUNTFH 2 OCmaxEAUCIE, WInd1.1/1C% >
I (MEAT—4). [10.2 2]

16.7.6 ZDDEH
c BERAICBWT, CYP3AAOEETHHUNRY F
80mg& bIUNTH L O0mgH OHFFICE D, BNy F
OCmaxKTFAUCIEZNZNLIMBROT.AMGICHR 7218,
ONZY F>80mge MULNTH > 60mgP DHFFIC LD b
WNTH > DCmaxE AUCIEWT N 1.2M512 7% - 7219 (4
EAT—%)o

c REPREZHICBWVWT, CYP3A4OREETHEH7 3450
200mg& FANTE L O0mgH OHRHICK BT I A YT v
DEDNEEOEAIES% ARG T - 7229 (FHEAT—5),

- BEBEAICBWT, CYP2CODEETHLTILT 7Y ¥
25mg& AT Y 2 60mgE ORI KD R-T LT 7Y
YES-TNT 7 ) yOREYEERIHEEZ T ko722
HEAT—%),

cBERAICBVLT. PN TY 2 30mgPE 7ot IR
80mgE DHFHIZEK Y. MULNTH > DCmax Kk UAUCIKE
WINH 1251 57z, e FuZuuF 7Y F100mge
OBFRICE D PUNTH > DOCmaxKRTAUCIRE L 7%
Molze MUNTHiZ7uatI REVO RuraaF7y
Y FOEMEBIHEEGZ 5522 (HEANT—%).

F)AROERS -1 HREIZ. DARRICB T 2 EEIFE 1 5mg Rk OFFREZ 2B 5157
JFR7.5mgTH %

17. BRIRARIE

17.1 BWERURZEMEICET 5558
MUNT Y U EEDRHE % DIRITRT .
(DARZICBIF DIFRETER)

#%17.1.1 EASE MABEHER

DOFREZHE L THRBITEPRD 515 S - ML
AEBEEEZNRE L ZHEMLEHEBRICB LT, PN
7% 2 15mgRid 75 &A% 1 H1E7HRRORKE L7z,
FEFMIEE TH 52 BKEGROFEZLRIET. PNT
%> 15mght-1.54+1.61kg(R—ZF 1> :59.42+
12.30kg. 53f) (CEHEEHERZE. DTRK) . It
RE-0.450.93kg (R— 2T 1 > : 55.68+12.60kg. 57
BTHD. PUNTYUBETIR, I RBICHBLTH
B EERBADPRD 517z (p<0.0001. thEE). (KERFHD
BHREHEH LD &S NS HE ZE U Cits L (TR .
F7o. ARG B T 2 0 MEREICE S R (GEERIRRE .
JREEAR, TFEFEE) 2 UE L7z (FR),.



DEZEBREZICBTIZEREOR—ASA U 5DOELE (TSR

LD _EERIEGEARR)
(kg)
1 L

0.5

BITSRS S [

-2.5

-0- I KB (n=
| —®— ML T% > 15mght(n=53)

(1) Y o N U E U Uy U U] U U U U

57)

mean+SD

%% 1 P<0.01(vs 7T & RB, tHE)

A4
|

~—2Z 1HH 2HH 3HH 4HH 5HE 6HH 7HH 1HE 2HH

HEH

— & —

DR ICES FTROZL (77 v R & 0 “BEEMRHLEER)

DEEMIPES TR | FUANT S S 15mght| | 75w AE
FEIRASIEZ L E (cm) -2.03%£2.81 -0.51+1.18
[F1%] [27] [19]
FriEARZ L& (cm) -1.07£0.89 -0.35%+1.00
[BI%4] [18] [17]
T ECE R (%) 63.9 42.1
B [23/36] [16/38]
(mean+SD)

BIVEFASEBIBEE 1. 5362961 (54.7%) TdH > 7= L7 Fl
fEFE. CBOBI(17.0%) . 1EM6MHI(11.3%). SERSHI
(9.4%) B R RIE3MBI (5.7%) Td - 7223 29, [8.7 B IR]
(FFBRE(CBIT B HRETE)
17.1.2 BN MBI

fliOF|RE %5 U T HARBITE RO 6 5 A BE
EXRELEZEERESERRICBNT, PN T Y Y
7.5mgXiF 7 IR % 1 HIE7HEREOHRS Lz,
FEMIEE TH 2 RKESHOFELRLRIZ. M UNT
% >7.5mght-1.95+1.77kg(R—2 51 > :59.35+%
12.69kg. 82f) (F¥fE iZ¥fm=. IRREM) . I&
ABE-0.44£1.93kg(RN—2ZF A > :59.15+£13.15kg. 80
BFTHO. FIUNTEUEETIE. TIEARBICHEBRLTE
B AERED PR 5172 (p<0.0001. tHE). (AEED
BHREGEHLD Ao N GHMZE C kR L7z (FH),
BRI GRICB T SRR S R (KE. BE. T
BipiE) Aok Lz (F2) . £7z. BHOEIR (B SR iRk
BRI, EMITOMER. MIRRNER, 25RE) b%E L.

BRI B I 2EREOR—Z25 4 VD 5DE{LBR (TR
EDZHEMRHEHAR)

(kg)
1.5+
l -
05
&=
I i o e el e S EETER SEPEIS BN
1t
B/ o051
-1k
1.5F
—o— T AREE
o —e— FUNTH75mghE
mean+SD
_2.5 L L L L L L L L
~N—2 1HH 2HH 3HH 4HH 5HH 6HH 7HH
FA4Y
B ® H
7T REE (80) (78) (79) (74) (73) (71) (70) (71)
MUVNTH 27 5mghE (82)  (82) (81) (81) (78) (76) (75) (75)

FFEIRIEICE S TR OE(L (7T R & O " EEMRHEGEER)

JFEEIEIEICRES AR | WSS 2 7.5mghE AR
JEKZ{ & (mL) -492.4+760.3 -191.8+£690.8
(%] [82] [80]

fEFZ b (cm) -3.38+3.56 -1.11£3.67
[f1%5] [81] [79]
TR EIEDE R (%) 54.8 28.3
(7151 [23/42] [13/46]
(mean+SD)

BIVER ST X, 826IH3761(45.1%) T -7z FE72H
PERE. B 1141 (13.4%) . SEPRO6M1(7.3%) . fER3HI
(3.7%) R OAIRAE3H (3.7%) TH > 722, [8.7 B ]

18. EZpEIR

18.1 {EFAER
FILNT T 3. NV T LY U Vo BARETEA & 32
MR E T 2R THY . BEAETONY LI VITES
KEWIRZEET S EI2ED ., BIRWITKZHEM L, B
BHEM D&% (kb 22 WHRIRIER OKFIRIER) %2R 920,

18.2 WY LY IV -ZEIKIERIER
FIULNTZ UE, B NV T LY U Vo-ZRRFERMME R O
Fv b A XBERBEERICBNT, EEANY LY DV,
RO ZBERENICHE L, £/, eIV T
Ly UV SRR B VLT, FhEE TIEcAMPOE
ERINMEZERES T, NV LY I BCAMPOES 2 1% L
2 ERS. NI T LY V- BEERERZE LTV S
ZEWNRENTZ. E MY LY U V-ZBEIIHT BHE
EHX. 0.43+0.06nmol/LTdH - 7227 28 (in vitro).

18.3 FR{EF
MULNTH E, BET Y PRUA XICBWT. HEIREN
CREZHENSE, REBEZERNSEL, 20L&, L—
THIREE IR 2D, HHKZ VTSV ADPEDEERD .
B /K OHE 2 B0 S 7z ORFIRIER) 2 29,

%% 18.4 Y ZEIER

FMULNTH i, Sy FREEFTLICBWT, IS5 =VH
FEFERCTe 2 3 UHEREMMEE RO TUE 2 AR
FERNIHI U7z £720 BEOARERIZB W OKRIRIER %
AU BB Z RS 87230 30,

18.5 BEKiRAMER
MULNTH i, Ty MIFEEEKETIVICBWT., BKkD
TR T d A KE N OIEH 2 D S ¢ 7232,

19. BARSTICEET B IB(EZHAR
—f&& : PN TH v (Tolvaptan)

{24 : N-{4-[(5RS)-7-Chloro-5-hydroxy-2,3,4,5-
tetrahydro-1H-benzo[b]azepine-1-carbonyl]-3-
methylphenyl}-2-methylbenzamide

SFI - CasHasCIN203

DFE  448.94

M R EBEOERNIEREONRTH S, VAFIL ALK
FYRN-AFILETRY RUIZBETR T XY ) —
WXIEITH ) =)L (99.5) IR RiETIc <, KiZiF&
AEBT RV, AY ) — BT (1-100) 3 et 2w
S,

EeER -

CH; O
O
on.
H
CHj
T O (5 BLEAR
20. BURWLW EDFE
T IO —HERBRIIEREZETTRET S &,
22. @&
(PTP) 20%&(108£x2) 100%E(10%E%10)
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