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wER Tmax Cmax AUC ti/2
(hr) (ng/mL) | (ng - hr/mL) (hr)
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

(mean=+SD, Tmax® & HRAE (HiFH), 66, 30mght D & 124)
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Tmax Cmax AUC24nr ti/2

(hr) (ng/mL) | (ng - hr/mL) (hr)
¥51HH | 4.0(1.8~5.9) | 258+95 | 2,057+795 | 6.6+2.1
¥57HH | 3.9(2.0~6.0) |256%+102| 2,173+1,188 | 6.8+2.2

(mean=+SD, Tmax® & (i), 106])
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A=

Tmax Cmax AUC24nr ti2
(hr) (ng/mL) | (ng - hr/mL) (hr)
B51HH |4.2(3.8~11.8)| 100£54 | 1,061 £732%1 |91 +5.4%!1
BE57HH |4.0(1.7~7.9)%1{112+60%!|1,370+£1,165%2|8.5+ 4,1 %2
(mean+SD, Tmax® ZH i (FEF), 200, %1 : 166, %2 : 15f)
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7.5mg) BERERA S I B R R OV RZICEERE O G LT
WS- N LN TS U RUOR- MU TS U EEEZHIE L. B56
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FEX RIS THREHRIT 21T - 72458, 10g(0.80) ~log(1.25) D
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(1) #EREF - KH WIS
MRS FUNT 5 VB EHERS (R RS - Kb D #%5)
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60
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i so -0— % 4 2/ OD#$E7.5mg
g 20 mean%SD, n=20
h
S 401
]\
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2 304
4
® 20
B
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0 T T T T T '

0 4 8 12 16 20 24

FRgfH (hr)

HMBIREIST A — 7 (S-FUVNTF >~ MRk - Kb D #HR5)
AUCo-24hr Cmax Tmax t12
(ng - hr/mL)| (ng/mL) (hr) (hr)

NLANTF5 2 ODSE| 224791 | 39.9831 | 243 | 465

7.5mg[DSEP) +79.741 | £14.1678| +1.05 | +1.12
223558 | 39.6829 | 2.00 | 5.09

YLANODSETEMG | L 7g'03 | 192477 | +0.97 | +131

(mean=SD, n=20)

MEEHFR- S UNT S BB GRER - Kb D5
(ng/mL)
204

-~ LN % > OD$#E7.5mg[DSEP |
-O— % 4 XA ODEE7.5mg
mean=+SD, n=20

RN S AR HE

0 4 8 12 16 20 24
i (hr)

HEYBIREINT R — % (R-NUNTE > gl - kb #RE)

AUCo-24nr Cmax Tmax t1/2
(ng - hr/mL)| (ng/mL) (hr) (hr)

FVNT 5 2 ODSE|  67.082 13.2868 2.35 6.29
7.5mg[DSEP | +25.041 +5.5938 | £1.05 | £1.51

67482 | 132173 | 205 | 663
YLANODSTIMG| o013 | 439084 | £1.07 | +1.84

(mean=*SD, n=20)
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¢ (hr)

HIFREIST A —7 (S-S UNT & > Mk - K LIS

AUCo-24hr Cmax Tmax t1/2
(ng - hr/mL)| (ng/mL) (hr) (hr)

FUNT & ODSE| 238.014 47.8380 2.00 4.54
7.5mg[DSEP | +88.622 | £17.4696| +0.81 | £1.33

223771 | 488260 | 155 | 4.05
YLANODIETSME | )06 505 | +2].1818| £0.48 | +1.37

(mean=®SD, n=20)
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30+
—— LN H »OD$E7.5mg[DSEP ]
—0- % L2 HODIT.5mg
25 mean+SD, n=20

20

FIE NS, S A BEE
o

0 ; : - : T ®
0 4 8 12 16 20 24
¢ fil (hr)

HMEREIST X — % (R-FIUNTF > Ml - Kz LIS)
AUCo-24nr Cmax Tmax ti/2
(ng - hr/mL)| (ng/mL) | (hr) (hr)
FUNTH 2 ODE 74.645 16.1690 1.96 5.67
7.5mg[DSEP | +30.714 +7.5447 | £0.75 | £1.65
70.231 16.5828 1.50 5.46
VAANODSTSME | 437053 | +92182 | £0.46 | £1.70

(mean+SD, n=20)

(3) B#% - KRS
MEERS- b IVNT 5 REHERS (B - Kb DIRE)
(ng/mL)

60
—— LNTH > OD$E7.5mg[DSEP ]
—O0— %4 ZHOD#E7.5mg

mean+SD, n=35
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N
(=}
L

20+

WBECNN S S 0 BEE
w
S

0 4 8 1‘2 16 20 24
R (hr)

HMENREIST A —F (S-NIUNTF Y B - Kb DS
AUCo-24nr Cmax Tmax t12
(ng - hr/mL)| (ng/mL) (hr) (hr)
FNUNTF& > ODSE| 233215 | 446032 | 3.16 | 3.75
7.5mg[DSEPJ +73584 | +13.0711| +1.19 | +0.96
244673 | 46.8480 | 3.26 | 3.76
YAANODIRTIMG | L gq 507 | +180232| +1.04 | +0.84

(mean*SD, n=35)

MEEHR- BN TS 2 REHERS (R - Kb D RS)

(ng/mL)
207
—— L% > OD$E7.5mg[DSEP ]
i —O0— # 4 ZHOD#E7.5mg
¥ mean+£SD, n=35
o154
R
]\
v
N ]
5 10
4
v
i
E 5
0 : : ’
0 4 8 12 16 20 24

¢ (hr)

HBIEEIST A —F (R-FUNT Y > B - Kb DRE)

AUCo-24hr Cmax Tmax ti/2
(ng - hr/mL)| (ng/mL) (hr) (hr)
MLNT % OD#E 68.217 14.3254 3.03 4.85
7.5mg[DSEP] +20.729 +4.4840 | £1.08 | £0.91

71.146 15.2159 3.08 5.28
YVAANODETSME | 155014 | 264171 | £1.08 | +1.45
(mean+SD, n=35)

(4) B# - KLES
MEERS- SN T S BB (&% - K LS)
(ng/mL)

60
—e— ML % > OD$E7.5mg[DSEP)
—O— ¥ L A HOD#E7.5mg

mean=£SD, n=36

B [9)]
o (=}
L L

REHE QN o BEE
w
S

20+
10+
0 ‘ ‘ : ‘ ‘ ‘
0 4 8 12 16 20 24
il (hr)

HEREISS X — & (S-S AUNTH Y BB - K LEE)

AUCo-24nr Cmax Tmax t12
(ng - hr/mL)| (ng/mL) (hr) (hr)
FLANT7% > OD%E 218322 | 396110 | 467 | 335
7.5mg[DSEP) +98.900 | +17.8366| £1.68 | +0.82

226384 | 37.9014 | 515 | 343
YLANODIRTSMG| 109198 | +162267 | +1.78 | +0.81

(mean+SD, n=36)

M#EFR- bVNT Y BEEHERS (B - K7e LIRS)
(ng/mL)
207

—— L% > OD$E7.5mg[DSEP ]
—O— % 4 ZHOD$E7.5mg
mean+SD, n=36

WBENN S & A BEE
=)

0 4 8 12 16 20 24
i (hr)



HMBIEIST X — % (R-NIUNTH > B - Kz LIkS)

AUCo-24hr Cmax Tmax t12
(ng - hr/mL)| (ng/mL) (hr) (hr)
NUINT & 2 ODE 69.885 146116 4.63 3.98
7.5mg[DSEP] +31.314 +87105 | £1.67 | £0.82

72.029 13.4974 4,97 4.01
FLANODETSME | 34008 | +6.4370 | £1.72 | +0.86
(mean+SD, n=36)

(MULINT9 > ODEE15mg[DSEP])

MULNT % > OD#E15mgIDSEP ] &4 4 A7 OD$E15mg % .
TJUAAF—=N—=FIZEDZNZNIE(IMANT Y ELT
15mg) R A B FICH B R A O BZICHEERE O S U CmE
HFS-MULNT YV RUR- MW Ty VBEERIE L. B5h
7o Y BIRE)N T X — % (AUCo-240rn Cmax) IZ 2V TI0%IEHH
XIS TREHEIT 21T - 72/ 5R. 10g(0.80) ~log(1.25) D
FTH . WHOEMEOREESHERI WD,

(1) #B8REF - Kb WIRS
MAERS- MU TS VBEHER ERE - KbV IE)

(ng/mL)
100 1
-8~ LT % »ODSEl 5SmglDSEP]
m -O— % LA A/ OD$E15mg
# 804 mean£SD, n=19
th
S
]\
n 607
N
3
J 404
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|3
201
0@ . . . . : ;
0 4 8 12 16 20 24

FRgfH (hr)

HIBIREIST A — 7 (S-FUNTF > Ml - Kb D #R5)
AUCo-24hr Cmax Tmax ti2
(ng - hr/mL)| (ng/mL) (hr) (hr)
MUNTF % > ODSE| 439.255 70.4314 2.55 4.72
15mg[DSEP] +165.934 | £22.9470| £0.86 | £0.78
415.240 73.7260 2.26 4.67
YAANODFEISME | 163604 | £25.4429| £1.08 | £0.97

(mean%SD, n=19)

M#EFR- b INT Y REHERS (HERE - Kb D #%5)

(ng/mL)
40
-~ LT »OD$El SmglDSEP]
I -O— # A4 Z2H0D#E15Smg
3 mean+SD, n=19
f 304
R
]\
e
5 201
k4
v
b
K 10
0 T T T T T ®
0 4 8 12 16 20 24

¢ fi (hr)

HIFIREINT A —7 (R-bUNTH > HafkE - K D IE)

AUCo-24nr Cmax Tmax t1/2
(ng - hr/mL)| (ng/mL) (hr) (hr)

FVNT 5 > ODSE| 135312 23.4500 2.45 5.93

15mg[ DSEP] +48015 | +7.8686 | +0.78 | +1.49
126123 | 245511 | 221 | 582
YLANODIELSME | 40 998 | +95209 | £112 | £1.38

(mean®SD, n=19)

(2) #EREF - KRUIRS
MEEHRS- SNT S BB (aRR - K LES)
(ng/mL)

120
-8~ LT »OD$El SmgIDSEP]

-0— % 42/ OD$E15mg
mean+SD, n=20

—

o

o
L

oo
(=]
L

BB, 70 BEE
IS o
S <)

0 4‘1 é 1‘2 1‘6 Zb 2‘4
B¢ (hr)
ERMIBHEEIST R — & (S- NULNT & Y Mafal - ki LiRS)

AUCo-24hr Cmax Tmax t1/2
(ng - hr/mL)| (ng/mL) (hr) (hr)
MUNTF % > ODSE| 474.039 86.7602 1.86 4.32
15mg[DSEP] +255.849 | £32.2135| *£0.63 | £1.21

457.401 87.2240 1.86 4.15
YLANODEISME | 1941 705 | +27.4978| +056 | +0.78

(mean=SD, n=20)

MEEHFR- M UNT S > REHERS (AR - K7 LIRS)

(ng/mL)
504
-~ RLNT % »OD$El SmgIDSEP]
™ -O— % L ZHODEEL5mg
401 mean*SD, n=20
th
R
k |
5 30
VA
5
¥ 20
>
b
i3
104
0 T T t T T »
0 4 8 12 16 20 24

¢ fi (hr)

HBREIST A —F (R-FUNTE Y Ml - Kk LIRS
AUCo-24hr Cmax Tmax ti/2

(ng - hr/mL)| (ng/mL) | (hr) (hr)

MUNTF % > ODSE| 147.574 29.4882 1.83 5.62

15mg DSEP] +03403 | +14.4398 | £0.65 | £2.06
141347 | 292815 | 176 | 523
YHAHODERISME | oo 336 | 11,9470 | +0.61 | +0.72

(mean=*SD, n=20)

(3) B - KBRS
MEERS- ML T8 o BAREHERS (R - Kb D #RS)

(ng/mL)
100 4
-8~ LT »OD§El5SmgIDSEP]
m -0— $ A ZHOD$E15mg
#8041 mean=+SD, n=36
th
3
N
v 60
A
7
J 404
i
|3
20
0 T T T T T 1
0 4 8 12 16 20 24

FRefH (hr)



EMBREIST A — ¥ (S-FUNT Y Y Bi% - Kb DIRE)

AUCo-24hr Cmax Tmax ti2
(ng - hr/mL)| (ng/mL) (hr) (hr)
MULNTH 2 ODEE| 464.322 67.8125 421 3.98
15mg[DSEP ] +192.781 | £22.8344 | +1.86 | £1.02

435.169 63.1572 4.49 3.91
FLANODEISME | 176560 | £23.1192| £2.01 | £0.99

(mean=*SD, n=36)

MEEHR- BN TS SRR (R - Kb D RS)

(ng/mL)
304
—— L% > OD$E]1 S5mglDSEP |
I —O— $ 4 ZH0OD#E15mg
4 mean+£SD, n=36
h
R 20
]\
v
N
S
4
# 101
3
0 T T T T T T
0 4 8 12 16 20 24

R (hr)

HEYIBREIST A —F (R-NUNT Y B - KD DS
AUCo-24nr Cmax Tmax t1/2

(ng - hr/mL)| (ng/mL) (hr) (hr)

MULNT % 2 ODSE| 132.654 21.2120 4.13 4.26

15mg[ DSEP) +56.924 | +7.8189 | +1.95 | +0.94
124.604 | 190.6693 | 434 | 422
YLANODIELSME | L oh 306 | +78346 | +1.05 | +0.99

(mean=SD, n=36)

(4) B# - K UES
MEERS- SN T S BB (&% - K LEE)
(ng/mL)
1204

—e— MLNT % > OD$E15mg[DSEP)
—O— $ L4 ZHOD§EI5mg
mean=+SD, n=35

—

o

(=}
L

]
o
L

BIEC NS, &7 0 BHE
IS o
S <)

20+

0 4 8 12 16 20 24
il (hr)

HEEREISS R — & (S-S AUNTH Y BB - K LEE)

AUCo-24nr Cmax Tmax t12
(ng - hr/mL)| (ng/mL) (hr) (hr)
FUANTZ% > ODEE| 522288 | 95.1874 | 400 | 3.87
15mg[ DSEP +289.388 | +£37.5401 | +1.17 | +0.92

492.157 | 885967 | 4.54 | 3.90
YAANODERISME | 075 541 | £338169| +1.79 | +0.78

(mean*SD, n=35)

MEEHR- LN TS o BRIEHERS (R - K7 LIRS)

(ng/mL)
50 q
—— L% > OD$El SmglDSEP |

i —O— # A ZHOD$EL5mg
# 404 mean+SD, n=35
h
R
]\
1% 30
N
3
> 20
b3
3

101

0 T T T T T ]
0 4 8 12 16 20 24

¢ (hr)

HIBEIST A —F (R-FUNTF > B - K LIS)

AUCo-24hr Cmax Tmax ti2
(ng - hr/mL)| (ng/mL) (hr) (hr)

FUVNT Y 2 ODSEl 161.243 33.7828 4.03 4.31
15mg[DSEP| +86.395 | £15.4951 | £1.18 | £1.28

151418 | 30.8458 | 431 | 433
YAANODERISME | o0 504 | £13.1307| +145 | £1.16

(mean+SD, n=35)

IMAEFEEW FICAUC, CmaxZED/8T X —4# 1%, #ERE DR
R MR OREXEE - BEE ORI K > TRAZ 5 A
WdHb,
16.2 ORUN
16.2.1 BEDEE
fERERRAIC MIULNT & > 15mg % BalfE OS5 U7z i, Z2HERF
BEICHARNEREZE TIECmax R TAUCIEZFNZN1.3[EB R
LIfEThH - 79,
16.2.2 #ERBINAFTFRASEUF 4
BRI BT 2B OB SR OMINA A TRLFTEY T+
356%TH 2728 (HEAT—%).
16.3 5t
b MIEEEEERIZ. 98.0%LL ETH - 72 (in vitro. BH»
B o
16.4 X5
MUNTHZE, B NFIZ 0y —L4F 70 —L4P45005F
HMno5, £&LTCYP3A4ICK D R#E N B9 (in vitro).
[10. ZE]
16.5 kit
ERER A, 14C- ML T 7 > 60mgh) % 22 fE I 12 B A O 5
U7-H, EHRRORPICZENENEZREG LIS REDS8.7% K O
40.2%DHRt S Nz REILAOFE S R OIRFOEIRIE, Zh
ZFNEEROI8.7% K1 %K TH 57210 (FHEAT—% ).
16.6 FEDERZHI FE
16.6.1 BiEEEEEE
BREOREORLZIHEHRE (VL TF=VIUT I VA
<30mL/min. ZVL7F=>27Y 7T > ZA=30~60mL/mink*
JVTF= )T T Y A>60mL/min)ic MLNT S 2 60mg)
G LUIZBEOAUCIE. Z1h2h7,360ng - hi/mL. 6,980ng -
hr/mL%0°3,890ng - hr/mL T -7z, F7z. MiEEzEERS
iz, ThEN1.2%. 0.6%K%1.0%TdH -7z, IMEEHERER
SREZAVWTEN LA DEFREEILREOAUCIE., 7L T F
—7 V75 A<30mL/min. ZV7F=Z2TVT TR
=30~60mL/minkU7 L7 F=> 7)) 7F > A>60mL/min
TENZN71.8ng - hr/mL. 36.4ng - hr/mL& U*37.5ng -
hr/mLT&H-> 7210 (AEAT—%).
16.6.2 FHEEEEEEE
FAEZEREIC PN T Y 15mg a5 LZBOAUCIE., F
EERFREEH (Child-Pugh/HAXIEB) T1,618ng - hr/mL,
HEREEE (Child-Pugh43#HC) ©2,172ng - hr/mLT# -
7212 (RERFIRNT)
16.6.3 SEE (65 L) . MR
MUNT Y > OB ER R ORI X 2B IERD 5
Nizh o713,
16.7 EYHEEIER
16.7.1 ¥ vNdFVY—=Ib
EFERAICBWT, 81 CYP3A4DIHERHZET 57 b2
FV —=200mg& N TF 2 30mgH OPFRICE D, RILN
7% > OCmax K TAUCIKZNZEN3.5E K U5.415127%% >
W HNEAT—%), [7.1. 10.2 3]
16.7.2 Z)baFV—ib
RBERAICBWT, FEEOCYPIAAOHEERZHET S 7L
a5V —=)200mg& bNTF 2 30mg OFFFICE D, b
NT% > DCmaxKPAUCIKFNZNL.8ME K U3.06%12% >
W (HEAT—%). [7.1. 10.2 1]
16.7.3 JL—7II—YIa1—R
R AICBWT, ML T % »60mgh) 2 CYP3A4D HELE
AzETHITL—T7N—Y T 2—AICKVIRA LR, ML
NTH 2 DOCmaxk PAUCIEZNZN]L.IER L6657 >
7210 (NEAT—%), [7.1. 10.2 ]
16.7.4 U770V Y
RBFERAICB VT, CYP3A4OFEERHAET 2V 77 v EY
>600mgE bLNTH 2 240mgB OHAICK D MUNT S
Y OCmax Kk CAUCIEZFNZN1/6 K T1/8127 - 1214 (4L E
AT —%). [10.2 ZH]



16.7.5 IYdFv v
BEFERAICB N T, PEEAOEETH S Y IF > 0.25mg

FHEZC ST 2 ARETE)
17.1.2 ER% MR
flt DR REE 2 155 U T FHEITE 2580 6 N 2 I BE 250

MUNTZ 2 60mgB OBHICE D, Y TF T > DCmaxk
AUCIE. ZNZN13[BRIL.2M[EICH 720 MUNTHY D
CmaxEAUCH, WINB 1L IEIC RS2 (HEAT—%),
[10.2 18]

16.7.6 Z DDA

- EFERAICB N T, CYP3A4DEE TH S u/NAY F80mg
EPUNTE 2 90mgP OPHICE Y. ONAY F > DCmax
KRUOAUCIEZNZNL3EROL.AEICR 7218, anNRy F
>80mg& PINTH »60mgH OMAHICEY FAUNTE LD
Cmax& AUCIKWINH 12512 > 7219 (AEAT—%),

c AEIREZFICBWT, CYP3AAOEETHA7I4 50
200mg& MVNT Y L 90mgH OHFIC K ST Iy u D%
MEREDOEILIZS%RIFETH - 7220 EAT—%).

RELLZEERIEBRICBWT, MUY Y 2 7.5mg i
7o AR%IHIE7HEREO®RS Lz,
FEMEIEE TH 2 RMEBEROBELLREI, PINT YV
7.5mght-1.95+1.77kg(N—2AF 1 > : 59.35£12.69%kg. 82
Bl) CPafE LR, DUTR) . 772 K#-0.44+£1.93kg
(N=254 > :59.15+13.15kg. 80f) THV. MLNTH
VEETIE. T ARBICHE L CAERARARERD PR N
(p<0.0001. th#5E). FEFEDIIHESEH &Y &6 N 5HHR
23U TR L7z (TR . B ERICH T 2 FFIERRICES
iR (KR, JEE. THIFIE) A8 L7z (FHR). 72, BRE
SER (R, SR, ML To Bk, MIREERE, 4
ErIRAE) & 3 Lz,

- B AICB VT, CYP2CODEETHS TN T 7Y »25mg

L RUNT Y > 60mgHDOPFICE D, R-TLT 71 v ES-T HHRERZEICBI2BREOR—2T1 VP o5OE{LRB(TTERED

LT 7)Y QMBS F 72 h 72D HEAT— ). :%fﬁﬁﬁﬁﬁ)
CEERAICBLT, FUAT Y 230mg) &7 0t I K80mg o

EOPHICED. PUNTH OCmaxkUTAUCIEHWT A D
L2f51c %27z, e REZuoaF 7Y F100mgE OHMAICE D, 1L
MUNT 5 2 DOCmax R AUCIHZEL L 57z bIULNTH

YZ7utI MRk Faruasd 7Y NOENERICEEE k 0.5F

B2k o722 (NEAT—%), =

H)AFORR SN | HARE, D25 5 A | Sme KON B 5 4 % oo b

JFH7.5mgTH 5. it

B 05)
17. ERRRRAE

17.1 BMMRURLHCET 2HER 1r
MUNT 5 VEEDRE % IR ICRT . sl

(DARRICBIF BIFRETE) —o— FILAR
17.1.1 BN MAEER o l—e— FUNTH T 5mghE
DR RE % K5 LT HRBITEPRD 55 D - M LAE
BEEZNRE L _EEREBRBRICBVWT, PN T Y Y 2.5 . ! ‘
15mgXid 75t A% 1 H 1 E7HERORS L. S22 IRHE 208 SHE 4HH SHE 6HA 7HH
EEIMEE TH 5 BERSHOREELRIE, FUNT S ® % n
(K254 55,68+ 12.60kg. STH)CHD . LAAT MLSTS Y T5meBE (82)  (82) (81) (81) (78) (76) (75) (75)
VBT, T ARBICHE L TERBAERDSRED SN
(p<0.0001. th#E). AEBDIEHEFH KD A6 NEEHM

mean+SD
Il Il

IR ICE S AR OE(L (7Tt R & O —E BB HEHER)

£ L CHER L7 (R . %70, REHRERC 513 5 D ﬁg@gg;;ﬁﬁ *”zgfj;gfﬁ 1;232ﬁ8
ICAES AR R (ZERRIRAS IR, FFRER. TROFE) P& L7 (FFR). ] B '[85] : B .[86] :
DEFEBEEICBIIAZBEOR—A54 VP LOBLEB(TSERED EFEZ({LE (cm) -3.38+3.56 -1.11+3.67
CEERLERER) eS| [81] [79]
(kg) R E R (%) 54.8 283
L %] [23/42] [13/46]
0s (mean=£SD)
BIEAFRBUEE L. 826193741 (45.1%) TH -7z, E72EIE
U ] I Et Btk Rl IRl | sl Flx, CBLLHI(13.4%) . SER6MHI(7.3%) . EH3M(3.7%) K&
0s ORERE3BI (3.7%) TH - 7229, [8.7 BH]
&l 18. EFNEIE
@E 18.1 {EFHR
£ sl \ MURTE Ui NV T LS o V- BB % S0
2 o= 77t AR n=57) o BETHEATHY ., BEGETONY FL Y VI & BKERIX
of & PWITEISmgR(n=s3) ZEET S LK, BIRIICKZ G L, BRI O8N
. * % P<001 (vs7 7L AR, thE) DI WRIRIER ORRIRIER) 2779720,

18.2 NV FPL Y IV - ZBAETIER

~—2 1HH 2HH 3HH 4HH 5HH 6HH 7HH 1HH 2HH -
MUNTHZ Ui, B "NV T LY U Vo-ZREREBEMBAROS v

I

[ ey ] — BB — by A XBEREEERICB VT, BEENY LY Y OV-ZHEEA
DOREEZBERGFENICHE L, £/, e MY T LYV V-52
DERIEICES FFROZL (T T 2R & D _EEHREERER) BEFEBMIICB VLT, ZNEHE TECAMPOEAMZ RS T,
DEZEICHESHE | MWNTS S 15mehE 75 AR B NYTFL Y L BCAMPOEAZIIHI L2 &b, NV T L
FEIRERZ(LE (cm) -2.03%+2.81 -0.51+1.18 VIV -RBERETEREZBE L TWAZENRENTZ, B MY
%] [27] [19] TU Y U Va-Z BRI T B AEESHIE. 0.43£0.06nmol/LT
JFiEARZ L& (cm) -1.07+0.89 -0.35+1.00 57227 28) (in vitro).
[ [18] (171 18.3 FIRIER
FRFESEER (%) 63.9 42.1 MU TZ 3, HES Y P RO XTBWT, HEKERICEK
(B2 [23/36] [16/38] BrEinst, REBEZERSE, T0EE, L—TFHIRSE
(mean+SD) CEERY, HEHAKZ V7T ANEDEE 2D BHKOHEH

RIS €72 GRRIRAEF) 280 29,

18.4 F;TMB(EA
MUNTH 0, Ty VREEFTILVICBWT, #5975V FHE
FIER O 28 3 L BREMIME BB O 7T 2 AR KA1
BT E77. BEOLALRICBOLTARERIER %2R L. Bian
EERE 7230, 31,

BIMEFFEBBHE L. 53612961 (54.7%) Th > 7z EEIE
Fi&. ORI (17.0%) « (EROMHI(11.3%) SHIRSH(9.4%) I
UHERIE3M(5.7%) T - 7223 24, [8.7 ]



18.5 BRACRAMER
MUNTH E, Ty MFEEBAKETVICBWT, BKOIEE
ThHEERVIEHZHD S E7232,

19. BT ICRET IB{EZHAR
—f&%& : FILNT % > (Tolvaptan)

* (b4 : N-{4-[(5RS)-7-Chloro-5-hydroxy-2,3,4,5-tetrahydro-
1H-1-benzazepine-1-carbonyl]-3-methylphenyl}-2-
methylbenzamide

SF : CasHasCIN203
PDFE : 448.94

M R AEOBEXNIREEEOHRTH 5,

AF ) —VRIETY ) =) (99.5)IcR®EiFIc< <, KiC
FEAEET WV,
AZ ) — VISR (1—50) I3FeetE 2R S 7\,

BE

Iz

CH;

T G R FER

20. BRWL EDFE
7L I e u —HERISIE L % B

22. @&
(MUINTF9 > OD§E7.5mg[DSEP])
(PTP) 20%#(10%Ex2) 1008%(108%X 10)
(MUINFS > OD$E15mgIDSEPI)
(PTP) 20%£(10%£x2) 100%%(108%X 10)

23. FEX@
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-S89
3) Torres V E, et al. : N Engl ] Med. 2012 ; 367(25) : 2407-2418
4) Kim S R, et al. : Cardiovasc Drugs Ther. 2011 ; 25(Suppl.1) :
S5-S17
5) DEIFIERE IS B 2 RS AR (UL A A8 ¢ 20104E10H27H
A&, CTD2.7.6.5)
6) FFHEIFIERE 1O B 2 RS (U A 2 A8 ¢ 20135E9H 13H
78, CTD2.7.6.4)
7) HAERL ARSI 2 B
8) Shoaf S E, et al. : Int J Clin Pharmacol Ther. 2012 ; 50(2) :
150-156
9) & MIBIFBHEEBER (VA A H8E : 20104£10H27 HAFR.
CTD2.7.2.2)
10) MR, 3. AR, BRtEER (A A H8E © 2010 10H27 HA&RE.
CTD2.7.6.3)
11) Shoaf S E, et al. : Kidney Int. 2014 ; 85(4) : 953-961
12) FFHRIEEE 2 0 R & Ui R EEY B R A# T (B 4 A 782 £ 2010
F10H27HAGE. CTD2.7.2.3)
13) e, HRNC & & (L A N8 20104£10H27 HA&RE.
CTD2.7.6.3)
14) Shoaf S E, et al. : BrJ Clin Pharmacol. 2011 ; 73(4) : 579-587
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