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1. S

KEREICLY ., BHEKFRPSBEAERPEFT FUI L
MEEZRL. BEHESICE>AEFAIHEEhTHY, £
. BEEBMEF NI LRBREDLERICEK 32EEMHEE
BEERERTHINDPHB LD, ABETTHREEZRIBRIE
BT &, £, FHICHRSHBAXXGERABAICEMES
PUDLBREEZERICHET S &, [8.8. 8.12, 9.1.3,
11.1.3, 11.1.48 8]

B2 (ROBEICEBESELEWNI E)

1 REO B TP E (MvNTH ) VLA TV
F M) A% ISk LBBUEOBAREOH 5 BE

2.2 % IE U 20w IR B W EE 2 88 G BR IS = 0
WAL DEF MY Y AMER OBKOBZENDH 5]

B IEIE IR L T A TR E o & 5 etk [9.55 ]

A WIROEY (AHORESPEETE v,

.5 ) e AR ARG SR 2 BFIERNE O B [9.3. 151 ]

2.6 W MUY AMEDEE [KHOKFRIEHIZE D ES b
)7 A MPEAHEES 2 BF N0 5]

2.
2.

2
2
2

3. MR - MR
3.1 #%
i BN I
MUNT Y | 15 viroFysuoirkiro—2, D-
OD$%7.5mg | T o o | ¥ ¥ = b= - REfEe Fofs 7
[+—v#] |7.5mg oYyt ru—2A - KYEZ VTV
— - IV (& ALY) &R, 2o
MVNT H | 15EH ARE Ny, A7 FU—A, hUEU
OD§Eldmg | MAWNT Y Vg 50 7o H02E8 703 = 4
[#4—=>7] |15mg V=%, AFT Y VBRI A LT A
3.2 RHIOMIR
4% =]
Wy | R W g | FE &
(mm) | (mm) | (mg)
= e
Nl i
iy, el X 7
ODSET.5img |12 )4 GIRER==| " | 26 | w8
[F=v%] | %
Erd (%Ef%)
MUVNTH L . —
BOER| /o522 8
OD§15mg |5 o o o oy | 3.1 #9170
[h— | A DFEE (%)
4. wHEEXIZhER

(MVINT 5 0OD$E7.5mg [F#—YH])
ON—THREZEOMOFRETHER T2 2 ORLICHE T 2%
#RETES
OIV—THREZEDMDOFIRE TCHRERTIEFEZICE T 25
#RETER
(MIVINT 5 OD$E15Mg [ —YH])
OIV—THREEZEDMDFIRE THRERTIEORLICH T 245

&RETE

6. BERUVHE
(OARLICH T 216K E

L B P VN TS vk LC15meE L H R 5-3 % 0
(FFREZE (5 (T AP EE)

HE L BRAZIE P VNT Y & LCT7.bme# TH LRI S-3 5,

7. BERVAEICEET 2XE

(ZhEEE)

7.1 CYP3A4MHER] (f bFaFV—, ZhaFy—, 759
2074 VE) oML ENET L, T2 AT
BRI 2880, AFIOBEED L VIHEHED? S OiER % E
BT 5HZ &, [10.2, 16.7.1-16.7.35:H4]

7.2 R OPRIRZWET B 7260, FHIPIZIRT§ 5 2 ENET Lo
7.3 AFNIAKPHEZ IS 255, F MU o APREZ BN S 20w
CEMS MORRE Ov—TRIREE, A 75 A FRFIRE,

TV FATE VEEE) EFHL AT L, 2B, B MO
Bk U AFRATF N & OB HRERRIE 20,

7.4 AREIE R AT G L 2B 213G 2 k5 5 2 & o BRI
ROMEFHIB S A AMIEIIHERL ST Z v,

(DAL H T 2 RS

* %7.5 i) M) 7 AREDI26mEq/LARMO B3, SsIEBR =

DWLHUFE L v E SN2 8%, migdE, WiF- by
LRPEIE N CRED EF IG5 2813, P& (7.5mg)
PORGET A ENEE L, [9.1.1, 9.1.3, 9.8.1, 9.8.3&MH]
(FFEZEICH (T 2R ETE
7.6 MiET MUY AREA125mEq/LAH O EH . Ss IR M &
DWADUE L R0 EHI SN D BEICKG T 25613, &
(3.75mg) HBIET 2 Z LD E LV, [9.1.1,9.1.3, 9.8. 1% ]

8. ERLEXER

(hRedtE)

8.1 ARAOKRARIEAN & D IEERMALEOWA 2R L, MmiFHn )~

AiREEE BR S DEME), LCEHINEFRETLBLINDDH 5
DT, AFFEHULIMTE A ) 7 LR ZRET 5 2 &0 [9.1.25/H]

2 TR FHRE S 2 G1203, EEERT 52 &

8.3 AHIDFGHIHIE, R Z AR B, w5 F 8 ) 7 A E
R EQRWERD S bbb BZNDH HDT, [ EEFEDOEHD
WEZBIE L, @Y 2RSMa 2TV RE, mE. IR R
EECHNICHES 52 Lo

8.4 AHIOHMRIEMIZHE O 118, K% EORERD B 5 b7z
I ARG EAT ) L) HEET A 2 &6 [11.1.30 11.1.42H]

8.5 AHIOH GO SR L IFRIEEE DS 5 DN D Z LW H D72
O, ARG BN FRRERE T ER L. D% & TN
HRBII R AL 21T ) S Lo $72R 02/ TORLHE
Gk 2561203, EEMRAETIT) 2L [11.1.5, 15.1Z/H]

8.6 DFVENHLDLNLI LN HLDT, MENIERT LI &,
E 72, @R, HEV O RIRSE G 2 o ) B 2 3R B BRI
FEESEL T L,

8.7 MR R IRIEDUEE L 2w aid, AR HRG 2 kit L 22
Lo [17.1.1. 17.1.2&8H]

(DAL H T B HRETE)

oo

% % 8.8 AFHIF G- B A #2245 ] AN R AR R R 253 < B 5 720,

e &b FT B IR4~ 6 R 238 0N 8~ 12/e i 2 (2 i - h )
AR WET S Lo BG-MAE H A 5 LI WA 5 H W
SE L ZO% ST ek A aicid, MEMET S Z &o [1.,
11.1.3, 11.1.4&H#]

* 8.9 HEMAE (KBFRRESRIFIZIY Po—LEhTwnb & &

(8]

DIRE) IR 72HE . BREEG 2L w2 &y EHNER
PRERERIZ B W C2 M % 88 2 A RS 1L 7 v,

(FFREZE (5 | B AP EE)

8.10 AA DG & ) MELITFREREDND LN Z LD 5,
FrEZs BB Tld, IFRfeE K DB S22 BENWDRHL L, K
OERE DAL &L RANC X 2 PR E D 383 & O X B 2SR T
HHZELIZBELTC, RHOHEGI2HzoTIE, VAZ ENAR
T4y MEEEL, REEGOBEHIZOWTEEIHITT L 2 &,

8.1 KA OEIZL D, EELTFRERENSHLDONLI LD D
A&, EWERREEICBWC2EM 2B 2 5 M0 HRERIE WS
Edo, RE, JER. TG R SoBBEORESHE L, R
IFREAEEE LAk, @R EG 2ikhie 3. LER/NEOH]
MoffHIcE EDB Tk,

8.12 A5 Bt 12405 I LMK FIPR R A58 BT A 720
D7 & DI BGA~ 8 R ICIE - M) AR EERBIET A 2
Lo EHIZHRGRM2A B IZ3~5HZICIEE L, F0Hbi%
LAk A, MEIE T 52 k. [1., 11.1.3, 11.1.420H]



8.13 FFEAIE T, ARAOETIZ X ) MILEHILD ) 2 7 4555
25 BTIND 50, WILERILOIGEN B S DRI
B &L, HYRRLERTT) 2L,

. BEDEREHI2REICETIEE

1 ABHE - BIEEHEOH 5 8E

A1 EELRBEHRAERIRINERBEODH 5 EE

BWBFIRD D S b h, BB IESRIMAEE A, MR

kL. MBERIEZFRETLBENDH 5. [7.5. 7.6, 11.1.28 ]

9.1.2 BH VU LMENEE
AHENOKFEIERC L D E A ) 7 AMIENEES 2 BN DH
%o [8.1%M]

9.1.3 MiEF b U LIBE125mEq/LEKiFHDEE
24 LIPNIC12mEq/L # 2 5 EADS A S 28121, %5 %
PR A2 &, AamE S MY Y ABREO LHICL Y BEE
MREEREE 2 kT BZ N2 H 5. [1.. 7.5, 7.6, 11.1.45H]

9.2 BHEEERE

9.2.1 ERLEBEEBENDH28E
FIPRIZAE D B = O A & 0 BT ICEAL T 2 B2 NS
Hb. [11.1.1=81]

9.3 FHigEEERE

9.3.1 EY) LKA HRI EHE L IFMBEDESE
P LenwZ &, BRIMEEOHAIZID

© © ©

= N A IEE K O

BkDOBENDD D, [2.550]
9.3.2 FI4BELIRE T 2P ZOREDH 2 8E

Bk L OV Lz A, B AR IC B kT B E
V5o
9.4 4JEREEH I 2

IR AR D & B Pz, MY 22479 X O 8+ 5
Z &, [9.521]
9.5 TR

TR SRR L W B TTREMED & B 12 13d% 5 L v 2 &, B
WER (v F) TREBMERORI - BIEECHHE STy
BV, F72, BER (vHEY, S99 1Y) TR HWIIBER
TAE SN TWwb, [2.3, 9.481]
9.6 RILB

HE OB RN OFIREO A SEE ZE L, BILoMEE L
PIEa 35 2 Lo BIWFEE (v b)) THITPFA~ORATH R
HEhTnws?,

9.7 B

INEEE R E L 2IRRREIIER L Th i,
9.8 EimE
(GhREHE)

9.8.1 UM FIRA D & b e, Sl R BRI, MR
WARE R L. WREREZFRTIBENLDH D, [7.5. 7.6,
11.1.22H]

9.8.2 BEOREZHME L 22 S EEICHKGTH I &0 —HkIZAR
BReMETLTBY ., £/, BUKERZEZ LR vnE ShTns,

(DFREICH T BIHEETE)

*%9.8.3 W7 MUY AMERBLOBENND S, [7.55H]

10. #HEEA

AHNL, T & UTHREIERCYP3A4IC Lo TRE# SN D, T 7z,
PHIEHOEETH L L L B2, PHEEO~OEEFHEAT 5.
[16.4Z:H]
10.2 BHAER BHRICEET S5 C8)

HH L% BRI - f5EHE | WP - BT
CYP3A4HEEH 2 | EEE RO E I L | ARAORHEEE CTH
Y 5 EEH| D RAIOMEH 2| 5CYP3A4%E FHE L |

N aF =V ERT B BEND D D | KK O MAE T EE %
GRITH - ENRIOT, TS0 LA EE5,
). A b T alk oIS S
F=)b. TN T EHNLET L,
F=. 7T
A0S Y
TL—TTN—
Ja—RA
[7.1. 16.7.1-16.7.3
Z ]
CYP3A4#FH B = |[UBEBE R OFE I L | RAIORBEBEETH
ey S 0. RHIOVER Y| HCYP3ALE FHE L,
)77 Y VETT L BEND D D |ARK O MmEE g E
Ay bEFY|OT, KEFEGRILET S5,
v 7 (St. John's| 25 DK K O£
Wort., *® ¥ M@ZENLZWVWI &
Va—rv X J—=PLEE L,
N A&
[16.7. .45

[16.7.5Z%H]
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DI S B 7z I
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BENWDDH D,
VDRVN S ] NS OFERF) &P AR A O KFIRIEHIZ
A1 AEREREAR| T S B AL Mgy ) | L0 95 BR M o i,
E3 UNERES AT AL ER L, RIS
AU )T N BENDD D, M7 7 LD

FASEBENDD %,

N T LY v
FTAETL Y U

EN | NP IVA R R
¥ yFEAO I IE
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11. ElfER

WORWERNH b D T e HDT, BT 10147\, B
HRRD SN I G 2 Pk T 5% EET R LE AT 2 &,

1.1 EXLEIER

1.1.1 BRE %K)
HEOEBRENHLDLNLIENDH D, [9.2. 1]
11.1.2 MATERAE (19%A7)

SRR X M 2 ok L2 a

MARSE J OF AR 2848 I

RHERTHBENDDH D, [9.1.1, 9.8.15H]
1.1.3 B5F U LI (1~5%Ai)
RFNORMBIEMIC & 0 ML L, &F ) v AMIED S
LbNLZENHY, BlEELZE) ZLbH b, HHPIE, &
K, JRE. MEF M) 7 AREROTE., BUKEOERO#HE
THIAT) Sk LIBEOF. BKSEORERD A S s

1213 AF PG 2 s d Ik Ly SERIS C T

il % &

TORGHAGE OB 2 LE R AT 2 Lo F7o, IEEHEEBA S0
B N ARED EADHR S NIGEITE. B ISR OHKS
il Ly SERIZIS UCL il & & 0 72K ik 5 o @) 2 AL i
179 2 ko [1.. 8.4, 8.8, 8.12%H#]

M.1.4 a%cmEF NI LBEER (1%4KH)
AFNOKFPRERIZ L D, 208y ) 7 2gEO LA S
bbb ENDHDL, TIUT LY B, F8ME, SIESEICESL L)
IR EEEREEGETE 2 T BZNDD 5720, Bhdid, mik
F R Y AR R MR ROBISEE 54T 2k REIRG-%
24BEFI LI 12mEq/L %8 2 A ZE DIk + b 1) w7 L8 O 28 7%
FAPAROSNTGEIE BEHICARFORG 2 IR L, ERIZS
U T, Wi % & 72 KOS M) 2 B %475 2 &o [1..
8.4, 8.8, 8.12. 9.1.3&/]

11.1.5 SHFRL GEEARH), FF#EERES 6%L. 1)

AST. ALT. y-GTP. Al-P, YV V¥ v&p | 5H % £k iFHkfE
EE D b, BT AEICELZ LD D, 72, TFHRERE
EHMET 5 T TUEBHBNC MR % FEiT 5 7% Bl % 155012
1792k, [8.55MH]

1.1.6 Yavy,. 7F745%>— (FEERH)

Tav . TF74 9% — (&SR MERT, WK HS)
BHSbNLIENH S,

M7 BEOMERT GHEAH). LEME) HEAH)., OF
$EH (19%F)

11.1.8 FFHEBAE (1%A)

2 EE O A, BEREEE 2 0E O IFENEDSH bbb BZE N
WHbo B, FFHEMEIX, EICHEFEESE BV THES N
TWAHDT, TNLDOBFEIKG T 20613, BElREEFORR
SERZE FIcBlET 52 L,
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B
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&R
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RRZE, KEL
aHL R R N
RE. ZIR. R
G, IR
Hia, YA
F v CEH
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BB, SPa. B2
K. BRILAGE
& NORE, %
T ZiF EIT

RS

WO, I
PR 3

BINE ., EX
G, Ritkss,
RIS gE . i
SUE . M
R S TR e
B, RER. B
PRI, 5

i

REZ M AR
B AR

(3)

Z Dt

NI ]
IiE, BRI,
VI
T, e
fie M

BIRGHRIG ., I
FEEG 1TTY, B
A Y N
ARG, T
VIUYIE, B
Yoo WE. B
HiE AR, kAR
4, AfMg, R
HHIA R, Lo
P, ZlEE.
LDH k5, Hug

5%LLF | 1~5%A:dii 19% A i BB
9 57 & 2 B WEE. B, | RIEE
e (e n. s\ BE. R, (i

13. @ERE
13.1 L&

MAGENTIZAER TR VEEZERZ 5N 5,

14, BRAEODEE
141 EHZMNEFOEE

14.1.1 PTPEZEOHHIZPTPY — b2 WY L TIRET5 L9
fRE$ 52 L, PTPY — MORRAKIZ K0 o B 86 50T £ R 5
AHIA L 23 ZEILE B 2 L CHERRT 455 0 EEE 2 A OHE % §F

HTHIEND D,

14.1.2 RENIEFEO EICOF THERZ R S5 L B ii#Ed 5
720, K7 LCHIRATRETH bo T2 KTIRAT LI LLTE %,
14.1.3 RFNI4E- T ETORETIE, K LTRHEES®ERWI L,

15. ZOMOEE
15.1 EERR{ERICE D <18

HISICTh DA, WO RERLEEO ) B REE R L7
B EEMRILERE (EBRERRE) 2128w, KH160~
120mg/H X3 75 £ R & 3EE B G L zkG 5, Sl R o2k
FHAABE)IVE Y ER o FRO3Mg F 8 2 5 I
ALT ESH UL MEAST EAAS, RFFEGEEO26Z580 H 7z,
F72, HEME FRO2 5% B2 HALT A ORBEED, 75
PR L I L CAFIE G HECTE o 7o (ORI 596051 47
Bl (4.9%). 7T REASIBIT6H] (1.2%))0 B, AHIFETHE
2B B FRRO3MG R HALT EA D% 1L, %5543

~14» AOBIZRRSD b7z, [8.55 ]

16. E4ENRE
16.1 Mg
16.1.1 BEZE

RS M VN T 5 2 15~120% mg % 2218 W BEIRRE T4 5 L 72
g D LA vl FEHERS Je OV B RE S 5 X — & 2 [X16-1 [ UF5R16-1

b:i—\-j—@ie)o
800
. —e— 15mg
»é —— 30mg
= —— 45mg
£ 600 —— 60ng
o —=— 90mg
ﬂ\ﬂ‘s —o— 120mg
400
)
2
L
T 200
=
=
0 ¥ T < T 9
36 48 60 72 84 96

5% (h)

[16-1 R AN BIT D VST 7 Py 5o I i e e i
CPE. 661, 30mg™ B A12/1)

F16-1 bV NT Y BRSO EEE (T X — 5

o e Cone AUC: 2
(h) (ng/mL) (ng + h/mL) (h)
15mg | 2.0 (1.0~4.0) 135+53 645+ 367 3.3t1.2
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) 315105 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

CEIMHE = B, taaD AHRIAE (FHPH) . 661, 30mghtd&12(1)
*%16.1.2 RIEHRS
TR NN BV T & 2301 ~120" mg % 22l L H 11817 H S5 RE
%5 L7200 MV T 5 O IMEEP IR I BRI A S N o720,



(DL B 2 HHRETE)
ORI E S P VN TS 2 15mg# 1H LT H B AR C#5- L
72BED M VNT Y L DEMERENT X — 5 2 KI6-2TR T,

F16-2 LMEFHE R E 1 D VN T F v 15mgE 7 H [ B G- 0 3
WERE ST X — %

tmax Chmax AUCasn tu2

(h) (ng/mL) | (ng-h/mL) (h)
#H51HH | 4.0 (1.8~5.9) 258 +95 2,057 =795 6.6+x2.1
H#570H | 3.9 (2.0~6.0) 256102 | 2,173+1,188 | 6.8+2.2

(PGl = R tnaxD ARHYLE (EPH) . 1061)
(FFREZE I $ | B 16 E)
JFE IR B M VNS S 7 5mga 1 H A7 H B RAERE TS
L7zEED MVNT 5 v DIYEIFE/ NS X — 5 % F16-3IRTY,

F16-3 JFMERIE B H 2 P VN Ty 7. 5mgk TH B AR G- R D
HWERE/ ST A — 4

tmax Chmax AUCasn tu2

(h) (ng/mL) | (ng - h/mL) (h)
H#510H | 4.2 (3.8~11.8) 100 +54 1,061+732Y | 9.1+5.4%
57HH 4.0 1.7~7.9) | 112+60? |1,370=1,165" | 8.5+4.1"

(P3N + RS  tmaD A (BB . 2060 (a) 1661, b) 1561))
16.1.3 £MFHIFREM

fERER AZ M VST % 16mg (ODEE L MeE) . 7 0 A+ —
NI &) R R S L 7RO S BN E ST A — 5 &
F16-41277 9% Crac & FAUC D 3AT T34 0 H 0> 90%1Z HE X [
VTN H0.80~1. 250N TH V. ODEE & Wmde 13 E M
WICHEETdH o720 Fion PUNT Y 27 5mgODEEL [EEA
7 ZREOETEEA O EWFNREETA N4 0] 12D &,
TiERIH| 2 D LNT'F ~156mgODsE & L 728, Bl RIS &
HE S, BRI RS & A S0,

F#16-4 N VNT Y 2 15mgHl Rl 5RO EIRE N T X — &

#7 tmax Crnax AUC: t1z
g (h) (ng/mL) | (ng-h/mL) (h)
Tgﬁfk 2.0 (1.0~4.0) 131+71 697 £ 440 3.4%£1.0
mg
OD#E15mg .
k7 L) 2.0 (1.0~5.0) 149+73 674+ 361 3.2%£1.0
OD#E15mg ~
kb b) 3.0 (1.0~5.0) 125+63 685+ 392 3.3%£0.9

CPIfE + FEHEAR 5, toa D AL (HEFR) . 3961)
16.2 TRIR
16.2.1 BEOXE
TERER A NIVNT 5 2 15mgk HUEFECIHE G- L7z, ZEEIHE 512
HAREHHG ClECrna L FAUCIEENZNLME L LG TH - 7Y,
16.2.2 @3N 1 FTANA S EY F 1
BRI B 5 RGO N A T XA ) T 1413
56%CTdH - 7210 FHEIAT— %),
16.3 97
b AR A
16.4 X3
FUVNTH E, B MFI 20— AF by 0 — APAS0D 5 TFED
)b, EELTCYP3A4Z L YR ENBY (in vitro)s [10. 2]
16.5 HEHt
BEHES LS, MC- M LN T F »60mg™ % 22 JE I |2 A TP
L7z, Fp R ORPICZENZNAZG L ATRE D58, 7% K U
40 . 2% 738k S 7z REIK O L N IRFP o [RIER X, 21
NG EDI8.T% R 1% K TH - 72 FHEANT— %),
16.6 HENEREFIHEBE
16.6.1 BigeEERE
EREORBEORL ZENE (VLT F=v )T TR
<30mL/min. Z VL 7F=>271) 77 ¥ ZA=30~60mL/mink O}
LT7F=r 27T 5 A>60mL/min) |2 FVNTE L 60met &
H5 L72BOAUCIE. Z12En7,360ng - h/mL. 6,980ng - h/
mL&% 03,890ng - h/mLC&H > 720 F 7z, [Tz BERL 531,
FNENL.2%. 0.6% K V1.0%Tdh > 7z MLAEHEHER 25 % %
WCEM LM B o AUCIE, 2 L7 F=0 2 ) 75
Y A<30mL/min. 7 L7 F =71 T 7 » A=30~60mL/min&
o V7 F=r270) 77 Z>60mL/minTZNZE171.8ng - h/
mL. 36.4ng - h/mL&% 037 .5ng - h/mLCd - 721 (WEAT— %),
16.6.2 FFiSREREZEE
JFPEFRERE IS PVNT Y 2 15mgx %5 L 72O AUCIE, &
JERFREE B (Child-Pugh%38A X 1ZB) C1,618ng - h/mL. &
FERFRE R E  (Child-Pugh43#iC) T2,172ng - h/mL T - 721
(BEEEFFERT) o
16.6.3 S=fp&E (65RRELL) . 145l
MVNT S OSEYEIREI T F kR ORI & BB SN
o729,

AT 98.0%LL ETH o722 (n vitro. AL AR,

16.7 EMHEEIER
16.7.1 haF+vy—iv
TR A B VT, 5 %RCYP3AAD B EEH = H 3 547 haF
V= v200mgk b VST F 30mgE OBFHIZE D, h Ty
F—=4%), [7.1. 10.22H]
16.7.2 ZJva+vJ—J
BB WT, PEEOCYP3AADMEEHZET A7V
F = 200mgé& b VST 30mgP OFFHICE Y. SN T S
¥ DCras X FAUCIEZ N ZNL .85 U3, 01512 % » 7218 (4LEA
FT—%). [7.1, 10.2%&&]
16.7.3 JL—=T 70—V 21—
R AICBWT, FILNT S 2 60mg® & CYP3AAD BREEH %
BEtTH7L =TI N—Ta—AZXVIRH LK, PN T s
y@Cmax&ZﬁAUcﬂi%ﬂ%ﬂlg,ﬁ%&zfl6{%6:7;‘Of:19> (&*}K
F—%), [7.1. 10.2&H]
16.7.4 U7 7>EY Y
fEHER A IZBWTC, CYP3AADFHEEHAHT A 77 EL
600mg& MVINT % 2 240mg® DFEIIZ LY. FIVINT F 2 DCrnax 2
AUCIEZFNZNL/6 K U1/8127% 57217 (FHEINT— %), [10.25:17]
16.7.5 vdx >
TEEERAIZBWT, PHEEADIEETHL Y TX T »0.25mgs b
WRNTH 60mg® OBEHIZE ) . VT F Y Y DOCua L TAUCHE
FNENL 3R R OL. 20512 % 5720 PIVINTH » DCmax & AUC
. WIERLLIEIC R - 720 BHEAT— %), [10.25]
16.7.6 Z DD
AEHEAIZBWT, CYP3AAD I TH 5 I/ A ¥ F »80mg
ERIVNTH 20mgP OPFHIZE D BNA Y F ¥ DCrac kO
AUCIEZNZNL 3R OL. M52 7 5 7220,
TNAZF 80mge b IVNT % 60mg® OBFHIZE ) b
5 ¥ DCrac& AUCIEWT N L. 20512 5 722 WEANT— %),
CAEREFEICBWT, CYP3AAOECTHAT I ¥
200mgé& MV NTE 9O0mgDPERIC L AT I Ay u r OFEY)
BREDEALIFIS% KT TH - 722 JFEANT— %),
AEFER A B WT, CYP2CODEE TH LTV 7 7 1) »25mg
L MIVNTE L 60mgDBERICL D, R-T V7 7)) Y ES-T v
77 ) Y OFEYEREIIEEE Z o 722 WEAT—% ),
SRR BT, PUANT S 30mgt E 7 at 3 F80mgk
DBEHFHIZE D, PN TE ¥ DCmat FAUCIR WL 1. 265
ol B FRZ700F 7Y F100mge OFFHICEI Y, v
INT' B Y DCuax L AUCITZAL L o7z BIWNT H 1T T
ot FEOe FazaaF7 Y FORYEIRICEEL 5 2 7
Ho® (FHEANT— %),
) ARFNOAEI NI HEIR, OAEICB A EREF#E15mg
T OSHFREZE |2 BT B AR5 7 .5mgTdh 5 o

17. ERERRRIE

171 EIHROCRESMICET 5558
MVNTH U EEDORGEE LT IZR Y,

(DARLIIHB T B15KETER)

*%17.1.1 EAE DHEFER

MOFIPRIEZ 355 LT ORI E A0 515 9 o MO 4
BTaeg e LAZEFERILESBIZBW T, bV YTy »15mg
377 R 2 1HIRTH MFEHRS L.

TEEHEH B TH 2 i G RO RELLREIL, Py T sy v
15mghf —1.54+1.61kg (N—AF A » :159.42+12.30kg. 53fl)
CPIgfil = s, DITHRR) . 77 2R -0.45+0.93kg (X —
274~ :55.68+12.60kg. 57B1) TH V. FNINTH IHETIL,

77 L ARRICHE L CERREERA DR 57z (p<0.0001.

tHIE) o RERAIIRG B A X ) &5 NG %l U TRk L
7o (M17-1) o F72. WA GRII BT 2 OMFIEIC S BT (38
FHIRAR, FFIEAR. TROPE) AUkl (K17-1.

1+

FREOZALE (kg)

—o— T I&RBEM=5T) **
—9 | —e— RINTH > 15mght (n=53)

T + BEHEAR
* % :P<0.01 (vs7 5 LR, tRE)
_25 Il Il Il Il Il Il Il Il Il Il
/_\;x 1HH 2HH 3HH 4HH 5HH 6HH 7HH 1HH 2HH
74 7

el B —
K17-1 LCHEFEEEICBITA2EREOR-ZT 1 Vb O LE
(75 &R E0-EGEHRILEER)




FK17-1 DPEZIE A TR OZAL (777 1R & o B EaR)

DRI LA AT MVNT' S 2 15mght 77 &R
HMIRASRZ LR (cm) -2.03+2.81 -0.51+1.18
Kk [27] [19]
JIFIERZE LR (cm) -1.07+0.89 -0.35+1.00
(B4 [18] [17]
TRGTIEL R (%) 63.9 42.1
[B1%] [23/36] [16/38]
CFI{H = iR 2)

BIVEF S BUBRE X, 53296 (54.7%) Tdho7zo EENEH
E. E9B (17.0%) . fEfk6H (11.3%). #EIRSBI (9.4%) M
UHEIRSH (5.7%) Th-72927, [8.75H]

(FFEZICH T 2FKETER)

17.1.2 EIRNEE MHEER
MDOFIRIE 2 25 L T H R R D580 5 N2 JFE 2 % 4
L TEERILERBRICBWT, PVNT Y U7 5mgid 7T
L ARZIHIMAT7HMEEORS L7,
FEFHIEE Th 2 ik 5ok ELfbmld. by Ty~
7.5mght—1.95+1.77kg (N—Z 5 ~ :59.35%x12.69kg. 82
) (Pl + R AE. DVREE) . 77 2 R#E—-0.44+1.93kg
(R—=2Z2F 4 >~ :59.15+13.15kg, 80BI) THVH. FLNT%¥
VEETIR. TR L CTAERBERD IO b
(p<0.0001, thi5E), HEEDIZHGEH L &5 N5/ %
W THRGE L 72 (17-2) 0 B35 EI B0 2 BRI FIE 1R 5
T, (K=, PERH. MEGREE) »deE L7 (R17-2). 72,
FEAEIR (B, R, B T OB, I PR e
EHIREE) bUE L7,

15
1 |-
05+
O, ,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,
\Ef -05
g
< -1F
&
S
& -15F
& —o— 7' It A #
_9|—e— MVNTF U T5mght
SR + R 2
_2'5 1 1 1 1 1 Il Il Il
~N—2 1HH 2HH 3HH 4HH 5HH 6HH 7HH
F4 v
Bo% H
75 R (80%0) (78%) (79%1) (74%) (7381) (71%1) (7081) (71%1)

MIVST & o 75mght (8261) (820) (8161) (8141) (78f1) (7661) (7560) (7541)

X17-2 FFEFEEZ BT AREON=AT 1 95 DOE i
(75K Lo FEEHHEZER)

FKI17-2 IR AR A oA (777 2R L 0 "B EHRIERR)

JFHRFIE IS AT | PVvNT Y 27 Smght 7T R
WiAKZALE (mL) -492.4+760.3 -191.8£690.8
Kk [82] [80]
MaBZALE (cm) -3.38+3.56 -1.11+3.67
Kk [81] [79]
TRGTIEL R (%) 54.8 28.3
(B4 (23/42] [13/46]
CFIfiEl + FEEE(R )

BIPEFSEBUMEE (S, 8261376 (45.1%) Th o720 ELEIEH
&, g 116 (13.4%) . BHIR6HI (7.3%). fERL3H] (3.7%) K
OAIRAESB] (3.7%) Tdh-7-%, [8.75HR]

18. EhEETE

18.1 1EARF
MVINTH id, NV T LY VoS BARTEHUE I % S 8052 09
WMETHEHTHY) ., BHEABETONY FL T I X BKEWIL
BRHEST L Z L2 X 0, EBIRIK 2 BEM L, B EREM OB
ED R WFRIE OKFURTER) 27132,

18.2 NV T LY V-2 RBIFERER
FUNTH E, v MY T LY V-2 RSB L VT v
b A XEBEFEERICBW T, Ny 7L Yy OV R
DREE ZIEEREICHE L. £/20 B IV T LY V%
RSB BV T, ZLH H TIECAMPO AR % 78 S 97,
NV T LY X B AMPOREAEZIFI L7220 5, Ny T L
VS BRI AE L TWA I EDRENT, B PNy
TVL Y Ve BRI T S EERIL. 0.43+0.06nmol/L T
72239 (in vitro) o

18.3 FIR{EH
MUVNTH E, BEET v N RO 2128V, AEKFENIZR
BERENSE, RESEZET S, 20L&, LV—FHRIE

LREZD BHAKZ )T I U ADIEOMEE %) . BHEAKOHRHE
RIS ORFIRIER) 0,

* %18.4 HUZREMER

PVNTH ik, Ty PEBEFVIZBWT, B I975 = VHEE
T O e 27 3V EESSTEINAE E M o Tk & SRR 23
BIL7ce F720 BREOCAERIZBWCOKFRIEH 273 L. Gi&af
)}K—%}:(ﬁk é ,&7»:32) ,33)0

18.5 KKK ER
MVNTE AE Ty MIFEZEKETIVIZB VT, JEKROIRE
TdH HRTE R OREH % B & 8725,

19. BRI ICEET 2 E{LFRIFR

—fEHIZFR 0 S VN T &~ [Tolvaptan (JAN)]

bZ44 © N-14-[(5RS)-7-Chloro-5-hydroxy-2, 3,4, 5-tetrahydro-
1H-benzo[blazepine-1-carbonyl]-3-methylphenyl}{-2-
methylbenzamide

513\ 0 CesH2sCIN203

3 F i 448.94

PEK : Ao U3 REOR R TH L, A5/ — L iF s
J = (99.5) 1ZRREITISC L KIZITEAEET v, A4
DAY = )ViEH (1-50) Mg R &R0,

o= Sv

RON AL T U RES
il 0 224~228TC

20. BURVL EDER
T3 ¥ o —FERIIRAE BT TRET 52 L,

% %22, ‘@i

(MIVINT 2> 0D$R7.5mg [A—Y A )
PTP : 20 (108 x2). 100%¢ (10%E % 10)

(MILINT 5 > OD#E15mg [#—YH])
PTP : 20%¢ (10%Ex2). 1005t (10%¢ x 10)

* %23, EEXE
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