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OD$¢10mg OD#¢20mg
& BB & S| 30400AMX00118000 | 30400AMX00119000
) IEE - BSOS EI LV ERT A & R 5% B 4R 202246 20224E6 A
2. FR(ROBEICHRSLBENT L) TR A I
2.1 KRE DAk U sEuE O B O & 5 B E \ m
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BHE[10. 125 e — = —
wow (s (s
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3.1 #Em 4% (mm) 6.5 8.5
0 TrLTFIATy MT2TFVART Y MT2TFVAL v b JE & (mm) 3.1 3.8
" $:10mel ¥ 4 ) | $820mel 7 4 | | $40mel 7 A1 | Ei(mg) #7100 #5200
BRI TLTEIALT Y b AIRFIR 7x7%V 0D10 %71 7x7%YV 0D 20 %74
[15Er] 10mg ‘ 20mg ‘ 40mg .
AN FoNTY, 7O AT AT — ANa, BILFZ >, A *4. FMEEXITZHR
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5.1 RHIOBAIZH 72> T, wFrOHHEIRH S SE 12, Y
BIRPLEE SNABEENRETL L,
(O AAEEEEEIC S S RERIMIE)
*5.2 AFKIOBEHIZH 72 - TlE, EE
BLCHICEEZ®RINT L2 &,
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14. BRALEDEFE
14.1 EFIRXMAOER

(BAIFLE)

14.1.1 PTPEEOFEHIIPTPY — M2 500 L TR % &

(. SRRERIMIED

ERIRINAE BZ10BZ 7 = 7%V 2% v F1l0mg/H T2H M, 20mg/H
FOGAMIALAFERICHEG Lz &, H5HEHEIZB T 23898
BENTA—FIIUTOEBY THo729,

fracpid Crmax (ng/mL) tmax (hr) | AUCo.210r (ng-hr/mL) ti2(hr)

IfFES L L, PTPY — FOREEKIC LY, BWEAEHIEE
KA~ A L, I3l % B 2 L CHERR T 45 0 i 7 4 6F
FERBERT A LD D D,

20mg(N=10) | 541.8+227.8 2.2*1.6 2092.3+463.2 8.2%+2.4

16.1.3 SRS MHER
(FxIFYRF Y MEIOMg[Y D1 D)

(OD#i)

(Pl + R 2E)

14.1.2 FANIFHEO LIZOE TR 2 EZE S 2 & T 5720,
K LTIRHTRECTH B, T2 KTIRHTAHZEHTE S,
14.1.3 FHIFE-LLORETIE, KR LTRHESERZWT &,

16. ZDfthDER

*%15.1 RRERAICEDER

WA CEB S N LNERET AT AMRAEEEIRE LT
EEMRIESERARIC BT, FEFMEE (O MmEE. JEFIE
TEHZE, FEBIEHEM AR, AR B LE IR 3 5 B AImAT
HEMOBEEGT Y NRA ¥ MIiZowTid7a 7y J — VI
HL7zT7XFVAYy MECTESUEIRINZEDOD, FEIR
FEHfEE O 9 HOMERDOFEHEGIE 7 = 7F VA5 v ME
o707 ) — VEETENZ14.3%(134/3,09861) . 3.2%
(100/3,0926) T ) 7 = 7FV A% v METED > 72 (K —
FHI95% A5 HEIX ] 0 1.34[1.03, 1.73]) LML F Tl
ML BIDERIEN RO S o 72( T2 TFR YV AY v M
2.7%(83/3,098%) . 71 7Y/ — L #EL.8%(56/3,092)) o
T, R TORBEEIIOVWTH, T2 T7F VA Ml
707 ) — VEETENZNT. 8% (243/3,09861) . 6.4%
(199/3,0926) T ) 7 = 7FV A% v METED > 72 (VK —
FH[95%EHEX M : 1.22[1.01, 1.471).[8.35:H]
15.2 FEERPREAERICE D < 158
Vo B & O 721048 [ # 5- 12 & B 25 A RIS ER I B\ T
e HE (T v F24mg/kg/H [60mg/ H TO & b o [ 4E gk
Fm DRI25 (M) B O26 (M) 51, ~ 7 218.75mg/kg/ H [60mg/
HToOt b oIEigdEs ofd () &k O12(F) f5]) OBtz
FHrF v EHESNDHRILE - ADRRDO LN, YT AD
18.75mg/kg/H (M) K 15 » b @24mg/kg/ H (M) (2B BEIE 5
(FEAT LBz FLBERE [ OFEAT L) O FEEMHEE ORMASTED &
720 X ATIZBERIC R > F Ui - AR L 2 vwget:
TC. BT L OMIERIEEED SN hr o 7z (o WET
. KGR e &N & BB R R S 5 2 1
L0 BRI ZLAFE EIND L OWMEDNDH L,
72 BRIREERICBW T, FH 0 F U - A ESEbE 5 R
BRI R Do 727
16. EHEhRE
16.1 MR
16.1.1 BE%RS
BEEER N BME30FIC, 727 F AL v b LTI, 20, 400 OF
S0mg™ Z M E T CHIAFIHE G L s &, MAEH 7 2 7% VA5 v b
OEPYBIE ST A—F U TOLBY THBY Y,

T 7RV AY y MEIOmE[ T A 1 & 7 = 7)) 2 §E10mg % HEEE A
Bz 2N (72 7F VA% v b LTl0mg) 22 B Al 1
BH (7 OAF—nN=3k) L, MFEF727F 25y MEEZHIEL
7oo BN EYENHE/NT A — & (AUC. Cmax) l22WT0%EHHEKH
A THREHRAT 217 o 7245 H 1og(0.80) ~log(1.25) OFEPFANTH 1 |
T O A 220 RIS SRR & 7z

B HFN e GREO S BIRE /N T A — &

Cmax Tmax Tz AUCo-160r
(ng/mL) (hr) (hr) (ng-hr/mL)
T THRIVAY v M
10mal 47 1 504.9+183.1 1.4+1.1 3.9+1.7 1348.5+395.8
7 = 71) 7 §E10mg 541.6+162.9 | 1.6*1.1 4.1£2.0 | 1368.1%£372.3

(Mean+S. D., n=33)
700 r e TITEVRL y NEEIONg T A |
600 T --0o-- 7717 §10ng
7 Mean 8. D. (n=33)
500 ||

a0l 41T
300 ||
200

RHE7 < NN H SR

100

(ng/mL)
R 1 1 [

O, 11152253 4 6 8 12 16
Al 54 OB (hr)

(FzTFVRY v MME0mglv D1 D)

Tz T X VALY v MEE20mgl T A JE T 27 7 $E20me % fEEE LA
B ENZNE (72 7%V A% v b &L CT20mg) ZEfE R HL A1
BH(ruxt—nN—E) L, MiEh 7 7%V A5 v MEEZEL
720 O N7-HYTIFE/ST 2 — % (AUC, Cmax) (22> T0%EHAIX [
P THEEHRAT 2 47 o 72458 1og(0.80) ~log(1.25) DHFNTH 1) .
T O 2E W 0 [ S SRR S 7z,

FIAN G 5RO BIHE ST A — ¥

AUCo-24nr
(ng-hr/mL)

Cmax Tmax T2
(ng/mL) (hr) (hr)

20mg[ 7 1 ]

T TEVAY Y ME

1154.3+268.8 | 1.5%1.0 4.9+2.0 | 3246.6+603.3

7 =7 7 §E20mg 1133.4+369.9| 2.0*+1.5 5.2+1.9 | 3132.0*644 .4

[ SEYENHE ST A — 4

AUCi(ng-hr/mL) Cumax (ng/mL) ti2(hr) tmax (hr)
10mg (N=8) 1537.0+ 430.9 496.2+ 166.0 6.2+0.9 1.4+1.1
20mg (N=8) 3296.2+ 751.9 1088.3+ 178.9 6.2+1.1 1.3+0.5
40mg (N=8) 7085.2+1341.2 2270.3+ 866.7 7.3x1.8 1.2+0.8
80mg (N=6) 13300.5+3032.3 3765.3+1008.3 6.9+1.8 1.9+1.0

CPIgE + kR )

16.1.2 RiEKS
(GhREHSE)

TR NBH6HIC, 72 7F VA% v b &L T40mgx FAAHRIZIA LR
THHBAERRIO G- Lz & MER 7 = 7% v 25 v Mg 55
IEH3H CREWIREBIE L . RS2 L 2 BRMEILRD sk o727,

& | B1%H | Cox(ng/mL) | tmax(hr) | AUCo 2 (ng-hr/mL) tiz(hr)

40mg/H| 1HH ]1019.1+343.2 | 1.8+0.8 3658.5*625.6 6.3*1.6
(N=6) | 7HH |1299.8+312.6 | 1.5+0.3 4442.1+729.5 8.8+2.2
CRSIES P 2ITP)

(Mean=S. D., n=32)

g]l 1400 —e— 7T FYZY v MiE20ng YT A |
?.ff 1200F T --0o-- T 2T I §E20ng
7 L Mean=*S. D. (n=32)
1000
Ed
Y800
% 600 1
¢ 3
K400 F|
i
200
(ng/mL)
) I | Il 1 I
0MP1152253 4 6 8 12 24
LI L 4% OIS (hr)

(T TFVYRY Y MMedmglB D1 D)

T T X VAY v MEOmg[ T A |k 7 = 7)) 7 §EA0mg % R TR
BYICFNZNIEE(7 2 7%V A ¥ v b & L T40mg) Z2 i mE 1
BH(7uAxt— =)L, MEh7 7% A% v MEEZNEL
720 15 NI2HEWBIRE S5 X — % (AUC. Cmax) (22T 90% fEHE[X [
B TREMENT 2 47 - 7245 8. 1og(0.80) ~log(1.25) DHIPHHTH 1) .
T D 2 W 5 9 [F) S SR R S iz

FBAN G GO BIIE T A — 5

AUCo-24nr
(ng-hr/mL)

Cmax Tmax Tz
(ng/mL) (hr) (hr)

40mgl 7 1 |

T TEVAY Y ME

2332.1%=737.1| 1.7*¥1.1 6.0+1.4 |6534.1+1645.6

7 = 7Y 7 $E40mg 2219.0£688.3| 2.2*1.2 5.9%1.4 |6543.1+1525.7

(Mean=S. D., n=34)



2500 —e— T TFVA y NiA0nglH T 1 |

--0-- 7 =71 77 §E40ng
Mean=£S. D. (n=34)

2000

1500

1000

500

NERE 7 @ NN H B

(ng/nL)
L

11
0}W11.522.53 4 6 8 12 24
0171067 5% IR (hr)

0.33

(Zx7+YRAH v NODEE20MeT D1 1)
77 ¥V A5y FODE20me 7 A JOKZAR LIEK TR & 727
1) 7 §220mg UK CHRH) 2 e NI 22l (7 = 7F VA8 v
b & L C20mg) Z2JEIE RS 1% 5- (7 B A+ —o8 =) L, I4Ed 7 =
THFR VALY MREEEZNE Lz, Bo Ny EIRE YT 2 — ¥ (AUC,
Cmax) |22 "CT90 %15 $E X 35 12 THREEHIRAT 2 17 - 7285 4. 1og(0.80)
~log(1.25) OHEPAN T V) . Wi O A W51 R SEEARERR S /-0,

FF et G- O R BN EE X T X — &
Cmax Tmax Tz AUCo-24nr
(ng/mL) (hr) (hr) (ng-hr/mL)

996.4+316.5/1.8+0.9|7.1*2.8| 2976.5+882.6

¥ 72 T7FVRAE Y b
K| OD§E20me %7 1 |

(n=30) 77 7 §E20mg  |1081.7+341.911.6+0.9(6.9+2.4 | 2955.6+825.2

;{j T2 TEIAT M g5 7059 2| 2.2+1.0]5.5+2.8| 2897.2+699.0

OD$20mgl 7 1 |
(nfgn 7 =71 7$:20mg  |1001.6+320.3|1.8=1.0(5.7+3.0| 2899.8+725.9
%7 7 2 5E20mgld Ak CHUH (Mean=S.D.)
o 1400 (7% U CRRAF O MARE )
it
E[% 1200 T —e— 77 FYVAHY v NODEE20mg T |
7 --o-- 7 7Y 7 §E20mg [/K THRA]
2 10001 i3 Mean£S. D. (n=30)
ES i
¥ 800
% 600
v
K400
i
B 200
(ng/mL) =
11 1 f—s
0M11152253 4 6 8 12 24
b1 L0 B DR (hr)
1400+ (7K CRRAABF DR #R)
%E 1200 + —e— 77 FY X% v ~OD§E20mgH T A1 |
7 --0-- 7 7Y 7 §E20ng
; 1000 T Mean=+S. D. (n=31)
7 |
v
A
5
Vi
N
b3
4
(ng/mL)
e
OMt1152253 4 6 8 12 24
01T L0 $ 5.5 DRE (hr)

TMAEFREEE 2 5 NIZAUC, Cmax®0 /8T A — & 13, WBE ORIN, 1k
WOBRBUAIEL - RS ORBEMEIC L > TR A2 WREEDL D %,

16.2 ARUR

16.2.1 BEDHE
fEFERLALGBIC, 7 =7 %V A% v MOmgx EFICHEREOXKSG Lk
&, ZIR SN T, Coad FAUCKHAEZF N 2EN28 M T8I T L 727,

fracpid Crmax (ng/mL) tmax (hr) AUCu¢(ng-hr/mL) ti2(hr)
Py
mﬁ%jﬁ;’ 2049.1£782.3 | 1.2+0.8 6538.31263.0 | 6.8+1.7
%ﬁfﬁ‘? 1456.0+514.8 | 1.81.0 | 5321.6+ 910.4 | 6.3%1.5
CPIgfi + iRk (R )
16.3 93

16.3.1 ZEEEEER
T 7%V ALYy +(0.4~10ug/mLIEMER) O b AR 1S A51397.8
~09.0%Tdh 1), FLAEEEIITIVT I Y Thot:lin vitroRkE)Y,
16.4 {34
TzTXIAY v FOERRBBEIT IV 0 U BIBEETH -
720 2. ZOMICEBOBALREY., TN OmBIBERKT T

Vo yERARICREENZY, 727XV A5 v FDOCYPLA2,
CYP2B6. CYP2C9., CYP2C19. M UCYP3A4/5\2x%t3 % HE XD 5
Nhhotze = 72 7%V A% v bDOCYP2C8K 'CYP2D6IZ %3
AHKif i Z 2208 M40umol/LTH - 72 (v MFI 70y —2%H
W7ein vitrogtER) - 19,
7x7% VA% v FIECYPIAL/2, CYP2B6. CYP2C9. CYP2C19,
CYP2D6. CYP2E1J% O\CYP3A4/5% i L 72 0 » 72 (&~ A0 HT i
& H\ 72 vitrostBi) ¥,

16.5 HEftt

16.5.1 e AR H246112 7 = 7F v A% » b & L T10. 20, 40mg%
AN HEERE O G Le b & 5524 K 096 F ToR b m Ik
T2727F%F VA8 v FORPHEREIZENZEN2.1~3.8% L V2.2~
3.9%TH o720 Tz, HGH24N 6K F TOFRGEIIHT L7 =
TEVAY Y NOTIV O BRSO R PP 46,7~
49.7%)%. 1749 .0~51.6%Td > 729

16.5.2 BHEM ABEHIMC-7 27XV A Y v b E L T80mg & &
THWH T, AT ARG Lok &, #5540 £ TolsEdh
BRI T 2 72 7%V A8 v NRUZFO 7 Vo0 Y EREEO
E 413 F N 183.8~95.8% ) 12.3~6.8%Tdh o 770 &5 14481 [H]
FTOT72T7FVAY Y hORBHESR @S RIS 2 E A DT
FIEE) 131.1~3.5%. $%5-$212005 0 £ TOIEHFEHEIX7.8~15.8% T
B olze F7z. RHW % GO TARSTRE OG- 14216F5 ] £ TOIR L
FPHRIER T N2 N9 1 04 .9% T o 7= (BHEIADF— 5 )12,

16.6 HEDERZRTITDEE

16.6.1 EBiEREETES
WRRE (561) K OSH S5 EE (T8)) OB HEREIR T EEIC 72 7F VA% v b
20mg#x 1 H 1A EHIC7TH B BAERR TG Lo 2 &, S5 ®BIHICB)
DEFEHRAEICTRED 7 2 7F Y A8 v b O Comax | Z B HERE 1L H 5 (951)
LD B0 72h8, AUCo 2l T BB RE IE 5 B 12 Th i L TH3%EE 0 L
oo AR EE RS B T BE D Cnax . FAUCo 2ane |3 B BE BB IE 5 BE 12 LB L
T, FNZEN26L 068%HE N L 721,
R (60) . PR (TH)) e OVEEE (7T6)) OB T I 7= 7 F Y
2% v +80mg™ % L LI §H ARl 127 0 B RERE4% 5 L2 & &, %54
THIZBUTA727F VA% 9 bDOCmax X FAUCo, 2a0r b . BEREIE 1
1F0) 1 el L CBRpEE, o, EEEHEE TR TN D
48%. 2K U48%. 4N UN76% LA L7z AHEA D 7 — #)19,[9.2. 15H]

16.6.2 FFigREIETES
R (8%) K ON v &5 2 (81 o I BE IR T A 3 (Child-Pugh AL B) 12
T T7FVAY v F80mg™ & 1 H 1AIGHART 17 H M AR %S L7z &
&, BEEEERTHEORGBZRIHICBITA 727X A% Y b DOCmax
KO AUCo 2meld . FFHEREIEFHE (1161) & ik L C& 21241 1V30% L
A L7 700 BT T O Cowf TAUC) 2l d 2 1121153
J055% 15 L 7= (BHEL A D 7 — % )19, [9. 351 ]

16.6.3 SkE
T (655 DL b, 2401) & B AEE (18~40i%., 24B1) 127 = 7% Vv A
% +80mg™ & 1 H 1B AR 7 H M BERE % G L & & %5147
HIZ BT % & #5E O Cmax t FAUC 210l AR KT L TENZ NI %I
TRUO12% 5 L7z (BHEAD 7= )17,

16.6.4 &t
T2 7 FVAY y b0mg® & I HIEEAAHIZ7H B AR %S Lk
&, FGBTHICBIT 2 R EREHE (2411) O Conax % U AUCo 2aneld 5 VB
BT (2400 12 I L T2 24 DM 12% 522 o 72 BEL A D 7 — % )17,

16.7 ZYHEE{ER

16.7.1 HIEEH|
AR B 1 N 24450 2 il % 1) (BmL AP 2K ERL ~ 77 A 2 7 2 200mg Je O KR AL
T I = £225mgx AT ARLEHD) A RO SR T 2 TR Y
2% v F80mg™ F W% G Lz &, 72 7F VA% 9 FDCrax
e O AUCd 3 Z 2N 321 O15% T L7z JHEL A D 7 — % )18 19,

16.7.2 J)beFY
fERERA2260IC7 = 7%V A% v MMOmg#x1H1M7H M KERO#S
L. WIZ4~7THHIC2 VY F > %]1.2mg/H CLH2M ER %G L 72
L&, 727F VA% 9 b DOCraxt FAUC) 20061 F NZF 12T V7% |
AL72UEADF—5)2,
TR 2661127 = 7%V 2% v F120mgP Z#1HIR KL a2 v 5> %
1.2mg/H CIH2MI 14 H B BAEREOHRG Lz 2 &, gL T v OuER
5% L I3 BEHEHET % OCuuld Z NZNI2%E T 2 02% L5 L
720 F72. AUCo.2mlZ3%ET L7220,

16.7.3 A1V KXY
ERERLNZ266112 7 = 7%V A% v F80mg® #1H1EI LA » Fx & &
»100mg/H ClH2M5H M KAER %G Lz &, 727 F VA v
F DCraxZ 7% T Ly AUC0.200:032% LA L 720 720 AV FAY T ¥
D Cumax . FAUCO 20 DL TIX2% LN T D o 72 FHEA DT — 5) 2,

16.7.4 F70%t>
TS A2BIC 7 = 7%V A% v F80mg™ #1H1E KO 7 a ¥t >~
1000mg/H Z 1 H2[R7H B AR OG- Lz & &, F7a %+ oftH
XD, 727F VA% Y bOCrmax L FAUCo 240013 Z 1128 K 1N40%
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FRLE —H, 727F VA7 bOBAICL B F 7O %+t Y DCrax
D EFARAUC e DAL T IX1% LN TdH o 72 FEEIA D7 — 7 )2V,
16.7.6 YISz
TS AL’BIC 7 = 7%V A% v 120mg™ % 1 H 19 H [ S AE R 4%
L. BGREHOHICT Y 7T 3 v (EINEKR) 25mg % Hi [ 13
HLzb &, 7Y 793 Y OCuak CAUCilE F 2116 0°22% E 5-
L7z(BHEADT—5)%,
16.7.6 DILT77UVFRUDL
R ALBIC 7 2 7F YV AY v F120mg® TV 7 7)) »F )™
2 (EI P ARAGE) OH = IZINR % S8 (235 58) 2 1 H 114 H [ AR 9%
HL7EE, R-RUS-T VT 7Y ¥ DCmax 2 FAUCO. 200D | 5-135%
PUNTH o720 T720 TV 7 79 ¥ DFESFEDZEAL (INRnax® L5
INRumean, 200 DT [ OVEE VIR FE 1S FIME D 15 1Z7% AN T d - 72 (4}
FADT— %),
TR A2THIZ 7 = 7F VA% > F80mg™ & TV T 7 1) ¥ F F A
(B R FR) (H i (ZINR A& 26 (23 58) 2 1H LIRI14 H [ SR AR 145 5
L7z& 3\ R-7v771) :/@Cmax&UAUCOZ4hr®1&_ch:2%Lj\V‘]/cz7)O
720 720 SNV T 7)Y DCmax DT K O AUCo 200:D _F5HAZ1% LI T
Hotze Fizw TNT 7 ) v DFET)F DAL (INRmax & INRumean 20D IF
T OV VI H TG VI 0 5 134% N TH - 72 GHE A O 7 — )%,
16.7.7 e ROZOOF 7Y R
fERER 337 = 7F VA% v F80mgP & v FoszuoaF7 Y K
S50mgk HERE T3S Lz &, 727 F VA% Y FOCrax 2 FAUCins
D EFIFABLATH o 72 BLEAD 7 — )20,
16.7.8 F 714UV
HERER 2360127 = 7%V 24 v b80mg™ % 1 H 1187 H [ S AR 4% -
L. #GBGBHHICT A4 7 4 ) »400me% BRI G- Lz L &, 7%
74 ¥ DCrmac & AUCKHD EFIIB% L TH - 72 FHEA D7 — )%,
16.7.9 Oy JUS IV
TERERA36BIIC 7 = 7%V 2% v F120mg™ & 1H1E9H R SR 13
L. HHBta#HsHICa Y 7)) 7 (EINAKRR) dmg & BRI 135 L 72
L&, a7 ) E Y DOCuaxIET e S AUCKD _EAFAZ6% LN T - 722,
16.8 ZDfth
(Zx7FYR5 v NODEEIOMgH o1 1)
T 7F A%y FODEEIOmgl VT A NIEHZEEIICE O &, 72T
¥V A%y FODFE20mel V7 A | & AW FEE & A SN2,

1) AHN OGRS I R O H 2 BT 2 i k% 52 1360mg/H TH %0

17. BRPREGIE

17.1 BAMRURZEMEICET 2R

(fER. SFRERIE)

17.1.1 EIR#HASE T 18558
SR % & O R IR I B 20260 2 1 R & L7275 & A I L—
EERH SRS BT >720 72 7%V A% > F0mg/H» 5
G xBE L. HEOBEEMERHE (20, 40, 6031%80mg™/H) F THI
R BBAICHE L, MEDY 4 32 RIS AR, 6/ 010
L. ChUBIGETE CHEZMREL, 2B, WHEEEET IR
BEL/38B1. 7 7%V AS v F20mg/ABE2/436), 727XV A% vk
40mg/H#0/416), 7 = 7%V A% v b60mg/HEL/366), 7= 7FY
2% v F80mg/ HEEL/ALBITdH > 720 55 BilG 168 I (B HE D e
E CHEZBERICEE L2 A &) 1, iERIEE2%6.0mg/
ALPA M IZHE L 72 BEH OHE GERE) X, TROLB) TH o729,

P25 BG4 1638 o L IR EEAE6 . Omg/dL LN 3 g

L7 PRIl
EiaRiis 6.0mg/dLELT 7T R L 0%
R
77 £ K (3861) 2.6% —
20mg/ H (43f1) 46.5% 43.9%
40mg/ H (41f1) 82.9% 80.3%
60mg/ H (36f1) 83.3% 80.7%
80mg/ H (41f1) 87.8% 85.2%

RABRIZ BT D72 7%V A% v b ORI £19960%, 8I7EH
(BRI EMORE %2 &) OB X, 77 1 RTEL8.4%(7/3861) .
T 7 ¥ VAL v b20mg/H#E23.3%(10/43F1). T =T R I AL v
40mg/ H #£29.3%(12/41%1). 7 = 7%V 2 % v F60mg/H #13.9%
(5/3661), 7 = 7%V A% v b80mg/H #29.3% (12/4161) T - 72,
TzTXFVAYy VBT ERBERIE. 72 7%V A5 v b
20mg/ H T i BT & 454451 (9.3%) . fBRE261(4.7%). 7 = 7%V A
% v N40mg/ H B Cog R B 453051 (7.3%) « TSHEE 261 (4.9%) . 7 =
T¥ VA v M60mg/ H TR RBIEI 25361(8.3%). 7= TF VAL v
I 80mg/ H T ¢ JELBE £ 4861 (19.5%) .« BH Ffisiw261 (4.9%) . DU A
201 (4.9%) . ALTHEIN261 (4.9%) . CKIEM2H(4.9%) TdH - 72.[7.1
2]
17.1.2 BN MERER

)R % T R ER ME BB 2440 2 /P R & Lz7 a7 — )V k) B
AL —EERILERE 2T >720 72 7F VA% v F0mg/H ik
7u7) ) —Vv100mg/H % 12H 5 L. Z0%, Z1E140mg/H

N43200mg/ H 2B L44H M5 L7ze B, ZEEEE 727 %Y
25y NEE3/12260, T T —VEE3/ 12181 TdH o 720 Fr GBS
WO REEZALE (FEFMEE)ICBNT, 7=27F VA4 v b
40mg/H#ED 71 7)) 7 —)200mg/ H B x4 2 IS TEA R Sz (P
<0.001: IS~ — 2 135%) o F 72, $E5-BIG H8H o i 15 IR 9 fiE
6.0mg/dLELF R (BIKEEMEH) 1. 7= 7%V A% v bOmg/H
#82.0%. 717 J —)200mg/H EE70.0%TdHh - 720 #F5- WK T
ORISR OBHE ST T RO EBY TH 7220,
12 5-BARA 48 o M PR B 223 (%)

I3 PR R ML IRIRAE | Z2 LR OB 72
Eracnid fifi (mg/dL) ZALE (%) | [95%fEHEIX ] | dh55 3
S (R ) [ (R %) (%)
Tu7) =)
200mg/ 1 0 20 ar
(120f1) ' : -6.24 P<0.001
T2 Tk IAY 5 b [-9.65,-2.84] :
Omer B 8.83 415
(12550 (1.32) 12.1)
a) I {75 R R I (515 BAR T O {5 FRERAE) 1233 2 %15 B A 12 8 o 1t i FR B il
2L
#) L MHEICB I HPE
Jrg JEL B E S D FEBLE &
T 0~12H BT 12H HE6A. T 6 ES L T
7[2]0&? jg” 1.7% 3.3% 0.8%
(121%%) (100mg/H) (200mg/H) (200mg/H)
7174;;;//7‘59 Vb 1.6% 6.6% 3.3%
(122gw> (10mg/H) (40mg/H) (40mg/H)

( YNEYFEHOT7TOTY) ) =V E 7 T7F VA v FOfE
RRERIZBIT D72 7FV A% v b OREVEEM 5243614, BIEH
(BRRMAEMORE 4 &0) OFBHEIX. 72 7F VA5 v NHE-.2%
(10/12260), 7a 7)) J —)V#ELL.6%(14/12160) ThH o720 77 F Y
2%y NEEICBIT D E BRI, e R 44091 (3.3%) TdH o 72
[7.1zH]

17.1.3 BRI SHER
IMLiE JRERAES . Omg/dLEL b o> i il % & T i IR R IfIUAE 835 171400 &k 5 &
L7-EWRSRBEER L 720 72 7F VA% v FOmg/H» b¥%5
R L, WGHA®RIEEHIC 7 2 7F VA8 v F20meg/H. 55
WHETEBIZ 7 2 7%V A% v MOmg/HIHE L7z %5510
H o 1% IR EEE %6 . 0mg/dL % 8 2 T\ 72 A 3% G- Baa #1508 H &
D72 7% VA% v Me0mg/H ¥ L, i REEfE A% . 0mg/dLLL
TORAEET T2 7F VA% Y MOmg/H ZHMiFEL 720 B, wiEE
72 7F VA% v MOmg/HES/1316]. 7 = 7%V A% v F60mg/
H#E1/4061 Td - 720 B 554G %188, 2638, 5238 T I 5 Jk 1 5 23
6.0mg/dLULTIZEZE L2 BEOEHE GERR) I, 72 7F VA8 v b
40mg/H#ETIX, 2N EN93.5, 91.5, 86.4%. 7. 7=7FV A
% h60mg/HEETIL, ZNENT4.4, T1.4, 87.5%TdH - 723V,
RRERIZBIT D72 7F%V A% v b OREVEEM K176, BIEH
(BRMAEMEORE 2 &) ORIHE X, 72 7%V A¥ v MOmg/
H #£37.4%(49/13161), 7 = 7% vV A% v 60mg/H #£35.0% (14/40
B CTHotze 77XV AY v MBI 2 R EIER (B GAE
OREEEL)IX. 727 F VA% v MOmg/H BT R i 4526151
(19.8%). BAEIw7HI(5.3%) . MR REABI(3.1%). 7= 7 FVA¥ v b
60mg/ H # ¢ i Jal B 5 42911 (22.5%) « B30 (7.5%) . P4 B g 361
(7.5%)  PUIBASHLE261 (5.0%) T - 72, [7. 128]

(D AAEZEEEIC# S S FRERINE)

*17.1.4 EAEIEHER

AL BT T 5 O AR B HIB & R Rz T 1 7Y — Lt R IE
WAL R 21T o720 72 7%V A% v F60mg/H X3 7
07/ —)vid300me/ H [ RERE &0 & 2 [ # (30=eGFR<45mL/
min/1.73m?) T13200mg/ H ] % {275 AT B A 2415 [ 8l 7> 6 H 4%
G- L7z $5MG6H % COMERMBMEAUC(FEHMEH) X, 71
TN )= VBRI T A7 2T F VA NEEOIES DR SN (G
M~—2 »13150mg - h/dL)o F72. 7= 7%V X% v h60mg/H D
2 X ) MisRER A 3 G- BAA6 H 1 F TRIFRYIZED L 7252 ¥,
RABRICBIF D72 7F A% v F60mg/ H D44 VSR 54950 H1
B1(2.0%) (ZBEIWER 25580 S7z. ZORIWERIE. ASTHEIN, ALTH N
THo72,
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Be5-BAlR6 H 2 £ COIMERIRHEAUC

I PREEEAUC
PEETE (mg-h/dL) HEM 2
RN E [95% 15 HEIX [H]]
+ R
Ta7) )=
200~300mg/ H 513.44+13.13
(501) -33.61
Tz TF¥FIAY v b [-70.67,3.45]
60mg/H 479.82+13.26
(49%1)
HHE: 72 7%V RS METOTY ) —VEE
8 —Oo— T TFVRY y M (4941)
--o 77y =)Lk (5041)
6 ST fil + R E (R 2
ifil = ALFEERAH
iH
fill
(mg/dL)
2 -
0 T T

Day-1 Dayl Da‘y2 Da‘yS Da‘y4 Da‘y5 Da‘y6
T e Fffalr )
I35 PRI il D #ERFERE X
) ARFNOIKE S N AL O H RSB 5 k% 5-51360mg/H Td 5.

18. FESEIE
18.1 1R

18.1.1 7= 7%V A¥ v MI, REBEREELXFF VF o4 F 27 —¥
DALY (KifEi: 0.6nmol/L). #IC (Kif#i: 3.1nmol/L) & 3741 [
ES 2L E Y RBRAERE T S (n vitroitER) 3,

18.1.2 7= 7%V A% v ME, oFE LTy ¥ - ¥ IV U RHREE
OIEEI B A RITET, ¥y F o4 F 25— B2 RIRMICHES
% (in vitroikiR)*Y

18.2 ZIB{EF

18.2.1 IMARFRERE TEA
F v b (EHE., BRBIEETV)T7 2 7F VA% v MEIROES2
L0 M RERE AT S,

18.2.2 PRAFFRERE TEA
Ty M CTT 2T XY ATy MIRELFGIZ LY . JRAPREREZ KT 8729,

19. ﬁﬁﬁﬁﬁluﬁﬁ?’%fﬂ E2HIENR
—fi% : 72 7%V A% v (Febuxostat)

{E24 : 2-[3-Cyano-4-(2-methylpropoxy)phenyl]-4-methylthiazole-5-
carboxylic acid
SFI - CisHisN20:S
PFE : 316.37
‘el
CHs

N\ \ CO2H

HsC
ﬁ/\ 0

CH3z CN
B OR e~ REAROBREOBR R TH D, T — I (99.5) 128
RBEITIZLL, A7 7=V ET7E P = MY VIZETIZL L,
KIZIFE A BT 0,

21. 7?<;m7|<1q:
EdEah) 2 7 EPETI & g o b, BYNCHERT 5 2 Lo

22. @%

(TxTFYRY Y MEIIMg[TTA 1)
PTP : 10052 (105% x 10) . 5008 (105E x 50)
NT 2008

(TxTFYRY vy ME20mg[bI1 1)
PTP : 10052 (105% x 10) . 5008 (105 x 50)
NT 2008

(TxTFYRY Y NMEAmg[PIA1 1)
PTP : 100%E (10%E x 10)

(FxI+YRA% v NODEEIOMgY D1 1)
PTP : 100 (10%¢ x 10)
INT 12008

(FxI+YRA% v NODEE20mMg YT 1)
PTP : 100k (10%¢ x 10)
INT 2008

*23. FEHR

AFESS RN (T v M) (727 2§ 0 20114E 121 HAKGR, HIEHE
FHEZE2.6.6.6)
WABEME( Y A2, Ty M) (727 7§ 20114F1 H21 H AR, H
%%ﬁ%ﬂa‘ﬁ%?&ﬁﬁﬁ)

BerhEE R ORI (RN HEIED) (7 = 7) 7§ 20114F1 H 21
El7¥<‘” HIREEAHES2.7.6.1)

MR (R . Hm) (7 = 7)) 7 §§ © 20114E1 F 21 H A&GE.

Eﬁ‘*’”ﬂffﬁ}i;ﬁ‘d 7.6.5)

Serpig e (et N BB (7 = 7)) 7 & ¢ 20114E1 A 21 HKRE,
EE%%%‘*W%%‘&Z .7.6.8)

Serpig s (SIRBRIE B, BB (7 =77 788 20114:1 21 H
7‘&” HEHE R 2E2.7.6.31)
FEERL ¢ A A R S U ($E10mg)
FENEORL @ AR AE I IR SRR (5820mg)
FEPVERL Az AR A IR S5 3 ($840mg)
FEPVERL © A I A5 3B (OD$E20mg)
Mukoyoshi, M. et al. : Xenobiotica, 2008 ; 38(5) : 496-510
Grabowski, B. A. et al. : J. Clin. Pharmacol., 2011 ; 51(2) : 189-201
(e b)) (727 788 0 20114E1 H 21 HAKGR, A5 GRS
2.7.2.2.1)
A g I (B AR T s, B8 (7 = 7)) 2§ @ 20114E1 A 21H
KR, HFEERMRS2.7.2.3, 2.7.6.13)
Mayer, M. D, et al. : Am. J. Ther., 2005 : 12(1) : 22-34
Khosravan, R. et al. : J. Clin. Pharmacol., 2006 ; 46(1) : 88-102
Khosravan, R. et al. : J. Clin. Pharmacol, 2008 ; 48(9) : 1014-1024
Khosravan, R. et al. : Br. J. Clin. Pharmacol., 2008 ; 65(3) : 355-363
WA EAER (RIEEAD) (7 = 7)) 7 8 - 201141 H21 HKRE. HIGEEE
FH%E2.7.6.20)
HEWMENER (v e F ) (7 27 7§ 201141 H 21 HAGE,
FHERE2.7.6.18, 2.7.6.19)
Khosravan, R. et al. : J. Clin. Pharmacol,, 2006 ; 46(8) : 855-866
Y HEAE (72 75 3 2) (7270 78 20114E1 A 21 H &G,
HEE BRI 2E2.7.6.16)
SFWHENE (T V7 7)) 2) (727 27§ 20114E1H 21 H KGR
HESEAHMNTE2.7.6.23, 2.7.6.24)
Grabowski, B. A. et al. : Br. J. Clin. Pharmacol,, 2010 : 70(1) : 57-64
MBS (747 1) 2) (7 =7 7§ 20114E1H 21 HAKGR.
HIRH R %E2.7.6.25)
x%*ﬂlﬂ’ﬁfﬂ(lﬂ TN U)(7 7)) 7§ 201141 H21 H K
. HRHEREEE2.7.6.26)
ﬁV\] 7H' Efwﬂaﬂﬁﬂjﬂiﬁt%ﬁ(ODfmlOmg)

5%%)@(7:71)7&: 2011$1H21E|7¥<u“ %ﬁi&**)
FI% 5 508% G i % & SR IRIE R E) (7 = 7)) 27 8% © 20114F1
F21H AR, HREEEHRE2.7.6.40)

Tamura, K. et al. : Int. J. Clin. Oncol,, 2016 : 21(5) : 996-1003

7a T = W EIFE R AL ILEGER (7 = 7)) 788 2016
fES 23 H KRR, HIRHERHMREE2.7.6.2)

Takano, Y. et al. : Life Sci, 2005 : 76(16) : 1835-1847

M R OBR AP RERIE TR (5 1) (7 = 7)) 2§ 201141 H21H
R, HREEFIE2.6.2.2.2)

**24. WEREERERUEVLGDER
TUHREERR A A R vy —
T532-0003 AW X E 55T H2-30
TEL : 0120-381-999 FAX : 06-7708-8966

26. BUSHRFEREE
26.1 SGSHARZETT
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