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2.1 BFIDR TELULEY (MVNT Y ) VBT AT IV F
U A% 1T USBRUE OBEED & S B

2.2 082U W3R BRI R 2 B [(EER M4 & O
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2.3 R IIIEREL TW S AR O & B4t [9. 55 ]
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3. #ARK - IR
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&ETER
(FIVINT & > 0DER15mg T ~—7 1)
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HITE, KofidETr > L 5HETH &, [11.1.3, 11.1. 45
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1. 8lER
ROBWERADNHD 5HLNDZENHDDT, BREZTHITFL, B
HERROONLEGE I3RS ZPIET 2R E@YBRINEZEITD Z
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1.1 EXAZEER

1. 1.1 BRE Q%R
HEOBBEND SOLND I ENDH D, [9.2. 1]

11.1.2 mAeERAE Q%A
SIARRIC X O MGz R L 7285, MARE K O AR ZE R E
EHERTLBENND D, [9.1.1, 9.8 1]

11.1.3 &F bU I AMEE (1~5%5KH)
ARHFNOKFIRERICE D MEERHEZE L. &F MY T AMENH
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AHNIOKFRERICL D, AMAMEF MY Y ABED LR
5bNB T ENHD, ZNITKOFRE. FiE BESZICEDLD
BEBEENBERENZRTBINDSH D0, 50T, MmiE
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14.1.1 PTPEEOFEANIPTPY — RSO L TIRAT A LS54
ME B2 L, PTPL— FOEMKICL D, BEOSIATEA 2 RE A
AL, FICIZ%IL a3 2 U THRIAAS O EE RS IHEE IR
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7, KL TIRAWEETH S, £ KTRATSZEHTE
%
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15.1 BRRR(ERICE D 1B
BN TH D, HROREEZREEO S MBEEEEYR L
S5 S M il B (R AL R BR) 3 lc B W T, AFI60~
120mg/ H X3 7 7t R &3EMEL G U fs R, M ERO2f5%
HMADHREYIVE Y R nDILNHEME LR O35 %8 2 5 iEALT
EREOIMEAST LA, AFESHO26ICRD 6N, £z,
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16. ZEYENEE
16.1 MAEE
16.1.1 BEEI%S
fEEERNIC RN T > 15~120mglE) % Z2 g i B [m% 1132 5 U 7= Iy
DEPBHRE)N T A — % %2 £16-1ITRT Y
£16-1 MIVNT Y D HEE RO EYBHE/)N T A —5

oy tmax Cax AUCt t1/2
(h) (ng/mL) (ng + h/mL) (h)
15mg 2.0 (1.0~4.0) 135453 645+ 367 3.3%£1.2
30mg 2.0 (1.5~6.0) 213£76 1, 302+553 3.9+1.7
45mg 2.5 (1.0~3.0) 363318 2,098=+1, 950 2.9+0.8
60mg 3.0 (1.5~4.0) 315105 2,321+634 4.6+0.8
90mg 2.0 (1.0~3.0) 4294146 3,600+£922 5.8+1.4
120mg 2.0 (2.0~3.0) 661276 5,908+2, 091 9.3+3.2

Il BEVEMR ZE tmax D A (FPR) . 661, 30mgTf D A 1241)
16.1.2 R{E#HRE
fEEERE AT R ILIN T4 > 30~120mg™ % Zefig ;1 H 157 H BRSO
B UKD NUNT S > OMmigEhiREICRZEITA S Nsho 729
(LARL2ICHBT B 5RETE
DRI F I LN TS > 15mgZz1HIETHBRER D% 5 L7z
WD M LINT B > DIEMBREINS A — & 2 FK16-21TR7T Y
£16-2  DIERIEREIC M ILNT 5 > 15mez T H KIS S DML K 5 A — &

tmax Cmax AUCaan ti/2

(h) (ng/mL) (ng * h/mL) (h)
#E1HE 4.0 (1.8~5.9) 258+95 2, 057795 6.6+2.1
#57THH 3.9 (2.0~6.0) 256102 2,173+1, 188 6.8+2.2

OV + BEENR 2, tmax® 1 LA (DR . 10f31)
(FFBZEICBT B EREH
PR R RLN T 27, 5mgx1H1E7HM K E®R O# 5 L=
BED MIVNTZ > OFEPBFE)N T A —F % £16-31TRT 0
#16-3 NFMEFRIEREIC MVLN TS 27, bmgZ
7 H PSR R G D S B HE X 5 A — %

tmax Crnax AUC2n ti/2

(h) (ng/mL) (ng * h/mL) (h)
#51HH 4.2 (3.8~11.8) 10054 1,061 +7322 9. 145, 49
#HETHH 4.0 (1.7~7.9)9 1124609 1,370+1,165” |[8.5+4. 1"

CEENE + BT, tmac® B P LA () . 2001 (a) © 16f. b) : 154))

16. 1. 3 EWYZ RIS HER
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(n=23)) KRUAZHEEROKEE UKL THRA (=24)) LTI
BHRS-MIULNTH > (SIR) BEZMEL. HonzEYEHRE/NS
A—% (AUC. Cmax) IZDWTUEHEX LIS TR 21T o /2
L W Hlog (0. 80) ~log (1. 25) DHIPNTH V. MAIDAEY
FRISMED R I Nz, D

() RIS (kLU TIRA)

(ng/mL)
120, —o—: NLNT# > OD§ELsmg [h—17)
—e— Y A X H70DEE15ng
100 - SEIME + R S, 226
80 1
7
i 60 ]
I
4

0 4 8 12 16 20 24
P H#%ORRE (h)

HIEINT A—F BENTA—H
AUCoan Cnax tmax ti/2
(ng - h/mL) | (ng/mL) (h) (h)

MVNT4 2 0D§Elsmg [h—"1) 5414149 |106.9+27.3|2.170+0. 750 |4. 21540. 700

H s A J10D$iE15mg 5304142 | 105. 8+25.7|2.15940. 808 |4. 254+0. 723

CEHfl R, 2241)
M4 PR CICAUC, ConaxE DN T A—F 13, HBRH ORISR, KD RIREE -
IR DB & > THRIZ D WREN D 5.

(2) #ERSE (kTRMA

(ng/mL)
140, —o—: MLNT % > ODggLsng [~—17 )
—e— Y A X H70DEE15mg
120 STAIE + R 2361
100
%1 80
i
I 60
i3
40 |
20 4

0 4 8 12 16 20 24
B E#%ORRE (h)

HIEINT A—F BEINTA—F
AUCa24n Crnax tmax ti/e
(ng - h/mL) | (ng/mL) (h) (h)
MVNT% »0DéEl5mg Th—17) 558 256 88.6+28.1 |2.370£0. 768 |5. 125+ 1. 454
H A A F10D§E15mg 555261 98.4+32.6 |1.978=+0. 801 |4. 778 1. 088

CEEfiE +FRYE(R . 2361)
M BEHTREE N TNZAUC, ConaBFE DN T A —F 13, BB DRI, (RIK O ERIREEL -
RS OB AR I K > TRIRD WM B 5,

(3) BRIRE (kLU THIRA)

(ng/mL)
120 —o— 1 MLNT# > ODg5ng [h—17)
—e— . Y A X H70DEE15mg

100 SEEfE + AR A 2441

80 |
i
60
b
3

40 |

20 1

0 : : : : :
0 4 8 12 16 20 24

e 5% O (h)

HENT A—S BENTA—F
AUCosn Crnax tmax ti/2
(ng - h/mL) | (ng/mL) (h) (h)

MVNT4 > 0DgEl5mg Th=") | 561+136 | 106. 5134. 0 | 4. 948+0. 903 |3. 801 0. 605

s A J10D#iE15mg 556154 | 106.2+29.0 |5.083+0. 803 |3. 706+0. 552

CEEfE R 22, 244)
M3 RS ICAUC, CraxFDJ8T A —F 13, #iBE O, KR OHREEEL -
FE S ORI & o TR 2 WREM D 5,
16. 2 T&IR
16.2.1 REDOHE
fERERRAIC BIVNT & > 15mgZ AR 4% 5. U 72K, ZEI8% 512
tl:’\‘fﬁé&“fff‘Licmax&ZﬁAUCLi%ﬂ%ﬂl. MERUL 1fETH >
7zo
16. 2.2 $@HINA T TRA S EY T ¢
fRER R NIT BT B #% O GRS BINA F 7 XA ZE U T 1 1356%
ThHotz GHEAT—%).9
16.3 9
b MEEERSS
5. 2

FKiZ, 98. 0%LA ETH o= (in vitro. BRI



16. 4 Xt
RUVNTH 0, E NF 70V —AF N7 O0—LP4S0D 53 FFED
56, FELUTCYPIAdICK DRI NS (in vitro).? [10. ]

16.5 HEMt
fEERAIC, 1UC- MLNT % 2 60mg' 2 22 JE I I a5 L /=
W, FEh R ORPICENTNIES U7 R REDS8. 7% &% T40. 2%45HE
I Nz, REMAEDOEFKPRFOENEIZ, ENENHEED
18. T4 B %KM TH o 12 GHEAFT—5),10

16.6 HEDERERTDEE

16.6.1 BiaefE=EE
BHEDOREDORRLHHE UL TYFZ 717 T2 A<30mL/
min, 7V 7FZ=22U7 T2 A=30~60mL/ mink}7 L7 F=>
2717 5 > A>60mL/min) 12 MLNTH 2 60mgh 285 L 720
AUCIZ. =7, 360ng - h/mL. 6,980ng - h/mLK&% )3, 890ng - h
/mLTH-o 7z, F/z, M S RIZ, Zhehnl. 2% 0.6%K%
L0 TH > 7zo IMHEHHRERL 5 3 2 Fl W TR U 7= i 5% Aot ey
WEDAUCIK, VL T7F=Z>7 U7 T3> A<30mL/min. 7 L7 F
=297 52 A=30~60mL/min&kry LY FZ 0 UT T A>
60mL/min TZ# <471, 8ng - h/mL. 36.4ng - h/mLf&% }37.5ng + h
/mLT®H>7 GHEATF—5). 1D

16. 6.2 FFigREfE=EE
FFHEIRIERE I MVN T 2 1omga %5 U =R DAUCIE. FEER
[ 22 f35 (Child-Pugh/3$HAX13B) T1, 618ng - h/mL., HEEFfEER
# (Child-PughZ3¥8C) T2, 172ng - h/mLT®» > 7= (REEMMENT) .12

16.6. 3 =EhE (65mkLU L), TR
NIVNT % > QBRI K ORI & 2 EITRRD s iz
Mo iz, ¥

16.7 FEYIHEEIER

16.7.1 kv —-i
fREEHRAICBNT, BHBCYPIAMADHEREMZET S haF Y —
JL200mg & BN T > 30mg™ DPERIZE D, FILNTH > DCrax
K OAUCIE ZNZENI. SRR UG, 451> = GLEAT—4) .19

[7.1. 10.2&H)]

16.7.2 Z)JLa+ry—JL
fRFERAICBNT, TEEDCYPIAMADHERMZFT 5 7))L
v —)L200mg & RILNT % 2 30mg DHFFHIC KD, MIVLNTE D
Conax XM CAUCIE TN ZNL. 85 K U3. 0fF 172> 72 (SREIAFT—
7). 19 [7.1, 10. 28]

16.7.3 L= —YPa—R
R AICBNT, MUNTH 2 60mgh) 2CYP3AAD I EEM 2 H
THITL—=TIN—=Y P21 —ARLORMALEZR, RMINTZ 2O
Cinaxc 2 CAUCIEZNZFNL. ME KDL 651272 > 7= SAE AT — %) , 10

[7.1. 10. 2]

16.7.4 Uo7 B Y
fEERAICBNT, CYPAAOFEEMERT DY 77y > ES >
600mg & MILN T > 240mg® OPEAICE D, RILN T > D Crax
K UCAUCIEENFNL/6 K 1/8iICTe> 72 EAT—4).19 [10.2
2]

16.7.5 >a*% >
fREFERANCBNT, PREEAOEE THZ I+ 20.26mgs ML
INTH 2 60mg® OBHHICE D, PIF 2 DCrax X TAUCIHE. T
FNLMEROL 20525720 BIVNTH > DCrmax EAUCIE, WT
bl Uiz GHEAF—4).10 [10. 28]

16.7.6 ZDHh DA

- B AICB W T, CYP3AADHE THDHO/NZY F > 80mgs ML
INT % 2 90mg® OPFHIC L V. BINZAY F > D Crmax s FAUCIEL. 3
RO MEIZIe o7z, ONZAF F > 80mg LN TH > 60mg @
PERICE D MIUNTH 2 DCrax EAUCIENT LB L. 2512785 72 (O
}\5‘;‘_5)018),19)

- REIREZICBWT, CYPSAMADRETH 27 I 44 102200mge b
JVNT 5 > 90mg® OFERIZ & 27 2 45 0 > OEYEhRE D 2 LIE5%
K Thorz GLEAT—4),20

REEERRANICBNT, CYP2CODRETHAH IV T 71 >25mge ML
INTH 2 60mg® OPEHICE D, R-UINT 71U > ES-UNT 7 >
DHEMFRRIIFZEZZ T Rno/2 GMEAT—%).2D

S HBERAICBNT, RN TH 2 30mg & 70t 3 R80mg & DB
FAICED, MUNTH > OCnax X VAUCIT TN L. 2(51278 5 /=,
EROZo0O0F7 P R100mgE OHFAICED. RILNTH > DCrax
EOAUCIRZ L Loz, RIUNTH 2 id7at®I REOE RO
7OnF7 Y ROEYERRICEEEZ G Ao GHEAF—5),22

16.8 ZDfth

(MIVINT & 0T, Bmg T h—7 1)

NMVNT % > 0OD$7.5mg [h—" 1 13, RMILNTH > 0OD$El5mg
[h—"7) ZfEUERAIE U & &, WHEEHFRS SIS, &
S I G VA =S D)
1) AFOERINZIHARIL. OAREICBT 2K E15mg K OFFEAIC BT 2
ARIEEFEE7. 5mg T dh %,

17. ERPRARIE
17.1 BIERVREMEICET SR
NVNT 5 28D iigE % LU RICRT .
(LAR2ICEBIT B EREH)
17.1.1 EANEDEHER
fLOFNREZ B G L THEREITERD 51D D o itk LA 2B
ERGELEEEREEHBRICBON T, MULNTY > 16mgXid 7
ZERZIHIETHBREORS L.
FEFMEEE Th 2 Bk 5_OAREZLLEIZ. MLNTH > 15mg
B-1.54+1.61kg (N—RA 51 > :59.42+12. 30kg. 53f) CEEfE
+HERERZE, URFEEE). 75 REE-0.45+0.93kg (N—Z 51
> 155.68+12.60kg. 57%1) THH. MINTFEFHTIR., 75t
AR bl U THBERIKERD1ED Sz
(p<<0. 0001, thAFE). RERIHEGEH LD A S NG ZE
UTCikt L7z (M17-1). Fio. mE&EGRHCBT 20 MFEICHEDS
FT A (%Eﬁ)%ﬂﬁt%&aﬁ\ FPEER. TR 2ekE L7z (£17-1),29.29
kg

—o— 7S REE0=57) * %
ol —e— FINTH 2 15nghE (n=53) )
P + B )
%% 1 P<0.01 (vs 7T R BE, LBUE)
_25 Il Il Il Il Il Il Il Il Il Il

/_\*{—X IHH 2HH 3HH 4HH S5HH 6HH 7HH 1HH 2HH
4~

M17-1  DHFERE BT 2HREON—Z T 1 2in s OZ(LE
(7 71RO EERILKRB)
E17-1 DHERBEICHESFTROZNL (771K &0 - HERILERHR)

DEVR IR A S P FVNT 5 > 15mgh 77 REE

HIRRIRZA(LE (cm) -2.03+2.81 -0.51+1.18
(%] [27] [19]

JHEfE A2 bR (cm) -1.07+0. 89 -0.35+1.00
[ [18] [17]
TR (%) 63.9 42.1
(%] [23/36] [16/38]
CEEE + R R )
EIfERFEBISEL. 5361H29%1 (54.7%) Th iz, FEREIEMIT.
CVB9F (17.0%) . fHEAK6HE] (11.3%) . BEFRSHI (9. 4%) K OMERRKS

B (5.7%) THolz. [8. 7]

(FEZICHEIT2E6KEE

17.1. 2 EINEE M4AER

HOFIREE G L THRIREEENED SN ELABEEEZNRE
Liz—EEREERBRICBWT, MUNTH 7. 5mgis 7 IR
Z1H1E7HBRO#EG L.

EEFMIEEHThH D2REEGHFOREL(LEIIZ. MINTY >
7. 5mg#f-1.95+1. 77kg (N—Z 51 > : 59.35+12. 69kg, 824i)
CEHE MR, DITHEMK . 7 IR E-0.44+1. 93kg (\X—
A 54 > :59.15+13. 15kg. 80f) THO. MILNTH BT,
7T R U T ERER D R0 57z
(p<<0. 0001, thsE). RER/DIZHREGEH LD A5NE%G MM %8
U Ttk Lz (X17-2), e B RRIC BT BB IE I S i R
(7K. MEPH., THIZE) 2deElz (El7-2), £z, BERIER
(IR, Rk, AL COEaRK, IRk E R, 4 5REE)
HkEL 2,20



(kg)
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IR SR
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—o— JSkR#
L —e— NIUNT % 7. 5mghf

|
™o

I I I I I
~—2 1HH 2HH 3HH 4HH 5HH 6HH 7HH
AV

=25

Bl % H

PAA N @) @ (9 T @) (T 70 (1)
RUNT % 27 5mglE (82)  (82)  (81)  (81)  (78) (76)  (75)  (75)
(17-2 FHREEEICBIDEEON—R T s OEE

(7 5tREDHEHERLEGR)
F17-2 FFHEFIEICES TR OZL (75148 &0 FEEM AR

JFFHETRIE L S A L MIVNT % > 7. 5mght 7 7R
MEkZ b= (mL) -492. 4+760. 3 -191. 8+690. 8
[fi%x] [82] [80]
MEBAA LR (cm) -3.38+3. 56 -1.11+3.67
[#1%x] [81] [79]

THORMESCER () 54.8 28.3
[#%x] [23/42] [13/46]
CE il + =R %)

RIME R FEBISAEE T, 826374 (45.1%) TH o7z, E/mIEAII.
CyE116 (13.4%). HR6H (7. 3%) . {HFR3E (3. 7%) M UOARHRAES
Bl B.7%) THolz. [87ZH]

18. EpEHE

18.1 kR
NVNT & Z. N T2 Vo BARIETUE R 2 AR &
FTEHEATHD, BESETONY T T KD AKBERINZHE
T2 LK, FEIRMITKZGRM L, BREDE O Z b7
WHIRER OKRIRIER) Z25R9.20

18.2 NV T L V-2 REENER
RVNTH 03, B ANV T L2 DV ZBERFEBMI R T v b,
A XBRBEREARITBNT, E#HNY T2 > DOVo-ZBIRANDRES &
BEEREMICHELZ, /20 B SNV T L2 O Vo2 BRI ML
IZBNWT, TNHH TIEAMPOEAMINEZ RIS, NV TL >
IZEBAMPOEAZMHI L2 EMBE, NV T L2 D Ve-Z R KE
PUERZAL TWA T EAREINZ. BE RNV T L 2 V-2 51KIC
x9SR ERIE. 0.43+0. 06nmol/LTdH > 7= (in vitro ), 2829

18,3 FIFRVER
NIVNTH 03, BEET Y MRUA XIZBWT, HBREKEFENICRE
MY, RESEER TSI/, Z0EE, J—THIREELIZ
iz, HEAKZUT I ANEDOMEERD, HHKOPEM Z 5N
@7z GRRIRIER) 2930

18. 4 HZHEER
RMUVNTH 03 Ty MREEETFIVICBWT, BIF75Z U EHET
JERK O e 2% 2 25 B A 5 M D TUE & F BARTFETHIH L
oo Elow BELDAZRITBWTKRIRIERAZRL, AiE T2 85
3'@‘71031)'32)

18.5 MEKEAER
NVNTH 03 Ty MNFEZBEKETFTIVIZBWT, EKDOIEET
B BARE KO & D> S 7, 3

19. BYMESICEYT 2BFEMMET
s CHs O

Tz

CHs

Cl

T OB AR BN AR

—%% © NVNTH > (Tolvaptan)

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

73 F3 ¢ CosHasCIN203

TR 1 448.94

R BRI REOM KR TH S, AY /=)L XiITy
/=) (99.5) IZRRBEITIT< L, T MUIVITEYT
1Z< <L KITEEAEBRT BN,

Al R 224~228°C

22. %
(MV/INT% > OD$ET. 5mg Th—"71)
208 [108£X2 : PTP]
608z [105EX6 : PTP]
(MILINT % > ODiE15mg Th—"71)
2082 [1082X2 : PTP]
6082 [108£X6 : PTP]
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