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F16-1 HEEG5%OEYEE T A —¥
HENGE T A —H

iR AUCine Chax ti/2 Tmax

(ng * hr/mL) (ng/mL) (hr) (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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AR BER o | )| e he/m) | (hr)

1019. 1:343.2 | 1.8%0.8 | 3658. 5+625.6 | 6.31.6
1299.8+312.6 | 1.5+0.3 | 4442. 14729. 5 | 8.8+2.2
CEY il + YR 2)
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4omg/A | 1HH
(N=6) | 7 A
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Beaw (ng/mL) (hr) (ng * hr/mL) (hr)
20mg (N=10) | 541.8=%227.8 |2.2%1.6|2092.3%+463.2 |8.2£2. 4
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(ng/mL)
900
800 —e— JTIHVURAYNGE0mel B
700 a—7xJ1)8E10mg
o 600 | (CP9{E +1Z#RZ . n=35)
¥ 500 f
e
w400 f
B 300 |
200 |
100 f,
0 R ‘
0 1 2 3 5 8 12%548
R %EER (hr)
X16-1 7 =7 %Y AHy MNEIOmg THAK] O fifEpRZE(bI
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tong Tk 6584.4+1911.5 | 2460.2+1063.8 | 1.2+1.1|8.6%£2.9

7 =7 Y 7 §E40ng | 6695. 512218, 8 | 2302.42807.8 | 1.3%+1.0|8.4£3.7

CPEfE AR MR 72, n=35)

(ng/mL)
3500 r
3000 + —o— Jx 7 X YRR YNMELOmel FHK]
a— 21 TV)75E40mg
2500 1 (A1 + R n=35)
Juir}
35 2000 t
o
% 1500 t
1000 |
500
0 fo—
24 48
15 %05 (hr)
X16-2 7 =7 XY AKXy MEOng [HHK) o RZE(LIK

R
I3 TP PR EE X TNTAUC, Coax 50D/ F A — & 1%, WA DOBRIR
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BEE L gm0 | Geememl) | o)
R [ -
#ﬁfijjiff* 2049. 1+782.3[1.2+0.8| 6538.3+1263.0 | 6.8+1.7
Rt 's 1456.0+514.8 | 1.8%1.0| 5321.6+910.4 [6.3*+1.5
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OEGEIZHTEH 727X 2%y hORBYHERIIZN TN
2.1~3. 8% T2. 2~3. % T >7-, F7=. FLHHK24K NI6HEH]
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Crax [ X EHERE WAL (9B1]) L ED DRy > 72723, AUCo, 2anr 1T 'E
FEREIE 7 HEIC ELie L Ch3% N L7z, P48 FE B EIR TR D Crax
K OMUCo, 2anr (X EHRAEIE HREIC I LT, TN EN26 K% U68%HH
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R (6f) . PR (TH) KOEE (TH1) ORHEREIR T EE
27 =7 %Y 2K v F80mgED) 21 H 1[EEAAFTIZT7 B B AR O
Bh L&, BERTRICBITD 727X YA v FOChax X
TNAUCo, 2anrl . EHERETERRE (116) (Zhblg LT, rhip
HEBMEEIR TR TENEN41 K 148%, 2K 148%, 4K UM6%
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T 2T XY ALY b DCrax & PAUC), 2aneld, FFHEREE R HE (11
Bl L L TENEN24 K OB0% EH- Lz, F7m, PEEF
FEREAR T HE D Cpax 2 FAUCo, 2anr 1X ZF NVE B3 ML UNB5% EH- L 7=
HEAOT—%) W, [9.35H]
16. 6.3 SEE
e (65 LA B 24M) L EEHE (18~40m%. 244)) 127 =
T¥ VAL v 80mgED & 1 B 1A &RNCT H B ER N # 5 L
7=l &, WEBRTRICET D @ EE O Crax 2 OAUCo, 24nr I FH7H-E
R L TENEFRIVE TR OI12% ER L7 BFEADT —
&) 1),
16.6. 4 %t
T2 7 X Y ALy F80mgHED &1 A 1RIFRATICT B M AAERE 0
Bl &, BE®RTRICRIT D LMEmBRER (2461) DCrack
AUCo, 2ane I X B HEREBREHE (2441) ([T L TEhZE 24K
12%@ o7z GMEADT—4) 19,
16.7 EWMHEEER
16. 7.1 HIEEH]
TR R A 245 HIEE A (SnLH Iz KR b~ 7 % & 7 5200mg K Y
KEEET VI =0 £226mg % AT HEGH) & HilEHRR O &5
BT =T XY ALy F8omgEY Z B[R O®FE L&, 7=
TXYAE N DCrax L CAUCine X F N E 32K NIB%E T L7
HANEADF—4) 16,17
16.7.2 aleF>
ERERL N 226127 = 7% ) A X v F4OmgZ 1 H 117 B S E R
G L, HIlZ4~TAHICa A EF %1, 2mg/ B Tl H2EIKE
BARELELEE, 72T XY Xy N DChax L UAUC), 24n: 1T F
NENIRKE O EH Lz GHEADT—4%) 18,
TERERRA266B1IC 7 = 7% Y A F v F120mgED Z1H 1[R[} =L
b F &l 2mg/HTIH2MM4AMKEROESLZEE, aL
v FrofiERiEG% D LIXY BEBEEGZOCudIETNER
126K T R O2% B Lz, E72. AUCo, aanel F3WE T L7218,

16.1.3 4AVFA58Y Y

TEEER 2667 = 7% Y AH v F80mgED 1 H1E[ LN v K
AHX 2 100mg/ H CLHA2ES HEXKEROZR LG L&, 7=
TXI ALY b OChaxtXTWE F L. AUCo, 2400 E2% L5 L=, &
2o A2 RA XL DChax e OAUCo, 24ny DA FIZ2%LLN TH o 72

GMEADT —%) 19,
16.7.4 +>7ox+&>

TERER BN 7 = 7' &% Y A X v h80mgtD 21 H 1a| N7 1
Xt 21000mg/ H A1 H2EITHRMKEZ O &G L&, 7
FECOUHIZEY, 72T XY AZ v b DChax & OAUCo, 2401 E
ZNEN8R 0% EFH Lz, —J7, 77 F Y AF v Fofif
L DT 7 0%t OChax® 5K OMUC), 240 DAL T IF 1%L
Thote GMEADT—%) 19,
16.1.5 F>7F53>

TR AISHIC 7 = 7' &% Y A X » h120mgED 21 H 1[A19 A [ 18
wOogEhE L, ZEMBZBIZT Y77 (ENRAGR
26mgAx HERRA#E Lzl &, 737 T I 2 DChax X PAUCinel S
FRUENIR V2% LR L2 GFEADT—%) 20,
16.7.6 927V FbUDL

TR AIBIC 7 =T Y A H v F20mgED L U L7 7 1 )
U YA (ERKRKR) (HEIZINRZ ISR E) Z1H1E14
HREMKERO#EE L&, RFREUS-TALT 7 UV DChux kT
AUCo, 240e D EFIIBULLNTH -T2, Flz, TAT7 7 U U DIES
FOZEAL (INRpax?® EF-. INRnean, 240 DK T K& OVEF VILA] 7~
BEO LR 1Z1%ANTH 72 GFEADT —%) 2D,

R A2THIC 7 = 7% Y A v F80mgEV L U LT 7 U »F |
U s (EPRARER) IEIZINRE JEHEICHE) #1H1E14H
MINERARG L7 &, R-UNLT 7 U 2 DChax L UAUC), 24n: D
BTN TH 272, T2, SSUALT 7 U v DChaxDIET K
OAUC), 24 D EFITIIRANTH o772, /2, 77U 03k
J1E D2 (INRnax & INRuean, 2an AR T B OV VIR 115 14 248
D LR 134N TH -7 GHEADF—F) 2,
16.7.7 eFo s ooF7oFR

TR ASGNC T = 7% Y A X v h80mgED L v Kr s/ uuF 7
Y R50mgZ BERE ARG L2 &, 727 F VY RAZ v hDChax
B OAUC e @D _EFITAULAN TH 72 FEADTFT— &) 22,
16.7.8 210U >

EHER 230 7 = 7% Y A Z » 80mg'tD) &1 H 1[8]7 H 18
BO%KE L, %ERIB%RAICT A7 4 U 2 400mg % B [BI#E 0 #
H L&, 747 4 U U DCpax X CAUCine D _EF1T59LAN T
Hote GMEADT—4) 2,
16.7.9 a5 yayJyy

TEFERRAS6HIIC 7 = 7% Y A4 » F120mg™D %1 A 1[EI9 A #5218
RO L, #EBB%IAICe Y 7Y &Yy (AERNRER
ImgZHEIROKE L&, vy 7 ) 2 Y OCuDETED
AUCint @ L5 126%LAN TdH - 7229,
16.8 =itk

(7zTXVRA v MElImg TEHH)

T T XY AK y MNE20mg [ X, [EESEARHEOE
JERIFN O AW FH R SRR T A T A > (SF24E3H19H
HAMEIO0IIELIE) | ITHSE, 72T F Y AKX v FME4Ong

[HHR) ZREERIAI L L & &, IR S &AW Emic
M4 L g S iz,

H1) ARAOEKBEINTZHELVCHRICB T 2 RAEEEIT

60mg/ HTH 5,

17. BRERREAR
17.1 BERUREHICET 5
17.1.1 EIR&RIAE I EEER
I I\ % 2 e i PR BR IMRE B 20251 % kG2 & L7e 77T & 7R i R4
E2 L EEMABRMIGHERBR 21T o772, 727XV AX
Momg/ B DG ZBB L, FEEOBEMERHE (20, 40,
603 1x80mg™D /H) £ CHEZBEMIICHE L, HMEDX 1
S IR EBMA2, 6K TN E L, ZHLIFRI6E E THE
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A +20mg/ HEE2/43%], 7 =7 ¥V A& v F40mg/ HEE0/41
B, 727X AKXy F60mg/ BREEL/366, 7 =T XY AH
h80mg/ HEEL/ 411 T o7, H5BIMAEI6TKE (K BEOMERF
AREE CHEZEMMICHE LM 2E8T) (2, miEREE
236, Omg/dLLL FIZEIE L7 BE OEE (FERER) 1T, TROL
BY TH-o7-2,



FIT-1 P hGBlAATR 1638 0O i 37 PR BL 6. Omg/dLLL T EERLSR

B e s ﬁﬁ?‘i;ﬁ;jg/ T T
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40mg/ H (4141) 82. 9% 80. 3%
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80mg/ H (411§J) 87. 8% 85. 2%
ARBRICBIT D7 27 %V 2L v b OREMETMR 519941

mIE (Eﬂrﬂﬁﬁwmﬁm%am DOIRRBUBEE L, 772 EE
18.4% (7/38%l), 7 =7% Y A% v [20mg/ HEE23. 3% (10/43
B, 77XV RAK v F40mg/ A#E29. 3% (12/41%1]), 7 =7
XV A Xy 60mg/ HEELS. 9% (5/3661), 7 =7 F VAKX v b
80mg/E|Eﬁéz9. 3% (12/414]) T -T2, 77XV AZ v M
BIFDEREWERIZ, 7=27%Y A% v h20mg/ HEE T Jal
Bﬁ%ﬁ 480 (9. 3%) . BBl (4.7%) ., 7= T ¥V AL vk
40mg/ B #E Ty mBIEI 2361 (7.3%) . TSHIEM241] (4.9%), 7 =
Tx Y AK v N60mg/ HEE T MBIFI 36 (8.3%) ., YT ¥
VA K h80mg/ H #E TR R BAEI 841 (19.5%) . BIEiJF 264
(4.9%) . PUREARPeELF] (4.9%) . ALTEEIN2G] (4. 9%) . CKEZN
261 (4.9%) Thot=, [1. 58]
17.1. 2 EAEMHRER
iR A & T R E B F 244 2 Rt L LicT e T ) ) —)b
SR EEREERBREZT o2, 727 X% Y AZ v b
10mg/HXIX7 27V J—/L100mg/H Z12H W& 5 L., =D,
FhEN40mg/ B X 1X200mg/ HIZH & L44 H RS- LTz, 725,
LREIT T =T XY A2y NEE3/12200], T a T Y  —)LEES
/121%13@0710 5 BRAA 8RO Mg IREAE A L3 (2
flHEE) IZBWC, 727 F YAy Mong/ HEEOT 7Y
/~/v200mg/aﬁ$ SR B IELMED RSN (P<0.001: 3B
M~ — U 0E5%) . E7o. F5BRLEH% ST O Ik R IEEE. Omg/dL
LT SR (RIKGHBEE) X, 7=7 %Y 24 > F40mg/H
£82. 0%, 717U/ —/1200mg/ HEET0. 0% CThH o7z, &5
M COMBBEEHRAORBESITITRO LB Tho722D )
F17-2 5L ESE O M TERMBME(LER (%)

IERREYIE | AR
iy || Aesorm
facnics (95%(EHRIXHT] | Heo3 Bt
7y Ty 0
(FERA | (EEREE)
72;;// H_” 8.89 ~35.2
(120 (1.24) (14.7) S|
RTIYE ~9.65,-2. 84 ‘
’ 74;2;7 s s | :
) (1.32) (12.1)

a) M35 PRI OIIIE (35 BAART OO MG R E) 124 5 % 5-58
A% 83 O LG IR EE I DO 2L
# ISR E ISR HPE
F17-3 R BIEI K OFBLEIS

PR 0~12FLAF | 12AMEHELLT | 6¥8MEsIELL T
7 DZ;)ng//E_” 1. 7% 3. 3% 0. 8%
(121%1) (100mg/ H) (200mg/ H) (200mg/ H)
7 Ij:gmg/x; 7 b 1. 6% 6. 6% 3. 3%
(122fi) (10mg/ H) (40mg/ H) (40mg/ H)
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DHE
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Bl) Thotz, 7=T7FYAZy MEIZBIT 5 ERBIER I,
SR Jc 4% (3.3%) Th o7, [7. 5]
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175 FRIEAE9. Omg/dLLA D98\ % & do E R B8 i AR 17161 &
WG L LEEMEERBEIM LI, 727 %Y 2% > F0Omg
JEMNLEG R L, REBBEIERIC 7 27X Y AX v b
20mg/ H. #5B4A%7HEAE IC 7;7%/;<§w ~40mg/ H (284
B L7, H5BA% 103 B o IREEE 6. Omg/dLZ 8 2 T\
AT RERBRIGAR LY 7= 7% Y 2 Z v F60mg/ H 1T
i@a L. M{EIRERMEDY6. Omg/dLLL FOBARIZ T =T F Y A X v
hOmg/ H Z#EFF LTz, 2B, ZMEERFEFT 727XV R v b
40mg/ A RES/13161), 7 =7 %Y A K v F60mg/ HRE1/400] T
Hol-, BHBMG%I8HE, 2658, 52 Tl iEREREA36. Omg/dL
DIFICEIE LB 0BG ERE) X, 7=27F YA Xy b
40mg/ A BETIZ. FNFh93.5, 91.5, 86.4%, £/, 7=7*
Y AK w M60mg/ HEETIZ, ZFNENT4.4, T1.4, 87.5%Th -
f:29)o
ARBRICBIT D7 27 %Y 2% v N OREVERHR 171414,
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Z K h40mg/ ABEST. 4% (49/131%1), 7 =7 ¥V A X v |
60mg/ H B£35. 0% (14/40%1) Todh o7, 7=TFJ A X v M
BT 5 EZREER ERREMORE 25T X, 7=7%
YV A K MOmg/ H BT RBIEi k2641 (19.8%) . B 7H
(5.3%) . VU4 (3.1%). 7 =7F Y A% v F60mg/ HEET
MBI 29 (22.5%) . BIEW3G] (7.5%) . VU 34
(7.5%) . DU (5. 0%) T&;oto [7. M)

HD) AFOERRBEINT-HERCHREICBIT 2 RRESEIT
60mg/H TH 5,
18. ZEZHER
18.1 fEFIERF

1811 727X Y 2%y ME, IRBAEREEDL X F A%
A —E OfipbE (Kifi:o. 6nm01/L) e (KifiE:3. Inmol/
L) ZWIFhbpiET s Z &I JREBAERZIHIT 5 (in
vitro #ER) 39,

18.1.2 727 %Y 2%y ME, o EERTY > - B I T
RAEER OIEMEICREEZ RIF ST, ¥ rF oty —¥E
TRIRWICFLET S (in vitro 3 BR) 30,

18. 2 FBEERH

18. 2.1 mAPRERIETIERA
Fv b (B, BRBIEETTL) T727X YAy MIKE
A HIZ LD, P RERE 2K T & E 7230,

18. 2.2 RPREEIETIER
Ty R TT7=2TH YAy MERAKSICLY, RPRBREE
KT &E7230,

19. BRI SICET 2 BEEHMA

—f%4 7= 7% AKX v b (Febuxostat)

{54 1 2-[3-cyano—4-(2-methylpropoxy) phenyl]-4-
methylthiazole-5-carboxylic acid

533 ¢ CreHieN203S

5yf# : 316.37

Mk BEROBmEKRTH D,
TAFNANEF Y RIZRREFRT L, =4/ — v

(99.5) IZRRIITITL <L KITIF&E A ETEIT A2,
{bFEE= CHs

CO2z2H
HsC

CHs CN
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(ZxFHVRE Y MMElimg TEHEHD
100%¢ [108E (PTP) X 10]
5008 [TV 348, NTF]
(7zxTXxYR4E v FEllmg THHKD
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(7zTHVYARE Y Fgdimg T&HH)
1008 [108E (PTP) X 10]
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Fa—VU U AT ARKRESHANEE
T T XY ALy MELOmg T8RO EYFI R %R
BB 5k
Fa—U U AT ¢ ARRRESHHENE R
T T XV ALy MEAOmg TR DAY R
BRICBE 3 5 &k
Mukoyoshi M, et al.: Xenobiotica. 2008; 38(5):496-510.
Grabowski BA, et al.: J Clin Pharmacol. 2011; 51(2):
189-201.
R (e b)) (Z=7U 78 : 20114E1 A 21 HKGR, HEEEE
Wi%E2.7.2.2. 1)
MmAEFRE (BHMERTERE, KE) (77 ) 7§ 2011
E1H21 AR, PR ERHMgEE2.7.2.3, 2.7.6.13)
Mayer MD, 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.
S AN (RIEERD) (7 =7 U 788 : 20114E1 H 21 H K
. HEEERMEE2. 7. 6. 20)
W AIER (e Fr) (7=7V 78 : 201141 21H
KGR, HEEEEMYEE2. 7.6.18, 2.7.6.19)
Khosravan R, et al.: J Clin Pharmacol. 2006; 46(8):
855-866.
MMM EIER (Tv773y) (77 Y 78 201141421
HIKFE, HEEEMEE2. 7. 6. 16)
EYFHEIER (VVv77 V) (77U 78 201 14E1H 21
FKGE, WG A RMEE2. 7.6. 23, 2.7.6.24)
Grabowski BA, et al.: Br J Clin Pharmacol. 2010;70(1):
57-64.
WM BEIER (T4 74V 2) (77U 78 : 201141 A 21
HIKGE. HGEEEHMEE2. 7. 6. 25)
EWMEBEER (a7 2V 0) (727 78 20114E1H
21 H7KFE, HEARHMEE2. 7. 6. 26)
Fa—U U AT ¢ ARRRESHENE R
T2 T XY ALy ME20mg TR DALY R ZEMER
BRICBE 3 % okt
7T R IRIEE A ZEE MR ECHERR (hRE S
TomREEIMIERE) (7 =7V Z5E : 2011451 A 21 H 7K.,
FHEEMEZE2. 7. 6. 33)
TaFY ) — xRS L T B S REERGAER REE ST
EREEIAERE) (727 ) 78 20114E1 1 21 HIKGR, HHGE
EEHREE2. 7. 6. 35a)
TuZy )= R EEREERR (727 ) 78 2011
F1H21 AAR, FEREE)
EWREGERE Rz 80&mRBIERE) (7277
BE : 201141 A 21 HIKGR, HWREERHMBEZE2. 7. 6. 40)
Takano Y, et al.: Life Sci. 2005; 76(16) :1835-1847.
i R OSRHFREME FEA (Z v 8) (=7 U 78 : 2011
F1IH21 A&, HFEEEMEE2. 6. 2. 2. 2)

U XBERERVHEVEDESL
Fa—UrU AT ¢ RS TR
T920-0017 BINTTFAILAT T T 287%&Hil
TEL 0120-960189
FAX 0120-189099

26. BlERFGEEEE
26. 1 8&EHR5ET
Fa—VUrU AT ¢ ARRASH
B 1L R R Al T I 885 7 1l
26. 2 BR5ET
AR R A
HORAR T X AR R A U T H 6% He

SERETT

FI-VIJUAFLIAHKEH

ELUERmHEMmAKSSS HFH
R 3T T
BMERERART

RRBFAAXHEER ST BOE N

bl

22

2208B-2



