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JE A A PR 119111 N SR B /3
e, CK k5
B - | HHR (38.8%) . |ElESE. BUN|R & & & T, JR %
WIRER| 2 PR (26.2%) « | 15, ERERE| &5 JREL)HE, PR
M 7 L7 BEE, R (8. R, Z R R
= k& BEECG, BERR. B
H. YAZF 2 CLESR
W UE BB, €| FENE
B2 & B2 G 6z 0% BB, S, FEE %,
Rk AR E, ROk
£ L. ZH. BT
Rl LWk, IR R | B BE g5, b Al K
#E Yoo Bk g5, E PR
g, W B RE L%
10 MR B G, TR D R
PR SEZIE. B,
bl
28 IR &z J. fx M BE. %




5%t 1~5%il 19 it LA

ZOMIET . SHE  |REZ B (B M. B . U ARIETE
e AL (B, E e, M BE EE i

S, B . B BB 13T
B TRIE. | DL B, R IR EZ R,
B S| A L ARG, Y
fiiy Mg FAE. LR
H. PIEER. $hEAR
&, AfREL. B
Ak L%, 5
Wk, LDH LS., Hig

13. BERS
13.1 @
MEENIIEDTIE RV EEZ 5N,

14. BERAEDEE

14.1 FBRIRMFDER

(OD#)

14.1.1 PTPEEEDOHAZIPTPY — b 2S5 L TR T 4 &
JgEE 22 &, PTPY — POBAKIZ LY . TS E AW
BEAFIA L, I3 B L TR RSO EE 22 A4 6f
TEXPRT LD b,

14.1.2 AHNITH O LI O CTHERE 7 38 S8 5 &l 2 fiiE
J 5720, Kk LTHRHAWETH S, 72, KTIRITTAHZ &
b TX5b,

14.1.3 RANZE-TTORETIZ, KB LTIRHESERNWT &,

#15. ZOfMDER

15.1 ERFRERICE D 5%

(BREFEMESRMLED S )

15.1.1 Wk EAEEEL N ) BB EEHEZ SR E L2
HE BB (EIR L M U Y 12 B v T A HI60~120me/
HIXUE 77 2 R e S FEM#EG Lo R, FREE LR 2 # 2
ZREY Ve Y B ORI ERO3ER B 2 5 MHEALT
EAEMFEAST EA D AAIBGE 20RO b7z, &
o, FEHEMLRO2 5 A B Z 5 ALT LA OSEBUHED, 77
B REE L B L CARKIBE G TRt - 72 (REI 5196061 h47
B1(4.9%) . 7 7 & RHEASBIH6H1(1.2%)) 0 72 B, KHIHZT
HIZB T 5 HEM RO ZBR HALT LA DS CId, %5
B3~ 147 HOMIZGRD b7z (1.4, 8.5, 8.165MH]

15.1.2 HRAEEES MO ) REEZENRE LB THE
HE BRI EGUR (FRR IR Y 12 BT RFIEGHIE T 7
TR L L TRE O EM OSBRSS A - 72 (BRI
i (A FH 45 5-1£0.8% (8/96181) . 7T £ R0 2% (1/48361) ) |
TR E (RF B 5-BE0.2% (2/96161) . 77 & KH#H0% (0/483
B))o AHI & OBEIEIXETOREFI THRES . HRATOTE
BUd Ao 726

16. EYIENRE
16.1 MEE
16.1.1 BEOiks
FEHER LS B VST 5 2 15~120mg % 2205 I Bl 135 5 L 7z oo 3¢
WEIHE NS X — & % F£16-11TRTYs
F216-1 MV NT 8 v B GO I BIE ST X — ¥

5 tmax Cmax AUC: t1/2
(h) (ng/mL) (ng+h/mL) (h)
15mg 2.0(1.0~4.0) 135+53 645+ 367 3.3+1.2
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

(T + FEHEARHE . toax D A 9008 (HEFR) . 661, 30mglf o> & 1211)
*16.1.2 R{EHRS
FEHERLANS N VN T & 230 ~120mg % Z2IEIFL H 11817 H 8 SR 4%
LD MV NT 5 OISERERE IR A S N o720,
ODRZICBIT DINRETE)
OMEFIE B NV N Ty 2 15mew L H1ETH B RS L 72
D ININTF  OEYEHEINT A — 5 % FK16-2127R7 T,

F216-2 L IEFIEEE S MV NT 8 v 15mg R TH RS G- O S B RE X 5

A =%
tmax Comax AUCazn tiz
(h) (ng/mlL) (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

CPHE = BT tmax0D L (FGFR) . 101)

(FHEZEIC B DIFRETE)
PRI EE S M VNT Y 27 SmeZ L H1ET7H B E”E %S L 728
D INNINT Y v OIEYEIHEINT A — ¥ % F16-31275R7 T,

F16-3 FFHEFIERE IZ VN Ty 27 5mga TH M EF 5B 0 3£ Bhig 3 5

A=
tmax Conax AUCetn tiz
(h) (ng/mL) (ng-h/mL) (h)
#%51HH 4.2(3.8~11.8) 100 =54 1,061 =732%! 9.1+5.4%!
#%57HE 4.0(1.7~7.9)* 112+60*! 1,370+ 1,165 8.5+4.1%

CTIME = B D ARG FEFR) . 2061 %1 ¢ 166, %2 : 1561))
(ERBFEEZREMEDSIRE)
RO RS F I 0 S 121 H 120me % 28] (90mg. 30mg) |2 45
FCTH B AR 3G L 72D VST 8 » O EIHEIST A — % %
F16-4RTP WHE AT — %),
F16-4 F R ORBEES SO ) BEBREZIC ML Y 2 1H120me% 7 H B K
B G- DY BIE ST X — ¥

tmax Chnax AUCazn
(h) (ng/mL) (ng-h/mL)
#%57HH 2.0(1.0~9.0) 716 + 344 6,570 % 3,230

CPIE + FEHEAR A tmax0D 0 A (FEBH) . 12051))
*%16.1.3 EMPHES R

(MIVINT % ~0DEE15mg[b DI 1 1)
VN7 % 2 OD$ELSmgl 7 A | & 4 2 2 9 OD$E15mg % f e A S
IZFNZFNLEE( MV NT & > b L T15mg) 228 K OV 15 B ] 1 9%
H(zaAF—N—F) L. SSMUNT Y VR UR- b VST 8 2 DIl
AR HIE L, SN2 ENRE/ YT 2 — % (AUC, Cmax) 2D
T90% 12 HEIX fT3: 12 CTRERTHNT % 17 - 7255 8. 1og(0.80) ~log(1.25) ®
HPINTH Y . WHOEWFR RS HER SN,

(M K7EUTERA

F16-5 & WA 15 G O BIRE T 2 —

Cmax Tmax Tz AUCo-24nr
(ng/mL) (hr) (hr) (ng-hr/mL)
MUNTH v
OD$15mg | 109.8+34.5 | 1.940.9 | 2.940.9 | 475.9+185.9
ISR
i EQ;WOD%E 03.3+20.1 | 1.9+0.5 | 3.2+1.0 | 466.7=191.2
% FKUNT S o
ooy | o [ODSEISmE | 35.7£14.4 | 18209 (28209 |137.3% 63.2
f.}g 471 ]
Erﬁ;”om’f 30.2+12.2 | 1.8%0.5 | 2.9+1.1 |135.3% 66.2
MV TH v
OD$15mg | 88.6+39.1 | 4.6+1.2 | 3.7+1.1 |567.5+219.7
Al
g ;’;é;"’ow §7.8%38.8 | 4.8+15 | 3.8%1.0% | 555.6+215.8
?5_1 NVINTH v
(1=66) | _|OD#15mg | 32.1%16.2 | 4.5=1.1 | 3.8=1.6 | 174.5+ 68.0
% 471 ]
FAABODE g9 4160 | 4.6+1.4 | 4.7+4.1% | 169.3+ 67.3
15mg
(%1 - n=64. %2 : n=63) (Mean+8S. D)




140
1fiL
#0120
th
® 100

8
80
i
% 60
1% 40
JE
(ng/nL) 20
0
0.33
50
Ifil
e
40
®
)}1: 30
A
5
& 20
>~
i
10
(ng/mL)
0.33

1
0

r —e— KJLNT % 2 ODEELSNE BT 1 |
| ---0-- H 1\ 2 HODJi15ng
Mean+S. D. (n=54)
8 I | Il Po-
11213 456 8 12 24
06715 25 P56 O (hr)
r —e— KIJLNT & > ODgELGNEH T A |
-0 ¥ L\ A 10D 15ng
L Mean+S. D. (n=54)
[N | 1 S
M1213 456 8 12 24
06715 25 PEEBORH (hr)

F16-1 b7y 2 & L Clomgf 5RO MAT R Ok 7% L - Z2J5H)

o 140 - —e— FLAT % 0D I5mgl 71 |
i 190 - --0-- Y A Z 770D§EL5ng
h Mean=+S. D. (n=66)
) 100 F
]\
80
N ‘¢ S
5 60F e Al 1
> ry
0T g
3 /o
(ng/nL) 20 7
ST I O B 1
0112131415 6 7 8 12 24
15 2985 40 B 5 6 DN (hr)
o 50 —e— FJLNT# 2 ODGEISNE T A |
Wi ---0-- 4 1\ 2 10D§i 15ng
40 - : Mean+S. D. (n=66)
® i
)E 30 F
N |
7 i
v 20+ F's .
e 40
T
(ng/mL) ol
S T T Y Il
0112131415 6 7 8 12 24
13 20 85 43 F O (hr)
[[16-2 M7y b L Clomgi 5-RE mAEhEEE Ok 7% L - &%)
(2)’XCHRA
216-6 5 HA) 1 FEHL G R O SEWBEE /ST A — &
Cmax Tmax T2 AUCo-24hr
(ng/mL) (hr) (hr) (ng-hr/mL)
NUNTH v
OD$#15mg | 106.4=38.5 | 1.8+1.0 | 3.4=1.1 | 515.5+206.3
o |74
I FAANODE| g3 74307 | 1.6+0.8 | 3.5%1.2 | 480.3+183.6
[E; 15mg
& KU ANTH
(n25a) | , |ODSE15mg 36.6+15.8 | 1.6=0.9 | 3.2+1.4 | 146.3% 63.3
f}i‘ (474 ]
FAANODE 5y 14114 | 14208 | 3.21.5 | 134.6+ 55.0
15mg
(Mean=S.D.)

W 140 - —e— MILNTH OD§ELSME T A |
L ---0-- Y A ZH0DEE15mg
i 120
th - Mean=+S. D. (n=54)
© 100}
N ALl
80 FePhe|
/\ 1,. dQ i
7 L N
5 60 A
w40k
2
(ng/mL) 20
| | L
011213 456 8 12 24
0.3 06715 25 £ 5% OISR (hr)
i 50 —e— NLNT S > ODEISIE 71 |
i ---0-- Y LA J10DEE15mg
40 Mean=S. D. (n=54)
®)
)E 30 F
N
7 AR\
¥ oo20Hd U7
>
N
10
(ng/mL)
) I | 1 O
OpMir213 456 8 12 24
00615 25 £ 5 ORE (hr)

X16-3 ~NT 8 v & L CT1omelk GO MRk kD b - Z2iEE)

(MVINT %> 0DEE30meY D1 )

VST 2 OD$E30mgl T A & 4 A A F1 OD$E30mg % M HE R A5 1%
WZFNZENIFE( NV NT & > & L T30me) 22 IRE K OV i B a] s 1 9%
B(yuAd—nN—1) L. SSMWATE U RUR-MNUVNST Y VO
TR A E L. 5 N7 EIRE/ 8T X — % (AUC, Cmax) 220
TI0% 13 A X [ 12 THEFHRAT 2 17 - 72485 . 1og(0.80) ~log(1.25)

FFANTH D WHIOEDFEH LD HERR S 72
(k7 U ThRA
F16-7 HRFN FEB GO FEWBRE ST A — ¥

Cmax Tmax T2 AUCo-24nr
(ng/mL) (hr) (hr) (ng-hr/mL)
NI PANAE AV
OD$30mg | 207.5+56.1 | 1.8+0.8 | 4.1=0.7 |1018.1+263.8
Sy 4]
x| W 4 Z 71 OD4iE
1t | 183.7+56.9 | 1.940.8 | 4.2+1.0 |1030.9+381.3
= 30mg
% FVNTE
(0=i0) {%Pg%;iojng 68.1+21.8 | 1.7+0.8 | 5.2+1.7 | 289.3+ 76.7
FAANODE| 5g 3495 3| 18+0.8 | 5.0£2.0 | 289.8+117.0
30mg
NP ANAE AV
OD#30mg | 195.4+65.1 | 4.2+1.4 | 3.8+0.7% |1228.4+392.7
o4
B | |7aAHODRE (g5 5u671 | 4.6+1.4 | 3.8+0.8% |1215.2+408.1
% 30mg
= KV NT Y
(n=64) | _|OD##30mg | 65.5%24.9 | 4.1=1.4 | 4.7+1.7% | 354.5+116.4
Rlrgo4]
FAATODEE | 6o 3u95 0 | 45+1.3 | 4.4+1.2% | 346.6+119.2
30mg
(3% : n=63) (Mean*S.D.)




W 250 ¢ —e— LT 2 ODEE N 5 T A1 |
o - --0-= 4 1\ 2 710D§30ng
fo200F | [T Mean+S. D. (n=49)
) ‘
,E 150 F £
N -
7 i
% 100 F T
> +
i -
50
(ng/mL) T
IIER RN I 1 -
OpMit213 456 8 12 24
LF0ATLD 25 1256 O (hr)
i 100 - —e— MLNT & 2 ODEE3 NG 7 A |
i ---0-- Y LA F10DFE30mg
o 80k Mean=S. D. (n=49)
® .
,E 60
N
7 T
5 A0t :
> T
i -
20
(ng/mL) 3.
8 Y I | 1
OpMit213 456 8 12 24
033706715 25 515 RS (hr)

16-4 VT 5 b L C30mg G- IMEE iR Ok 7% L - 225Ei)

(ng/mL)

SaEs

BN S ET

pe

(ng/nL)

250

50
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80

60

40

20

0

—e— NILNT'H > ODEE30mg 7 1 |
--0--- % 4 A F10D$E30mg
Mean+S. D. (n=64)

AU

0 200 e LTS 2 ODEE3NE 1 |
i --0-- Y A 10DFE30mg
200 Mean=+S. D. (n=55)
&)
)'L 150 F
I
2
% 100
>
i
% 50
(ng/mL)
8 I Y | Il Il
011213 456 8 12 24
030671 25 £ ORI (hr)
" 100 —e— FLNT# > ODSE3O 7 1 |
I --0-- Y A A F10DEE30mE
80+ Mean+S. D. (n=55)
®)
fb 60 -
I
&)
¥ A0t
=
b
20
(ng/mL)
) S Y B | 1 1
0411203 456 8 12 24
D071 25 $2 156 ORI (hr)

[K16-6 NIV NTH & L T30meheG-B MAEHEE (KRB ) - 22ERE)

(MUVINT 5 VEERN%IT DA 1)
VST B BERII% T A & A A 7 Bk % % R A B IS E R
ZN1.5g( MVNT 5 & L Clomg) Z2fE RS K O A 14 B R L #5- (2
024 —N—=#k) L, S- b WNTH VR UR- NVNT 5 2 O S i E
ZME L7z BNy ERE XS X — & (AUC, Cmax) I22W\T90%

(R I CRRAHARAT & 17 o 7246

-, 1og(0.80) ~log(1.25) DHEFHA

I R
112131415 6 7 8 12 2
1525 35 45 2 5 O (hr)

—e— NILNT'H > ODSE30MEH 7 1 |
---0--- H 2 Z }70D§i30mg

F T Mean=S. D. (n=64)
L }3(0; -
¥ 1} -
L el
b O
fe]
%5
ANEEEE NN | I
112131415 6 7 8 12 2
15 25 35 45

F G DI§HH] (hr)

B16-5 b Ty b L C30mgk GO MAE P Ok 7%z L - f1fk)

(2)7KTHRA
216-8 £ WAL et GO S BRE /ST A — &
Cmax Tmax Tz AUCo-24nr
(ng/mL) (hr) (hr) (ng-hr/mL)
MUNTH v
OD#$£30mg 150.3+57.5 | 2.5+0.9 | 5.2+1.3 |1082.4+407.9
IR
x|\ 4 4 A 7 ODSi
i Pt 158.9+51.0 | 2.4+1.1 | 4.7+1.3 |1087.6+377.1
i 30mg
% FUNT S o
= OD#£30mg 47.1+20.9 | 2.4=0.9 | 6.5x2.2 | 304.4%114.6
=0\ R |Fy 1]
FAANODIE| 5 5a900 | 2.3+1.1 | 5.7+2.3 | 306.7+110.8
30mg
(Mean+S.D.)

TH Y WHI O FRZEMEATRERE S 20,
F216-9 &HFH1 . 5gik G-I BIRE/ ST A — &
Cmax Tmax Tz AUCo-24nr
(ng/mL) (hr) (hr) (ng-hr/mL)
% | f%?j;;iﬁm 73.1220.1 | 2.3£1.0 | 5.62.6 | 498.9+182.6
[EREEN -
(o 4 AT BRR% | 80.8%28.6 | 2.3+1.0 | 5.0+1.2 | 507.4%214.3
= g 1@’?:;3?55@*“ 24.6% 8.6|2.3+1.0 | 6.7=2.4 | 153.6= 63.5
(n=49) | fk -2
FLAHWRI% | 27.5=11.7 | 2.1=1.1 | 6.3£1.6 | 154.4% 73.1
MVNT 5 R
& %l%wr]“ 114.3%36.1 | 3.9%0.6 | 5.0=1.4 | 759.5=228.3
% 4 A7 WK% | 113.0%36.9 | 4.3+0.9 | 5.0+1.2 | 749.6+202.4
pa S —° N e
(nff%> R &jm;ij%m 32.3210.9 | 3.9£0.7 | 5.6+1.2 | 192.9% 57.6
S o mRI% | 3232115 | 12207 | 5511 | 19012 505
(Mean=S.D.)
—e— NIUNTH R %571 )
oo A ATIERL 1 %
Mean=S. D. (n=49)
(ng/mL) 20
) N I | 1 1 -~
0411203 456 8 12 24
033706715 23 5B OIS (hr)
o S0 e NLNT S VR %TH T
i -0 -- Y AANERL 1 %
40 F Mean+S. D. (n=49)
<|1§>
) 30F
N
VA -
¥ 20} ‘
P -
i ! |
E 10 ‘
(ng/ml) ¥ 0w
RN I B ol
UMit213 456 8 12 24
L UATL 25 $5 % DI (hr)

K16-7 FVINTH & L C1omet 5B oo M4E i iE (225 k)



W 140 = e NVNT S R L %A
aﬁ 120 F : ”0"'&.&7\77%&1 %
By Mean=+S. D. (n=26)
({9 100 b
IS
80 T
N s
% 60
® 40FT¥ -
lg ‘>~~_
(ng/mL) 00 T EsS———
) I | Il Il
0112131415 6 8 12 24
b RS HORSH (hr)
" 50 e MLNTH kL1 % T |
i o LA L %
40 F T Mean+S. D. (n=26)
®) :
)}I: 30 F
N
A
& 20F T
> J
i il
E 10
(ng/mL) Lo )
) | 1 1
0 112131415 6 8 12 24
1 25 85 45 256 DR (hr)

H16-8 N NNTF vk L C1omg - oo Ifi4E rhife s (£ %)

MAEHEREE 7 & OICAUC, CmaxZ /85 A — 413, g oER, K
TEOFRIAIEL - BEM S ORERL R X > TR 2 WREED D 5,

16.2 MR

*16.2.1 BEOHE

ERERLAC M VN T8 2 15mga BRI G- L 72 F, 22k 512k
NABPEG T Cra L WAUCIEZ 2N 3B R O METH - 727,
TR N VN Ty 2 60mg't XAZ90mg'? & Hi Ik 4% G- L 721, 22
BB 512 AR S T Cnald E 2N ARSI 02,065, AUCIE
FTNENLIERDL.OETH > 72 (WHEIANT— % )0

16.2.2 #E@MHINA T TPRALSEUFT ¢
TEFERL AN BT B RO GO N A + 7 XA 58 T 1 1356% T
Ho 2 HEANT %),

16.3 9%
b MIEEEEEFIE, 98.0% L ETH - 7Y (n vitro. RAVA#EE) o

16.4 {5
FUVNTH U, B MFI 20V —AF b2 10— APAS0D 5 FHED 9
B, FE& LTCYP3A4IZ L W RE S DY (n vitro) - [10. Z:H]

16.5 Bkttt
BERER A, MC- F VN Ty 2 60mg % 22 R 12 HE Al RE TR 5 L 72
P R OTRPIZZNZENIES L 72T RE D58, 7% [ UM40 . 2% A3kl S
7o REUEOFEF K OIRHORIEEIE, 225/ 018.7% /% 1
1%KGTH - 729 HEANT— %),

16.6 JHEDERZEIDEE

16.6.1 BiEEE=EEE
EREOREOR LR IWHRE (7 LT F =2 )7 T Y A<30mL/
min, 7L 7F=r 7)) 7 T2 A=30~60mL/mink N7 LT F =
)79 v A >60mL/min) I M VST Y 2 60mek 5 L7z D AUCHE,
ZFNZFNT7,360ng - h/mL. 6,980ng - h/mLJ% 183,890ng - h/mLT& -
72o F 7oL IMUEE R EERL >R, 22 1.2%. 0.6% K U1.0% T
& o 7o IMGE Rz EER 32 % v TR L 72 IS e BT O AUC
. ZLT7F=r )T I A<30mL/min, LTIy T )T Ty
A=30~60mL/min X N7 L7 F =277 T A >60mL/minTZ i
Z171.8ng - h/mL. 36.4ng - h/mL % 0837 .5ng - h/mLT& - 7219 (4}
EIANT—%).[9.2.35H]

16.6.2 FHigREEZEEE
VIR IS VN T Y 2 15mgk #5 L 72O AUCIE, &8 EE TR
“ f# # (Child-Pugh/r A X 1EB) T1,618ng + h/mL. & Jif [ £ B %
(Child-Pugh%HC) T2,172ng - h/mLT& - 7217 (FREFIHMT) o

16.6.3 SR (65 L). 147l
FIVNT S v OFEYEREIILAE G KON & 2 B bk
o729,

16.7 EYHEEIER

16.7.1 & vaFV—=Ib
R AIZ BT, B ARCYP3AADMEMREMEFT A7 hat v —)b
200mg& MVNT 5 30mgP OB L) . MIVNTE 2 DCra K ITAUC
ZZ NN 5RO MEI %720 (BHEA T —4).[7.1, 7.8, 10.2%&
1]

16.7.2 Z)LaF+V—Jb
I BT, P OCYP3AADHENEH 2 A4 5 7))V a) ) —)
200mg& MVNTF 2 30mgP OFFHIZ LY . MIVNTF 2 DCra L UPAUC

FENZENL 8RR UB.0f5 12 > 7220 (ME AT — 5 )0[7.1, 7.8, 10.2&

18]

16.7.3 JL—TI7)I—YIa1—2R

R AIZBWT, PV NTF 60megx CYPSA4D HEEIH 264527

L—=TI7N—=0 T 2—=AZL VIR L7208, PV NT % 2 DOCrax . NAUC

FENZENLIE RO 72V (BN T —%).[7.1. 7.8, 10.2&

1]

16.7.4 YT 7VEYY
HERERAIZB VT, CYPSAADFEMER A AT %) 7 7 » ¥ »600mg
E RN TE 2 240mgP DHFHIZE D RV T F 2 DCmax k. FAUC
ZENENL/6R UL/ 7% - 729 MEINF— %), [10.251H]

16.7.5 Yd¥v v
R AIZBWT, PHEHDEE CH S Y T 20.25mge ML
T 0mgDPEHIZE D, ¥ ITF T Y DOCuat FAUCIE, FNZEN
1.3MER VL2012 5720 PVINTH 2 DCrax & AUCIE, WG
270 5 722 (HEAN T — %) . [10.221]

16.7.6 ZDfthDEX

B AICBWT, CYPSAADOHETHHU/NAY F »80mge MV
INTH 0mgD I L ), ONA Y T DOCuak FAUCIE Z 11
FNLMER L ME 5722, aNA Y F 80mgs bV INT ¥
2 60mgDPEHIZ L ) M IVINT H ¥ DCax & AUCIE W F LB 1. 26512
Lol WEANT—% ),

CABIREFEIZB VT, CYP3AADIETH LT I 441 200mgk b
WINT B 2 O0mgDEIZ L 27 34 &0 v O BEIREDZELIZ5%H:
WCHo7®HEAT—5),

AEEERAICBWT, CYP2CODEE TH LTV T 7 ) »25mgk b
INTH 60mgDPEHIZE Y, R-UVT7 7Y Y ES-T LT 7)) Dk
WEHE XS 2 o 129 BEANT— %),

EEERAICBWT, FIWNTF 230mg™ & 7 a3 F80mg & D
&, PUNTE Y DCuax X AUCIE VTN DL . 2[F1C 5720 b
FozuouF7Y F100mge OFFHICE D, MV NT S ¥ OCna L T
AUCIRZALL e o7z PUNT Y v id70v I FROE Fuz o
OF 7Y NOSEWHREIZHEL 52 b 120 WMEAT =% ),

16.8 Zith

{MIVINT %~ 0D§E7.5mglY 71 1)
MV T7 % »OD§E7.5mgl 7 A4 NIEBBENIIEDS &, PN T s v
OD$E15mgl 47 A J& AW RIS L e Sh7e®,

H)RAOKE S NI H R, OR4IC BT 2 K 15me. IFHZIC BT 514k
WEHERT  Smg e O Ye B AR BRI 2 361 0 5 B 60~120mg T % o

17. ERFRRLE

17.1 BMRULZLMEICEET 5558
FVNT 8 LV EEO R LT ISR .

(DARZICBIT BIFRETE)

17.1.1 ERNSEMERER
D FIRIE % PEG LT ORBIFRADRO HND ) oI AEREZ
W LD EERLEEBRICBWT, PUNTY U 15mgiE T T
RZ1H1E7H MR O%S L 7,
FEFHME H T 2 ez 5ok EZLE L. PV NT S 2 15mglf
-1.54+1.6lkg(N— 2 F 1 > :59.42+12.30kg. 53%1) (EIHfili = fE itk
Rz, TR 77 2 R#-0.45+0.93kg(N— A F 1 ~ : 55.68+
12.60kg. 5760) TH VY. bNTF LEETIX, 7T RBEICHE LT
HELEERDHPRD 572 (p<0.0001. thHoE). KERHA TG %
HE&hao PGz U kbt L7z (M17-1) 0 F 72, miedl 5
W2 BT B EFIE AR S T R GREERIRARSR. IFIE K. TFIBGRIE) AT
L72(%17-1).

1,
0.5
R i AR SEE S T St e &
§*0.5*
1t
#®oo-lF
(kg)
-1.5F
—o— 7' 5 REE (n=57) *
-2 F—e— RMLNT# > 15mghf (n=53) S+ R
#3% 1 P<0. 01 (vs 7 T AR EE, thiiE)
Il Il Il Il Il

2.5

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

R B —
B17-1 GRS 12 BT 2HEDON—2 T 4 256 0L (77 2R L
O EERILBER)

_8_



F17-1 DERFIEI RS It OZAL (7T £ oK & o ZEE b EEi)

PRI D AT bVoNT' 8 2 15mght 77 REE
IR IRZA L (cm) -2.03+2.81 -0.51+1.18
[B144] [27] [19]
iR 224 it (em) -1.07+0.89 -0.35+1.00
[B1£4] [18] [17]
TR (%) 63.9 42.1
L1 [23/36] [16/38]
(Pl + PR w22

BIVET S B &, 53012961 (54.7%) TH > 720 ERBIVEMIL. 15
91 (17.0%)  fHAL6MH (11.3%) #HIRSHE (9.4%) I OME 21351 (5.7%)
Tdh o722 0 [8.75H]

(FFEZEICBIT DIFRETE)

17.1.2 ERNSEMEEER
D FIIRIE % FEG LT ORBITE RO SN L IHEREZ TR E L
OEERIEERBRICBWT, PUNT Y 27 5mgiE 7T RE1H
117 H R %5 L 72,
FEFHIIEH T 2 w5 ok EL{bmid. PN T S 7 5mg
PE-1.95%1.77kg(N— 2 F A >~ 1 59.35+12.69kg. 821) (FIfil + 1=
R, DT, 79 R8-0.44+1.93kg(N— 25 1 >~ :159.15
+13.15kg, 806I) TH Y. PN T ¥ L EETIE, 7T REEICHEL
THEREREFD DD 51072 (p<0.0001, thE). RERHA IEH
BHIYARSNIRG WM 28 Uk L7z (M17-2) 0 ik GHC B
B IFPEERE AL ) B L (k= IR, PRI ) 25t L7z (3R17-
2)o F 72y ERAAEIR (M. BRI, AL C ORI, I R
. EHIREE) b L,

1.5F
1k T T 3
0.5+ T |
S NSRS NSO NN NS SO SO O I
2
£ 0.5F
=
(ke) -1p
-1.51
—o— TR
—9F—e— MILNTH 7. SmghE
) S fil 4 KU 2
-2. 5 L L L L L L L L
~N—X IHH 2HH 3HH 4HH 5HH 6HH 7HH
14>
B = o
WAL i3 (80f1) (78f1) (7981) (741 (73 (714) (7081) (71651)

MIVNT 5 27 gl (82451) (82451) (814]) (81451) (7815) (7644)) (75(si) (754)
[17-2 FFEFEERE BT AREON—AT A O hbDELE(FILRE
O ZHERILBGAE)
F17-2 TR AE ) BT RO (75 R & o " EEHIERER)

IR L4 5 BT R FVoNT Y 27 5mghf 77 R
JAKZAL R (mL) -492.4+760.3 -191.8+690.8
L% [82] [80]
2L E (cm) -3.38+3.56 -1.11+3.67
[B1%] [81] [79]
IR (%) 54.8 28.3
[B1%] [23/42] [13/46]
(P + R 2E)

BRI S B (X, 826813761 (45.1%) Th > 72 EREBIEMIL. 18
1160(13.4%) . #EIR6HI(7.3%) « HEL3BI(3.7%) I OASIRAESH (3.7%)
Th - 720, [8.721]
(ERBHREEZREEDSIRE)

*17.1.3 S MHEFERGER
WROAREES RO ) REEE 1,440, HARANEELTTH % &)
ERRE L ZEERILERABICBWT, MV YT S 45mg/15mg.
60mg/30mg. 90mg/30mgX 7 T AR %W, 4 1H2l34 M1 14% 5
L7,
HRE L7 HROAREEL SO ) REEG L. LTOEGE2H2 L
720 2078 (HEIME18HE) DL S0 LLT . @ME1E % B4 /i31LH LI o 2
L7 F =275 AH60mL/minbh b, @MEFELEM K OMRIZ X
) BEAE OB A L HEE S B (B RE750mL L) o
513, 1H60mg (#45mg. 4 15mg) & U BitE L. BAEMEATRO S
12, 1H90mg (#60mg. #30mg). 1H120mg(¥i90mg. 4 30mg) & 1.8
LA L, S HERE SR MR VT AR 2 e K i & BAE RS L 7
FEEFFREEH TdH 5 iS5 OLEDOBER 213-2.7%/4E ( F VN
Ty U 2.8%/EDHM. T T b REE 5 5%/ED) &b,
T RBIZHRPUVNT S DBETERZHZICHD &8 0<
0.001)c F7o. WHROAEEL D ) B ORAEIRIZE T 284
FEMIE B (B R EEEAL. BOE. SIEE L, 7V 7 I VIREAL) 2B

_9_

WThH, HEANY VORI A7 FHEIWD S (FK17-3), #
ERMIEH O£ H R OBEHREOZILOKFIC OV TIE, £17-3I12R
To HARNISERICBO T FABEREETH -2V,

F17-3 RS 580 ) B B 2 K AFHIE H O fF 4%

SRER H AN
};py/%;y 75 LR “”‘/’%Zy 75 LK
GO LA | Ll 2.80 5.51 1.27 5.04
(n=819) (n=458) (n=106) (n=58)
BEM 2 -2.708 -3.770
(pfit)® (p<0.0001) (p<0.0001)
BEFMEE (12 MR 43.94 ‘ 50.04 40.98 ‘ 51.87
(n=961) (n=483) (n=118) (n=59)
NF— FIE 0.865 0.771
(pfiH)" (p=0.0095) (p=0.1281)
EREETAL [~V MY 1.85 ‘ 4.84 1.33 ‘ 8.25
(n=961) (n=483) (n=118) (n=59)
" = R 0.386 0.167
& (pf)? (p<0.0001) (p=0.0011)
| ANV NEY | 473 7.30 2.33 2.95
f (n=961) ‘ (n=483) | (n=118) ‘ (n=59)
It[ﬁ NF R 0.642 0.767
- (pfit)? (p=0.0071) (p=0.6564)
& [FIEE(L [£~> M| 30.74 ‘ 32.05 28.32 ‘ 31.83
e (n=961) (n=483) (n=118) (n=59)
2 NF— FIE 0.942 0.863
% (pfit)® (p=0.4223) (p=0.5248)
TV TIy A~ Y| 8.7 7.75 9.00 3.84
B |REfL (n=961) (n=483) (n=118) (n=59)
= R 1.037 0.994
(pft)? (p=0.7420) (p=0.9827)
BHE OZAt |2 kY -2.609 ‘ -3.812 -4.837 ‘ -6.279
(n=842) (n=464) (n=108) (n=58)
TER 2 1.203 1.442
(pfE)® (p<0.0001) (p=0.0119)
a) %/

b) A N> b /100815 N4F

d) (mg/mL) V/4E

e) MBI A ET VIC & 2358 L R OZ HAEHIEOMEIZ L ) H il

)4 X2 MNEE T TORR (FRE2&8) 12w T, %58 % KT & L Zzproportional
rates/means model & H\ > TH
BIE A FSBUERE L, 961651 (H AR AN118%1 % & Er) #1851 %51 (88.6%) Td -
7o EZREIERIE. 11852561 (54.6%) . £ )K36661(38.1%) . & HAHIK
280%1(29.1%) . #IR22361(23.2%) « TN EZ 115261 (15.8%) . SHIE129
1 (13.4%) K 0% 5410051 (10.4%) T - 72°2[5.1, 5.2% 0]

18. EZpEIE

%18.1 {ERKERF
MNVINT Z iE, NV T U Vo BARETUE R & SRR & 5
LHEKNTHY ., BEAETONY T LY LI X B KERINZHEST S
S XD RN R F L. R o3I % b 2 IR
e OKFRIER) 2R $%, F720 £58ME0 BBV 7
Ly I X BMIENcAMPO FERAZIIHIT 2 2 L2k ), BERLOE
D) N DK% I 55,

18.2 NV TL Y IV-ZHHENIER
FUVNT S L E, B bV T LY VR RBEREBMR R T v b, A
X ERHEERIZBNT, ERANY T LY Y OV B EANDOREE % i
FEARGERNCIHE L7z T2, B IV 7L Y Vo HRSEIC B
WT, ZNHH TIEAMPOEAEMZ RS T, NV TL Y Itk
CAMPOREEZIHI L 722 L, NV T LY VoS BRI %
HLTWBEIEDIRENT, NV T LY UV ZHRIIHT T 5 B
FEHUE. 0.43+0.06nmol/LTd - 7% % (in vitro) o

18.3 FUERIER
FMVISTH i, HES Y P ROA R2BWT, JHRIRFEWICRE %
WS E, RRBEZRT &EZ, 20L&, V- TFREL TR,
D, HHEAZ YT I Y AHEOMEE 2D HHEAKOHEZ BN S 47
ORFIIRAER) 9 37,

18.4 $ZRE(ER
MVNTE E, Ty MEEETIVIZBWT, B9 7 = ViR ETELD
L A F 3 VSN B0 U F R R IR L 22 F 72,
HELIA SR B CTRFRERZ 7R L. BER 28R S 67259 9,

18.5 FEHKEAMER
FVNTE 2 id, Ty MFREEEKETFVIZBWT, JHKDIEETH
LRER OJEH % A S 2721,

*18.6 O3 IAEETINFIVER
MVNTH i3, ZREDO ) BREOBWETIVTH Dpey~ 7 AL
Pkd2"® <% A K UFPCKT v M 2B W TE RO WK 2 IH L

-43)
7240-43)



19. B ICRAAT 2IBLEMAR

—f%% : N VN7 s v (Tolvaptan)

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

SFR : ColzCIN03

NDFE 1 448.94

BEx

Tz

CH3

T Ot AR

MR BRI EOR R TH L, AY =V iFy /) —
J(99.5) IZRREITIZ (L KIZIFEALBE T e A ¥ ) —
Vi (1—50) I e etk 2 7R S 7 v,

*21. ARG

21.1 JeREEMOEIE ) A 7 FEETI AR 2 KBLU» s N D &
TOM., EHEH)Y A7 EFHEEIE 2 REO L, #MUIIERTLZ L.

(BLRBHFEEZRMED SEE)

21.2 HEREEL D ) BB OERBER AR DY A7 12oWT+H4
WCEE L. B9t R osE R RER MG - bV 7 2R EOE 2
MAEZIILO L T2 KFOBIEMER S THE R BRI L > TORMLS S
. E502, EFREE - HRIZBW TP RN LY FERIZ L - Tl
FEaNZ 2R L ETHADR 2 EIND L), BENRGFEICH/z-
TUERBEL#H LD &,

22. @&
(MVINT % >0D#E7.5melY o1 1)

PTP : 208 (1082 X 2) . 1008 (1052 x 10)
(MIVINT % 0Dfg15megY o1 1)

PTP : 205 (105 x 2). 1005 (105 x 10)
(MUINT % ~0DiE30mMgY o1 1)

PTP : 10%& (108€ x 1)
(NMLINT 5 V58RI %D D1 1)

NT o 30g
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