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16.7.1-16. 7. 3%:84]

7.2 HREIDOWRZRT 2720, FRiPICRE5TH &0
PHEL U,
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ZENDHD, WHHLEEFTIE, HFHEAEZ2 D ELS
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8. 11 AFOFEHICLD, EELITHAEREND SN
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24REFI LANIC 12mEq/ L2 B 2 % ER N A S NBEIC
2. HE5ERIETSZE, BB b T LBRE
OEFRICED., BBEEETBEREREZ KT BENND
%, [1.. 7.5, 7.6, 11. 1. 428K
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15. ZDMOEE

15.1 BRRRIER ICE D < 153k
T TH D05, HRAREEZ LD S g BE 2
WG E LB EE R (B IR R
B PI2BNT, AFI60~120mg/HXIZ T I+ K% 3
ERIRE LS50, B ERD 2 52 B2 58EY
JWE Y ER, MOHEMEME ERD 3 %2 A 5 MigALT

KizUTRHAIRETH 5, K.

ER I MIBEAST 7D, REIRGRED 2 FlTFED 5
Niz. F-. HUEE FRED2. 5152 2 HALT LA 0%
WHEEN, 7R &L TARRSH TEno
7= (RFEGREI60EIHATH] (4. 9%) . 75 REEA83
B 6 Bl (1.2%). 728, AER SR BT 5 B UEf
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16. EEHIENRE

16.1 MAEE

16.1.1 BE%E

TRFERR AN FIVIN T4 2 15~120mg™ 7 22 i K5 B [a1 4% 11 4%
B =B 03yBne/)N 5 A —4 2F£16-11TR7T",

#16-1 MILNT S 2 HEE G OEYBREIN S A —5

— Toax Cuax AUC, T

BER g (mg/ml) | Gg-hr/ml) | ()
15mg [2.0(1.0~4.0) 135£53 645367 3.3x1.2
30mg | 2.0(1.5~6.0) 21376 1, 302553 3.9+1.7
15mg |2.5(1 0~3.0)| 3635318 | 2 0981950 | 2 9+0.8
60mg |3.0(15~4.0)| 3155105 | 2321631 | 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) 661276 5,908+2,091 | 9.3£3.2

SER il KRR S, Tan D A ILE (G PH)
6 %, 30mgHE DA 124
16. 1.2 RiEx’E
fREERE AT RILN TS 2 30~120mg™ & ZefgE 1 H 1 [\ 7
HRIRERORG LR LN TS > o b e iz 2
MixssNenho 2",
(DARRICE T 257K ETE)
DEIEIEERFIC NLNT & > 1omgZ | H 1A 7 H R ER
OG5 LD MUNTY > OIERYBIEEISNT X —4 2%
16-212R7 97,
#£16-2 LMIRIERFIC MUNT S > 1omgE T H K ER 50
SEEHE )N T A — 4

Thax Cuax AUC,, Tin
(hr) (ng/mL) (ng « hr/mL) (hr)
JL
I&E{ﬁiﬁ 4.0(1.8~5.9) 258+95 2,057£795 6.6£2.1
JL
7&555 3.9(2.0~6.0) | 256102 | 2,173+1,188 | 6.8+2.2

S E EERE RS, T O AHRE ). 1041
(FEZECHT 36 RKRITE
PRI BILNT Y > 7.5mgZ 1 B 1| 7 HiEE
BOBGLZRED RMVNT S > ORYEEEINT A —F 2K
16-312797,

F16-3 FFMEIFEESIC MVNT Y 1. 6ng % T H M I8 #% 5K
DHEYFRE)N T A —%

T O AUC, Tis
(hr) (ng/mL) (ng - hr/mL) (hr)
JL
ﬁi;ia 129G 8~11.8)| 100451 | 1,061+732" | 9.1+5. 47
JL
fﬁ%4nuﬁ~1m“ 11260° | 1,370+ 1, 165" | 8. 5+4. 19

SEIE £ ERERZE, T.DAHRE (HFH)
201 (a) 1661, b) 1561)



16. 1. 3 £MFHIEFEHER

NVINT % 2 0DgET. bmg [TE] &2 X A10DEET. Sng D2
ThlgE (MVNTH > EL T 5ng) &, JOAF—
IN—IEIT K O fREERR A B I A B IR e OV R 2 I BB 1 5%
LTRSS -NIVNTE D ROR-NIVNT S VRE%E
BIE LTz 5N HEYEHE/NT XA =5 (AUCiu Cuw) 1T
DWW TR X MIE I THEHRIT 217 > 72/ R, log
(0.80) ~log (1.25) DHFEANTD O, WAl A AHIF
LR TN,

SEMBHREIN T A =5 (S-FIVNTH > Hifls - Kb DIE)

HE NS A—5 BENT A—F

AUC 0 Cone Toe Tu.

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

l\o)])bﬁgfﬁgy 924,791 30.9831 | 2.43 | 4.65
i 79741 | 4141678 |+1.05 | +1.12

TE)

HLAN 923. 558 39.6829 | 2.00 | 5.09
ODGET.5mg | +£78.030 | +9.2477 |+0.97 |+1.31

SR+ BRHE (R 2, n=20

(ng/mL)
60 -
1.
a}:?* 50 —e— AT H L ODEET.Smg [TE
e
S 40 | —O0— & X /1 ODSET.5Smg
" SR+ YIRS, n=20
30
V%
as
220
b
o 10
0 4 8 12 16 20 24
1 5% R (hr)

MAERS - MLNT & D REHER GRER: - kb DE5)

HEMBNREIN T A—2 (R-FIIVNT & > Hufal - Kb D $#5)

HEINT A—% BEINT A—4
AUC4 Coax Tuax Tip
(ng » hr/mL) (ng/mL) (hr) (hr)
]\0)]%%%7517 < 67082 13.2868 | 2.35 | 6.29
TR s 001 +5.5938 | £1.05 |=+1.51
TE)
B LAH 67. 482 13. 2173 2.05 6. 63
0Dg£7. 5mg +26. 132 +3.9984 |+£1.07 |+1.84
SE i+ BEER 22, n=20
(ng/mL)
20 +
i
%E —e— LT X OD$E7.5mg [TEJ
] —0— ¥ A AHODEET.5Smg
h B E SRR A2, n=20
V% 10
A
-
.
Mg
B . : : : :
- 0 4 8 12 16 20 24
e 5-1% RE(H] (hr)

MAERR - NIVNT & D REHER GRER: - Kb DHE)

HEMBEEINT A—F (S-NIVNTH > Ml - Kz L5

HIEINT A—4 BEINT A—4
AUCy4 Cuax Taas T
(ng + hr/mL) (ng/mL) (hr) (hr)
‘“O)DL%%’;? <1 938,014 47.8380 | 2.00 | 4.54
‘rT]éJl g +88. 622 +17. 4696 +0. 81 +1.33
AV 223.771 48. 8260 1. 55 4. 05
ODET. Smg +108. 595 +21. 1818 +0. 48 +1.37
Sl + AR, n=20
(ng/mL)
80 -
f 70
E A —e— LT Z L ODEET.5mg [TE)
S 60 1 —o— # A A HODEET.5mg
.50 e
: T+ AR, n=20
» 40
)30
7
20
> 10 ]
;{E 0 T T - T T O
- 0 4 8 12 16 20 24
e b 1% e (hr)

MEERS - NIVNT & R (Gl - KR L5

SEYFHREINT A—5 (R-FIVNT & > Hifrls - KIRLigE)

HIEINT A—% BEINT A—F
AUC(Y*ll Cma\ Tmzl\ TI/"Z
(ng + hr/mL) (ng/mL) (hr) (hr)
}\0)];/@,/"&*\‘7705§g\/ 74. 645 16.1690 | 1.96 | 5.67
L +30. 714 +7.5447 | +0.75 | +1.65
I'TE]
B LA 70. 231 16. 5828 1.50 5. 46
ODgE7. 5mg +37. 053 +9.9182 | +0.46 | +1.70
SEHfE £ REEfR 2. n=20
(ng/mL)
30 A
i
ﬁi’ 25 - —e— LT X ODEET.5mg [TE)
R 20 J —o0— % A X ODEET.5mg
‘} TR+ AEUE RS, n=20
v 15
AY
210
5
v 3
- 0 4 8 12 16 20 24
B 514 e (hr)
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MmEERS - MLNT & REHR (B - K DIE)

HEMENREIN T A—2 (R-FIIVNTH > g - Kb D #5)

HEINT A—4 BEINT A—4 HEINT A—4 BEINT A—4
AUCo-»4 Cuax Toas Tin AUCq-»4 Coax Tuax T
(ng - hr/mL) (ng/mL) (hr) (hr) (ng + hr/mL) (ng/mL) (hr) (hr)
“()}I)g%j;g‘/ 933. 215 146032 | .16 | 3.75 ﬁ;&gﬁ;ﬁg‘/ 918. 322 30.6110 | 4.67 | 3.35
"—Tléj +73. 584 +13. 0711 +1.19 +0. 96 "—Tléj +98. 900 +17. 8366 +1.68 +0. 82
Y LAR 244. 673 46. 8480 3. 26 3. 76 Y LAR 226. 384 37.9014 5. 15 3.43
OD&E7. bmg +89. 597 +18. 0232 +1.04 +0. 84 OD&ET. bmg +109. 128 +16. 2267 +1.78 +0. 81
SES Ml £ (R 2. n=35 SEY i+ EEE(R 22, n=36
(ng/mL) (ng/mL)
60 - 60 -
1. Ifi.
i?:é“ 50 - —e— [ LNT X ODEET.Smg [TE) 550 A —e— LN X ODSET.Smg [TE)
S a0 | —O0— # A A ODFET.5Smg S 40 | —o0— A A HODEET.Smg
‘ S E SRR 2, n=35 ' SEEIfE S REER S, n=36
T P 39
V% Jv
N 2N
220 20
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210 10
0 4 8 12 16 20 24
B 514 (hr) B 1% HE (hr)

MmEERS - MVNT S REHR (B - KaLiE)
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AUCq-2 Cras Toax Tis AUCo-o Coas Thas Tis
(ng + hr/mL) (ng/mL) (hr) (hr) (ng + hr/mL) (ng/mL) (hr) (hr)
ﬁ&gﬁg “oesT 143254 | 3.03 | 4.8 ]\O)Dégf% <1 69.885 146116 | 4.63 | 3.98
", 81 £90.729 £4.4840 | +£1.08 |+0.91 T, S| 431314 +£8.7105 |+£1.67 |=+0.82
Y LAR 71. 146 15. 2159 3.08 5. 28 Y LAN 72.029 13. 4974 4. 97 4. 01
OD§ET. 5mg | +25.014 £6.4171 | £1.08 | *1.45 OD§ET. 5mg | +34. 098 £6.4370 | £1.72 | £0.86
SESE £ (R 2. n=35 SEY il + EEE(R 22, n=36
(ng/mL) (ng/mL)
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1fi.
’{E —e— [T H L ODEET.5Smg [TE) ﬁf —e— L SFH L ODEET.Smg [TE)
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IL SEEE E AR 2, n=35 }‘\ SEEE SRR 2. n=36
JL 10 b 10
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16. 2 BRUR

16.2.1 REOEE
fEEERRLNIC NVN T > 15ng 2 BERE 1% 5- L 7=k, 22
B R G N BB KRG TG M DAUCIEZENZ 0. 345 K
KL IfETHo 7"

16. 2.2 $@HINAFTRALSEY T«
RN IC BT 2R OB GRS INA T T XA T E Y
T A1I6%TH 7Y THEAT—4),

16.3 9%
b hmEEAREAERIE. 98. 0%LA ETH o= (in vitro.
FRAE A 3t87) o

16. 4 {3
NMUVNTH 03, E MFR 70 —AF N7 0—AP450D
OB, EELTOYPAMIcXOR#END” (in
vitro). [10. ZHd]

16. 5 HEtt
f@#RERR NI, "C- BILN T F 2 60mg™ % 22 [ BRI
5 LR, EREDRPIZCENENZES L2 EED
58. T% N 40, 2% 03t X iz, RECAKR D E T K SR D
FICRIE, FNTNHREGEDIS. TR K%RiETH - 72"
FEANT—4),

16.6 FENDE=EHT HEE

16.6. 1 BHEEEEERSE
BHEREDEE DR D5 UL T7F= U720
<30mL/min, Z L 7F=>7 VU7 5> A=30~60nL/min
KL 7F=Z2 U752 A>60nL/min) (2 NVNTH >
60mg™ Z#H Lz DAUC 1X, FNn 207, 360ng « hr/mL,
6, 980ng « hr/mL}% 73, 890ng « hr/mLCTH > /=, F/-. Ikt
hiiFdE Ry 2L, ZnZFnl. 2% 0. 6% 1. 0% TH > 7=,
I 5% v SEE B 7Ry 2R 2 P U TR U 7 ol 0 v s B AR R O
AUCIEZ. Z L7 F=>27 U7 5> ZA<30mL/nin, 7 L7 F
Z22U7 72 A=30~60nL/min kO L7 F=Z>0 )7
5 > Z2>60nL/min TZENFNT1. 8ng - hr/mL, 36. 4ng « hr/
nL&% TR37.5ng « hr/mLTH - 72" FEAT—4),

16. 6.2 FrigeefE=EE
MR RE IS BN T & > 1omg &5 L 72K DAUCIE.
hEEFEEEE (Child-Pugh/r¥EAXIIB) TI, 618ng -
hr/mlL. BEEFREEEE (Child-Pugh/r¥E() T2, 172ng -
hr/mLCH - 72" (RHERIFNT) .

16. 6.3 SimnE (65FKLLLE). £R
NIVINT & > OEYEBHHEI AT e VRN & B 52 2368
HouNENS Y,

16. 7 EYHEEIER

16.7.1 hary—Jb
TR NICBWT, R7RCYPSMDIHEREH Z2HT 547 b
3 —=)L200mg & RIVNT & > 30mg™ DHEAIZE D, K
WINT B 2 D e CAUCIEZ 3. 515 [ TS, 451278
=0 GMEATF—%), [1.1. 10. 2&08]

16.7.2 Z)baAF+v—Jb
fERERNICBWT, FEEOCYPMOHEEHZET S
L+ —)L200mg & RILIN T & > 30mg™ OfFHIZL D,
NIVINT % > D S AUCIE Z 01411 845 B TR3. 04512
Bok” WEAT—%). [1.1, 10. 22H]

16.7.3 JL—T27)—YPa1—2R
TR AICBNT, MILNTH > 60mg™ % CYP3AAD I EE
HAEHETHT7L—T7)—Y 2 a—ACL0RMAL =K,
RILINT % > DCou L CAUCIEZF L E L. 9% L TV 61F 1
Bof" WEAT—4), [7.1. 10. 2%4]

16.7.4 Uo7 ET Y
R ANICB W T, (YP3MODFEEIERZEd 2 7y 2 E
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5 > DCan XL PAUCIEZNZENL/6 K /812785 72" (JhE
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FOAUCIEZNZN1. 35 KON Af5ic /e 7=, ONR %
F280mg & RILINT & > 60mg™ OPERICED RIVLNT Y >
DO EAUCITN TN D 1. 251720 72" BLEAT—%),

CARERRBEZFICBWT, (YPIMOREETHLH7IA4F O
200mg & BLNTH 2 90mg™ OfEHICK A7 IAF OO
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S-T7I)7 7 > OEYERIIEEEZ T o GHE
ANT—=%),

R ANICBWT, MILNT S 2 30mg™ &7 Ot 2 R80mg
EDOPEHICE D, MIVNTH > DCu L TAUCIEWT NS
1.2fg1c7s> 7=, EROZ7ooF 7Y K100mg&E DHFHIC &
D, MUNTHZ > DCukACIEZL L ish> 7=, RILN
THE 7RI REOE RaronoF 7y Y ROEYEEE
WCEEBEBEZ RN HEAT—%),

16.8 Z0Dfth
RIVINT % 2 0D8E3. Tomg [TE) 1. BILINTH 2 0DEE
7.5mg [TE) ZAEMERIFIE Lz & &, RHBEHNFLZ & H
Wrx i, EFERICFRSE E ARSI N,

o) AFIOEEI N 1 HHEEZ. OAZITBT 2R

15mg, FFREZSIC BV 2 KT 1. Sug T dh %,

17. ERPRFRIE

17.1 BERVEZLMICEE T 555
NIVNT & D RkAE % LA FIZRT,

(LA LRICHIT2ERITE

17.1.1 BRENBRER

HOFNRIEZ G L THREIF-EED 515 5 - i
AeBFEEWNRELEEHERILEGRIZBWNT, NN
TH1meXiE 7o RAE 1 H 1B T HEEOEE L=,
TEIEE Th 3mSR ELSLEIX. MLNT
& 2 15mgHE-1.54+1.61kg (N—ZXFA > :59. 42+
12. 30kg. 53%1) CEMfE ¥R, UREMK . 7ot
REE-0.45+0. 93kg (\R—Z T > : 55. 68+12. 60kg. 57
#) THO, MIVNTY O BTIE, FIBREEICHELT
BHERKRERDNRED SN (p<0.0001. tFE), (KE
BT GE AL DA SN G M@ U Tk L7z (K
17-1) . £/, BRERESRICBT D0 REICE S AL
BRI R, FFIER, PR MNdeEL 7z (&EIT-D,

ik
0.5

0} s sl w e s e s e e s e e s b s el ae

FEOER (kg)

-7 7tREE (n=57)

-& AT Z /15 =53
4 RTZ AR (i=g) T B

FELP<0.01 (v T RARE, CBE)

~—2 1HH
FA

2AH 3AH 4HH SHAH 6AH 7HAH 1HAH 2RH

TRRE B —

ODYEFEEFICB T 2REDON=ZF1 M50
Bl (71RO _EEMRILEGER)
RIT-1 DHEFREICHESTRROZL (T REDTEHE

K17-1

[ 3N )
ERIEICPES AR | MVNT 2 1omgl | 752 REE
IR IR L (em) -2.03+2.81 -0.51+1.18
[B%k] [27] [19]
FFIERZ(LE (cm) -1.07+0. 89 -0.35+1. 00
[f11%k] (18] [17]
TG EESER (%) 63.9 42.1
(%] [23/36] [16/38]
S il £ AR (R 2=

BIVE BBV, 530296 (5A.T%) THol=. £
BRI, 1g 9 B (17.0%) . {84 6 B (11.3%) . BR 5
Bl (9. 4% KROBRIE 3 F (G.7%) THoE™?, [8.7%
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(FEZICHIT 56K ITE
17.1. 2 EANEIERER
HOFIREZ G L T HREITFRE G0 5N 2 4 B4
ExfG b Lz —EHEMLERBRICBNT, MUNTH >
7.5mgX g7 otaARE 1 H AT HBREORS L.
FEIAGIEE TH 2 Bk GROKRELSLRIZ. MILNT
& 7. 5mgfE-1. 95+ 1. TTkg (N—Z 51> :59.35+
12. 69kg, 82f1) CE¥fE kR, DITRE . 7ot
REE-0. 44+ 1. 93kg (N—A 51 > 1 59.15+13. 15kg. 80
B THO., MVNTH BT, 7oA L T
BHERAEERHDONED SN (0<0.0001, (HE), (AE
BARHREEAL DAL NG MM EE L TR L 7= (K
17-2), KR ERIC BT 2T EREICES TR (EKE.
JEF, FRGZE) AekEL- GRIT-2), £/2. BIRGEIR
(B GBI R, ek, B C O JE R, R R sk, 4
HRE) HELz,

1.5
1
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- N SRS VEURUIORS SRR SRR AUt R A I
o
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@—05
S
g 1
-1.5
-O-77ERH
2 - MRS H 7 5mglE
S+ R
-2.5
LR 1HE BB 3HE 4HE sHE G6HH 78H
Ay o
77 REE (80) (78) 79 (74) (73) 71 (70) 71)

MANRTF B 75mghE (82) (82) @y @Gy (78 (76 (75 (79

K17-2 HEREEE BT L2EHREDONRN—ZAF1 2N 5D
2l (75t R &0 _HERILEER)
RIT-2 FHEFEICESFRROZL (T REDTEHE

GG
PRI ES R AL | MVNT & 27 onelt | 7 R
M7k 2 k& (nL) -492.4£760.3 | -191. 8£690. 8
[ %4] [82] [80]
NEpHZE LR (cm) -3.38+£3. 56 -1 113, 67
(5% [81] [79]
TR GCER () 54. 8 28.3
[ %4] [23/42] [13/46]
I fE & EEUE (R

RITE BB, 8263 7H1 (45. 1%) TH-o/z. i
BIERNE. gL (13, 4%) . AEIR 6 61 (7. 3%) . EFL 3
Bl 3. 7%) KUOARMIE 3 # (3.7%) ThH-o72", [8.7%
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18.1 1ER#F
RIVLNTH &, N T L V-2 B PUER & 388
FRMETLHEATHD, BEEETONY LI

KDKBPEINZHET 2 I EITRD, ERIITK 2L,

i@ﬁfﬁﬁﬁﬁtﬁ@%bn%ﬁﬁbmmﬂW’Pﬂﬂ OKFIRIER) %R
18.2 NVYT LI N -2 B EEHRIER

MIVLNTZ 203, B SNV T L3 DV 2 SR FE BRI J
NTy b, A XBREEEARICBNT, E#HNY T2 0
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CAMPOREE BN A TR ST, N T L2 Ik DeAPOFEL
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HLTWBZENRIN, E NNV T L2 DV-ZRIK
X9 D EEE L. 0.43+£0. 06nmol /L TH - 72" (in
Vitro).
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18. 4 HURIEER
FVNTH A3 Ty BEBEETFIVIZBNT, Bo5=>
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