202248 AR (S5 1HR)

Bk s _mErepkiE i
EAHAR 36 Vo-SZEF/{HFEE

MUVINT 5 &

wreense NWINTD2I0D%:7.5 mg 994 |

RUVNTF20D:15mg 904 |

TOLVAPTAN 0D Tablets [SAWAI]
) IR - S OMT N & )T B 2k

1. B
- =RA

FENESIC KD, RBEKFIRD SEFAERPEF U D
LIMEZRL. BEEECESLEFDRESNTSD.
T, [BEMFF VDU LREOLERICKDEEEME
BRERBZRT BENHBDIIENS. ARTTHESZH
AR BRI E, Fle. HICKRSEBAXIBRBIC
(FMMEF bUD LREZSELICAET ST &.[8.8. 8.12,
9.1.3, 11.1.3. 11.1.488g]

. BROROEBE(CIF RS LIEVT L)

A KN ORG XAZFULE (M VT S ) YR ATV

T8 AEEITH LS BUE ORI O B 5 B

2.2 8% & U 7 3K 53 RS R 8 7 253 [ BR I 4 == >
WAL EF M) AER KO BENDD 5]

2.3 MR IR L C W A B O & 5 ek [9. 557 ]

2.4 RO BE [AKORE;IARETE 2, ]

2.5 Y 2 KAl 2SR B 72 P VERNAE 0 g [9.3. 127 ]

2.6 miF MY AIMED BE [RF OKFIRERIZ L Y & b

)y AMGEDHEE S B BEND D D]

nn

3. #HRE - MK
3.1 $HRK
. M VN % OD$ET . 5mg M VST % > OD$E15mg
il (71 (71
BRIST R TH
[1§Er] 7.5mg ‘ 15mg

BRI A TR, VO — A, A FU—A, AFT
WKl | VEEMg., b EUOITF Uy, b Rudisuik)
O—Z, D-¥v>= b=, FE25T7VI=T AL —F

3.2 Bl

T VN7 5 > OD$ET.5mg VN7 5 > OD#El5mg
" [H74] (74

s v | @D @D oo 3 =
#l HIRA Y Fhe (DN )

(RN PERE
4% (mm) 7.8%4.4 8.1
JE & (mm) 2.7 3.2
#E (mg) #7190 #7180

BEFTR | MVNT 5 ODT.5H T4 | M7 0D 15374

4. FHEEXIFZHR
(OD%¢7.5mg)
OI—TFIREZEDMDFIRETHRFATREOFRLEICSEITFS
{FRETEE
OI—TFIREZEDMDFIIRETHRFA TR EFEZICSITS
{FRETEE
(OD#£15mg)
OI—TFIREZEDMDFIRETHRFATREOARLZICHITS
{FRETEE
6. BiENURE
(DARZICBIF DINEETER)
WL AZIE MVNT Y o8 L Clbmga 1HEHE S35,
(FFEZE(C BT DIEETER)
JHE L RANZIE MV Ty b LCT . 5mgE 1 H L% 5§ 5,

_1_

BAEERRIEES
872139
OD#$t7.5mg OD#¢15mg
& B2 B S| 30400AMX00323000 | 30400 AMX00324000
FRSTH1A - -

7. BERUREICAEYT EE

(GGhgeski@m)

7.1 CYP3A4MHEHI(f b aF V=N, ZVaAFIS—N, 75
N20< AT U E) EOHRIZHEITL I ENET Ly, %
BFOEAT 2%4 13, REOHED L IR S ORG %
CEREETHZE110.2, 16.7.1-16.7. 38 1]

7.2 HHOPIRZ BT B 720, FRIFICHEGT 5 EDPET L,

7.3 AHNIKPEZHINE 225, F MU A PEEZ NS 2 7%
WZ e, MOFIRIEOV — TRIREE, 14 71 FRFK
WPMTNVRFATO UHE) R L THAT A2 & 2B,
v NGRS N AR T F R & OB REER L v,

7.4 RHIF R RS2 L 213 d% G- 2 hil§ 5 2 & o SEIRY
KADOMEFFIZBET 2 BREITRERR S LTV,

GDARZEICBIF BIFRETER)

7.5 Mg NV T AGEEA125mEq/LAR O BE . SRR IEBR I
FREOWVDPIFFE L v EHErsn s BE, SimsE. g
F b AGEEEATIE RN TEEOEE RS A A
FE(7.5me) LB T A Z EAEE Lwv,[9.1.1, 9.1.3,
9.8.1. 9.8.3%K]

(FFEZ(CBIF BIRETER)

7.6 ML+ bV v AR AT126mEq/LA T O B E . SR IR
MAEEORP DU F L 2w el S B IS T 55
Hix. PG 7me) 2 HRAT A ENEFE Lv.[9.1.1,
9.1.3. 9.8.1%K]

8. EELEAXNER

(GhEEILE)

8.1 AHNOKRFIRIEMIC L W IEBR MEEEOWA 2R L, MiFEHT) Y
LRER PSS, GLEMB), LESIAESHETAIBEND DS
DT, AFFLG-AILIE D) 7 L EERHET A2 £.[9.1.250E]

8.2 AT A& 1213, WEEEET LI L,

8.3 KA OFGAIAIE, W 2 FRIZHED FiAK, B ) Al
JEZ EORWERDSH 5 b b BEZNH LD T, HGEEDR
FOREZBIL L, #BY) KRG T ARE, e, SR
B IRESEEAHENCHEST 2 2 &,

8.4 KHAIOFRIEIZE N, 8. Bk EDRERD D & b7z
Bl RGWREEIT) LHIBET 5T EL[11.1.3, 11.1.45H]

8.5 AFN DG 5 HEE L IFHREENH 5bN b 2 LAD
L7280, REFGFARNCHFEREREEZERm L, % Ed
B 5-BAMG2HE NI I IR BB A 21T S &0 TR T 215
T TOBRITGERGT HLEICIE, BEEEZIT) Z &,
[11.1.5. 15.1Z&MK]

86 OFTVENRHLDLNLZ ENHLDOT, TEIZEET L
Eo T, EIEE. HBEOEERSGRE R B
LHBFICIEREESELT L,

8.7 R IREATTE L e Wi farld, SR GGk L 2w
ZEL[17.1.1, 17.1.2& 1]

(DAFRZICHIT BIFKETE

8.8 ARHN Tz 5B F2 2485 I LA KRR S e A%5h < S8BT 5 72
O, A7 &b 1T BG4~ 6 M 2 3E N8~ 121 [H] £ 12 1%
F R REERIET LI L, G HBEH DS LE MR
WHEHAE L. Z0B%5 2T 255120, BENET
5 E[1.. 11.1.3, 11.1.4&H]



8.

9 HEME (AR EIRESRIFIZIY Pu—vERTnad L
EDOKE) IR 72 a i, BB eE L 2w Lo
PERIR BRI BV T2 & 88 2 2 (AR 2 v,

FFEZ(CS (T DIFRETER)

8.

(=]

10 FAIOH G L) mEZIFREREDSESH 5 DNDL 2 LD
bo FHZZHTIE, FiEZ L D BLSE BTN HH 2
&L ROEREDFEAL L ARHN & 2 FHkReRE O FEB £ DXl
HHREETH 2 Z L IZBEL T AFOKRGIZHz>TiE, ) A
JERKPT 4y FEERL, KHHEHGOBE IOV CEEZ]
WrdsZ&,

A ARFOFGIZ LY EEZFEREREE S 5 b DL 2 LN

HAHT L EINERREERC 35\ T2 M &8 2 5 R ER S 2
WZ b, KE, BH, THREERZ COBHOREZHE
L. B 25UeE LA, BRERS R ke 3, LE
BNROEMOFEHICE EDDHT L,

2 ARHL G- BAAA B2 2405 5 AP R FI R ZD AR 358 < FEBL5 5 72

O, D & G IGA~IRE M F I b ) 7 AR EE & )
ET AL, & OIS HMG2H RIE ONC3~5H I 1l
L. Zo®EG 2 MET 2561203, #EHET 52 &,
[1..11.1.3, 11.1.4&]

A3 B TR, AR OHGI X ) HELE D) 27293

EELBTNND B0, HLERMLOILRED S 5 bzE
WI3gGEPIE L, B RMEEAT) 2 &

. BEDERZHIIFEICHTIER
1 GHE - BIEEZDH HEBE
1.1 ERUTEEIRERN FRMEREDS 2 EE

SURRD D Db A SRR Mg RN, M
MEx kL., MBEREZFETLIBENDH 5.(7.5. 7.6,
11.1.25:H4]

1.2 §HY U LIEDEE

RFNOARFREIZ L D& ) 7 2 MIEHD RS 2 BT hdid
%,[8.1ZH]

1.3 MiEF MUY LRE125mEq/LREDEE

24 ANIC12mEq/LE B 2 5 EADIA SN E101E, &5
2RSS 8. BEAIME S MY 7 AREO ERIZLY, RE
FEPERREE G2 RS BT H Z.[1., 7.5, 7.6, 11.1.45H]

.2 BHEEEERE
2.1 ERUEREOHSEE

FIFRAZAE D B MR O X0 BRI B LT A B
W Bo[11.1. 18]

.3 FrEEEEERE
3.1 B D G D R B AT I RE D B E

Bl L o TEBRIMEERE WA L) &9 M) 7 A e K
UKD BENH D %o [2.55 1]

.3.2 FFMRIEZIRE I 2 ZDEHEDSH 5 EE

ER L AOVMET L7 A B KGR kT B T
Nrd b

4 EIEREER Y BE

RS A HeED & 20 1E, B 2T 21T L O ey
% ZE.[9.521H]

.5 1%

TR AR L CW AT D & B ek I2 133 5 L a v 2 &y

B EER (7 %) TRABEL IR - R CS S ShTn
BV, Fo, BWEBR(TFEY, T ’) TS 5 WIdRER
FFDE STV 2,[2.3. 9.450E]

.6 1Z3iR

EEEOFRMER ORFLRBOE R Z LB L, 12LOME:
kRS 5 2 Lo BIFEER(T v ) TR~ ORATH
WS TWDY,

7 IR

NREFEEISR E L BRRBII R L T,

9.8 SHEE
GhEESLE)

9.8.1 Sl FRD S bbb N 72a, SRR SR,
M 2 2R L, MARSARIEZ F3ET 5 BT NH D 5.[7.5.

7.6, 11.1.2&MH]

9.8.2 BHOREZBIFE L 20 b HEICKE T 5 Lo —fkIZAE
BRREDME T LCTHB D, T2, PUKERZEZ LeTwvweEh

TWwabo
(DARZICBI(T DINRETER)

9.8.3 &4 MUY AMPERBLOBZNNDH 5. [7.55H]

10. #8E{EA

AN, Fe L THABEERCYPSA4Z Lo TR S D, £
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[7.1. 16.7.1-16.7.3Z=1#]
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)7y By D BHNIOVERHAR | 5 CYP3A4% 5
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BENDD 5,
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1. ElfEA

ROBWERD S 50D LD DDT, Bz TI24TV,
SO BN EI 3G 2 Ik b 7 ) R ALE 2 17

)Tk,
1.1 EXTEWER
11.1.1 BFRZ (1%A)

HBEOEEENHLDONDL I DD 5H,[9.2. 12 H]




11.1.2 [MASEEARAE (1%A:1)

SR FIBRIC &0 MR 2 2R L 72856, IAeE e OV I e 2848
FEZHRTHBENDD 5.[9.1.1, 9.8.1H]

11.1.83 &7 MU LM (1~5%#:i)

AFNIORFRIEA I L D MEE#E 2Rk L, & M) 7 AdUEE
WhHhobNbI DY), BEmEELEI L H D, G5
. BokE, RE, ME MY Y AEE R OTE, BKEDRE
ROBIZEZ 14512479 2 Lo KO FG. BTKEDREIRDS
HONTHEIIE, KFOFG & EOIHIE L, FERIZIG T
T\ W% SO 72 KRR SO R AE Z 1T 2 ko F 72,
EEHZBZ LT M) 7 ZEEDO EFNARS N6
X, EBICERB OS2Ik L, FERICDUTC, iRz &/
K OBYI 2 MEZITH 2 L1, 8.4, 8.8, 8.12&8M]

1.1.4 2FEMEF MUY LBE LS (1%£i)
AFNOKRFPRERIZ L D . BBRIET Y 7 ZREO LA
HOobNALIENHDH, I LB, FIE, SHESICES
£ REEEERMEERE T RTBZND D L0, 5 H
L IiE Y 7 ARE R OMRERE OB T512AT) T L.
ARFN P 5 %24 R DL 12mEq/LE B 2 2 o i M)
LNEFEOLM T FAPHZSNAICIE. EHICAF oS %
Fk L AEIRIZIS U Cy B0 % 60 727K 53 kA S8 0 ) 70 AL
479 2 k(1. 8.4, 8.8, 8.12, 9.1.3&M]

11.1.5 SRS HEAT) . FFEEEREE 6%0. 1)

AST. ALT. p-GTP. Al-P. ¥V LV v %@ L5 %15 I
MEEED D S b, BUHAREICELZENH L, Tz,
BEFEE DSBS 2 F CIUME RN MR % s 5 7 B %
T412479 T L. [8.55 K]

N.1.6 Yavy. 7FIT«4S5FI—HERY)

Tav o, 7T 74 7%= (@R MEET. 0% R
EVNHOEbNDEI DD D,

1N.1.7 BEOMEET GHEAH) . DEME HEAN) ., DE
BB (1%K1i)

11.1.8 FFMEBMAE (19%Ai5)

2 8 E D6 Rk E L 0O HENEDSH 5 b b B2
N 5bH. B, FERER. B FEEREE 2BV Tl
ENTWVELEDT, ITNHDEBEFIHKGTALAIL., EikEEs
DEFRIEIRZ T3 ICBIE T 52 &

11.1.9 SALINERREIA . MVRIREA (BHEEAS])

1.2 Z0ftDEHER

5% 1~5%Fil 19 il BUEA

R (A RER B Bk, B ) | R EIE B I | f A
v A MUE, B[S IR AE. K7 ) T A JRERVE
PR B MIE. =7V > Al > HE
B, REEFEUE. K MY YA
JE i JE EITEI 1201116 SR Y /4
lisE, CK -5

B - |5 IR (38.8%) . |EHESE. BUN|R & & IE & T, R &
WRER | % IR (26.2%) . | B, ERERE| S5 JREYE. HEIRF
M7 L7 7|k, mE (. R Z R R
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HESJE, BRI, G, B 13T
& TRIE. D . B RS R EZ R
BRI RS AV A&, v Y
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B, BIHIERR. kA
&, ARE%. RHH
A#. JLE%ER. 5
Wk, LDH.ES-, Hg

5%2L 1 1~5% Al 1% A B
FEMA R, D F v IRIRE S, EERTY O, HEAR
R [, mEIR, @R, -
Vav sy —, EEh
[ AR, AN
ERERIEE N
NE, D) DO, I ¥
B— B, R A
INZy 7 sk
THALER1198(56.9%) « | AR, | H &Sy B &\
fER Loy MR, TFE 5. ALV = 7, JEBEEE

LTI N A 7 N O T N
LW AL AR, DR B
B, M. B BRE BRH
A Jo e, B E AL R
R =7, WETBEE,
AL BB BE . .
HE OFEL OE
45, N %, O
Sk, FEAV =7, &
BROTHE, WAL, %

TEBRE MUE B | BEAR, B4R ARG, A&
JEACTT . % DR, LR mE, R

L MUE
I Zilll, NEZOV VK

T SIS LR A A
e MG A
ML, WIS

13. BEKRS
13.1 W&
MEENIEENTIE R VWEZEZ BN D,

14. BRALOER

14.1 BRIRMFDER

14.1.1 PTPAEEO#FKIZPTPY — F 250 L TR 5 &
IIRET LI L, PTPY — FORRAIC LY . BEVE AR S
BT A L, I3l E B 2 L CRERRIN &5 0 BHE 7 & 0F
REZBEET A DD B,

14.1.2 AHNITH O EIZOE THER Z12H & & 5 & HER 0 12 g
F 572D, K LTHRHAWNETH S, /2. KTRHATAZ L
b TZX 5%,

14.1.3 AHNIE-F FORETIE, KELTIRAEZEZVWI &,

15. ZOMhDEE

15.1 BEARERICE S 1B
WIS TH %05, WHBREEL O ) B RE TR e L
7255 A — 3 S A bl B (I B L R 5AER) P12 BV Tl ARHI60
~120mg/H XL 7 T £ R & JEMB G Lok R, S LR
UERBZ HHEEN IV ¥ A oM FROEE B2 5
MHEALT EAOXMEAST EAA, REFGHEO21Z580 &
Nize F72, HiEE ERO2 55 %8 2 5 ALT A O ST
AL 7T e REE L L CRFI G B TR D o 7 (REP G- BE
9601 H47151 (4.9%) . 7 7 & KEEARBIH6H4 (1.2%)) o 72 B
RANF 5HE BT B RN FRO3MGEE B2 AALT EF D%
3. G5-BE3~140 A ORIZE0 57z, [8.55 7]

16. ZEMENE

16.1 MFRAE

16.1.1 BEHRS

BRHEBAC V7575 215~ 120mg™ % 2 W IHE L1 5 L 720
WA RT A — 5 & F16- 17T,




£16-1 MV NT Y VNG REOEYBEE ST A — ¥

e tmax Conax AUC: tiz

(h) (ng/mL) (ng-h/mL) (h)
15mg 2.0(1.0~4.0) 135+ 53 645+ 367 3.3+x1.2
30mg 2.0(1.5~6.0) 213 76 1,302+ 553 3.9+1.7
45mg 2.5(1.0~3.0) 363 +318 2,098+1,950 2.9+0.8
60mg 3.0(1.5~4.0) 315=105 2,321+ 634 4.6%0.8
90mg 2.0(1.0~3.0) 429+ 146 3,600+ 922 5.8%=1.4
120mg 2.0(2.0~3.0) 661 =276 5,908 =2,091 9.3+3.2

CPIME + RS, toa® AT UAE (FBH) . 661, 30mglEd H1261)
16.1.2 RiE’S

TR D VNT 8 2 30~120mg™ % Z2 gL H LIl 7 H R AR T3
B L7260 NV T8 v OISR REICRE AL N0 720,
(DREICBI(F BIFRETE)

OMERIE RIS M VN T Y L 15mex 1 H AT H B R ERE DS L 72k
D NVINT Y 2 OIYEHE/ ST A — & % F16-2127 77,
F16-2 D HEFIEREIC NV NT 5 v 1bmgk 7TH B A 5- B o St shig < 5

A =%
tmax Cinax AUCozm trz
(h) (ng/mL) (ng-h/mL) (h)
#%51HH 4.0(1.8~5.9) 258+ 95 2,057+ 795 6.6x2.1
®57HH 3.9(2.0~6.0) 256 %102 2,173+1,188 6.8%2.2

(PNl + UG . e B HP L (FEFH) . 1001)

(FFEEICH T DIFHETE)
JFHERIE R (2 VN T 5 27 Smgk 1 H A7 H KBRS L 72k
D NWINT S DIEYBFEINT A — 5 % E16-312RTY,

F16-3 B FHEEG 12 MV STy 27 5mg# 7H I RAEH G- R 0 3 EhiE 3 5

A =%
tmax Cinax AUCzn tiz
(h) (ng/mL) (ng-h/mL) (h)
%51HH | 4.2(3.8~11.8) 100 + 54 1,061+ 732% | 9.1+5.4%!
FHETHH | 4.0(01.7~ 7.9)% 112 +60*! 1.370+1,165% 8 5+4 1%

(Pl = MRS tmaxD S LA (BEFE) . 2060 (%1 2 1681, 3%2 : 1561))

16.1.3 EYPNFEIS MR

{MLI\T % ~0DEE15mel Y71 1)
MLINT 8 2 OD§EL5mel 7 A &4 A A % ODS15me & fEHERL AT
12BN (P VXTS5 > L L T15me) 22 J O FL i ML A 1
Hraaxxr—N—F) L, SShWNTF VR OR- MWV Ty VDI EE
A GE L 7ze 135 NN ST X — 5 (AUC, Cmax) 122\
TO0% IR DX T 12 CHRERHIRAT % 47 - 726 8. log 0.80) ~log (1.25) @
TN T D\ FIAI O LI RS PEATER S 7,

(1775 U ThRA

#16-4 ZHANGER GO EWEIE T 2 — 5

Jiid Hor —e— ~LNT'H 2 ODFELSMGIH 7 A1 |
B 120 F ---0--- H /4 Z }10D§i15mg
m Mean+S. D. (n=54)
© 100
I\ i
Voot |
A i
a |
5 60
w o A0F
*
(ng/uL) 20
8 Y | L o
OMm11203 456 8 12 24
W UATLS 23 54 DI (hr)
ifiL 07 —e— LN # > ODEEISMEH T 1 |
g --0-- B A A JIODEEL5mg
o0 Mean=+S. D. (n=54)
®) :
)IL 30 1
n ‘
A 3
¥ 20T
\‘/ |
b3
E 10F
(ng/mL)
) I | 1 &
OMit213 456 8 12 P
W06 23 $3 58 OB )

B16-1 b N8 & L Clomgi G s Ok 7% L - Z25R)

o 1401 —e— [JLNTH 2 ODgE g 7 1 |
w190 - --o-- Y% A J10DSE15mg
r Mean=S. D. (n=66)
© 100
N
V80t
ol -
7 I -
5 60 3 ‘
Pl i "
o 40f 3
)3 7%
(ng/mL) 20 4
ST O O B 1
0112131475 6 7 8 12 24
125854 5 G OW (hr)
o 0 e FLNTH 2 ODSEL5ugl 7 1 |
i --0-- Y A A HODEE5mg
40 : Mean+S. D. (n=66)
®) ol
E 30 F
I
VA T
Z 20t
>
i’
10
(ng/mL) 4
A8 T A | Il
0 1121314195 6 7 8 12 24
L 25 85 45 £EA% DI (hr)

H16-2 MW NTF & L C1omete G- M higiE Ok L - &%)

Cmax Tmax Tz AUCo-24nr
(ng/mL) (hr) (hr) (ng-hr/mL)
FKVNTE
S OD#E15mg 109.8+34.5 | 1.9%0.9 | 2.9+0.9 |475.9%185.9
z |\ E:L:;;j OD#i
E’% 15mg P 93.3%29.1 | 1.9%0.5 | 3.2=1.0 466.7+191.2
i
£4 FVNT S v
(a=54) | g OD#£15mg 35.7+14.4 | 1.8+0.9 | 2.8%+0.9 137.3+ 63.2
* E:L;;; OD#
15mg PE 3024122 1.8+0.5 | 2.9=1.1 135.3+ 66.2
KVANTE
S OD#%15mg 88.6+39.1 | 4.6+1.2 | 3.7+1.1 |567.5+219.7
= f [;Txg OD#t
% 15mg Tl 87.8+38.8 | 4.8%1.5 | 3.8+1.0% | 555.6=215.8
5 NVNT S
(n=66) R OD#£15mg 32.1£16.2 | 4.5*1.1 | 3.8*1.6 |174.5* 68.0
* E;:V;ﬁj OD#
15mg P 32.4%16.0 | 4.6=1.4 | 4.7+4.1% | 169.3% 67.3

(%1 : n=64, ¥2:n=63) (Mean+S.D.)

(2)7/KTHRA
#16-5 K WA G G- R DI B RE/ ST 2 — ¥
Cmax Tmax Tz AUCo-24r
(ng/mL) (hr) (hr) (ng-hr/mL)
MVNTH v
OD#£15mg 106.4+38.5 | 1.8€1.0 | 3.4%+1.1 | 515.5+206.3
AR
x| I 4 A 71 OD$E
15 P 92.7+30.7 | 1.6=0.8 | 3.5=1.2 | 480.3=183.6
e 15mg
% KUAT S
<’_)‘ OD#E15mg 36.6+15.8 | 1.6+x0.9 | 3.2+1.4 | 146.3%* 63.3
IR [ 1)
TAANODIE a1 1e11 4| 1.420.8 | 3.2+1.5 | 134.6% 55.0
15mg

(Mean=S.D.)



W 140 - —e— NILNT 2 ODELSNg T 1 |
B 190 --0-- Y A A 10D§E1 5mg
th j Mean=+S. D. (n=54)
G 100t
~ ¥
V80t !
/\: dQ i
% 60f R
w o Aok )
2
(ng/mL) 20
Il L1 1 Il
011213 456 8 12 24
D 0GTLS 25 £ 5 ONM (hr)
i 50+ —e— NILNTH 2 OD§ELSME T A |
i -0 -- B A A SIODEEL5mg
40 T Mean=S. D. (n=54)
®) B
)}1\, 30 FTaL |
A} el
7 AR
Z 20k BT
> -
i)%
10
(ng/mL)
) S I | 1 O
011213 456 8 12 24

SHINRAR
WEOATLS 25 B DI (hr)
[16-3 M3 T 5 2 b LT lomgh G o M4l Ok ) - Z2)

AR EE 22 5 NZAUC, CmaxBEd/ 35 4 — 1%, s oEIR, K
WOBREUAIEL - RS ORBREMIC L > TR 2RSS 5,

16.2 MRUR

16.2.1 BEOXE
EREBL S bV NT 5 2 15mgx B L% G- L 728, ZBIERE 5121
NEBPEG T Cra X WAUCIEZ NZNL 3R O MG TH - 727

16.2.2 #@XHINA AP RASEVU T«
TR IS BT B RO SR OMIT RN A + 7 XA 581 7 1 1356%T
Ho72Y HHEANT—5),

16.3 £
b MMEEEEERIE, 98.0%L ETHh o 722 (n vitrow WRALA#8E) o

16.4 {4
FMUNT Y i, E MNIFI 270V —AF b 70— AP4S00 5 T-HED 5
B EL LTCYP3AUZ X W SN2 (n vitro) . [10. B ]

16.5 Bkttt
TEFER AN, MC-F VN7 % »60mg'™ & Z2 IR 1 R 1R S5 L 72
B, PR ORI ERE NS L 22T D58, 7% K 040 . 2% 25 HEif:
ENTze FEROER L ORPOEIEL, FN2NE58018.7%
T 1% CTd - 7219 GHEATF— %),

16.6 {SEDERZEITDESE

16.6.1 BikacE=EE
EREOREOR L IWHE (LT F =2 )7 T Y A<30mL/
min, 7 LV7F=r 7)) 752 A=30~60mL/min L 7 LT F =y
) 7 5 ¥ A>60mL/min) I b LN T 8 2 60mg™ % P55 L 72O AUC
X, # M EFN7,360ng - h/mL. 6,980ng - h/mL% 083,890ng - h/mL T
Hotze Foo MABEREREREIE, ENEN1.2%. 0.6%% U°1.0%
T ol IMHEHFEEER 4558 % F T B L 72 I3 v s B 50 3 B o
AUCIK, 7L T7F =22V 75 A<30mL/min, 7 L7F=>21)
7 J v A=30~60mL/mink X7 L7 F =277 T~ A>60mL/min
TZ N ZN171.8ng - h/mL. 36.4ng - h/mL}& U837.5ng - h/mLT & -
W INEANT—% )0

16.6.2 FHikEElEEEE
PRI B E A P IVNT 7 v 15mgH # G- L 2D AUCIE, HrEE i ik
42 8 % (Child-Pugh% #A X 13B) T1,618ng - h/mL. B JF i B %
(Child-Pugh%3#HC) ¢2,172ng - h/mLCa& - 722 (B4 FIRNT)

16.6.3 H#nd (65 L), 145l
FVNT S v OB ITAER K OIS L 2 BB bR
o,

16.7 EMHEEIER

16.7.1 & baFV—IL
R AZ BT, B RCYP3AADMEMREM 2 E T A7 haF vy —v
200mgk MVRT % 230mg P OBEIZE YD . FIVNT F L DCnas K TAUC
X ENEN3. SR OS. MBI o 72 FME AT — )0 [7.1, 10.25:14]

16.7.2 Z)LaFV—Iu
TERES BT, HEEEOCYP3AADHEFHE AT A7V ady —)b
200mg& MV ST 5 230mgP OBFHIZ LY . MIVNTE Y DCra K ITAUC
FFNZENL 8 S UB.0f512 7 - 729 (BHEL AT —4)0[7.1. 10.25H]

_5_

16.7.3 =T I)I—YIa1—R

RS AIZBWT, MV T 2 60mg™ % CYP3A4DHEEHZGT 527

L—=T7N—= T 2—=AZL DI L720, MV T F 2 OCra . INVAUC

FZINENLOE KON 60512 7% - 729 (FHEI A7 — %) . [7.1. 10.25:]

16.7.4 YI7VEYY

FEFER BT, CYPSAADFENER A AT 5 7 7 » ¥ »600mg

EMUNT 5 2240mgP OFEHIZE Y. VN TF Y DCma k. VAUC

I ENENL/6R UL/ 7% - 72 JEIN T — %), [10.25:14]

16.7.5 Yd¥v v
TR AICB VT, PHEHOERETH LY TF T »0.25mge b LN
7% 60mgP OBEHICE D, T IF Y Y DCua X FAUCIE, FNZEN
1.3 R L2051 % 5720 VST H 2 DCraxk AUCIE, VTN
R o 720 WREIN T — %) 0 [10.2518]

16.7.6 ZDfthDEA

CEERAICB VT, CYP3A4ADOIE THHU/NA Y F »80mgé v
INTH 0mgP OPEFHIZ L D, ONA Y F ¥ DOCma i FAUCIEZ 1L
FNLMER L ME %5729, ONASF 80mge VN TF »
60mg® DBFFHIZ L Y P IVNT F ¥ DCmax & AUCIHE W FIL D 1. 20512
o lZWHEANT—% ),

- REEIREZ BT, CYPSAADIE TH A7 I 441 200mgk b
WNTH 2 90mgH DFFHIIZ L 57 3 4 0 > OEYEHED ZL135%
K THo 720 WEANT— %) o

CEHERAICB VT, CYP2CODHETH L TNV T 7 »2dmgk MV
INTH 2 60mgP OBFHIZE Y, R-IVT 7Y L ES-TNT T D
WEIRE I B T o 120 (HEANT— %),

R AIZBWT, PV NT Y 230mg® & 7+ 3 F80mg & D
2D, PUNT YV OCuax L AUCIE TN DL 2(512 o720 &
FazooF 7Y F100mge OHFHIZE D . P UNTF ¥ DCrnax L TY
AUCIRZALL e oize PUNT Y 701 I RO Fusz o
OF7 Y FOIEYBREIHEL 5.2 2 ho 722 GHEANTF— %),

16.8 Zfth
(MIVINT % >~ 0DgE7.5mglH 71 1)

MVNT 5 2 OD$ET . 5mgl 7 A4 NI E MBI IRD X
OD$E15mgl 7 A J& AR S L A S 7z,
) ARAOKE SN H AR, OREIB 2 R 15me &k ONFEZ 2 B 2

KR T7 . 5mgTH b o

17. BRPRENE

17.1 BERURZLMEICET H55R
MVINT & VEEDBAEE DR IZRT

ODREIC BT DIFRETE)

17.1.1 EREMEHER
DRI %P5 L CTLREHE RO 5N 5 ) o ik oAERE %
MRELZEERLEGRBRICB YT, PUNT S Y 15mgiE 77 &
RZ1H1E7H MR OHRS L7z,
FEFHIEE Th 2 ik SO EL Lsld, MVNT' 8 2 15mgl
-1.54+1.61kg(~N— 2 F £ » 1 59.42+12.30kg. 53%1) CFIgfl + fite
W7, WTREEE) . 79 b REE-0.45+0.93kg(N— A5 1 >~ :55.68+
12.60kg, 5761) TH . FIUNT Y YEETIE, T RBEICHELT
I RRERD DO S 7z (p<0.0001. tHisE) . KERHA 3% 53
HE DA NEGHM %8 U Ckfe L7z (K17-1)0 £ 72, bR
2B 2 R RAE LA ) A R GRS IRESR. IR, B iReE) Avdk
L7 (%17-1),

NV TH

1,
0.5
1k [ i s e e e B e e e e
>
% -0.5F
1t
-l
(kg)
-1.5F
—o— 7 I REE (n=57) H ok
-2 -—e— KLNTH > 15mghf (n=53) S + FE e
# % P<0.01(vs 7' 7 B, thivE)
Il Il Il Il Il

-2.5

N—Z 1HH 20H 3HH 4HH 5HH 6HH 7HH 1HH 2HH
71>

R B —
M17-1 CEFEEF BT 2REONR—2T A Vb 0%ftm (77 bR L
O HEERILEGEAER)



F17-1 IR S BT o2 (7T 2R &L o T HEERILEGEER)

FIELAE D TR NVNT % 2 15mgh 75t R

FHEFIRZIRZ L (cm) -2.03+2.81 -0.51+1.18
(%] [27] [19]

R K22 (cm) -1.07+0.89 -0.35=1.00
[B%] [18] [17]
TR IAE L2 (% ) 63.9 42.1

[f%] [23/36] [16/38]
(Pl + e R 2)

RIVERSSBUBIRE 13, 536112961 (54.7%) Td > 720 E2BIERIZ. 178
91 (17.0%) . FERR6HI (11.3%) . HEIRSBI(9.4%) K U B 361 (5.7%)
THh o722 5, [8.751]

(FFEZIC BT DIFKHETE)

17.1.2 ENEMEER
MOFIREE G L T ORBIFE RO SN L IFHZERE LR E L
O EEBEEERBRICBWT, MUY U7 5mgiE TSR %21H
17 H RS- L 7z,
FEFHMEE T 5 il G HOREZLEIL, MVNT S 27 5mg
BE-1.95+1.77Tkg(N— 2 5 1 > :59.35+12.69kg. 82%51) (I = 1=
AR, DT . 79 v REE-0.44+1.93kg(N— 25 1 >~ :159.15
+£13.15kg, 80BI) TH Y. MUNT Y L EETIE, 7T RBEIZEL
THEREERD A 5172 (p<0.0001. thisE). EEKIZHS
BH LY ARSI GHIH Z8 Uk L7z (M17-2) 0 itk GHIC B
VB I EIE AR ) BT R (k= IEER, TRGEIE) 25dE L 7z (R17-
2)o F 720 EERREEIR (BEEI MG, BRI, B C OB, MU R
&, A HIREE) bEEE L7

1.5+
1+ I S i
0.5- T
S SRRSO NN VNS NS SO SO WS O
2
£ 0.5
i
(ke) -1F
,1. 5 |
—o— 7T REE
9L —e— NLNTH 7. Smght
) S5 fit + A UE (R
=2. 5 L L L L L L L L
~X—X IHH 2HH 3HH 4HH 5HH 6HH 7HH
1>
B % "
75 REE (80f) (78f1) (7981 (7445) (73f) (7141) (70f1) (71451)

NVNT % 27, 5nghf - (826) (824) (81461) (81451) (7845) (76f5i]) (754]) (7505])
M17-2 BRI B AREON—2AF 4 v Hh 5O LE (ST LRE
O EMILEGRER)

K172 FHEFIELAE D At Lo 2L (77 R & o —FEHIILEGEER)

PRI A D T i FVINT' 8 2T . 5mght 77 R
AR Z At (mL) -492.4+760.3 -191.8+690.8
(5% [82] [80]
JEPAZAL S (cm) -3.38%3.56 -1.11+3.67
e [81] [79]
TR (%) 54.8 28.3

[BI%] [23/42] [13/46]

(P39l + R R
BV ZSBUE R (X, 82613761 (45.1%) Th - 720 EREIERIZ. 117§
1161(13.4%) « HBEIR661(7.3%) « HEAL3HI(3.7%) I A ARAESH (3.7%)
THh o729, [8.751K]

18. ERhEIF

18.1 {EFtERF
MNVINT Z iE, NV T LY Vo BRI % SRR &
LEFTHY, BEAETONY TV Y 2K BKFERINERET 5
L&D EIRIITK Z PR L, RO BN % £ b 2 W R
PER ORFVRIER) % 83727,

18.2 NV T Y IV -SHEIFERIER
MVINTH E, 8 MY T LY Vo BB RS v b A
XA BV, BEHNY T LY L OV S RN DS &
FEARGEHICIHE L7z $720 B MY T LY Vo2 WS HIIILC B
W, ZNHE TIECAMPO EABNNZ RE$T, NV 7L vtk s
CAMPDOREAEZIHI L 722 &6, NV T LY Ve Z AR
HLTWAEZEARENTZ, B INY T LY Vo2 BRI % [HE
EHUE. 0.43+0.06nmol/LTH - 7% 2 (in vitro) o

18.3 FlER{ER
FPUVRTH i, HEET v b ROA 2B WT, HRRERIC R %
s, REEEZKT S, 20L&, v—7HREL TR

_6_

D, HEKZ YT I v AHFIEOMEE 20 HEAKOHELZ BN S 472
ORFIFRAEF) 2 0,
18.4 RRE(ER
FUNTH . Ty MREEEFIVICBWC, 7197 = V5 RE RO
L 2% 3 VEEFEEMINE E O U R L e, 7.
LA SR B CORFRER AR L. B 2 B S 27200 %2,
18.5 BEKEAMER
MUVNT S iE, Ty MIFRZEEKETVIZBWT, JBKOEETH
LIRE R OWEH % i S 72%,

19. RS (AT BELIHE

—f%% : F VN7 ¥ (Tolvaptan)

B4 : N-14-[(5RS)-7-Chloro-5-hydroxy-2,3,4, 5-tetrahydro-14-
benzolblazepine-1-carbonyl]-3-methylphenyl}-2-
methylbenzamide

SFI  CsHosCIN203

AFE 448.%4

B 1 224~228C

EeE

=z

CH3

T OB fg Ak

M R AROREUIEREOR K TH L, VAFVALEKF Y FIC
BIFRT L, A 7=V IEx g /) — )L (99.5) 128 R EITI2<
L KIZIEEAEBR T RV A% 7 — )V (1—100) 1 hE 6
RS R\,

22. 3%
(MVINT% > 0D§E7.5mglb o1 1)
PTP : 205t (108E x 2) . 100%E (10%E % 10)
(MVINT % 0DEEIBme DA 1)
PTP : 205 (1082 X 2) . 100§z (108% X 10)
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S17
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KR, PEEEEESE2.7.6.5)
FEPERIE 12 BT % BRRSEHREAER (& A 4§« 20134F9H 13H K
A HEEEEEE2.7.6.4)
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