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13. BEkES
13.1 40L&
MBI ED TlIdhnwEEZ 2 515,

14. BRAEDIEE

14.1 BRI FEDFE

14.1.1 PTPELEE DFKANIPTP > — b S B O U THRA
THEHIFETHZ L, PIPY— FOMBREKICEK D, H#
WA BIEREARI A L, FIZIEEL 2B L
THERERREDEERAIHEEZ T2 ENH 5,

14.1.2 AFNIEFDO LICOBTHEKRZEHEIES &80
MMCHREET 57280, KLU CIRATIRETH %, F/-.
KTIRHTDHZIEHTES,

14.1.3 AFNIE-FFORETIZ, /KL THRASE



TNz &,

*x*x 15, ZDMDFE

15.1 BEARERICE D 15

(BRBEAREESHEED DR

15. 1.1 HRAEEREZHEEDO S NBEREEZHHREL 2
B —EE MG (EBREFERER) Y ITBNnT,
AHFI60~120mg/ H X3 7 TRz 3 ERKEG L -k
B, MM EREO 2 EFE2EAKEYILE > EA,
INDFEMEE FIR O 3 1% %0 2 2 MIFALT L F 303 ik
AST RS, AFIRGRD 2 FlICRD 5Nz, F/=.
FAEME EBR D2, 5% 2 2 DALT EH O R B 3,
TR L L TARZR S CTENo 2 (KA
e 5RBE060FI R ATH] (4. 9%) . 7T REEA83 5 H 6 5]
(1.2%)o 723, AFFGEICTBIT B EE4EMH LR 3
BEEADALT EH DL <IE, %GB 3 ~14n HD

MO 5Nz, [1.4, 8.5, 8. 16&H]
16.1. 2 WHRAKREBELFEMEO S B EEZHR LU

B —EER G (EERILERR) " 1I2B 0N T,
AFE G T TR E U TREDOHAED D
FEH RSN o CGEIEMIE (RAHR SRR, 8% (8
/96161 . 7 Z R0, 2% (1/4834)), MR ANE
(RANEGHE0. 2% (2/96161) . 7w AREE0% (0/483
#)) o AFEDBEMEII 2 TORER THESN. H
ANTOFREI Mo Tz,

16. ZFEWENRE

16.1 MAEE

16. 1.1 HERS
BRI BIVNTH 2 15~120mg 2 28 I I B [a] % 11 3% 5
LU 7= DIRMENRE )N 5 A — % 2K 16-11TRT,
#16-1 MUVNTH D HEE G OSEMERE/N T A —%

£16-3 FPERIEEREIC RVLNT S 27 5mg % T H MG 1% 5
DIEYFE/NT A —F

Tax Cuax AUC,, Tis
(hr) (ng/mL) (ng + hr/mL) (hr)
I&E?E 4.2(3.8~11.8)| 100+54 1,061£7327 [9.1+5.4”
7&542 4.0 7~7.97| 112£60” |1,370+1, 165" [ 8. 5+£4. 1V
SERME BRI A2, T D A UE  (FEEH)
201 (a) 161, b) 1541)
(BREEEEZSRMED S BB

WROREEZIEEO S B REIC 1 H120mgz 2 [

(90mg, 30mg) IZ/3F T 7 AMIKIERE NG L2k o h)L

INT B 2 DIEYFEINT A =2 2 KI16-UTRT” GHEA

T=%).

FI16-4 WREEREELREEO S EEHIC LTS > 1 H
120mg % 7 H [ SAE 4% G O S BHE/ N T A — 5

. O AUC,
(hr) (ng/mL) (ng + hr/mL)

5 190 (1L0~9.00 | 7164344 | 6, 570+3, 230

B | 2o ao~ + 57043,

SIS RS, T.DAHIME (EEF) . 1261
16. 1. 3 £MZHIREEHER
(MIVINT'% > 0DEET. 5Smg [TE])
NVNT & 2 0DEET. Smg TTE) & H 4 A HODEET. hmgDF#
FhlgE (MUNTHZ > ELTT.5mg) &, ZOXAA—
IN—IRIT K O f@RERR A 5B I HE B e Je OV AR I B [RIRE 1 452
LU TIPS -MILNTH D ROR-NIVINT 5 > jafE %
WELZ. Bon=8E /)N X—4% (AUCiun Cuw) 12
DN TS5 T K FITE I TREHRIT 217> 2858, log
(0.80) ~log (1.25) DHPHNTD D, MIHIDEYF=HIFE
EMED R T N,
HYFNRE)N T A —4 (S-NVNTH > #uighs - Kb 0 #%5)

b Tun Con AUC, Tue ST — —
= ~ AU 0-24 max Tme\\ TI/Z
15mg [2.0(1.0~4.0)] 135+53 645+367 | 3.3+1.2 e bomy | e e e
30mg [2.0(1.5~6.0)| 213+76 | 1,302+553 | 3.9+1.7 -
MNTE 2 g9 191 39. 9831 2.43 | 4.6
45mg |2.5(1.0~3.0) | 363+318 | 2,098+1,950 | 2.9+0.8 ODgT. 5me e ;41 et I B 13
60mg [3.0(1.5~4.0)| 315105 | 2,321+634 | 4.6+0.8 I - - - -
90mg |2.0(1.0~3.0) | 429+146 | 3.600+922 | 5.8+1.4 T LT 223. 558 39. 6829 2.00 | 5.09
120mg [ 2.0(2. 0~3.0) | 661276 | 59082, 091 | 9.3=3.2 ODSET. fmg | +78.030 | +9.2477 | £0.97 | +1.31
SR B 2, T 0 Ll (RO T B GZE, n=20
6 B, 30mgf DA 124 (ng/mL)
**x16.1.2 RIE®RE 60 -
R AIZ ML T & > 30~120mg & 22l 1 B 1E 7 H ;% o :
Faﬁ}i?ﬁ;’félﬂ?&%bf:ﬂ#@ }‘)1/1\705 y@maﬁ.qj{%gccg‘g*ﬁ EP 50 A —— l‘/\//\7§7/OD$7€7,5mg TE|
A sNahoiz, S 40 - —0— ¥ L X/ OD§ET.5Smg
(lE\*%lCB(Téﬁiﬁﬁf% ]\ SEE B R E . n=20
ORI MLNT Y > 1ongz 1 H 1 IE 7 H R A% B
G LRED NIVNTH > OB EREIN T A —F &K < ]
16-2127R797, 220 1k
£16-2 DHRIERHIC MV T S 2 15ng% T HIERAE % 5RO 7 10 |
HEHE)N T A —F {%
T Cone AUC., Tie g 0 ' ' ' ' ' y
(hr) (ng/mL) (ng « hr/mL) (hr) 0 4 8 12 16 20 24
PEF 10001 8~5.9) | 25805 | 2,057+795 | 6.6=2. 1 N "
pg |t 008~ 0 ) 2805 ) 2 0572195 ] 6.6+ RS- LN TS S ABIEHERS (£ - K D 2 15)
7*%5’9 3.9(2.0~6.0) | 2564102 | 2,173+1, 188 | 6.8+2.2

Sl AR, T DA YLE (EEE) . 1041
(FEZEICE T 55K ITE
PR IE R LN T > 7. 5mgZ 1 B 1 [E 7 HIERIE
ﬁu#ﬁ%é@ﬁ#@ NIVNT 5 > DEYENEEIN T XA —% & &K
16-312RT,



HYFEE)IN T XA —% (R-BIVNTH > Kl - KH 0 #%5) FEMENEEIN T XA —% (R-NIVNTH 2 Hufels - Kiz L5
HEINT A—4 BEINT A—F HIEINT A—F BEINT A—F
AUCq-»4 Coax Tuax Tip AUCy-»4 Cuax Toas T
(ng + hr/mL) (ng/mL) (hr) (hr) (ng « hr/mL) (ng/mL) (hr) (hr)
]\())])Lg%j’g)ﬁg‘/ 67. 082 13. 2868 9.35 | 6.2 ﬁ;&gﬁ;ﬁg\/ 74. 645 16. 1690 .96 | 567
e +25. 041 +5.5938 +1.05 +1.51 g +30. 714 +7. 5447 +0.75 +1.65
ITE] [TE]
Y LRAH 67. 482 13. 2173 2.05 6. 63 Y LAT 70. 231 16. 5828 1. 50 5. 46
ODET. Smg +26. 132 +3. 9984 +1.07 +1.84 OD$ET. Smg +37. 053 +9. 2182 +0. 46 +1.70
SE i+ BEER ZE. n=20 SER il (R 22, n=20
(ng/mL) (ng/mL)
20 A 30 -
1fi. 1fiL.
%f —e— | LSF X ODEET.5mg [TE) zﬁ;i* 25 - —e— LSS X L ODSE7.5mg [TE)
R —0— ¥ L A HOD$ET.5mg R 20 | —O— 4 5 A OD§ET.5me
'F S S, n=20 F EHIE AR 7, n=20
" 10 B 15 4
A A i
- S - 10 1 g
5 7o
Mg Mg
{% 0 . : : : . {’g‘f 0 & . : » . . .
- 0 4 8 12 16 20 24 - 0 4 8 12 16 20 24
¢ 514 I ] (hr) e 5% RE (hr)
MEERR - NIVNT & D IREHER il - Kb DIRG) MAEHR - NVNT & REHER Ghfly - KR LIS
IRPBNHE)N T A —F (S-RNIVNTH > Hufaly - Kz L#%5) HPBRE)N T A —F (S-NIVNTH > &% - Kb DEE)
HEINT A—H BEINT A—F HIEINT A—% BEINT A—F
AUCq4 Coax Tuax Tis AUCq-2, Cuax Thax Tis
(ng + hr/mL) (ng/mL) (hr) (hr) (ng « hr/mL) (ng/mL) (hr) (hr)
]\O}Il)/ég7j£ < 938014 478380 | 200 | 4.54 “O’D”%gﬁﬁ <1 933205 416032 | 316 | 3.7
e e +88. 622 +17. 4696 +0. 81 +1.33 oL (. ollg +73.584 +13. 0711 +1.19 +0. 96
ITE] ['TEJ
Y LAN 223.771 48. 8260 1.55 4. 05 B LS 244. 673 46. 8480 3. 26 3. 76
OD&ET. mg +108. 595 +21. 1818 +0. 48 +1.37 0D$E7. Hmg +89. 597 +18. 0232 +1.04 +(. 84
SE i+ BEER ZE. n=20 SEHfE £ REE(R 2, n=35
(ng/mL) (ng/mL)
80 4 60 -
1fi. 20 1fi
%E 1 —e— LT X 0DSET.5mg [TE) ’%E 50 —&— KL N X ODEET.Smg [TE)
s —0— ¥ A A HODEET.5mg S 40 | —o— ¥ A AHODEET.5Smg
050 o .
I E EEEVER 22, n=20 Rl AEER A, n=35
M 40 N 30
v v
N30 A
7 20
e Z 10
> 10 v
(% 0 T T 2 T T $ j% 0 g
— 0 4 8 12 16 20 24 - 0 4 8 12 16 20 24
5 514 IR (hr) P2 5.1 RS (hr)
MRS - NVNT & D REHER Gy - Kz L&5) MRS - NVNT 7 D REHR (B - Kb DEG)



HFNEINT A —F (R-NIVNTH > & - KD DHRE)

HMBHE/)N T A— (R-NIVNT Y > B - KL

HEINT A—=% BEINT A—F HEINT A—=4 BEINT A—F
AUCq-»4 Cuax Toas Tip AUCq-»4 Coax Thas T
(ng + hr/mL) (ng/mL) (hr) (hr) (ng + hr/mL) (ng/mL) (hr) (hr)
ﬁﬁ;%;;f;;;/ 68. 217 14.3254 | 3.03| 485 }6%§;;7;i;;/ 69. 885 14.6116 463 | 3.98
T +20. 729 +4.4840 | £1.08 | +0.91 TTE +31. 314 +8.7105 | +£1.67 | +0.82
Y LA 71. 146 15. 2159 3.08 5. 28 Y LAN 72.029 13.4974 4. 97 4. 01
0D$E7. 5mg +95. 014 +6.4171 | £1.08 | £1.45 0D4#7. 5mg +34. 098 +6.4370 | £1.72 | 0. 86
S i+ BEE(R 25, n=35 SEY il + BEE(R 22, n=36
(ng/mL) (ng/mL)
20 + 20 -
1fi. 1
%E —e— (LN X ODEET.5Smg [TE) fﬁ —e— [ ANFF L ODEET.Smg [TE
R 15 1 —Oo0— A Z B ODEET.5Smg R 151 —O0— # A 2 OD§ET.5mg
"\ S E AR 2, n=35 ]\ SEEIE S EEER AE, n=36
Jv 10 b 10
A as
v 7
5 3 5 3
v v
0 4 8 12 20 24 0 4 8 12 16 20 24
¢ 514 RE [ (hr) e 1% RE (hr)
MR- NIVNT 7 REHER (B - KD V&G MEEFR-NIVNT & REHS (B - KR LERE)

EMFNREIN T A—5 (S-NIVNTH > fath - KisLiks)

HEINT A—F BEINT A—F
AUCO*N c"m\ Tm)l\ T]/2
(ng - hr/mL) (ng/mL) (hr) (hr)
ﬁﬁ;é;;fi::/ 918. 322 39.6110 | 4.67 | 3.35
FT]*L omg +98. 900 +17. 8366 +1.68 | *0.82
1)
Y AR 226. 384 37.9014 5.15 3.43
0D&ET. 5mg | £109. 128 +16.2267 | £1.78 | +0.81
SR fiE £ EEE R 22, n=36
(ng/mL)
60 -
JiilR
’{E 50 - —e— LN X ODET.5mg [TE)
S 40 | —O0— ¥ A A JJODEET.5Smg
"\ PR AR HER S, n=36
30

RO YN

4 8 12
P 514 (]
MmAEHRS - NVNT Y RS (B -

20 24
(hr)
KizL#S)

5 N CNICAUC, CunZE DS T A — 21, hERE D ER,
PRI O EREL AL » FRERZE ORI IC E > TRARZ WEENEN D
%,

(MILINT% > 0DEE15mg TTEL)

RVLNT & 2 0DgEL5mg [TE] &5 A& F0DEELSNgDFNZ
N1 (MUNTHZELTIGMG %2, Z7OXAF—/)N—ik
12K D RERERR A BT R R BRI HERR 5 L T
mﬂ%t{ﬂs NIVNT & > ROR-RIIVNT S B ZEIE L
72 TFONZEMBHREINT A—4 (AUCiu. Cuo) 1IZDNT
9041;.%!:!5?12 CCHEHRIT 21T o 72558, log (0.80) ~
log (1.25) DHEIPHNTD O, WA D A5 [F 2 53w
maEnrE’,

HMENHEIN T A—F (S-NIVNTZ > Kl - Kb 0 #%5)

HIEINT A—F BEINT A—F
AUCy-2 Coax Tha Tis
(ng * hr/mL) (ng/mL) (hr) (hr)
“é%;%f;é;:’ 139. 255 704314 | 255 | 47
erEJ +165. 934 +22. 9470 +0. 86 +0.78
YY) 415. 240 73. 7260 2. 26 4. 67
0D$E15mg +163. 694 +25. 4429 +1. 08 +0. 97
SEHE R EfR 2, n=19
(ng/mL)
100 -
1fiL
o | —e— hL/37 4 L OD§E15mg [TE)

—O0— ¥ A X HODFEISmg

60 T RS, n=19

40

‘:F'

S

k
V%
N

7
220
N
s
i3

P A% IR (hr)
MAERS - MLNT & REHERS (i - K D #%5)



HPENRE)N T A —F (R-RNIVNTH > Hufals - Kb 0#5)
HIEINT A—5 BEINT A—4
AUCU—Z! Cma\.\ de\ Tl/2
(ng - hr/mL) (ng/mL) (hr) (hr)
]\ézéﬁizfg’ 135. 312 93.4500 | 245 | 5.93
FTE) +48. 915 +7. 8686 +0.78 +1.49
Y LRAH 126. 123 24. 5511 2.21 5. 82
0D$E15mg +46. 998 +9.5209 +1.12 +1.38
SE i+ BEER ZE. n=19
(ng/mL)
40 -
Jiilg
%E —e— RN X ODSEISmg [TE)
i —0— ¥ A A HODEEISmg
' LB E AR A, n=19
}\ 20 4
JL
A
7
5 10 1
Mg
7’% 0 . . 5 . —
- 0 4 8 12 16 20 24

$ 51 I[H] (hr)
MEEHFR - RIVNT & D REHER (s - Kb D %5

SEMEHREIN T A—5 (S-FNIIVNTH > Hafl - KIsL#5)

HEINT A—5 BEINT A —5

A[VCU*E 1 Cmel\ Tmn\ T]/2
(ng « hr/mL) (ng/mL) (hr) (hr)
Fé%%zfg\/ 474. 039 86. 7602 186 | 4.82
\FTF] +255. 849 +32.2135 +0.63 | *=1.21
HLAH 457. 401 87. 2240 1. 86 4.15
0D&E15mg +9241.722 | +£27.4978 | +£0.56 | =+0.78
S E AR ZE, n=20
(ng/mL)
120 -
i
zﬁ;i* 100 - —e— [T X ODSEISmg [TE)
S g0 4 —o— ¥ A R HODFEISmg
}‘\ SEEIfE SRR E R 2, n=20
60
L
as
40
5
o2
0 4 8 12 16 20 24
514 HE (hr)

IMAEHS - S IVNT & REHER (i - Kz L5

SEWBHEEIN T A—5 (R-FIIVINTH > Hifrls - KIsLiE)

HEINT A—4 BEINT A—F
AUCy Coe T Tus
(ng + hr/mL) (ng/mL) (hr) (hr)
“6;§%f§£;;’ 147. 574 29, 4882 1.83 | 562
TR, 493,403 | £14.4398 | +£0.65 | +2.06
YN 141. 347 29. 9815 .76 | 5.23
D& 15mg £86.336 | £11.9470 | +£0.61 | +0.72
S+ BEE RS, n=20
(ng/mL)
50 A
i
%E’ 40 - —e— L7 4 ODEEISmg [TE)
R —O0— % A X JODHE1Smg
ﬁ 30 SIS AR S, n=20
L
as 20
.
% 10
Ve

51 (hr)
MSERR - N IVNT & R RS (s - ke L5

SEYFHREIN T A—5 (S-NIVWNTH > &t - Kd D #%5)

HIEINT A—4 BENT XA—4
AUCU*‘Z 1 CmaV Tmz\\ TI/"Z
(ng * hr/mL) (ng/mL) (hr) (hr)
“é%g%;;ﬁ’l/ 464, 322 67.8125 | 4.21 | 3.98
I OmS +192. 781 +922.8344 | £1.86 | +1.02
[TE]
N 435. 169 63. 1572 4.49 3.91
0D&E15mg +170. 569 +923.1192 | +2.01 | +0.99
Sl + R ER A, n=36
(ng/mL)
100 -
iR
ig %0 | —e— L/NT % ODbE15Smg [TE)
S —O0— % A A 1ODFE1Smg
. 60 1 T+ EHE(F S, n=36
v
A 40+
>
420 A
v
- 0 4 8 12 16 20 24
¢ 514 R (hr)

MAERS - SVNT 5 REHER (B - KD D HE)




HEMENREIN T A—5 (R-FIVNTH > g - Kb D #5)

SEMFHREINT A—5 (R-FIVNTH > &g - Kz L#5)

HEINT A—4 BEINT A—F HEINT A—4 BEINT A—F
AUCq-»4 Cuax Toas Tip AUCq-»4 Coax Thas T
(ng + hr/mL) (ng/mL) (hr) (hr) (ng + hr/mL) (ng/mL) (hr) (hr)
]\(})LD%%EQ/ 132, 654 912120 | 413 | 4.26 ]\())LD%%’H?; 161. 243 33. 7828 1203 | 431
\TTEJ +56. 924 +7. 8189 +1.95 +0. 94 ‘TTEJ +86. 395 +15. 4951 +1. 18 +1. 28
Y LA 124. 694 19. 6693 4. 34 4.22 Y ALAH 151. 418 30. 8458 4. 31 4. 38
0D$z15mg +50. 356 +7. 8346 +1.95 +0.99 0D$E15mg +80. 564 +13. 1307 +1.45 +1.16
Sl BEMER 2, =36 Sl + R RS, =35
(ng/mL) (ng/mL)
30 - 50 -
1. 1
%Ef —e— [N % OD$EISmg [TE) iﬁ 10 | —e— [ L/XF % ODSE15mg [TE)
R 20 | —o0— Y A A HODFE1Smg R —O0— A A FODEEISmg
. T+ R, n=36 L0 S+ R, n=35
: T
210 >
Vi 210 A
v v
,% 0 . . L . ; % 0 . . . ; =
- 0 4 8 12 16 20 24 - 0 4 8 12 16 20 24
514 IR (hr) 514 IR (hr)

MEFIR - R IVNT 5 PR IEHERS (fef% - Kb D)

HFNEINT A—F (S-NIVNTZ > &t - Kz L)

HIEINT A—F BEINT A—F

AUy, Con T T,

(ng - hr/mL) (ng/mL) (hr) (hr)
Fé;é;%i/ 522, 988 051874 | 4.00 | 3.87
& +989.388 | £37.54001 | +£1.17 | +0.92
F LA 192, 157 88,5967 | 451 | 3.90
ODgEISmg | +272.541 | £33.8169 | +1.79 | +0.78

SR fiE B 22, n=35

(ng/mL)

1
i

REEE NN

120 A

100 - —e— h LT X OD$EISmg [TEJ
—O0— Y A A HOD#HE15mg

T AR RS, n=35

80 A

60 A

40

20 A

0

0 4'1 é 1'2 1'6 2'0 24
5 5 (k)
MR S - VIS T 5 S AERERS (e - k7 L)

MEERR - RNIVNT 5 REHER (1R - K72 L)

M RN ONTAUC, ConZE DN T A —HF 1T, WiBRE D=
R, RIEORINEIEL - BRI OBREIFIC L o> TR S W]
HEMEDS D B,

16. 2 PRYR

*%16.2.1 BEDHE

TEEEREAIZ NVN T > 15ng % B O 5- LU 7= RE, 22
B 5T EE R BB 5 TG X CAUCIT Z N E . 365 &%
UL IfETHo7",
TR A R LN T4 > 60mg' 13 90me'” & B [EIRE [ #% 5-
U7=RE, ZEIERi G bR BH% RS TIRGud T e n. 4
RO, 065, AUCIEZNZFNL. UERCL 05 TH 7=
EANT—4),

16.2. 2 NS AT R4S EY T«
TR I BT 2R O GO HNA F 7 XA ZEY
T AL TH 72" FFEAT—%),

16.3 9%
b MMEEAREAERIE. 98. %A ETH oY (in vitro,
FRAE A 3875 o

16. 4 {3
MVNTH 03, E M 70V —=AF ~ 7 0—AP450D
STREDS B, FELTOYPIMIZK D R#@ENDY (in
vitro). [10. 1]

16. 5 HEt
fERERR AL, "C- RILINTH > 60mg % 28 i FF 12 BE[a#% 1%
H UK, BPRORPICENETNHRS L2 REEED
58. TR 40, 2% HEt S 7z, RZE(UAA D Erh F R T D
FEINRIE, ZNEFNRGEDIS. TR TSR TH > ="
GEANT—%),

16.6 BHENDERZE T HEE

16.6. 1 BHEEEESRE
BHEEOHEO R D05 E UL TFZIUT TR
<30mL/min, ZL7F=>717 > ZX=30~60nL/minfk
K LT7F=2U7 52 A>60nL/nin) 1 MIVNTH >
60mg 25 L 2R DAUCIK. F=NFNT, 360ng « hr/mL,
6, 980ng « hr/mL&% 783, 890ng - hr/mLTH > 7z, E7z. Ik
HOlEEER > T, TN 2% 0. 6% K. 0% TdH > 7.
I 558 PR B AR 53 2R A U TR U 7 i 5 v ol AR R R O
AUCIE, 7L 7F=> 277 5> A<30nl/min, 7 L7 F
Z22 U7 5 A=30~60nL/mink N LT F 2T
< > Z2>60nL/min TZNENT1. 8ng « hr/mL. 36. 4ng « hr/
nL% 37, 5ng « hr/nLTH - 72" GHEAT—%), [9.2.3
Z ]

16.6. 2 FFHEREREEEE
FFPERIE R E I LN T > 1omg 2 #5572 FF DAUCHE,



R AL R E (Child-Pughs3EAXIZB) TI, 618ng -
hr/mL. BEEFEEREEFE (Child-Pugh/)¥HEC) T2, 172ng -
hr/mLCH o 72" (R .

16.6.3 SihE (65mLl L), TR
NIVINT & > O IRYBHRE IR S OPERNIC K 2 2338
W HNENo 2,

16.7 EYHEEER

16.7.1 o ~arvy—ib
TR ANITHWT, B7RCYPIMOHEEHEBET 27 b
a7 —)L200mg & RILNTH 2 30mgDBEHIC K D, BV
INT B 2D L OAUCIEZ N NS, 55 S 5. A5 12725
=Y GREAT—%), [1.1. 7.8, 10.22#]

16.7.2 Z)ba+v—Jb
{@#EERAICBNT, HEEDOCYPIAMOHERREZET 57
JLaF—)L200mg & MILNTH 2 30mgDHEHIZE D, b
WINT 5 > DCu & CAUCIEZ NN 815 K U3, 0f51C 755
=0 CEAT—%), [1.1. 7.8, 10. 2]

16.7.3 JL—727)—YPa1—2R
TR ANICBWT, MLNT 4 > 60mg 2 (YP3AAD B EE A
RSB —T 7N =Y a—AIX0RMALUEZR, &
IWINTH > DCon L CAUCIE Z1F 3L 915 I TVL. 6151275
=0 NEAT—%), [1.1. 7.8, 10.2%#]

16.7.4 U 7ET Y
fEERACBNT, CYPIMOBEMEAZETZY 77 2B
2 2600mg & BILINT A > 240mg™ DOPEHICE D, RILNT
%5 > DCun L CAUCIEZNENL/6 K /812 T2 > 72 (SLE
ANT—24), [10. 2]

16.7.5 >d%> >
BERAICBWT, PEEHORE THL Y IF >
0.25mg& RILNTH 2 60mgDBEMICE D, PdF2 2D
Con X TRAUCKE, NN 3E LU 20512785720 NILN
TH 2D EAUCIE, BTN B L. IMFITE- 2 FLEA
F—4), [10. 22H]

16.7.6 ZDthDEEH|
CEERAICBNWT, CYPSMOHEE THDHONAY T
80mg & NIVNTZ 2 90mgDHEHIC KD, ONZYF 2D
Con L AUCIEZ N E L 3G L AfFIZ 72 o 72, BN
ZHF 2 80mg & BIVINTH 2 60mgDBHEHIC LD BILNT
B2 DCu EAUCITNT NS 1. 2fZ1I 75 72 GE AT —
).

- REIREFITBWT, (YPIMOEETHL Y I A5 O
200mg & RILNTH 2 90mgDPEHIC LD 7 I A S0 D
HYFRE D ZLIISERIE TH - 72" GREAT—%),

SRR AICBWT, (YP2ODRBETHLHIIL T 7Y >
26mg& MILNTH 2 60mgDBEHICE D, R-UIVT v U
S ES-TUINT 7 OEY RIS EE Z T o 2
HEANT—%),

AR ANICBWT, MIUNTH 230mgs 70t 2 R80mg
EOPHIZE D, MIUNTH 2 DC S CAICIE VT D
L.2EIc >, E RO OoOF 7 2 B100mg& OFEHIC
L0, MIUNTH D0 UACITELLiaho 7z, b
IWNTH 37t RECE RorzooF 7 2 Ro#
YBEEICEE B2 o 12 ULEAT—%),

16.8 ZDfth
RVLNT & 2 0DE3. Tomg [TE) 1Z. RILNT % > 0D4E
7.5mg [TE] ZFEAESRIKIE Uz & &, imHEENESE &
Wr . AEWFIICFREE & BRI N,

) AFOFRINZ 1 HRAER. DARITBT 2k ITE
15mg, FFREZIZ BV 2RI EET. Sng fe OV Je iR i 1%
2FMED S I 60~120mgTH 5.

17. ERERRREE
17.1 BHERVRZEMICET 555
NIVLNT % 3D ifEZE LT IR,
(ILAR2ICET B KRR
17.1.1 EIMNEE I 4EEBR
OF|REZ LG L THREEENED 5N 5 5 o MO
AeBEHEENHELZZEEREEGABRICBWT, MUY
JH U mgXiE 7T ARAE 1 H 1A 7T HRERO#EE L 7=,
FEIMEEE T 2 B 5EOKER LRI FUNS
& 2 1omghE-1. 54+ 1. 61kg (X—ZA T > :59.42+

12. 30kg, 5341 CE¥IfE LEHERZE. URHEE . 7ot
AREE-0.45+0. 93kg (XN—RZ T > : 55. 68+ 12. 60kg, 57
B THO., RMIVNTHZ TR, TRl T
BERBKERDIED 5N (p<0.0001, tHE). (K&
HAIHREGERHIDASNEGHMZBL Tk L 72 (X
17-1)s F7-. BEEGEICHB T 20 FEICES A
CGHEPIRESR, PR, FEOZE) k&L (EI17-1),

ik

FEOER (kg)

-7 7tREE (n=57)
- FAATH U 15mglE (n=53)

2 T+ ERHEAR

FELP<0.01 (v T RARE, CBE)

':"_1 18 H 2HEH 3HH 4HH SHH 6HH 7HH 1HH 20 H
g - SR —
KI17-1 DMFHEFICB I 2REOXR—ZAT1>N56D

Zibg (751K ED HEM B
RIT-1 LHERBICESTIROZL (FoeRED"EHE

T b))
DVERIEICHES TR | BVNT & > lomgh | 7o R
HEMIRARA{LE (cm) -2.03+2. 81 -0.51+1.18
Kk [27] [19]
JFERZ LR (cm) -1.07+0. 89 -0.35+1. 00
(1% [18] [17]
FHEELER (8) 63.9 42.1
Kk [23/36] [16/38]
SE il + REUE (R 22

BIVEAFEBIFE, 5312961 (54.7%) TH-o7z. £/
BIMEAE, D8 9 6l (17.0%) . fERL 6 1 (11.3%) . AR 5
Bl (9. 4% KROMBRIE3 # (5.7% Thore™", [8.7%
]

(FFEZICHB T B R ETE)

17.1. 2 AN 1B ELER

L DFIRE & %5 U T ORI AEED 5 N S IFEAERH
gL LEEERILBEABICBNT, FPIUNTH >
7.5mgXiT 7 TRz 1 H 17T HEREOREG L.
FEFHMIEE TH 2 midk GREOREL L EIT. MUY
& 7. 5mgHE-1.95+£1. TTkg (R—RXF 1 > 159.35=%
12. 69kg, 824) (T +FEHERE. DITRERD. 7ot
A0, 44£1.93kg (X=X T > 1 59. 15£13. 15kg. 80
Bl THO, PINTH TR, I RBICHiRL T
AEARERDMNRD 5N (0<0. 0001, tHE), KE
WAFRGHEA L0 AN Gz U Tlkki L7z (X
17-2) o Bk GRHC BT D FHEREICHE S AT (7K,
MEBR, EEE) gLz (RI1T-2). £z, EEKRIER
(EEBRZ ek, B, AL COEARK, kKRR, 4

R bUE L.

15
1
05
S W) VR DR AR AR AN I
L]
A1
R 05
S
455 |
-O-7 7R
2 | -8 bV AT H 7. 5mghE
SR i+ R R 2
25
seliR 1HE 2HB 3HE 4HEBE sHB ¢HE 788
S
e Ben
75 R (80) (78) 79 4 73 T (70 ()

MATH U T5mghE (82) (82 (8) (81 (78) (76) (75  (75)

MIT-2 HERERFICBITL2EREDR—Z T 25D
Zibg (7 5tR &0 HEMRLEGER)



RIT-2 FHEFEICE SRR OZ L (T REDTEHE

(A )

JFPEEIEC ED AR | NIVNT & 2T, Snght 7 SRR
fEKZE L& (L) -492. 4+760. 3 -191. 8+£690. 8
(%] [82] [80]

e LR (cm) -3.38+3.56 -1. 11£3.67
(%] [81] [79]
ThIRESER 5 54. 8 28.3
(%] [23/42] [13/46]
S £ R HE (R 2

BIEAFEEIEE L, 82613761 (45.1%) TH o7z, Eix
RIERNE. CBL1E (18, 4%) . SR 6 1 (7. 3%). %L 3
Bl (3. 7%) B ORHRAE 3 1 (3.7%) THo/k™, [8.7%
]

(BREBEEESRED S BE)

*x17.1. 3 FE I BEEHRFER

WHAREEZ O D EEE (1, 440, AANEE
TR 258 Z2xs s Lz - EEREEABRICBWLT,
FIVNT & > 45mg/15mg. 60mg/30mg. 90mg/30mg X1t 75
wARZH., #1020 3EMBEORS L.

K& Ule W RAREELTED S B BEIL. ITFT0%k
2= Uiz, @205% (ESMI18ER) LA ESORLL T, @8
ELEIMFIBIHUINO 2 LY F=2 27 U7 Z > AH360nL/
minll k. @EIELEIEOMRIIC & 0 BERE O B INAE
CHEE I NS EHE (M AETH0MLLL B,

5%, 1 H60mg (#45mg. #15mg) K DBAMAL. HAE
MO S5AUL, 1 H90mg (FH60mg, 4730mg), 1 H120mg

(#190mg. #30mg) & AT EITHHE L., &#HEE N EW
MR PTRE/R e K % 3 R G- L 7z,

FHEIEH Td 2 mlB A8 OB (LR O R AT -2. 7%/
E (NVNTH R 2. 8%/ 0. 77 aAREE 5. 5%/
FEOHEM) a0, TR RNINT Y D BETE
{ERZEREICEDIEE (0<0.001). E&. HHROKRE
PELFEMED S BB OB RGEIRICE T 28 A EMEE (B
HEmE L, BHEE. SIMEEL. TV T I URE) 2B
TH, HEA X NORBY A7 2HEICE S (&
17-3). EEFMER O &EE K OBHEREDZ L DRI
DNTIE, RIT-3ITRT . HARANHGEMIZBWTH[EEE
BRERTH 27,

RIT-3 WREREIELTEIED S B ITHT 2 &FHEEE

@%%%31)
ERE H AN
MUVNT| TR NIVNT| T FR
5 R T & R i3
AR D2 | 2 LRY 2. 80 5.51 1.27 5.04
s (n=819) | (n=458) | (n=106) | (n=58)
B -2.708 -3. 770
(pfE) © (p<<0. 0001) (p<<0. 0001)
ATt x> &Y | 43.94 | 50.04 | 40.98 | 51.87
H (n=961) | (n=483) | (n=118) | (n=59)
N — R 0. 865 0. 771
(pfE) © (p=0. 0095) (p=0. 1281)
BHgHE 1~ RO | 185 1.84 1.33 8.25
Bk (n=961) | (n=483) | (n=118) | (n=59)
N — R 0. 386 0. 167
& (offD) * (p<0. 0001) (p=0. 0011)
Oleligw |1 ~> O | 473 7.30 2. 33 2.95
i (n=961) | (n=483) | (n=118) | (n=59)
IH NP — KL 0. 642 0. 767
E% (of) © (p=0. 0071) (0=0. 6564)
BlEmE [~ R | 30074 | 32.05 | 28.32 | 31.83
V| EAL (n=961) | (n=483) | (n=118) | (n=59)
gg NF— REH 0. 942 0. 863
TH (pfE) © (p=0. 4223) (p=0. 5248)
Hlvno |1~ rg | 817 7.75 9. 00 8. 84
IR (n=961) | (n=483) | (n=118) | (n=59)
B [\y—Fri 1. 037 0. 994
(nfE) * (p=0. 7420) (p=0. 9827)

EREM H A N
NUVNT | T 2R NIVNT | T TR
L% i B s
BHEREY | LR -2.609 | -3.812 | -4.837 | -6.279
1k (n=842) | (n=464) | (n=108) | (n=58)
FER 2= 1. 203 1. 442
(pfiE) (p<<0. 0001) (p=0. 0119)
a) %/4
b) A X /100BIENE
¢) IMiEr7 LY F=> Dk
d) (mg/mL) '/4E
e) MIFIRATTIICK DGR LM OZ EEREOBREICK
0 EH
D AR IREEZTORM (HEREZ2ED) ITOWT, #55%

[A+& UZzproportional rates/means modelZ vy THH
FIE BB, 961681 (HARAN118%1ZF3) #8514
(88.6%) TdHholz. EIxEMERIZ. O@525%1 (54.6%). £
PR366%1 (38. 1%) . TMEISEK280%] (29. 1%) . HHR223 4]
(23.2%) . CINEZEELG261 (15, 8%) . HEJR129%1 (13.4%) KO
ZHHEL0061] (10.4%) TH-o7=", [6.1. 5. 2&H]

18, FyFEE

*x18. 1 {ERAHRF

RILNT 7 . N T L3 V-SRI % 3K
FHEMETRHEFITHD, BHEEETONY T I
K BKERINARET 2 Z &2k, EIRIITKEHEI L.
EIREPEM OB Z LD WARIER  OKFIRER) 25
I, Fiz, EREOIBICBNTENY T itk
DHMENCAMP O FHZHIHT 5 2 Eick D, BERLUE
DD EOEERZMEHIT 22,
18.2 NUT L NS BREEHIER

RIVNT % 2d. B SN T L3 2V, -2 AR FE BRI f
PRI w b, A XBIEBEERCBNT, EHNY LD
Vo ZHRRAN DR A 2 RERTFOICHEL 2, £/, Bk
N T L2 V-2 REFEHRMAEICBNT, TNEHHTIE
CAMPDEEAEINZRE T, N T L3 Tk B AMPDEAE
EMHILZEns. N T2 V- RIKETIER %
BLTWD I ENRINZ, BE NV T L2 2V,- 254K
12t A EEERIZ. 0.43+0. 06nmol/LTH > 7= (in
vitro).
18.3 FUR{ER

NVNTH 03 BEET v M ROA XIZBWT, HEKF
MICIREZENSE, REBEEZKFIEE, ZOEE,
N—THIREEZRZD, BHAKZ VT 52 ANEDME &
720, HEKOHHKZEME 2 OKFRIER) ™9,
18. 4 U ZREER

RIVLNTH %, S REBBEFIVICBWT, hsr=>
AT L e 24 2 AT BN BRI O TUE &
EKERNCHHIL 72, /2, BEOAERITB 0N TKAR
TERZ2R L. i 2 i s 727",
18.5 FE/KiEAER

NVNT & A%, T MIFBEABKETIVICBNT, EK
DIHET B D ARE K ONE PR 260 = B 7=,

*%18.6 05 RABETHIHIER

RIVNTZ 3, ZFRIEDS B OEHWETIVTH D pey
TR, Pkd2"™ I A KROPKT v MTBWTEABD
HERZEMHIL 720,

*%19. HMEDICET HE(LEMIME

—f&% 0 BIVNT & > (Tolvaptan)

&4 N-{4-[(5RS ) -7-Chloro-5-hydroxy-2, 3, 4, 5-
tetrahydro-1/-1-benzazepine-1-carbonyl]-3-
methylphenyl} -2-methylbenzamide

CosHo5CIN0;

448. 94

HE DRSS RIEDOM A TH %,

A% ) =)V XIETH /=) (99.5) IZ0RFTIT
<<V KIZFEEAUEBE TN,

A% ) —)ViEik (1 —50) etz RS,

s
oy T
LEE N
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20. BV EDER
7V I EO—HEERITREE#T TRIEFT S 2 &,

** 21, FEGDSRM
211 EES ) A7 EHEENE 2R E O B EYICEKT S

&

(BREEEMESRMED SR

21.2 HHAAREEZBIED S B OBIBE L VARF O 2
IZDWT T IZEMR L. B G 5 0RO AR 1M
F U LAREOEMALRMEZIZLD &ETH5ARF 050
EMEHAARERIERIIC > TORUF SN, 51T, [E
ERHERY - EFIZB W TIIFRAIRTIC S ZIEMIC K > TUH
INEZEERRELELETHEN RTINS LS, BiER
TR HIz> TRHEREEZHELCD Z &,

22. @AE
(RIVINT'% > 0D§E3. 75mg TTEJ)
208 [PTP (108X 2)]
1008 [PTP (108X 10)]
(FILINT'H > 0DEET. 5mg [TEJ)
208 [PTP (108X 2)]
100 [PTP (10%£X10)]
(RIVINT % > 0DEE15me TTEL)
208¢ [PTP (10%EX 2)]
100%¢ [PTP (10%EXx10)]
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