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40 mean=+SD, n=35
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20+

WRE\ N S e R

0 4 8 12 16 20 24
il (hr)

HEMBRE/SS A —5 (R-NUNT Y Y A% - K LRE)

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

NUNT 5>

161.243 33.7828
OD#E15mg 4 4 4.03+1.18/4.31£1.28
[DSEP] +£86.395 | £15.4951
JLAHOD| 151.418 30.8458

+ +

$15mg £80.564 | +13.1307 | +31 145438+ 1.16

(mean+SD, n=35)

MEFRENCICAUC, CmaxBED/8T XA —4 1%, #HEE
ORERP, MK OLRIEIE - REEORBSFMICE > TRR
ZAREMD B 2.
16.2 DRIV
16.2.1 RBEOFE
FRAIC MUNT S 2 15mg % BERRO#S U7z R, 2
RS I RN EZE 5 TlECmax X CAUCIEENLEh
L3BEROLIETH > 7Y,
16.2.2 #@RNAFTRASEU T o«
ERBRAICB T SR OB EROMENNA F TN FTEY
T 41E56% TH -7 (HEAT—%),
16.3 97
b hEEAZSARIE. 98.0% ETH - 722 (in vitro. R
2 HIE) o
16.4 (X3
MUNTEZ U, e NFI 70 Y —4F b 70 —LP4500%
FHEDOSB, FELTCYPIA4ICK D REE N8 (in
vitro). [10. ZH#]
16.5 Heittt
BRERAIC. UC- NN T F > 60mgh) % Z2 RS 12 B EfFE O
BE LR, EPRORPICENZTAERES LIRS RED
58.7% K% V40.2% D HEM S Mz o RE(EDOFEF KR TIRF O
EIREIE, ZNhZNEEGRED18.7% KT 1% KRG TdH > 729
HEAT—%),
16.6 HEDEHRZHI 2EE
16.6.1 BikaeEEERE
BREOEEDRLIWHE (/LT F=2IUTFU A
<30mL/min. 7V 7F=>2797Z > A=30~60mL/min
RO VLT7F=>7) 75 A>60mL/min) il MWNT 5 >
60mg® %5 L7-FOAUCIE. Zh2hn7,360ng - hr/mL,
6,980ng - hr/mL&% 1*3,890ng - hr/mLTH o7z, F7z.
MmAEHERER S RIE. ZhZNn1.2%. 0.6%K%T1.0%T
H 7o MBEPERER SR HVCER U R
BEOAUCKK. 7L 7F=>2Y 75> A<30mL/min,
JVT7F= VT T A=30~60mL/mink 7 L7 F
=27V 7 I A>60mL/minTZENEN71.8ng - hr/mL.
36.4ng - hr/mL& U'37.5ng « hr/mLT® - 7219 (4LE A
T—%)0
16.6.2 FFtkaeEERE
A ZERE 2 PV T SV 15mg a5 L7z DAUCIH,
FEEREERE (Child-PughHAXWEB) T
1,618ng - hr/mL. #HEMREEREZE (Child-Pughs#HC) T
2,172ng « hr/mLTd - 7210 (RHEFIFT) o
16.6.3 EHnE (65mA L) . 145l
NUVNTE v OFEY BRI I ER R ORI & 5 EIER
HoNRhro12,



16.7 EYHEEIER

16.7.1 ¥ ~3dFV—=)L
BERAICBWT, 8% CYP3AADMERRZET 57
b3V —)200mg& LN TH > 30mgE OHFRICE D .
MU TH > OCmax Kk AUCIZZFNZN3.565 % O5.448
ko7 HEAT—%). [7.1. 10.2 28]

16.7.2 Z)LaFV—)U
R AICB VT, EP%F%CYP%M)KE*VF%%%?%
TNV —=)L200mgE LN TH > 30mgE D fEF I
D, FUNTH ‘/@Cmax&(fAUCLi%ﬂ%“ﬂl.S{%&U“
3.0BIC G5 12 (HEAT—%). [7.1. 10.2 2]

16.7.3 JL—FTJ)I—YIa21—2R
BEBAICBWT, MUY > 60mg® #CYP3A4DIH
EEAEBET AL —FIN—Y V1 —RICEKVRALE
B, MU TH OCmaxRUPAUCIKZNENLIMERD
1.6fEIC % > 72D (RN T—%), [7.1. 10.2 Z&]

16.7.4 U777 EYY
BERRANICBWT, CYP3AADOFEEEHEZET H) 7 7
¥ r600mges MUNT Y 2 240mgE OffRHIC KD, b
WNT % o DCmax Kk FAUCIKEFNENL/6KTL/8I1C
ol HEAT—%). [10.2 3R]

16.7.5 ¥YdFv v
BERRAICBWT, PEEAOREECTCHL2VIF T
0.25mg& PUNTH v 60mgP OPfHICEL D, YTF
DCmaxKkUAUCIE. TNZFN13BRIF1.2[BIC% -7,
FULNT %> OCmaxEAUCKK. Wb 1. 1517k >
IO (HEAT—%). [10.2 28]

16.7.6 ZDDEE]
c BERAICBWT, CYP3A4DEE THHUNAY F
80mg& bIUNTH L O0mgE DOHFFICE D, BNy F
DCmax K UCAUCIKZFNZ N1 IBROL.ME17% - 7217,
0N 2% F>80mgE MMLNTH > 60mg® OHRICED b
WNTH > DCmaxE AUCIEWT S 1.215127% - 7219 (4}
EAT—%),

s REIREEHEICBWT, CYPIAAORETHAHT7IA ¥
200mg& LN F Y »90mgP OBERICk BT I F 0>
DENBEDE(LIZS%RFETH > 7219 HNEAT—% ),

s BEBRAICBWT, CYP2COORETHAHILT 7YV
25mg& FAUNT Y 2 60mgP OPRICE D, R-TLT7 7Y
PES-TLVT 7 OEYERRIIEE L Z T2 o 7220
NEAT—%)0

c BERAICBVWT. PN TY 2 30mgPE 7ot IR
80mgE DHFHIZE Y. MULNTH > DCmaxkUAUCIK
WINH1.2(51c% 57z, e FeZuuF 7Y F100mge
DOHAICED. FIUNT Y > DOCmax K FAUCIEEL L&
Polze MUNTHFE7utvIRESe RaroaF7y

Y ROEMBEICHEE 5 B2 7220 GHEAT— ).
F)AROERS N1 HRREIZ15mgTH 5.

17. ERRRLIE

17.1 BERUZSMEICET 5558
MUNT 8EDRHE % DU RISRT .

17.1.1 ERE D855
OFIREZ S L THRERITHEP D 5 b S - Mtk
ANERFEENRE L ZEEMRIERABRICBVT, LA
75 215mgiE 7T A% 1 H1E7HEEORS Lz,
FEFOIEE TH 2 RKESHOKREERLRIE. SN T
% 15mght-1.54+1.61kg(R—AF A > :59.42+
12.30kg. 53%l) CPfE + EH#FEz. DTREE) . 7ot
REE-0.45+£0.93kg(R—ZF A > : 55.68+12.60kg. 57

B THO. MUNTHUBETIE. TIRRBICHEBLTE
B ARERBADPRD 517z (p<0.0001. tEE). FEED

BHREGHEH LD A5 NHBGHMZE U TG L7z (FR).

F7zy RAEBRGRICB T 2 ORI S TR (GEERRIRISR.

IR, NIRFE) 2k L7z (FR).

DHEFEEZICBI2BEONRN—RA51 U 6DELE (TSR
L O ZEEREERER)
(kg)
1 .

0.5F

(] "URUERY o WUTUTUu FERUPUNU) UNUPURY INUIOUY NPUIG] UpUpUUPY: (URIURY RUIUIUY | B .

BIRS S [

—O0— 7R (n=57) %

5L @ PANTY > 15mght (n=53)
- mean+SD

* ok P<0 01(vs7"7t1’§¥— t*ﬁﬁ)

-2.5

R—2 1E!E 2EIE 3EIE 4EIE SEIE 6HHE 7HH 1HH 2HH
A4

1 ez ! 1

BEF —

DI ICES FTROZL (77 v R & 0 “EEMHLEGER)

DHEREICESFRE | FVNTS > 15mgh 75t REE
HBIRRREALE (cm) -2.03+2.81 -0.51+1.18
[BI%4] [27] [19]
FriERZ L& (cm) -1.07+0.89 -0.35+1.00
%] [18] [17]
TREDE R (%) 63.9 42.1
%] [23/36] [16/38]
(mean=+SD)

BIVERFEBUBEE IE. S36IH2961(54.7%) Td > 7z F72H
TERIEZ. TEOBI(17.0%) EF6MHI(11.3%) . SHRSH
(9.4%) R OMERER3H (5.7%) Td - 7222~ 29, [8.7 ]

18. EXNEIE

18.1 {EF#ER
NUNTH iZ. NV T Uy o V- BT IER 2 5l
WRHBET 2R THD . BEAETONY LI VLS
KB ZEET S L&D, FEIRICKZ e L, B
BHEtt O % b 22 WRIRTER OKFIRIER) 2R 92,

18.2 NV LI IN-SHINENIER
MUNTZ E. B vV T U Y U Vo-ZARFEB M O
Sw b, 4 XBBEERICBNT, EBRANY LY DV,
ZREANOEE 2 BERENICHE L2, £/, BNV TS
LY o Vo-Z B EERMAEICBWT,. ZhEE TIEcAMPOE
ERMZRES T, NV T LYK BCAMPOEES: 2 iH L
Tl ene. NT VLY U Vo-ZREEREHZE LTV
CENRENZ, BNV T LY VV;,- i"%’-ﬁib *t9 BHE
EHX. 0.43+0.06nmol/LTH - 7225 20 (in vitro).

18.3 FIR{EF
MUNTH i, BEES Y P ROA XICBWT,. HRIREN
ICIREZENsE., REEEZE RS YL, 20&E, L—
THIREEIZELD, HHKIZV TSIV ADEDEEZD .,
B /KO HEM 2 BN &S 7= OKFIRIER) 260~ 27,

18.4 Y ZRIE(ER
MULNTH E, T H?Ei{—-?)w_ioblf NIr=F
HEFER O A¥ I UFHEHREMINEE®EEOTUEZ H K
TERNCHIH U7z F2. BEOARESRICB W TKMRIER%Z
AU, HIERE 2B S §722) 29,

19. B3RS ICE T IB(LENAR

—#%& : NS F 2 (Tolvaptan)

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

DFI : CasHasCIN203

HFE : 448.94

M R HEOHBRYEIEREDOHRTH S, I AF IV ALK
FUR, N-XFLERY RUIKHBITPTL, ¥ —
LVRIZTH ) =)L (99.5)I2%RiBiFIc <, Kiziz&
AEB TRV, RFORXY ) —)LiEH (1—100) 135t
HERS 2,
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7V En —REBIGER LB TRET 5 2 L,
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