2022412 3 PRk (55 1R

Exgﬁﬁ%ﬁﬁgggo
gmaﬁé ?ﬁﬁﬁ Vo-SZB Sl 872139
NVINT & 2 OREARRIREE
e MLIND 7 20D$E7.5mglKMPJ
MNIVIND % 270DgE15meglKMP]
TOLVAPTAN OD Tablets [KMP]
OD#£7.5mg OD#£15mg

)R - EMFEOMSTEZIC L)V HHTLZ L

1. B
- =RA

FABRSICK D RUEKFIRD SHAERPEF MU D
LIMEZRL. BEEZCESLEFDRESNTSD.
e, [BEMFF MU DU LREOERICKDEEEMER
BERBZRT BENHBDII LN S, ARTTHESZH
AR BRI, Fie. HICKRSREBANXIEBERBIC
[FMMEF bU D LREZELICHET DT &£.[8.8. 8.12,
9.1.3, 11.1.3. 11.1.4888]

2. ZER(ROEHICIFZRSLENT L)

2.1 RHEN OB L IHEUALEW (M VT8 ) VIRI ATV
TN L5 1K LBBE O BHE O b 5 B

2.2 8% & U 7 3K G RS R 8 70 B3 [ BR I 4 = o>
WAL EF M) AMER RO BEND D D]

2.3 HIF SR L T Bl et & 5 1 [9. 55 1]

2.4 WSRO BEH [ RHN OB AT E 22\ ]

2.5 ) 2 K ARG 2SR B 70 I VERNGRE 0 U [9.3. 12 R ]

2.6 miF MY AIME D BE [RF OKFIRERIZ L Y & b
) AMPEAEIES 2 BENDH 5]

3. #HRE - MK
3.1 18k
. MV % OD$ET . 5mg MVoNT % > OD$E15mg
i [KMP | [KMP)
BRI ST NUNT % v
[1%EH] 7.5mg ‘ 15mg

BRI A R, RSBV E— A, A TU—A, ATT
WAl | v EEMg, b EU YTy Ty, e Fad Ty suiien
O—A, D-vr=b—)b, FO25TIVI=ZTLL—F

3.2 SFIDMEIR

0 VN7 5 2 OD$E7 .5mg kN VN7 %~ OD$E15mg
me [KMP) [KMP)
now — 2y ==
# FIRA Y S (CIEA i)

(RN PR )

B (mm) 7.8%4.4 8.1

JE & (mm) 2.7 3.2

i (mg) #7190 #7180

AREFIR | MwNT 5 0D 7.5 KMP | hvx7% >~ OD 15 KMP

4. FHRESLIFFNR
(OD#%¢7.5mg)
O —THIRES Dt DFIRFETHRATHEOAZICHIT S
NBETER
OIL—THIRESDfthDFIRFE THRAT+HEHEZICHT S
NBETER
(OD#&15mg)
O —THIRES Dt DFIRFETHRATHEOAZICHIT S
NBETER

6. FARURE
(DARZCBHIS DIFRETE)
HHEL BANIE PV T 8 2L L CTlsmgE I HIEREH G- % 0

_1_

& 5% & S| 30400AMX00325000 | 30400AMX00326000
R 5% B 48 - —

(FHEZ(CHIT B INKRETE
L BANZIZ VN T S & LCT7 . 5mg& LH LRI 1% 59 5%,

7. BERUBEICEEYT 22

(GhEEILE)

7.1 CYP3A4MHZEHI (A b aF V=N, ZVIAFS =N, 7T
2O AT ) LRI EDPRET Ly, RE%
BFHEHT 251, AFORED 5 WIMEHED S ORE %
ERERTHIEL10.2, 16.7.1-16.7.35H]

7.2 HHOHIRE BT D720, TRFICERG T 52 LT L,

7.3 FHNIKPE 2 BN S ¢ 5 A%, F by AR 2B S 2
W2 Epb, MOFIREOV— TFPRIE, A1 7 A FRFR
FOPTNRFATO VEE) LT A2 L, 2B,
v MOBEEF B Y AFRAR T R & OPHREER L v

7.4 KRR AN e L 2B 133 52 ik 5 2 o SRR
Pt DOHEFZ BT 2 BRIEIZRERE S LTV,

(DARZE(CBIF B IFRETER)

7.5 I35 N U A PEEEA125mEq/LA 0 B, A 2 5 R I
WROWYDPIHTE L 2w eI S BE. Sing. miy
F b AR IE RN CEREO EE IS T A 8A .
PR (7. 5me) AL EET A EAEFE L\v.[9.1.1. 9.1.3.
9.8.1. 9.8.3%:H]

(FFEZ(CBI(F B INRETE)

7.6 1755 b Y 7 AR EEAS125mEq/LA i 0 B, A B
MFEOHLHIHE L v SN BE KRG T LY
Bk, PEG.7Pme) MG T A I EEE Lv[9.1.1,
9.1.3, 9.8.1%H]

8. EELEANWER

(GGhgeski@)

8.1 RANOKFIRIEAIZ L WIERINAEEOWAD %R L, MiEH )
LR R RS, LEME), LEENTFERTLIBEN DD
DT, RHFGHNIMIE ) 7 A2 HE T 5 2 L .[9.1.251H]

8.2 [NBEA R T A2 AI2IE. BEAEETLZ L.

8.3 AFN OG-, MFE 2 FFRICAE S Bk, mS bU A
FEZR EORWER D S S5 b b BENYHLHDOT, BEEDE
HOWRBLEZE L., @2 KRa MG RE, IE. IR0
B, REHEZENICHET S L,

8.4 AFNOFRIEAZAE N T8, K7 EOFERD S &b/
HlE KGR EAT) L O TRET 52 L. [11.1.3, 11.1.45H]

8.5 ARAN DG O HELITREREN D SbN L 2 2D
%729, REIG-BRETICIHEEREL L L, P2 Ld
BG-GB I REM R 2179 2 & $72 0 %18
T FoORLEGERET A1, BERETYIT) 2 &,
[11.1.5, 15.1%H]

8.6 DIWVENLHLEDLNLIENHLDT, EHEIEET L
o T, EITERE. HEEOEEE R R 0D B R e
HEICITEESE L L,

8.7 RIHFIREED S L 2 WIGAIE, B E G kb L 2w
ZEL[17.1.1, 17.1.2581R]

GDARZEICBIF BINRETER)

8.8 AHIHE G- B AR R 24 [ DL KRR G A%k < S8 5 72
B, A7 L b BB IRA~ 6 £ 36 N8~ 12MRE R 14 12 I i
F MUY LRERMNET S b, GFBEH DO LAREE



HEHEE L, 2ok F5 2T 25610, SEEHET
BT E[1., 11.1.3, 11.1.4=H]

8.9 HIEMAE (REIFHIRESRIfICa Yy -V ERTwb &
EORE) IR 72 E1E. BRELEGERELZV L, H
PN PR BRI B\ T2 M 2588 2 2 i R 1L 22 v,

(FHEZE(CBI(F D IRETER)

8.10 ARHN DG L W HELHERERESHOLNLZ LD
Bo WREZRETIE, 2 XD BILS 2 BE N0 H D 2
b ROEEREOFEAL L RHNC X 2P E O IEHL L X
HHREETH L Z LICEEL T BB OEGIIH2->TE, ) A
g ERIT 4y MEERB L, REFEGOMEIZOWCEEICH
Wrd sk,

8.11 RH OG- I L, EELIFEEREENSSDNL Z LA
HoHIE, EINERRERICBCC2EMZE2 2RI
W Ehn, RE, . TEFEZ &0 B EOREZ #l5
L. R S2E L2 anid, Bk e G 2 ke, L3
wNROHIMOMFHICE EDEZ L,

8.12 AHIHE T BAL T2 2415 B LU LS K R RS B A% 58 < S8 5 72
O, D L G FIGA~8IE M F I b ) AR & )
ET AL, & OIS HMG2H RIE ONC3~5H I Il
L. Zo®% %52 MET 28561203, #EHNET 52 &,
[1..11.1.3, 11.1.4&&]

8.13 IFZBE T, RFE OS2 L ) ELE D) A 7 )8
BELBENDD L7720, HILEHIMOIED D S bz
WG AR L, #Y R LEEZIT) 2 &,

9. HEDERERIHIEEICHITHER

1 GIHE - BIEEEDSHHEE

9.1.1 EELHEHIREEX SHMEREDSH DESE
BURRFURD S b, S IFERINGE A MR
fixkk L, MREREYFETLBENDH H.[7.5. 7.6,
11.1.2%8]

9.1.2 §HVU D LIMEDES
KA OKFIRIEINC & ) v AEEADBEES 2 BF D
5,[8.12H]

9.1.3 MiF7F bU I LEBEI125mEq/LKREBDESE
4RI LINIC12mEq/LE B 2 5 LA KR LN 23E121E, &5
by 52 b, BEARIMEF M) T ARED EFICKY), BE
FEWBBERETE A R BENH B H[1.. 7.5, 7.6, 11.1.450H]

9.2 BikHEEEESE

9.2.1 EELBEZEDHIEE
FIFRAZAE D B MR O 2 L 0 BRI B LT A2 BN
Wb [11.1.1%H1]

9.3 FHEEEIEEEE

9.3.1 @YK S e D EE# AT ERED BE
Lz & IFRIVFEREORDIZE Y EF MY 7 AE K
OBiAKDOBENDH 5, [2.55H]

9.3.2 FF4BEZIREG I S ZDEMEIDH D EE
Bk L OVMETE L2 a . SRk iR I A kT B
N2 5,

9.4 L£IEEEER I HE
RS AR D & A etz id, WY 2 EE AT ) £ O 8T
% Z E.[9.521H]

9.5 T3
TR IR L T W A B D & 5 I3 % 5 L w2 &,
BB (7 ) THRSTEER OIE - BRI C 2 HE S hiTw
BV, F, BWER(TIEY, T ’) TS 5 WIdRER
T HEENTWAL[2.3, 9.45H]

9.6 E7LIB
EREREOFEER O RFLRBO AN B L, 2Lk
FHIEEHRET A 2 & BEER(T v ) THITHAOBATA
WS TWDY,

9.7 IR
INBEE R R E L2 BRIRRERIZ I L T e v,

(=]

9.8 SimE

GHREFE)

9.8.1 QW FRD S bbb 72a, SRR MRS,
M 2 2k L, MARSARIE 2 5T 52 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 LCHB 0, T2, BPUKERZEZ LeFwvwesh
Twa,

(DRZ(CB1T DIFRETER

9.8.3 m7 MUY AMIEFBLOB LTINS 5,[7.55H]

10. tHE{EA
AN, FE L THABEERCYPSA4Z Lo TR SN D, £
7o, PHEEHOEE TH LD L L b2, PHEEA~OHEEH %
F9 5.[16.4ZHH]

10.2 HAZERWHAICERTS L)

HFN 5 EEARAER - BT | W - falRR T

CYPBAAMENEM 2 A % |l ROREIC X | AAORBHEETH 5
e H) 0. RHEIOER A | CYP3A4R FHE L. A&
FRaF = VDR BT A BENYD L | KO MEEFREE S LA
ERNE%ET). A T I|OT, TNHDOFEA SHE5,
F =, TN aF = OFEIEEET A S
W, 7N AURA T VEIERET L,
TL—TTN—YT 12—
[7.1. 16.7.1-16.7.3& ]

CYP3A4TFENEH % A9 A R FZOFEIL L | AHORHABEZTH S
A 0. RAOVEH | CYP3A4 R 5F3E L, A
DA VASIA 5595 BEND D 5 |F O ML EE 2T
A a4 MFY VT OT, KEKGHEIE S5,
(St. John's Wort, + ¥ |5 DOHH| T &
FYa—vXU— M) EMEBERL 2N &

FERaT BEFE L,
[16.7.4%M]
P A RHFNZ &0 Y TF 2| AKNIPHE & A % HE
[16.7.52MH] COERMPEREN| L, ¥ TF Y ol
LBENDH L, kY LA S5,
PHEE I ILEVEH 2 A3 2 | ARH O 1 A58 9| 216 O 3K PHE & I
3EH| BBEND D b, ZRHETLIEIZED,
Yy uARY) vE ARHFNOPEH AR S
B 7 IMAEF R A 1
A5 HBFNNH 5o

VRN S| Z S OFEH & | ARF ORFRIER I X
A1) 7 A PRFRER RS T 286, MG D )| DGR E O =
2¥u /57 bry MY ABEENERT S KL MG
T AT L BENWHH D, V7 NEEN AT S

L7V R 27T vH BENWNH D,

Ey AV
TUIFT vy R
[H 538

IFST)NTL A R

[ 45
Tk Ty AR
ity e s

s I A RN
L= S

TYAFL YT IVERKE

A=

NV T LY R AFNZE DN T U RF DN TL v
TAET VY YRR > ¥ EAR O 1L MU | Vo2 2535 HUAE A I

GILyES FAAEET A BN L0 MmN
a5 o 5 ®von Willebrand [
F- ORI AR S B
BENWDYDH S,
1. BIfEA

ROBWERDH S5bND 2 D bDT, BIEE 151247V,
FADTFRD S NGRS 2 il $ B % &) R ALE AT
)T &,

1.1 EXIFEIER

11.1.1 A2 (1%AKi)
FEOBREENRD HDONDLT ENDHDH.[9.2.151K]



11.1.2 IMAEZFALEE (1% A
SRR X0 M EME ~ R L 72Wa . MR K OV IfAe 2848

A B %

11.1.83 &7 MU LM (1~5%#:i)
AFNIORFRIEAIZ L D MEE#E 2R L, & M) 7 AE
WhHobNbI DY), BEmEELE) L H D, TG
. BokE, RE, ME MY Y ARE R OTE, BKEDRE
RO 15712479
HONTHEIIE, KR OFG & IR IE L, FERIZIG T

T Wil &0 7RI E QMY 2 LB Z 1T ) 2

-
—

TELBENDDH L.19.1.1. 9.8.1ZH]

Lo DBEDOFGE, BREDFERD

Lo F 72,

EFHEEZ AIMES M) 7 2BEO EANALNEE1C

3, BB IR ORG F IR L, RIS LT,
GG F OB 2 BT =

1.1.4 2FEMEF MUY LBE LS (1%£iH)
KA OKFRAERNC LD . B8R MEF N 7 LAREO )
HobNDLI ENDH D, THIZX D ERE, 3 SREICES
£ B EEHEREEEREEZ RTBENDDH L 720, 5 h

W I N U LRI R O OB & 00

- >

A19) 2

&

i & & 7z
Eoll., 8.4, 8.8, 8.12%M]

o

ARANBe G- 24 AN 2 12mEq/L % 8 2 2 H o ik ) v
LAREORH R LA HONY AT, B ICAAORS %
i % B 60 72K ST HiRG S O ) 2 AL i
2179 2 Eo[1., 8.4, 8.8, 8.12, 9.1.35H]
11.1.5 SUERFFZ M) . FHEEERE 5%L.F)
AST. ALT. »-GTP. AP, ¥V LU %D LA %P fTHE
REEDD Sbi, BUFLZIIEL DD D. F7o, FFHK
AERE AN EE T 5 F CIAENC MR A % EiE T 5 % LB %

kL, SEIRIZIS C T

-4 A >

LS

& [8.52 ]

N.1.6 Yavy, 7FI7«5FI—HEEAH)
Tav s, 7T 74 7%= (@K MEET. 0%
EVNHEDONDEI LN DD,

1M.1.7 BEOIMEERT GAEAH) . (DEHE) HELRY) . DE
5830 (19% A7)

11.1.8 FFMEBNIE (1%Ai)
P2 B O E . Bk 2 0k TFERED H H b b B2
NDH Do B, FHERAEIZ, ZIHMEFESRE 2BV Tl
ENTVBEDT, INHEDOEBREIHESTLHAIL, HikkEEss
OEFIER T T3 BT 52 &,

11.1.9 SRIMERRAS. MRS CHEEEREH)

1.2 Z0ftDEHER

5%

1~5% i

1%

BHEA

e

Y, O Fw

NHRAE

E NI -¥- 2SN
i e
fER, >V al
T = FED
[, SRR,
ENGRRERITNEN
. REL D
D¥F. U E R =K
PN Y S A
= 7 5EfE

HALE

[17€ (56.9%) «
R

AR, &
Loy WE
TR BRER
WO AL AR
B, . B

R il

L I
L AE g, 2L
ANV =T BEEA
P, OB ERAS R
& TUSEZIR, 8t

. H R, B
%, BiEkEE, @
EBR, WEERY) —
7L TR,
L EB L, &
i, mE. OE A
o, EZ%, 0N
g, Lo & E #l
iRy AL =7
ZRT e, TR
B

T B

A

5%LL k.

1~5%iil

1%

BUEA]

e

M B i
R, B@hiF

EUREEARNE N
AVEENR, A7
M AZSE M

I

i, NErov
RTEL ¥R
BRERRN, 1/
M. ke
% . WREIES

R

MR b5

ik, w7
oA E,
Bl PRI I
LN R
AE R

MR % R
I A e,
# ) 7 AMEE. 5
OV ALE,
T M) 7 AIE
T, (%) > ER
e, CK 5

I 7T F)
JRA&IVE
B

W - R

HHIK (38.8%)

B |, BUN

PREEFACT ., IR

SR (26.2%) | L5, B BERE| Lk, JREY)ME,
M7 Ly B, MR | HEREEE, BRE.
= k& TR R B IE G
e ERARS A
VAYFUCLER
EEUE 5. THHE | HIRE
3 Bz JE iz g5 BT, SUE. KE
g5, BRIk AR
£ NOEE, %
. ZH. BT
Rl Wk, IR A | SR EE g5, RAGE
13 &g, Rbkss. El
B gL, ML A
B EENH A
Sy MHPERZ M, 5
Wk S, %
FH
AR ARBZIE. RN R,
AL AR I
ZoM g SEGE R E A B (3. BHEE. (REFE
B A ). (PUE. & e, |
HEJTIE, BRI A, W
& TRHE. M| FEEA 12T B

B, T
fia Mo

RN Ul -
A ARG, H
VU E, B K
Yoo WHAEIE. BHE
JE R, Fhie AR 4,
AAE#%. AAHH
A#E FLE 2N,
Sl E. LDH.E
A, g

13. BERS

13.1 &

MHENTIZENTIE R VWEEL SN S,
14. BRALODER
14.1 FRIZHIFOER
14.1.1 PTPAEO#HHIIPTPY — b 250 L TIRAHS 5 &

IRETH T L, PTPY — bORREKIZL ). WA B

HEEATIA L, B384l % B2 L CHEBIA A S0 HE 2 4 16F

EXPRT LI ENDH D,
14.1.2 AHNIE O IO THER % 120 S8 5 &l 12 fiiE

J A7, K LCIRHAWTETH S, /2. KTRHATAZ L

L T& %,

14.1.3 AFNEE-E L ORETIE, K L TRASEZVWI &,

16. ZDfthDER
15.1 BRIREEAICE D < 175
BN TH BH, FHOEEESEED ) REEEETRE L
72 55 A — B A e e Bt (LB 1) 3080 2 12 33 T ASH60
~120mg/ H I 77 &R % 34 T L7z ft, e R R o
UERBRDHBE ) IVE Y ER, oMM ERO3MGZ B2 2
MFALT EFIUIMFAST E5AY, AFHGHED261I1Z520 5
N7zo F7z, FIEME ERD2. 5652 B 2 5 ALT LA O 5B



BT TR E L CARFIR SR TR D o 72 CRAIF G
96061 H1476 (4.9%) . 7 T L RIEAZ3BI 65 (1.2%) ) 76 B,
RANFGHEN BT 2 IR LR35 2 B2 5 ALT LA D% <
1. 5-RMG3~14 7 B ORIZERD S 7z, [8.52 /]

16. E4YENRE
16.1 MEE
16.1.1 BOigs
HERERZ D IVNT F 2 15~120mg™ % Z8IEIE i 1% 5 L 7z oo 38
WBHHE NS A — & % F£16-11IRTY,
F216-1 b NT Y B GREOSEY BHE N T 2 — ¥

e tmax Crnax AUC: tuz
(h) (ng/mL) (ng - h/mL) (h)
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Eid —
5 MV T 5 20D
6|  [sEImer kM) | S21%16.2] 4511 [3.821.6% 1745+ 68.0
* ol HODFE| 5y 4u16.0| 4.6+1.4 |4.7+4.1% |169.3+ 67.3
5mg
(%1 n=64, %2 n=63) (Mean+$.D.)




" 140 —e— RNTH OD§ELsmg[KMP
ool -—o -+ LA 70D 5ng
5 X Mean=S. D. (n=54)
(-IS‘) 100 | | | i
k N
5o
7 ol N
& 40k
i
(ng/mL) 20
| L L | L O
0M12213 456 8 12 #
033706715 25 5 HORER (hr)
P 50} —e— kLN 2 ODEELEng KMP
i -—o - L2 710DgE15ng
o0k Mean=S. D, (n=54)
(fl?)
v 0T
3 \
2003 4
> ™~
#
E 10
(ng/mL)
LLE L LT | 1 | 1 é_
0m11213 456 8 12 “

03306715 25 Be 5 # DR (hr)

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%
{NVINT% > 0D§E7.5mgKMPJ)

PTP : 205% (105 x 2) . 1008 (1052 x 10)
{NVINT% > 0DEE15melKMP])

PTP : 20%¢ (108 x 2) . 100%¢ (108E x 10)

23. FENk
1) Oi, A. et al. : Cardiovasc. Drugs Ther., 2011 ; 25(Suppl.1) :
S91-S99
2) Furukawa, M. et al. : Cardiovasc. Drugs. Ther., 2011 ; 25
(Suppl.1) : S83-589
3) Torres, V. E. et al. : N. Engl. J. Med., 2012 : 367(25) : 2407-
2418
4) Kim, S. R. et al. : Cardiovasc. Drugs Ther., 2011 ; 25
(Suppl.1) : S5-S17
5) LETRIE B S BT B BRRSEFBER (4 2 7§ 201045104 27H
R, WREEEMETE2.7.6.5)
6) FFHEFIEEE BT 2 BRI EER (4 A ¢ - 20134F9H 13H K
B HEFERMEE2.7.6.4)
7) FEPVERL ¢ A AR R SRR (OD$E15mg)
8) Shoaf, S. E. et al. : Int. J. Clin. Pharmacol. Ther., 2012 ; 50
(2) :150-156
9) b MIBUFDHEERHRER (2 2 788 0 20104E10H 27 H AR, H
i E RS EE2.7.2.2)
10) W, 43, AXEE. PRI (2 A 77 §E © 20104210 A 27 H KGR
TR RRS2.7.6.3)
11) Shoaf, S. E. et al. : Kidney Int., 2014 ; 85(4) : 953-961
12) FFMERIE B 25 & L 7o TR HSEM BhREFRAT (- 2 A 77 §E © 2010
AEI0H27TH AR, WRFEEHMZE2.7.2.3)
13) 4Elh. PERNC X 2 98 (3 & A 1§ © 20104E 10 27 HAKGE., HIGH%E
BHESE2.7.6.3)
14) Shoaf, S. E. et al. : Br. J. Clin. Pharmacol,, 2011 : 73(4) : 579-587
15) FDA Center for Drug Evaluation and Research : Application
No. 2044410rigls000 : Clinical Pharmacology Review
16) Shoaf, S. E. et al. : Eur. J. Clin. Pharmacol., 2012 : 68(2) : 207-211
17) Shoaf, S. E. et al. : J. Clin. Pharmacol., 2011 : 51(5) : 761-769
18) uNZ ¥ F v & OMENERL (4 XA $E © 20104E10H 27 H 4&GE, H
A RMREE2.7.6.3)
19) ONZAYF 2 e OMEAEM2( 4 A H8E : 20104F10H 27 H KGR, Hi
FHEEMREE2.7.6.2)
20) Shoaf, S. E. et al. : J. Cardiovasc. Pharmacol. Ther., 2005 :
10(3) : 165-171
21) Shoaf, S. E. et al. : Clinical Pharmacology in Drug
Development, 2012 : 1(2) : 67-75
22) Shoaf, S. E. et al. : J. Cardiovasc. Pharmacol., 2007 ; 50(2) :
213-222



23) HERL - AW R S EER (OD§ET . 5mg)

24) Matsuzaki, M. et al. : Cardiovasc. Drugs Ther., 2011 ; 25

(Suppl. 1) : S33-S45

) ol CAREEZZ R E LT I 2R E 0 EEMRILEGER

(2 A H ¢« 20104E10 H 27 H KRR, HIREERIES2.7.6.5)

FHEREEE B 5 77 e RE5 R L U EE IR (4

LAHEE  20134F9F 13H KRR, W EEHMEZ2.7.6.4)

27) VERBRE (4 A A8 - 2010410 H 27 H ARG, HIREERHMEZE2.6.1.2)

28) Yamamura, Y. et al. : J. Pharmacol. Exp. Ther., 1998 ; 287
(3) : 860-867

29) Miyazaki, T. et al. : Cardiovasc. Drug Rev., 2007 : 25(1) : 1-13

30) Hirano, T. et al. : J. Pharmacol. Exp. Ther., 2000 : 292(1) :
288-294

31) Miyazaki, T. et al. : Cardiovasc. Drugs Ther., 2011 ; 25
(Suppl. 1) : S77-S82

32) Onogawa, T. et al. : Cardiovasc. Drugs Ther., 2011 : 25
(Suppl.1) : S67-S76

33) Miyazaki, T. et al. : Hepatol. Res., 2013 : 43(11) : 1224-1230

24, TREBRERVEVESDESE
IR T 7 — AR BE IR
T 155-8655 HLEUARTH A X AR T H2-1
TEL : 050-3383-3846

26. BUSIREEES

26.1 Eh&EER5ETT
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