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AUCin(ng-hr/mL) | Cmax(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 | 7.3£1.8 | 1.2+0.8
80mg(N=6) | 13300.5+3032.3 | 3765.3£1008.3 | 6.9£1.8 | 1.9+1.0
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40mg/H | 1HH | 1019.1+£343.2 | 1.840.8 | 3658.5+625.6 | 6.3£1.6

(N=6) | 7THE | 1299.8+312.6 | 1.520.3 | 4442.1£729.5 | 8.8+2.2
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H& Cmax(ng/mL) | tmax (hr) (ng - hr/mL) ti2(hr)
20mg(N=10) | 541.8+227.8 2.2+1.6 2092.3+463.2 | 8.2+24
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$240mg [E#) 6584.4+1911.5 | 2460.2+£1063.8 | 1.2+1.1 | 8.6£2.9
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58 | Cmax(ng/mL) |tmax(hr) | AUCni(ng - hr/mL) | tiz(hr)
%ﬁ(ﬁfi)’:} 2049.1+782.3 1.2+0.8 6538.3+1263.0 6.8+1.7
(ﬁl\}&j%g 1456.0+514.8 1.8£1.0 5321.6+910.4 6.3£1.5

(P9 {E + R )

16.3 9%

16.3.1 EEHRBSE
T T7EFYRY Y (04~10pg/mLEMNE) Ot hMEEAKERIE
97.8~99.0%TH V. ERMEEEHRT LT IV THo7 (inviroFKER) 10,

16.4 X3
TxTFIYRY Y bOFELRBZEBE NV 70 BlaERIETH > 7.
F/o. TOMICEROBILREY. T s ORBREERT L0y
BRifaadicfREsNLY, 72 T7FY 2%y FOCYPIA2, CYP2B6,
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Cmaxi37%E T L. AUComld2% LR LTz 720 A VY RXF T D
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TERERRA23BIIC 7 = 7%V A% v h80mg™ % 1 H1[E7H I RKER O 5
L. BERIBBSHICT A 7 14 ) »40mgx BEREORE L& &, 7
Z7 4 > OCmax K UAUCKD EFIISBLINTH - 72 (FHEAD T —
9)24)3

16.7.9 OYJUIYY
RERRLA36BIIC 7 = 7%V A% v M20mg® %1 H1[EI9H M RKEZF O #%
5L, #5HB®%SEICR Y 7Y ¥V Y (ENRER) dmgk BEHEC
BELzEE, uy Yy Y OCmaxE Rk AUCKD EF136%
DNTH 77,

16.8 ZDfth

(T TF+VRI v hE20mMg [BF])
7x7FYVRAY v ME0mg [BH] S EB,»EL2RO0EEHA O
EMENESEERET A R T4 (SH2E3IAI9H  FEAFEERK03IH
15)] IKEDE, 72 T7FVRY Y MEA0mg [H#H | ZIEHERIHF E L
o &, BHEBHICEDSEYENICREL AR SNY,

) AROERSNIZAERUCHARICB T 5 RAKSRIZ60mg/ HTH 5,

17. ERPRRGHE
17.1 BRERUREMICET B H5R
(R, SREZIAE)
17.1.1 ER#HISE T185ER
FE % & O @R IEBRE 202602 0 R & Lic 7T b A EEER1L
HEMARKICHERAREZT>7/ 72 7F VA% v MOmg/HAP 58
LaFB L. SEOBECHERARE (20, 40, 60321380mg? /H) TH
BERENICER L, HEOY A IV 73R 5RE®R2. 6X U108
LU, InDEIGEE THEZMZE Lz, 28, REBFEI 7R
BEL/38B. 72 7F VALY v h20mg/BHE2/436. 7 TFI R v b
40mg/BHEO/414]. 7 = 7F VA% v he0mg/HEEL/366]. 7= 7%V
2%y he0mg/HEEL /4B TH o 7. HERIBZIGER (FBOHERH
B CHEZBEENICHEE LA E&T) 10 MIEREE6.0mg/
ALUTFICEZ L2 BHEOEE (FHREK) 3. TROEBD TH 727,

HEBR % 1618 O IME FRER(E6.0mg/dLLL T AR

I HRERE
e 6.0mg/dLELR TIRRBEEDE
TR (386) 2.6% -
20mg/H (43f) 46.5% 43.9%
40mg/H (41f) 82.9% 80.3%
60mg/H (36f) 83.3% 80.7%
80mg/H (41f) 87.8% 85.2%

KRB S7 27V A5 v ORI R1996H, BIfEH
(BAMEEORE 2 &) ORIUAEIL, 77t RE18.4% (7/3861).
T T7F VAL F20mg/HEE23.3% (10/4361). 7 7F VAL vk
40mg/HEE29.3% (12/411), 7 = 7%V 2% v +60mg/HEE13.9% (5/
366 .7 = 7F VA% v b80mg/HEF29.3% (12/416]) TH -7z 7 x
TERYRE Y FEICBTAELBIERZ. 72 7FY A5 v +20mg/H
BECREBET 2401 (9.3%). BRI (47%). 7z TF VAT v b
40mg/ H B CRERIEI &30 (7.3%). TSHIEM2G] (4.9%). 7 = 7%
YV A%y he0mg/ HEE CREBE A3 (83%). 7z 7FVRY v b
80mg/ H B CIREE BT 26851 (19.5%) . BAMIE2M1 (4.9%) DU A BRI
201 (4.9%) ALTHEIN2M (4.9%)CKIEM2F (4.9%) Td 7. [7.15H8]

17.1.2 ER% DB

B _EERHERBR2To72. 72 7%V A%y MOmg/HXIET O
7V 7 —n100mg/HZE 2B E L. Z0%. Zh2h40mg/H X%
200mg/HICHEE LMHMRS Lz, 2B . KEBEE T2 7F VRS Y
NEE3/122(5], 7Y — VB3 12161 Cd o Fz. 5 BIAKRIE D ML
ERBEZLR (FEFEEE) CBWT, 7 7F VR v bMOimg/H
Borar) ) —N200mg/HEIONT 2L EMIRES N (P<0.001 :
BT —T V135%) o F7o. BERIIA%SE D MFREEE.Omg/dLEL
TERER (BIRFHMHIEE) & 72 7%V 2% v b0mg/ HE$82.0%-
7u 7)) —)L200mg/HE70.0% Tdh > 7o G T ORI &
DHEBEFITROEB Y TH 71209,

HERMESEOIMIERREZRER (%)

M e YA e
BE5R 8 (mg/dL) | Z1k3E (%) |[95%FHEX ] |F 0 BT
S (BERE) | (EERE) (%)
Ta7syJ)—)L
T
(1204) : : 624 |5 0000
RV P [-9.65,-2.84] :
8.83 415
40mg/ 5 (1.32) (12.1)
(1220 ' :

a) IMERIRAEME (5RO MERERE) 1068d 2R EFBRED
MIERERIED (LR
#) IEBMEICB T HPE

RO FIRE S
B5E 0~12HNT | RHE6ENT | 6EESENT
A
<1m%m (100mg/H) (200mg/H) (200mg/H)
712‘03;‘1?557 PN 1.6% 6.6% 3.3%
uzf%m (10mg/H) (40mg/H) (40mg/H)

() MIESEEHo7O Y ) —LE 7273V Ry vy hORR

RRBICBIFB7 27 FY A5 v ORI 524361H. ElfEMH
(BAMEBEORE2ET) ORFHEL, 72 7FVRY v ME82% (10/
122(0) 7 a 7)) ) —LEE11.6% (14/1216) TH > 7co 72 TFVIAE
RSB 2 ELBWERIE BRI 2461 (3.3%) TH -7z, [7.15H]

17.1.3 ERRAARSHER
MEREE.Omg/dLEL EOFEE % & GERBRMEREZ171H 20 R & L
RABRSRBE2EM L. 72 7FY A%y Mmg/HAP 535 %2H
L. REMBBRIAEICT 2 7FYAY v M 20mg/H. #5HAB%E
BIC7 2 7%V 2%y bOmg/HICHEE L. #55G%I0EEOIME
REEMEN6.0mg/dLE B A TV - HE 3B EHMRERISEE LD 72 7%
V2% v 60mg/HICHEE L. MIEREES6.0mg/dLUNOHEIE T «
TFYIRAY vy MOmg/HEMFE Uiz, BB HEBHEE T2 7 F VAT Y
N0mg/HEES/13161. 7 = 7%V X% v N60mg/HEEL/400]Td - 7z,
B 5 HE%18E, 26J8. 528 TIMIEREREA6.0mg/dLELNICEE L 72
BEOEIE (BER) X, 7z 7FY Ay MOmg/HEETIR. Tn®
N93.5, 91.5, 86.4%. E£/:. 7z T7FVRY v MeOmg/HEETIE, Th
FNT744, 714, 81.5%TH -7,
RRBICBFS7 2 7FYAY v b OREEFMSGRI7IFH, BIfEA
(BAMEEORE 2&L) OXFHEZ, 72 7F VA5 v Mimg/
HE$37.4% (49/13161) .7 = 7%V A% v ~60mg/HEE35.0% (14/40f)
THolco 72 TFVAY Y FRICBUAFERENER (BABREEOE
Ha&EL)E. 7 2 7F YAy v MOmg/ BB TIEE B 22641 (19.8%) |
RAETRETHI (5.3%). PURRE4B] (3.1%). 7= 7%V A% v he0mg/H
BT L B AT 28OB (22.5%) . BEHETRE3MI (7.5%). PUEE3GI (7.5%).
POREARI2M] (5.0%) Tdh -7z, [7.158]

(W AIEREEEICH S SFRERIIE)

*17.1. 4 EINEE MAEHER

{LZEEEIEIT T E OB EE EH 20 RICT T 7Y J —LxtiEIE
BREEALHERB2ITo72. 727V 2% v Fe0mg/HXIZT 0
TV —ix300mg/H [BHEREDH 2 EE (30=eGFR<45mL/
min/1.73m?) Ti13200mg/H] %L EAT RiAa24R B HT 2> 56 H
#5 Uiz, #EMR6HE E TCOMERBIEAUC (EZFMER) &,
FTaTl) ) = VBIINT AT TF RSy VEOEBENRES N
(FEHHE~v—2 »13150mg - h/dL). F/ow 727 F Y RAY v F60mg/
HOHBEI & 0 MIEREEE XIS FIH6 H % & CRRIYICED L7302,
AHBRICBIT 7 27 F Y RY v b60mg/H D% & ik 54941 7 1
Bl (2.0%) CEMWERMRD S Niz. ZORIEMIZ. ASTHEM, ALTH
T -7z



56 H#% & COIMBRMBEAUC

MEREEEAUC
. (mg - h/dL) B
RGE B RTHE [95% {E #EIX 1]
HEHERRE
TaryJ)—)
200~300mg/H 513.44+13.13
(50%1) -33.61
TITEIAY Y b [-70.67,3.45]
60mg/H 479.82+13.26
(4941)
Bz 72 7F VRS "EE-TO Y ) —LEE
(mg/dL)
8 4 —O0— T T7F VALY Y NEE (496)
-eo--7ur ) —)LE (5061)
S ME £ AR
61 = LpEERAE

RIS
N

2]
Day-1 Dayl Day2 Day3 Day4 Day5 Day6
T TR S R S
MIERRIEDRERHER X

) AR O AR S NI AEROHARICB T 2RARSE1360mg/HTH 5.

18. FMFEIE
18.1 {EFER
18.1.1 72 7FVR¥ v M. REBEBAEZSF VO F o435 —F
OEE{LE (Kif# : 0.6nmol/L). #7tE (Kiff : 3.lnmol/L) Z\inbd
HET D LK. REBERZIIHT S (inviroikBr) ¥ o
18.1.2 7z 7%V A&y M, oFEELTY > - ¥U I VU REIESR
DOEHICHEZRITEST, FHUFUAF 58—V E2BIRMICEET S
(in vitroZE&) ¥,
18.2 FIBER
18.2.1 MMPFRESE ™ER
Zv b (EE. BREMEETTIV) T727FVRYy MIROKSEIC
K0, MARBEZERS SR,
18.2.2 FROFRESE TER
Ty N TCT7 2 THFVAY Yy MIROBREICKD, RAPRBEZETSE

- 34)
7o

#*%19. BHIESICRET BIBLFHIFR

— % 72 7+F Y 2% v b (Febuxostat)

{b2#4 1 2-[3-Cyano-4-(2-methylpropoxy)phenyl]-4-
methyl-1,3-thiazole-5-carboxylic acid

73 1 CisHisN20sS

e 31637

s
CHs

I\; N\ CO:H

HsC
Y o

CHs CN

% K HBEOERNEEEEOM KR TH S, T —I) (99.5) I
RBEFITL, TR MUIMIZBETIZL KL KITIFEALE
Fev. BREEFROSNS.

22. G

(T TF+VYRI v MEIOMg [BF])
1008 [10%8 (PTP) x10]. 500%% [10%E (PTP) x50]
50088 [NF]

(FxT+VYRY v hE20mg B
1008 [108 (PTP) x10]. 5008 [10% (PTP) x50]
5008 [NF]

(T TF+YRI v hEdOmg B3]
100%E [10%& (PTP) x10]
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BARME (7 A Iy M) (77 7§ : 2011EIHA2IHAR, #H
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