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4 (ff) ROC12 (M) %)) OBIcFT 7o RS
NAERME - BAPRD SN, ¥ 7 AD18.75mg/kg/
H (M) BTy rD24mg/kg/B (1) ICHENES (B
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Cmax
(ng/mL)

AUCint
(ng - h/mL)

ti2

(h) (h)

10mg
(N=8)

1537.0
+430.9

496.2
+166.0

6.2
+0.9

20mg
(N=8)

3296.2
+751.9

1088.3
+178.9

6.2
+1.1

40mg
(N=8)

7085.2
+1341.2

2270.3
+866.7

7.3
+1.8

80mg
(N=6)

3765.3
+1008.3

6.9
+1.8

13300.5
+3032.3
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+0.8

1.5
+0.3

6.3
+1.6

1019.1 3658.5
+343.2 +625.6
1299.8 4442.1 8.8
+312.6 +729.5 +2.2
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HER

Crnax AUCo,24n
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20mg (N=10)

2092.3
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8.2
+2.4

(P18 + R (R )
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(FxTFVYRI Y R EIOME [T 7])
T THRIAY Y MEIOmg [FI77] £72707
$E10mg%. 7O AA—N—KICE D Zh2hisE (7
THERYRL Y hELTI0mg) BRI A 0]
EORE L CMERREMFBELZREL, Fonk
%%ﬁbﬁé/\“?x—& (AUC\ Cmax) L:OL‘TQO%{%*E
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(1.25) OHENTH V. FAIDEYERESFE SR
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AUCo,24n Crax tmax ti

(ng - h/mL) | (ng/mL) (h) (h)

T17F VA k| 1589.15 | 628.05 | 1.6 5.31
$l0mg [r377) | +415.42 | £216.26 | +1.2 | +2.29
R 1543.68 | 586.77 | 1.5 5.26
7=7V78I0mEg | L3001 | £211.24 | +1.1 | +2.31
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EHBRE/SS X — % (AUC. Cmar) 1DV TI0%ISIE
XIS CTHEEHIRAT 217 > 7= 45 52. log (0.80) ~log
(1.25) O#EENTH . WAHIOEYZHE S PR
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AUCo,48n Chax tmax ti2
(ng - h/mL) | (ng/mL) (h) (h)
TJrT7EVAY Y N | 7909.915 | 2779.729 | 1.5 7.24
$#40mg [ 377 | +2105.201 | +797.800| *1.2 | #1.78
e 8011.836 | 2952.858 | 0.9 7.31
77V IROME | L yra8 970 | £907.627| 0.6 | +1.86
(CEEE - IEHREZE. N=24)
(ng/mL)
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3500 |71
1 3000 T —e— 7x7%YAY v EA0mg [7 37 7]
?é 2500 :O? o= 7 = 7)) 7 §#40mg
% 2000 |97~ (PHE L EEFEE, N=24)
1 1500 | ¥
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L Cmax tmax AUle tl/z
BS® | gmL) | () | (g-hml) | (h)
MRS 2049.1 1.2 6538.3 6.8
(N=16) +782.3 +0.8 +1263.0 +1.7
BBES 1456.0 1.8 5321.6 6.3
(N=16) +514.8 +1.0 +910.4 +1.5
(Pl + 128 RZ)
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16.4 {5
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5O AaEERO Ly a v EaasEIcRE S 0,
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2o —H. 77 FV AT bDCYP2C8K U'CYP2D6IC
*9 AKUEIZZFNZN20K%O40umol/LTH -7 (B RT3
ray—AERWn vitroig) 91,
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TEVRY Y bOVT Oy BASEORTHERIT
FNEFN46.7~49.7% K V'49.0~51.6% T - 7=%,
16.5.2 ERE A BHHICUC-7 2 T FVRAF Y hELT
80mgH ZE&H T HiiAl %, A THERO®RS L&
=, BEREEE TOMBERRRSEICET 5727
FVRY Y FROFOZ L7 0 L EEEGROE &I F
NZN83.8~95.8% M U2.3~6.8%TH -7 548
BEETO72T7FY ATy hORBPEEER (BE5E
IRt B ENE. DURERE) 131.1~3.5%. %5 1208
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W E SO IS RED R 5142168 & TOR K U'EHE
FREERIZ ZNZN49. 1% 044.9%TdH - 7z (SFEA
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BE 56]) RUPEE (TH) OBREKTEEIC
T T7FYRAY Y F20mgE A% ICTHMEKE
BOKE L& BERTHICB T 2BEBKEK
‘Fﬁ@7 T 7\\3’\’ R ]\ @Cmaxliﬁéﬁ%‘ﬁ‘ﬁf’:ﬁﬁ (9
) EZEb oo 72h, AUCounld BHEEEEEEEIC
Ml UC53%EM L 7z R EE B BEEIE T EED Craxk
UAUCo, T BEBBEEFHICHEBR LT, #2206k
U68% AN L 7217,
®gE (6fl). HEE (TH) ROEE (TH) OB
ETEHEICT7 = 7FVAY v F80mg™ %1 H 1 [m#H & Hi
WW7THBRERORS L& & BEBTHICBT A7 =
7:\:\/;(9 b ]‘@Cmax&()sAUCO,MhLi\ %%ﬁ‘éﬁﬁﬁ
(1161) (e L Cc@E, hEE, EEEREETET
FTNFNA R OE8%. 2K VM 48% 4 ' 76% EF- L 7= (4F
BADOT—%) ¥, [9.2.1 BE]

16.6.2 FTHREIR T EE
BqE (8fF]) RUHEFE (8fl) K TEE (Child-
Pugh A\ B) IZ7 7%V A% v +80mg™ #1H1EE &
ANC7THBINERO®RS Lz & &, BEFEEER O
EBTHICBIF S 72 7%V A% Y FOCrnaxk FAUCo,24n
. FHEEERR (116]) SHEBLTZNZh24RY
30%J:i%l|'l/7:o ifi\ qﬂg}gH%ﬁEﬁ—Fﬁ@CmaX&lﬁ
AUCo I ZNZNE3/RO55% LR L (AAEADT—
) ¥, 9.3 ZHE]
16.6.3 =&
SiE (65R LI L. 2461) EEEH (18~40m%. 2441)
27 7%V A5y +80mg® & 1 H 1 [E# &R I27H M
REZORELEE, BEBRTHICBU 2EHED
Crmax & OAUCo 2mlFEHEEZITH L TEN T NIRRT MK
2% EF L7z GHEADTFT—%) ¥,

16.6.4 ik
77 FY RSy b80mg® & 1 H1[EIE & HTIC7H R E
RBO/E LI, BRERTHICB T 2 EHERER (24
B1) DCumax e FAUCo,2ml I BAEWEREEE (24061) 12 H#g
LTEFNZNURORBE D -7z (GHEADT—%) 2,

16.7 E¥HEEEA

16.7.1 HIEEH
R 2401 HI B H (SmLAIZ KB~ 7 %27 4
200mg K OVKEE(L 7 )L 3 =7 £225mg% &89 AEL A
ZHEEFEOHRSHICT 275V A% v h80mg™ % BE#E
DTQ’:}Lf:tﬁ\ 717“4"‘/1?‘7 F@Cmax&UAUCmI
BENENRRPISBET L BEADT—%) 10179,



16.7.2 JIbeFY

R A6 7 = 7%V A% v MOimgx 1 H1E7
HEKERO®RS L, BI4~THEHICI LT V%
1.2mg/HCIH2BIREZ RS Lzl &, 72 T7FY
A% N DCmax AUCo 2l ZNZFNI2K 7% EF

Lz BMEADTF—%) 19,

TREEER 266117 = 7%V 2% v F120mg® 1 H1[E
KUOaneFrzl.2mg/H TIH2EN4H ERERE O
ELlEE, 2l F Y OHEBHIKRESED LIESE
BB 5% DOCraxld TN ZFN12BE R KR 2% EF L 72,
F72. AUCo2nlZ3%ETR L7219,

AVRXIVY

fERERA2661ICT7 = 7%V 24 v b80mg® Z 1A 1[E K
A > A% »100mg/H cIH2EISHERERZO#RS L7
LE T TFIAY Y FDOCraxdd7%E T Ly AUCo 24l
2% ERUTce Fizy AV RAY 2 2 DCmaxk OTAUCo,24n
DIETRIZ2%ATH -7 BHEADT—%) 19,

16.7.4 2O+t

16.7.3

16.7.5

16.7.6

16.7.7

16.7.8

RSB = 7%V A% v h80mg™H %1 H1[E %
U7 a &t >1000mg/H % 1 H2[E7H iR AR D%
ELzEx, FTustrofHIickd,. 72 T7%Y
A%’ DOCmax AUCo,2mld #F N F 128K U40% E
Hlle —H. 7x27FV 2%y FOHREICEZFT
T ¥t 2 DCnax® _EF KO AUCo, D& NIZ1I% LN T
Hotl BHEADTFT—%) 19,

FITFPS=ZY

BEERALIGINC T = TFVAY v b 120mg‘?) = 1H1[E9
HERERO®RS L BEHngeHICTY 773 (E
WARKR) 25mgzBEREORE L&, TV 7I3
y@Cmax& O\“AUCmf(i%h%‘nlg)& U22%J:9%f" l/ f: (9*
BEADTF—%) 2,

DILT7UYFRNUDL
EERALGIC 7 = 7F Y A% v M20mgP & T LT 7
U v UL (BRNERAR) (FARIZINRE EEICEEE)
ZIHIE4HEREZORS L& &, R-KUS-T7 )L
7 7Y ¥ DCmax & FAUCo, 20D _EFIISBLINTH - 72,
Flow TV T 7 OENEDOE (INRnax® L5
INRmean, 20 DK N K O VIH FIEHFEEO EF/) X
1%L TH -7z BEADT—%) 2,

R AN27HIC 7 = TRV A5 v F80mgP & T ILT 7
UrF b L (ARNRER) (HEIZINRE EEICEH
E) #1HIE4HMREROESE LI X, R-TLT7 7
) ¥ D Cmaxk CAUCo, a0 D& RIZ2%B LN TH o 720 F
72w SST7UT7 7Y VD CnaxDIE R R OPAUCo, 20D LRI
I%BLINTH >z oy TILT 7 v OENZOE(L
(INRmax(‘.’.INRmeam.%ho)’f&—F& U%W ?(ﬁ‘ﬁqzy:]{ﬁd)
ER) 1H4BLATH -7 GLEADT—%) P,
eEROZOOF7ZIR

TERERLA3SBIICT = 7+ 2% v h80mgH &k R
OnF7 Y RS 0mg#x BEEHREG L& &, 77+
VA% 9 b DCnaxr FAUCH D _EFIZA% LN TH - 72
(HEADTFT—%) 2,

FEIT1UY

TERERLA23BIC7 = 7%V 2% v h80mg® #1H1[ET7H

MREZEORSG L, #5B%5HICT 47 1V >400mg
%%E%DHE bf:(‘:g\ ?1—7 1 ') T/@Cmax&(j
AUCH®D FERIZSBLINTH > 72 FHEADT—%) P,
ayougvy
BRI A3HICT = TFI 2y Y H20mgm’£1EIIIEI9EI
MRERO®EG L, #5B%SHICuy 77Uy Yy (H
WAKR) dmgzBEEOKRS L&, a7 Uusyy
> DCnaxDE N KO AUCin D _EFIZ6%LINTH - 722,
16.8 ZDfth
T T7FYRY Y ME0mg [FI7 7] & [GEVE
72 B REOBEMA O ENENRFEERBET A KT A ]
WKEDE, 72 T7F VRS Y MEdomg [ 37 7] 24Z
HBRIFE L &, BHZBHPEE SIS N, EYE
ICESE E AR SN,
) ARNOEZ SN AR UCHEICB Y 285 81360mg/HTH %,

17. BRIRREE

17.1 B3ENRUZLEICRT S H5R
(EE. SREME

17.1.1 EMHEASE O 1E5ER

16.7.9

FEE EUERBIDEERE202602 MR E L TITER
SERBERAL —EERHERICHEGRE 21T 572, 7 2
TEFYIAY Y MOmg/HA» 685 %2MBE L. SEOE
FHERFIR (20, 40, 6031380mg®/H)  CHEBZER

FEEICHEE L7, BEOY 1 IV 7 I3HEHNRE2. 6
KOIEE L, ZhPEIGEE CRHEZ MR L. &
By WHEREIT T REL/38G, 7 TF VRS

N 20mg/H &$2/43%1. 7 = 7 F YV A% v hMOmg/H &
0/4161. 7 = 7%V A% v N60mg/HEEL /366, 7 =7
FY A& v b80mg/HEE/ABI T - 1z SRR
16ER (SHOMFHARE CHEZ RENICHEE L
Mz at) 1o, MBREREN6.0mg/dLELMICEE L

BEOEE GERR) &, TROLBOTH-72Y,
# 5 R 16E DM RERE6 . Omg/dLEL iR

i eaiid MiERIEIE6.Omg/dLLLRERE | IR L0z
TIeR 2 6% -
(38f51) o
20mg/H
(43) 46.5% 43.9%
40mg/H o 0
(4151) 82.9% 80.3%
60mg/H o 9
(36H) 83.3% 80.7%
80mg/H
(4100 87.8% 85.2%

17.1.2

RRBICBT 27 2 7FY A% v b OREMEFH*
R199%19., BIEA (BRBREEOREZET) O
HEE X, 75 NEE8.4% (7/3861). 7 =7 F vV
A% v +20mg/H#23.3% (10/4361). 7 = 7%V A
4w N0mg/HE$29.3% (12/4161). 7= 7F VAT v
60mg/H B#13.9% (5/3661). 7 = 7F VA ¥ v b
80mg/HE$29.3% (12/4161) TH 5720 7 TF VI RY v
MEICBUI A ELREIERE. 72 7F VA v h20mg/
H B CRERET 245 (9.3%)  BEERE2M (4.7%). 7 =
7 XV A5y M0mg/ B B e R BT 236 (7.3%) .
TSHIEM2B (4.9%). 7 = 7%V A% v F60mg/H R
TR 236 (8.3%). 7 xT7FVRF v F80mg/
H B 9 JE B T 4801 (19.5%) . FAETRE2H (4.9%).
VU A AR R 2B (4.9%) . ALTHE N2 (4.9%). CKi#
sl (4.9%) Th-o7z. [7.1 BHE]

EsE ME5ER

FR % & O R M B E 2440 2 R & L7 a7 )
J =V REEA _EEREERE LT o7, 7 1
TXV A&y MOmg/HX &7 a7 J —)L100mg/
HzZzRHE#ESG L, 0%, £1£h40mg/H XX
200mg/HICHEE LMBERIHRES L. 2B, ZHEE
X7z 7FYV Ay NEE3/126. Tus) ) — LEE
JR2UBITH - 7z BEFIMERSEO MBERREZELER
(FEFMEE) 1BV, 7 7F YV AY v bOmg/
HEEO7a 7)) ) —)L200mg/ BB 9 2 IEL AR
Shiz (P<0.001: JEHMHE~Y—2 2 135%), F7zo, #&
5 5614838 o I 5 R ER 86 . Omg/dLLL R (BIk
FHMEEE) & 7= 7F VA v MNMOmg/ HEE82.0%-
7u 7Y ) —)L200mg/HE70.0%TH o 7z. HHE
HEToOREMERORRINGITEROLBY TH -

tze) ,27) .

# G RIRESIE O MIERREZE(LR (%)

m%%(m&%ﬂﬂ? LDI?%W%{E) ZLRD
. 8 (mg/dL) |ZE(L%RD (%) |  BRZ |
RS g B | e |FOHA
(EEmE=2) | (EERFEz) | XA (%)
A=A WED
8.89 -35.2
200me/ 5 (1.24) (14.7)
(120f1) 6.24 |15 4 001®
7=TFIAZIN oo g |[965.72.84 :
40mg/H ’ :
(L2550 (1.32) (12.1)
a) MBEREEAE (RSEMBETOMEREE) (0T 2% 55A%8E
DIERBREDOZE LR
#) FELHEREICB T HPE
JREBEET R DO FHIRE| &
B5E 0~12ALT |12H#@6ELT | 6E@ESELT
7§&Qé;é”b 1.7% 3.3% 0.8%
(12151) (100mg/H) | (200mg/H) | (200mg/H)
72TEIRY b 1.6% 6.6% 3.3%
4(01?2%5' (10mg/H) (40mg/H) (40mg/H)

() RIZYEEEHo7Ta 7)) —LXE 72 7¥V 25y hOFE

KREICBITH T2 TFV Ay b ORI F
24360, BER (BRBREEORE &) OB
BlX, 7z 7%V A5y NEE8.2% (10/12261). 7 u
7V ) —VEELL.6% (14/1216]) TH o720 7T
VALY y NEHIZBT A EBIERI. R A 254051

(3.3%) TH-olzo [7.1 2]



17.1.3 ENRAESEHER

& REEE9.Omg/dLEL_E o ¥E E % & to & FR B INE 2
FHITFI 2 RE L RIARGHBEEE/B L7z, 727
FV AL v blOmg/HA 5852 L. HE5HMIRE
JEEICT =T FY R v b20mg/H. BEHKETE
Hic7 7% VA% Y Mimg/HICHEE L, #5H
1 #1038 B o I3E IR EE B 7%6.0mg/dLE B 2 T\ 728
HRBEHBZRISEE LD 72 7F Y X5 v M60mg/
HICHE L, MEREED6.0mg/dLL ROBEILT =
TEYRE y MOmg/BEMRE LTz, aB. kRS
37 2 7F VA5 v MMOmg/HEES/1316]. 72 T7FY
A& v S60mg/HEEL/A0B1TH - 72, H5FHmRZI18HE.
2638, 5238 T MiE R ER B A%6.0mg/dLEL R ICEE U 72
BEOHE GERR) &, 7x7F Y A¥ v F0mg/
HETIX. 2 £Nn93.5, 91.5, 86.4%. 7. 7=
TFVAY y Me0mg/HBETIE. ENZENT4.4, 71.4,
87.5%Td -7z,

ARBICBI ST 2 TFVYRY Y S OREEFHERR
171607, BIfEH (BEABEEORE 2 &) ORI
B3, 7 7%V RY v MOmg/HEE37.4% (49/131
), 7 x7FY X% v h60mg/H #35.0% (14/40
Bl) ThHotco 72 TFVAY Y NEICBIT2FERE]
ER (BBRMEEOREE2EL) 3, 72 7F VYR
%y M40mg/ BB T EBAER 2261 (19.8%). BAEIR
761 (5.3%). WAL (3.1%). 77 FVRY v
~60mg/ H B ¢ JE BE & 220f (22.5%). B & 3l
(7.5%). PURERE3M (7.5%). PHEARHRE2E (5.0%)
Thotze [7.1 BHE]

(D AALZEGEIC S BPRELINSE)
17.1.4 EAS MAEHER

(L2EBEIEAT T E O BB R EI 2 RIcT a7
V) U ERSFE BRI LERERE T/, 72
TEY AL v M60mg/HXIE7 127 —)LiE300mg/
HIBE#HERET O H 5 EE (30=eGFR<45mL/
min/1.73m?) TI3200mg/H] % (LB EHEITHIE24
REERT 2 SOHMHRE L7z, HBEMInoHEZ S TOME
REMBAUC (EZF@EEE) &, 70 7Y ) — VRIS
W BHT72T7FVARY Y FEOFEBEIRSIN (GE
H~— 2 1d150mg-h/dL) e £72. 7 2 TF VAT v
F60mg/H D51 & 0 IMiERERE I3 5 BR6 H % %
TREHICED L7,

RABICBITI S 7 2 7FY 2% v Me0mg/H DR LM
BTt RABI 1B (2.0%) ICEIERAPRRD 5N i,
ZOEIERAIZ. ASTHEM. ALTHEIMTH -7,

BE5RBoH % E TOIMERBREAUC
o MEREEEAUC (mg - h/dL) BRI
BN R P E = | [95% K]
Tar) ) —L
200~300mg/H 513.44+13.13
(50£31) -33.61
TITFIAY Y b [-70.67,3.45]
60mg/H 479.82+13.26
(4961)

BEZ: 727X VRS Y MEE-7OT ) ) —LEE
(mg/dL)

8 -

e b=y
EN

—o0— 7 xTEFVRY Y M (490)
---e--7asy ) —LEE (504)

P E + EERE
= LEREREE

Day-1 Dayl Day2 Day3 Day4 Day5 Day6
i [EEsEsyidisii]
M7 RERE DFZRFHERE X

F) REIOERSNI-HERURRICBIT 2 RARSEIZ60mg/HTH %,

18. EppEIE
18.1 {EFRER

18.1.1 7z 7FVRA¥ v M,

E@Emééé#ﬁ/%/j
FH—YORELE (Kiff : 0.6nmol/L). E7E (Ki
fE:3.lnmol/L) ZWINBHIHET B &I J: n. R
AR ZIE T2 (in vitroRER) ).

18.1.2 7=z 7F VA& vy NI, OEELTY Y - EYID

VREBROENICHEE A RITEST., FYUFULF
I —PEBIRNICEET 2 (n vitroit) 3

18.2 ZIE{ER
18.2.1 MPFREZE TEF

Sy b (E¥. BREBIEETL) TITzTFIAYY
MIEOREGICL D, MAPRBEZETS 8727,

18.2.2 FRTPERERIE TEF

* %19,

22.

*23.

Bl © £9200C (512
CES
(FxTFYRIY NMEIOME [T 7])

TV RT72T7FYRYy MIROKSICED, JRP
REGEZE T SE 7,

BURKSCRAT B E(EEHNAR
—fREIFE : 72 7%V A% v b+ (Febuxostat)
{b4#4 1 2-[3-Cyano-4-(2-methylpropoxy) phenyl]-4-

methyl-1,3-thiazole-5-carboxylic acid

373 0 CisHisN203S

oF& :316.37
PR E@@‘fuaa BEREEOMEKETH B, T¥ ) —
(99.5) IZRBFIZ L, 7T M= MY LICEDT
12 LKL KIZIBEAEE T Z W, BRIEIRDS
Nb.
(b
CH;

N
| /\g\cozﬂ

S

HsC
3%0

CH, CN

VT T2 LECIRR)

100%¢ (1088 (PTP) x10]
5008 [10% (PTP) x50]
10088 [RUZF L V. NT]

(TxTHYRI v ME0ME [T=ZT 7]

1005 [1082 (PTP) X10]
5008¢ [108E (PTP) x50]

1008 [AUTFL V. NT]

(Tx7FYRIY FEdmg =T 7))

1005 [1082 (PTP) X10]
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