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1% —

5 DRLZAV L0

o] & [Beloma Mp) | 321162 | 45511 [3.821.6% 174.5% 63.0

* I’LA ATODEE 99 4u160| 4.6%1.4 [4.7+4.19|169.3+ 67.3

5mg
(31 : n=64. %2 : n=63) (Mean=S.D.)




0 140 - —e— RJLINT ¥ ODEELSETKMP)
# 120] o - Iy A ODEE15g
5 : Mean=+8. D. (n=54)
(-IS‘) 100 | | | |
k N
kosof
; 60 - %\I
@ a0k
i
(ng/aL) 20
| L L L L L
Omit213 456 8 12 24
035706715 25 O p——
i 50 —e— RJWNT# 2 ODEEL5ng KMP
o - - B 1A HODgE15ng
B 40+ Mean=S. D. (n=54)
(&)
w30t
o \
¥ oo0pd  UA
b At
#
E 10
(ng/mL)
LLE L LT | 1 1 | :5_
Omit213 456 8 12 24

03706715 25 B G EORM (h)

16-3 FuNT 8 v b L CTlomeie G Mtk Okd b - Z2iEE)
MHEPEEE 72 &5 ONNZAUC, CmaxSE/3 5 4 — %1%, whERE oI, 1k
WOBREUASL - B ORBRGEMIC X > TR 2 WREELD 5.

16.2 MRUR

16.2.1 BEORE
ERHEBL S BV NT 8 2 15mgx BRI ¥ G- L 72, 225121t
NEHEG TlECrna X CAUCIEZNZNL 3RO 1ETH - 724,

16.2.2 #@MMINA T TFRASEUF ¢
TEHER N B BRI G- B Ot i8N 1 4 7 N4 5 1) 7 1 1356% T
Hot2¥ HHEANT— 5 ),

16.3 £
b MR A AL, 98.0%L ETH o 722 (n vitro. WRALA#E) o

16.4 {3
FUNTH ik, B MFIZ 0V —AF b7 10— APAS0D 5 F-FED S
B EL LTCYP3AUZ X W SN2 (n vitro) . [10. 2]

16.5 HEitt
ERERL A, MC- N VN T F 2 60mg™ & ZE IR (2 BRI L7z
B, R OIRPICENRZ RS L 22058 7% K 040 . 2% 75 HEilE
ANz, REEOESR R CRPOEEKIL, FNENEG5RED18.7%
T 1% FiTd - 7290 (WHEAF— %),

16.6 JHEDERZEIDEE

16.6.1 BikaeE=EE
ERREORIEO R W E (s LT F =2 )7 T v A<30mL/
min, 7L 7F=> 7)) 7 F 2 A=30~60mL/ mink N7 LT F =
)79 ¥ A>60mL/min) |2 F VST Y 2 60mgt & P 5 L 72 AUC
&, ZMNZFMN7,360ng - h/mL. 6,980ng - h/mLJ% 03,890ng - h/mLT
Holze Fo MAERREEEREIE, TREN1. 2%, 0.6% U81.0%
T o7z MAEHBERER 538 % ] L 72 IS v s g AL 5 o
AUCIZ, V7 F=v 2 )75 A<30mL/min, ZL7F=>2)
7 7 v A=30~60mL/mink *7 L7 F =27 1) 7T ¥ A>60mL/min
TZNZE171.8ng - h/mL. 36.4ng - h/mL} U837.5ng - h/mLT & -
W EANT =% )0

16.6.2 FHikEEEEEE
FFIEFIE B E S SV NT Y 2 15mga 5 L 72D AUCIE, S EETIRE
£ % (Child-Pugh/r A X 1EB) T1,618ng - h/mL. £ Jif &£ B H
(Child-Pugh%HC) T2,172ng - h/mLT& - 7219 (FREFHEMT) o

16.6.3 SR (65 L), 145l
FVNT S v OIEY BRI IZAER K OIS L 2 R EERO bR
o7z,

16.7 EYHEEER

16.7.1 ¥ baFVY—Ib
R AIZ BT, I RCYPAADMEEM2H T 57 hat vy —)v
200mg& MVNT 2 30mg P OB L) . M IVNTE Y DCra K UFAUC
13 Z NN 5RO AE - 72V HMEANT —5)0[7.1. 10.251H]

16.7.2 Z)La*+vV—Jb
EFERANIZBWT, TEEOCYPIAADOMEFH 2T 57V a )
= L200mgk b VN T F 30mgP DBFHIZE D, PN TE LD
Crmac % FAUCIZ E N ZNL. 8 K UB.0f5 127 o 729 (MAEIAN T — %),
(7.1, 10.22MR]

16.7.3 JL—JI)W—YIa1—R
RS AIZBWT, MU NTF 2 60mg™ #CYP3AADHEHZGT 57
L= 7NV —= T 2a—=AZE NI L. MV T H 2 OCrac . (NAUC
EZIENLRE KON .65 72 - 7219 (FHEI AT — %) [7.1. 10.25: ]
16.7.4 UTJ7EYY
HEFER BT, CYPSAAOFENER A AT 5) 7 7 » ¥ »600mg
&MV TE 2240mgP OPFHIZE ). M VN TF 2 DOCna k. FAUC
X ENENL/6R UL/ 7% - 72 (SEINTF — %), [10.25:14]
16.7.5 Yd¥v v
HEHRBEAZBWT, PHEHDOEETHAS Y TF 2 20.25mge b LN
T8 60mgP DFHIZ LY, Y ITF Y Y DCua L FAUCIE, FNEHN
1.3MER L2012 % 5720 PIWINTH 2 DCraxk AUCIE, TG
7 o 720 (AHEN T — %) 0 [10. 22 8]
16.7.6 ZODfthDZEH
CEEEBAICBWT, CYP3A4DOIEE THHUNAY F »80mge MV
INTH 0mgP OPEFHIZ L D, ONAY F 2 DCua i FAUCIEZ 1L
FRLMER L AMEZ 5729, ONAFF »80mge IV NTF »
60mg™ DPEHIZ LY b IVINT H ¥ DCuax & AUCIE VT I H 1. 2651
oW HEAT -4 ),
CAEBPREZIZBWT, CYP3A4DORETH L7 I+ 41 2200mgs b
WNTH 2 0mgE DBEIZ & 27 3 4 &0 > OEYBFREDZE/L135%
K THo 720 (EANT— %5 )0
EFERAICB VT, CYP2CODHE TH L TNV T 7 ) 25 mgk MV
INTH 2 60mgP OBFHIZL Y, R-INVT 7Y ES-TVT Y D
WENRE I B 2T o 120 (FHEAT— %) o
AEHEEAICBWT, FWNTF 230meg™ & 7 at 3 F80mg & D
2L, FPIUNRT Y Y OCuax L PAUCIEW TN DL 2[5 720 &
Farzoud7Y F100mge OFFFIZ L) . MV TS ¥ DOCrna i O
AUCIZZAL L edprolze PIUNTH id 712 FEOe K2z 0
OF7 Y FOEYBREICEEL G2 b 22 EAT—%),
16.8 ZOfth
(MVINT %> 0D8E7.5meglKMP])
MV T8 2 ODEET.5mgl KMP LA EjIc RO &, PuNT d »
OD#E15mgl KMP | & AW [ 5 & e S /e,
) AFOKE SN LH AR, OREIB2 R 15me ik P22 B 2
RHEHEET7 .5mgTH B o
17. ERIRRE
17.1 BAMRUREMEICET 25HER
MVNT 8 VDA LTSRS .
(DREICBI(F BIFRETE)
17.1.1 ENEMEER
fDFIRIE % PE5 LT HRBITEI RO 5N D ) - oA afig %
WL LS EEMLEEEIC BT, PUNT Y U 15mgiE T T
R&21H1E7H MR O8RS L7,
FEFHIEE Th 2 i GO REL bsL, MLy T 8 2 15mgh
-1.54%1.61kg(\~\— 2 F A >~ :59.42+12.30kg. 53%1) (CE# Ml + it
R, TR . 79 RE-0.45+0.93kg(WN— A F 1 ~ : 55.68+
12.60kg, 5761 T . FUNT Y CETIE, TR RBEICHBKLT
HERERERL DD 57 (p<0.0001. thiE). AEKA I35 2
HEX DA NEG M %8 U TRk L7z (R17-1)0 72, g5
BT 20 HEFE I PE ) TR GERIRE IR, IFIER, TBORAE) H3dss
L72(K17-1)0

1k
0.5 F
0 P 5 WU | S | A -
th —05F
iy
%)
75 —lr
ﬂ:
(ke) L5
—o— I &R 0=57) *x
—9 | —e— BMILNTH > 1omght (n=53)
S + BEVE (R 2
* % 1 P<0.01 (vs7' T LR B, tRUE)
Il Il Il Il Il

72.F 1 1 1 1 1
? 5% WA 2AH 3AH 4AA SHA GAH 7AA IAA 2AH
71~

B ————————————— B —

M17-1 R RE BT AREON—AT A U bDELE(TIERED
T EERILBGER)



FKI17-1 LEFIE AL S BT RO ZAL (7 7 & K & o ZHE RIS

MR LB S T MVNT 5 2 15mglf 77 A
FHIRSIRZ LR (cm) -2.03=2.81 -0.51*1.18
[B1%] [27] [19]
JFFE R ZEA L (em) -1.07+0.89 -0.35=1.00
[B1%] (18] (17]
TR R (%) 63.9 42.1
[BI%] [23/36] [16/38]
CPHE = LR 7E)

BRI SS B IE X 536512961 (54.7%) TH - 720 ERBIVEHIL. 118
9% (17.0%) « fHAL6H(11.3%) . #HIRSHE(9.4%) I UM R I&361 (5.7%)
TdH o725, [8.751K]

(FFEZIC BT DIXKETFE)

17.1.2 ENEMERER
fDFRIE % PEG LT ORBITEDPRO SN L HEREL R E L
7 EEMLEEEIC BT, NS Y VT Smg S T K E1LH
1IRI7 H S35 L7z
FEFMIEE CTh 2 R G RHEOFEZL=IE, PN T Y 27 5mg
BE-1.95%1.77Tkg(N— 2 5 1 > :59.35+12.69kg. 821) (EI4fi = =
#EmE, UTHE) . 77 2R R#H-0.44=1.93kg(RXN—=AF 1 ~ :59.15
+13.15kg. 80BI) TH Y. MUNTH VEETIE, 7T RBEICIEL
THEREERD DD 5172 (p<0.0001. thisE). HEWK IS
BH LY RS NG 8 U Rk L7z (M17-2) 0 i GHEC B
VB I EIE AR D BT R (k= IEFR, TRGTE) 238 L 72 (R17-
2)o F 720 HRREIR (BEEM I, BRI, B C OB, M R 4
& EHIREE) bUEE L7

151
l,
0.5
1) P A O PR N IR H S
K =051
il
D
2z —lr
ft
(i)*lﬁ*
—o— 7' ItRE
_gl—— MILNTH 7. omght
S fiE + FRUEAR 2
725 Il Il Il Il Il L L L
~N—Z 1HH 2HH 3HH 4HH S5HH 6HH T7HH
71>
B % H
7T R @80 (8 79 Ty 73  TH (70 (7D

RIVNT % 7. 5mgkE (82) (82) (81) (81) (78) (76) (75) (75)
[17-2 JFEFEEZF B AEREOR—ZAT A oD (TT v RKED
ZEERIEEE)
F17-2 WFHETFIE (AE D T RO (7T R & o ZE S EGER)

S LA S i FVINT' 8 2T 5mght 77 R
AR Z At (mL) -492.4+760.3 -191.8+690.8
[B1%] [82] [80]
JEPRZE AL (cm) -3.38+3.56 -1.11%3.67
e [81] [79]
TR R (%) 54.8 28.3
[BI%] [23/42] [13/46]
CFHE = R 7E)

BV SSBUERE 1X, 82613761 (45.1%) Tdh - 720 EREIERIE. 11§
1161(13.4%) « HEIR661(7.3%) « HAL3BI(3.7%) I A ARAESH (3.7%)
THho7:%9,[8.751]

18. EZHEIE
18.1 {EFt&R
FVRTE I NV T Y Ve B AREYUE N % SR 0 i & 5
LHEATHY, BEAETONY T LY VI K BRERINE HES S
SR XD EBRAICK PR L. BREPEEORIINE D e WFR
YR ORFIRIER) % 773727
18.2 NV T Y IV-ZHEIFERIER
MUNTH E, © NV T LY V-2 B ERRBMI R T v b, A
XA IZ BT, EH#HANY T LY YOV BN A T
ARG IHE L7z, $720 & "NV 7L Y U Ve RS HMIIC B
W, ZNHE TIECAMPO EABNZ RET, NV 7L vtk s
CAMPOFEAEZIRI L 722 L0 6. NY T LY V2B ER %
HLTWBZEDIRENT. B bV T LY U Ve BRI 5 HE
EHIZ, 0.43+0.06nmol/LTdH - 722 2 (in vitro) o
18.3 FlER{ER
FUNTE E, BHET Y N R XIBWT, HERENICREZ
Winsd, REEEZKT S/, 20L&, v—7TFRELITELR

_6_

D, HEAKZ VT I ADPEDME %0, HEKOPEZ BN S 872
OKFIIRAER) 2 30,
18.4 i ZHE{ERA
MVNTH x0Ty MEEETIVIZBWC, 797 = ViR iR O
L 2% 3 VEEREMINE MO U FE R L, 7.
HELOA SR B CORFIRERZ R L. B 2 B S w7200 %2,
18.5 BEKiRIAMER
MVNTE E, Ty MIFRZEEKETVIZBWT, BKROBETH
BHARE L WG % il S8 725,

19. BYHS(CRET SIBEEMFR

—f%%& : VN7 > (Tolvaptan)

{E%% : N-14-[ (5RS)-7-Chloro-5-hydroxy-2,3,4,5-tetrahydro-
1H-benzo[b]azepine-1-carbonyl]-3-methylphenyl}-2-
methylbenzamide

SFI 1 CusHosCIN203

SFE 1 448.94

B = 224~228C

e -

Iz

CHs;

Je OV AR

MR Ao UIESEON K TH L, VATV ANEF Y FIC
WIFRF L, AF /= VT E 7 — )V (99.5) 12T <
L KIZIEEALET Vv X7 7 — VT (1-100) 1 e st
EIRS R\,

22. g%

(MIVINT % >~ 0D$E7.5mglKMPJ)
PTP : 20%¢ (108 x 2)

{(MIVINT % >~ 0DEE15mglKMPJ)Y
PTP : 20%¢ (10%¢ x 2)
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