* 20228 HUET (3820K)
202242 A1ERR

B REERI RS
873949

T VEREERIF Y 2 T 2 F 2y — IHER/ R I A
ISR )

B BERF
BHHA - 35

T THFIAT v ME

T IFEIAFIYF10men)
T IFEIAFIYF 520 me
TJTIEXEIRAIYF 540 me)

FEBUXOSTAT TABLETS
$€10mg | $E20mg | $E40mg
F) FE-EMEOLHEICELD AERFES | 30400AMX00062 | 30400AMX00063 | 30400AMX00064
fFHvT2Z & HRoERlR| 20224F6H | 202246 A | 20224E6H

2. 2 (ROJBECFIES LBV L)

2.1 AHI ORI UIBERE D BHERED & % BE

22 ANAT TV VKRS T FFA T > 2K
o [10.1 2]

3. 8% - K
3.1 #8mk
T2TFIRIVI T TFIRY Y| T2 THFIRY Y
R4 |b 82 1 Om g/b 8 2 Om g/t ¥4 0m g
[YD] [YD] [YD]
1§, 7= 7F|18EH. 7 7 F|18EH, 727 F
A
AR VA% +10mg VA% v +20mg |V A% v F40mg

D—-<>Y=b=). ATV T77—{tT>F>, e Ru
FyFublllu—RA, JOZAA)LAT—ANa, R

I F7YUYVEBMg, e fuxu—2x, vr/uad—)L, H
FrNary
3.2 RFIDOMIR
T2TFIRIV| T2 TFIRT Y| T2 THFIRAY Y
e |b S8 1 Om gl 8820 mg/h 8840mg
[YD] [YD] [YD]
HE~mEG, M ~H#Ea, G ~mEa. [
PR - 71 D7 4V La—|EOEMAD 7 « \FEOEMAD 7 «
ClE g v rsETHINLA—F 4 T\ VAT —TF 4 VS
2o $ETH D, $ETH D,
(o (o
\2ore/ N
shE ‘Eb (@02 (o
= N
— - (S—
B #97.1mm #7.1mm #98.9mm
Ex #93.3mm #93.2mm #94.1mm
HE 129mg 129mg 256mg
Al —F YD233 YD234 YD235

4. FNEENIFZHR
e, SFRERIMAE

5. MEENFHRICEHET DER
FEDOBERICH > Tk BROBRIEHEZSEIC, B
MG RBEESNIBEENRETH L,

6. RiERURE
B BAIKR7 2 7$VY 25 P& LTIHIOMgLD
L. 1HIEROKRS S 5. € O%I3 M REREZ i
RUAEHFLRBEITE L TR ICHRT 2. MEFRIGENR]
H1E40mgT. B&DREICIE U CHEMRT 577, &

k%G1 H1E60mgE ¥ 5.

7. BENURECEET %R

PREGIE TEEIC & BN I, M REBEO 2R ET
IR DBEBER (REREE) PHERSNLZIENHLD
T\ AHIOHEIZ10mglHIE » SBMEL. BE5FE» 5
2B IC20mgl H1E, # 55D S 638 LI I
40mgl H1MBEE LT 54 L, RAICHEET AL, &
B, WERIEBETFICBET S &, [8.4, 17.1.1-
17.1.32H8]

8. EELGEARNIER

8.1 FEERENSHODLNBE I ENHHD T, AFIFRET T
EHMICHREZTORE, BEOREZ+D5ICBET S
Z&, [11.1.1 28]

8.2 AFIZSHIIFRIEEEOFFROGELER L., BES
RO ONIGEEICIEFRIE R EOME Z ERET 5 2
Eo

8.3 DMERBZHT HFWELE MR E L7 BIE KR
CBWT, 7Y ) —LBICHBRLT Tz TF VR
7w NETDODMERORRESVEDP > EOWMENH
%, AFZHET HES I ONERBEOHEERH /-4
HBICEET S &, [15.12H]

8.4 AENIIREETETH Y. WA R BEFRE) HE
RricmARBEZE NS5 &RaBfx OREFEE)
REEIELZBENNH S, A S HT IR ER X
(BEFE) PROSNLHEE, ERPBEESE T

KEIOHBGZHB LW &,
F7z. AFIRERIBRBER BRHEE) »PHERLL
BEICE. AFOHBE2EET S & BEE#E L.
ERICEKDaVeF v, ERTFOA RERRER. BIE
BREATOA NEZHHTSH L. [7.2]

9. BEDHEREZFIIEEICHT I IR

9.2 BikHEEEEE

9.2.1 EEDEHKEEEEE

HEOSHREREDD 2 BEEZNRE LzEKRREZ
EEL TV, [16.6.1 BE]

9.3 FFikEEESEE
FFBEREDH 2 BEEZWNRE UBERRBRIIERL T
Wiz, [16.6.2 HR]

9.5 iR
FRXIIER L TVWAATEEOH 5 HICIE. BELD
BN EREL RS MM SN2 BE5IC0AREET
BT &,

9.6 1H7LIR
WRELOERERUCBARBOEREZEE L. RAD
ik 2 eI s &, BWER (5Sv ) TR
HIAATFICBITT A EABESNTVWS, £/2. B

[485Al003



MEE (T MICBU 2 HAERKRCHERORELTIC
RAOMREICET 235%) ©12mg/kg/H (60mg/HT
Ok rOMmFHREED11.11%) UETHERDOBEIC
FHUFUEHESNIERUED 2 VITHEA. 48mg/
kg/H (60mg/HTOE hOMAEFEZERED39.3f%) T
LR OE TR, FEEMEL EOFKBMH . FREOKRE

LR U HRIEEREMOBRENFTED SN TVDY,

9.7 INB

NREENRE U7 BERABIIER L T,

9.8 EE

BEOREZBEL., +FICERE LAY SERA2RET

BT Eo —IRICEFEBENMERLTWVS Z ENFE,

10. 18E{EA

10.1 HEER BHRALEBLIE)

2%

BRAAER - #EE ST

WP - fERRE T

R)H TN T VK
ity

(afrvy)
THFE T
L5y, 7TH¥=
>)

[2.2 ]

BRI H &F O RIER
ZHRT B AREME D
b5

THFFT) oK
BHMANLAT TV
COREERTH B
FHFOAF Y
F—Y¥OHEEICLD.
ANATNTY D
MmHBEN» LRI 5
ENFTaSY ) —
L (FEE) THIsh
TW3, KHS FH
VFUFFIE -
HEEHRZLOI L
»5. FBEOREEME
BdH 5o

10.2 HEER BRICERITD L)

A%

BRAAER - #EE YT

WP - fERRE T

vy

K. R, MR
EZODELYSEYD
RiIfEfA %2 @ d 50
HEWESH 5,

vy S5y oREE
RTHAIFYHF
FTFV ¥ -YtOHE
&b, E¥5E
ORBEIH L. 1B
HzEmsEs &
Hrarsy -
(JE%E) TcHmoenT
Wb, KEISFH >~
FrAFTH—¥H
EEREZLOIED
5. [FERR O] HEME A
H5o

DRV

Uy vrompbiE
BN LR T A HEHE
WH b,

AR EPHT B85
. V¥ o
5BICERTA L,

Oy vy oREE
RTHH2FYVF
TXF Ty —-FYoOEE
&0 BEBRAKR
UHIVEHFIZBWT
V¥ )T DCmaxk
VCAUCHERT S
exrary ) -
(JE) cHmsnT
Wb, KHL FH
FrAFvy—¥H
EERHEZb O ED
5. [EBE O] HEM: A
H5

11. BIfEA

ROBWERANHS5DNDBZENHBHDT, BEZTIIC
T, BEPROSNIBRICEIREZTIET 4 EHE

PVaREZTS &

1.1 EXRENER

11.1.1 FraeREE (SHEAH)

AST. ALT% 0D ERZ /S FERE S 5bNE

ENDHB. [8.12H]
11.1.2 BEAE (BEEAH)

EHWRIE. REREOBBIENHSDONEIEND

%o

11.2 ZOfthDEIHER

B
e

1 ~ 5%

1%

SHREANBA

ki3

B M ERE >

/I A B A
A

W R

TSHiEM

LEEES

FRO LU,
FEED TV,
fEHR

SR, REEE

DEREE iz

T B ERAR PR
B B, R

A RER & E 2
% (ASTH.
ALTH#M. v-
GTPH#in%)

R T ORE. | BE. B
KL3E

LiREgER

BAEE U R U
P, CKHEM.

i A

B R URE

B-N7+tF LD | REHD
) aYy I =
¥ —¥HEm. R
Hp,3v070
DIV Y) i}
RV F=Y
B, AR
. SER

Z Dfth

B, N\, | ZE
me Y7yt
Y R0, CRP
o, MY
7 LB

15.2 kiR

14. BRALOFEE
14.1 FRIRMEFOER

PTPEEDHEAIZPTPY — b 6O L TRAT %
KOHEHEIT LI L, PTPY—FOEMICEKD ., B
AERBEREEATA L, HICTIZZLZ2 B 2 L CHERER
REOEELGMHEZHAET 2 ENDH 5,

15. ZDfthDFER
*15.1 BRKERICEIER

BN CTERSNZODMERBE2ET 2REABTENRE
L ZEERIELSERBICB VLT, FEFHEEE (DI
EIE. JEBFEHDMIEE, JEBFEEMAEF. ALERD
FEICRT 2 BRMITEEROEAEZY FRA ) 12D
WTR7a 7Y ) —VBIIR L7 2 TRV AT Y VT
JELHERS N b OO, BIRFHEIEE O > 5,008
DOFBENEZI T TFVAY Y vVEEROTOTTY ) —)L
BHTENhZEN4.3% (134/3,098%1). 3.2% (100/
3,0926) THO T TFVRYy METEP-T (N
P—FH [95%EFEXM] : 1.34 [1.03, 1.73]1). DI
BORTIIMBEE DISDERESRLEZL > (7=
TEVRE NEE2.7% (83/3,098f1), 7S ) —
JVEEL.8% (56/3,092f)), F£7-. LT OFKFEEIC
DVWTH, 7z TFVRAY Y bVEROTTSY ) — LR
TENFNT.8% (243/3,098%1). 6.4% (199/3,092
Bl) THOTzTFVAY Y NETEN STz NYF—F
H [95%EHHEXE] : 1.22 [1.01, 1.47]1). [8.3%H]
HERICE D < 158

ol ERWZ104BBBSIC K20 ATRERERICS
WT. RERER (5 b24mg/kg/H [60mg/HT
Ot bomMFHBRBEON25 () KU26 (M) %],
<~ 218.75mg/kg/H [60mg/HTOE b D MmiEHE
BEOKNA () XU12 (M) 5]) oBticxy > F
VEHESNAIERIULE - BarEvoh, vTAD

485Al003




18.75mg/kg/H (M) %UVF v hD24mg/kg/H
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MR T TFV AT Y bOEYHRENS A —F
WBEHRDEBD THBI9,

HEVBIREINT X — %
ﬁﬁ% AUCinf Cmax t]/2 tmax
(ng * hr/mL) (ng/mL) (hr) (hr)
10mg 1537.0 496.2 . .
(N=8) | +4309 +1660 | &-2F09 | L4=Ll
20mg 3296.2 1088.3
+ +
(N=8) | =£751.9 +1789 | O2ELL | 13205
40mg 7085.2 22703
+ +
(N=8) | =13412 | =8ee7 | (SFL8 | 12%08
8omg | 133005 | 37653
+ +
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= Cmax tmax AUCO,24hr t12
= s (ng/mL) (hr) (ng+hr/mL) | (hr)
1019.1 3658.5
+ +
40mg/H 1HE +343.2 1.8+0.8 +625.6 6.3+1.6
(N=6) 1299.8 4442.1
+ +
7HH +312.6 1.5+0.3 +720.5 8.8+2.2
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Cmax tmax AUCO,24hr ti2

Sk (ng/mL) (hr) (ng + hr/mL) (hr)
(I%IO=H11%)) 541.8+227.8 | 2.2+1.6 | 2092.3+463.2 | 8.2+2.4
(Pl + 1R E)
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7-%5%. log (0.80) ~log (1.25) O#EFENTH V.
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AUCo-48 Cmax Tmax t12
(ng-hr/mL) | (ng/mL) (hr) (hr)
;f;ﬁyg 1602.8 616.4 15 6.7
10mg YD) +436.5 +276.6 +2.0 +2.7
VEWRRE 1534.0 550.7 1.6 6.2
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Cmax tmax AUCin[ ti2
RoH (ng/mL) (hr) (ng - hr/mL) (hr)
%ﬁjﬁg)’é 2049.1£782.3| 1.2+£0.8 |6538.3£1263.0| 6.8+1.7
BRBS 1456.0+514.8| 1.8+1.0 | 5321.6%+9104 | 6.3%+1.5
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5DWMBEMARRT V7o vyBAGEKICRE S
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CYP2C9. CYP2C19. KU'CYP3A4/5i1zx9 5[HE
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CYP2C8KU'CYP2D6IZxt T 5 KifHid F 2N 20K T
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DORBPEHRIZZFNZN2.1~3.8% K% 1V2.2~3.9% T
Holze Tl HBER24K V6K E TORERIC
WNITBTTHFIRY Y b VT O BIEEEDR
hEREtRITZNZFN46.7~49.7% K 1V49.0~51.6% T
Ho729,
16.5.2 R ABE6HICI4C-T =2 TFVAF vy FELT
80mgiE 2 & T WA %, MANHEEROKE L
LE, BEB4ABE TOMBRBREEICNTT S
TxTFIRYY NRCZOTIVT 0y BREEEOE
ZlEFNFNE3.8~95.8% K% 1V2.3~6.8%TH > 770
BERAHBETOT 2 TF YA v b DRBFEIR
(BERIHT 2EE. DUNEBE) 1X1.1~3.5%. #%
5#%1208M £ coERHMRIL7.8~15.8%TdH -
Tzo Fiz. REMW 2 & D - RHETEED R 51421 6B
F CORKRUOEPPHIRIZZNZN49.1 K V44.9% T
Hol BHEADT—%) 10,
16.6 [WEDEREZR T HEE
16.6.1 BHEEHETEE
BE (56)) ROHFEE (7T6) OBBEETERLC
T 7FVAY Y +20mgE 1 HIEHRZICTHEK
EROKRE LIz &, BEBRTHICB ) 2 BESHEE
BETREEOT7 = TFIAY Y FOCnaxld EHEEIEH B
Off) EEDb S o7D AUCo 2403 BHEEEIE S
BHICHBI LU CO3% ML 7z, REESHERTEHD
Cmax&@AUCO,Zélhrci BHREEFERICHELT, Zh
Zh26KRV68%HH L 7-12),
BE (6fl). EE (7TH) RUEE (7TH) OB#
BETEEIC7 73V AY Y +80mgED %2 1H1[H
HARRICTHRRERO®KRS L& &, BERTHICE
FAETTFIAY Y ]‘@Cmax&(fAUCO,24hrli\ =
WEREIEERE (114]) IcHEBLTRE., 7%E, 5T
HEBRTHTENZNAI R T48%. 2R UV48%. 4K

V76% LFH L7 (MEADTFT—%) 13, [9.2.1 &
]
16.6.2 FHHEEEIR T EE
BE (84l) RUHEE (8#]) O EEETESE
(Child-Pugh A\ B) K7z 7FVA¥ v b
80mgED % 1 H 1 BI#ARIC7 H R ERORS Lz &
&, BERFBREETHORSHRTHICBIS27 7%
VAY v b @Cmax&(fAUCO,24hrli\ FF#%REIE 3 B
(1161) &L TENEFN24KRV30% LR L7z,
N EP%EH?%E‘E{E‘FE*@CKHQ.X& USAUCO,24hrLEt%
NFNE3RVOS5% LR L (BHEADT—%) 149,
[9.3 &E]
16.6.3 SinE
mEE (65/LL L. 2461) LEEE (18~40m%. 24
Bl) 17z TFYAY Y b80mgHED % 1 H 1 [EI#A A Hi
IC7THRIREZO®RE L &, BERTHIZBU A5
ﬁ%@Cmax&ZfAUCO,24hrbi%$%,:?‘1 LT %ﬂ%ﬂ
1% ETFRO12% LR L BMEADTF—%) 19,
16.6.4 7%
T 7FYRE v +80mgED % 1 H 1 EEHARIC7HHE
RERO®RE L& &, BERTHICB T 2R
FHEE (2461) D Cmax XU AUCo,24nr (& 5 147 57 BE
(2441 ICTHEBELTEFNEFN24RTL2%E D > 72
HEADTFT—%) 19,
16.7 EYEEER
16.7.1 HIEH|
fREERR A 24001 HIBEH] (SmLHIC/KEE(E< 7R
L200mg R OKEET L 3 = 1225mg 2 &H T %
Bl&Al) 2BEEOHRSHICTTFVYAY Y b
S0mgl & BERERE L& &, 72 TFURY Y
N DCmax X FAUCnlE FNZFN32KRT15%E TR L7z
BFEADTF—%) 10.17),
16.7.2 JlbeF>
ERRA220IC7 = 7%V A% v +40mgz 1 H1[E7
HEKEZOKS L, Bicd~7HHICaLVeF V%
1.2mg/HTIH2EREROBRES L&, 727 F
VAH Y FDCraxXFAUCo 240l E ZNZFN12KR T
7% LR L GtEADT—%) 18,
BERA2661IC7 = 7%V A% v F120mgED%Z1H1
ERO T F > %1.2mg/H T L H2ME 14H B G
%5 L7-&&, 2l F ORISR LI
A RBBEREB D Craxld FNFNI2%E R R 2% LEF
L7ze £720 AUCo24nrtd3% KT L7218),
16734V RXI9VY
BERA2661IC7 = 7%V A% v F80mgED#1H1
ERUA > K443 >100mg/H<1H2ME5HBRE
BOKELIEE, 72 TFVYRAY Y FOCnaxld7%
ERU. AUCo24nrl32% LR U7z Fhoo A1V KXY
>V DCmax XV AUC), 240 DR T IZ2%IN T H - 72
HEADTF—%) 19,
16.7.4 72O+t
BEERA2SBIIC7 = 7F Y A% v +80mgEDZ1H1
E% U0 70 %+ > 1000mg/ H # 1 H 2007 B R E#%
OS5 L-&&, Fusterofficky, 727
FYIRAT Y bDCraxX FAUCo 2400l ZNEN28 T
40% ERLIze — B, 72 T7FVAY Y bORRHICEK
%F 7%t Y DCnax® LR KT AUCO24nDET I
L%INTH -7z HEADT—4) 19,
1675 FYF5=zY
BERALZHICT7 =7+ VA% v F120mgED%Z1H1
E9HMRERO®KS L, HE5MBKoHICTY 7T 3
v (ENARARR) 25mgx BEEOKEG L&, T
V75 3V DCnax X AUCIHiIE ZFNEFN16 K T22%
ERLZ MEADT—4) 20,
16.7.6 DILT7U2VF NUDL
BEBRAL3FICT = 7F YV AF v F120mgED & 7L
TZ7UrFrIUvLs (BRRERR) (ARIEZINREZE
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HICRE) Z1HIEI4HEREZOKRE Lz & &,
R-BUS-TV7 7Y ¥ DCraxX TFAUCo, 240D L7
S5%LINTH o710 oy TLT 7Y VOENZEOE
“: (INRmax@J:ﬁ\ INRmean,24h®ﬁT&Zf%Vﬂ%
EHEFEEO ER) B7%UATH - (SFEAD
T—4) 2D,
BB A27HIC7 = 7%V X% v b80mgED & T )L
7y v rU L (BERNRER) (ARIZINRZE
HWICERE) ZIHIEI4HBRKERORS L L &,
R-T7IWV7 71U ¥ DCmaxS& FAUCO, 240 DK RIE2% L
WTHo7o oy S-TLT 7)) ¥ DCraxDE TR R
AUC0 240D EFIZ1I%BLINTH 5720 £720 TILT 7
Y ‘/@%ﬁ%o)gﬂﬁ (INRmaxtINRmean,Zélh@{&—F&
OEVIRFEEFEEO LR) 34%BUHNTH - 72
FEADFT—%) 2D,
16.7.7 e ROZOOF 7 IR
B A33FICT = TF VA% v b80mgEL L & R
osuuF 7Y R50mge BEROKRSLLE &,
7z 7;\: AT ]\ @Cmax&(ﬁAUCinf@LﬁLié‘%u
WTho7: FHEADT—%) 22,
16.7.8 747 «UY
B A3MIIC7 2 7F YV A¥ v +80mgED 2 1H1
|7 HEREROKRS U, BE5Hm%SHICT A7 1Y
Y400mgE BEREOKREG LIE&E, 771U VD
Cmax&(ﬁAUCinf@Lﬁ‘tiS%umf\ﬁO7': (57\{“/\0)
T—4) 23,
16.7.90Y70V9YY
B A36HIIC7 = 7F VY AF v F120mgEDZ1H1
EIOHMREROREG L. #E55MB%SHICTS 7Y ¥
Vv (BNRAR) dmgx BOEORE L& &, O
2T E Y DCnaxPE T K FAUCint D _EFIZ6%LL
HNTH - 7229,
16.8 ZDfth
(TTTF+YRYw hE20mg [YDD
Tz TFVAY Y bE20mg [YD] & [GEVPERD
ROETERF O LN RIEERER T 51 > (FH
2E3H19H FAEREER0319%E]1F)] IEOE, 7
THFYAY v ME4AOmg [YD] #iZHRBF L Lz L &,
BHZEENICE D EEMRENICRSE & Ak S n7z2),

*1) AEORBSIN-HERVCHRBICBI32RABRE5EIE
60mg/HTH %,

17. BRRRGE
17.1 B RURLEICET 3HR
17.1.1 EIN&HASE I 4B55R
Az ZCRRBIMERF 2026 2 HRE LTIt

Tz TEVARY Y M 0mg/Br 65 E2MBL. KB
DOEEHERAR (20, 40. 60X1380mgEl/H) £T
AE*BEMICHER L, HEBOY 1 IV 3R EH
B2, 6RUCI0EE L. ZhlliEleBE CRES M
Bli, B, REBZHIT 5L REL/38%. 7=
TXYV A% v b20mg/HEE2/430]. 7TV A
% +40mg/EBEO/ALHI, 7= 7%V 2% v F60mg
/HBEL/3661. 72 T7F VA% v b80mg/HEEL/41
BlITH o7z, HESHBEIER (FROMBHEST
FEZBREMICHERE L -HBzEl) I, MBRERE
H6.0mg/dLEL NICERE L - BFHOEIE GEREK) 13,
TROEBYTH 7220,

HERIR% 1638 O MEFRERMEC.Omg/dLEL MR

I PR ERfE
fitdsaics 6.0mg/dLLL R T RBEDE
TR (384l) 2.6% —
20mg/H (43f1) 46.5% 43.9%
40mg/H (4141) 82.9% 80.3%
60mg/H (36fl) 83.3% 80.7%
80mg/H (414) 87.8% 85.2%

KRBICBII AT 27V 2% v s OREMFFMNR
19961, BIEH (BABEEORE2&T) ORH
. 7oA BE18.4% (7/38(l). 7= TFYVR
4w h20mg/HEE23.3% (10/43%1). 7= T7F YV A
% v MOmg/HE29.3% (12/4141). 7=z 7FV A
% v h60mg/HEE13.9% (5/36f1). 7z 7FV R
% v F80mg/HEE29.3% (12/4141) TH-7ze 7 x
TEIZAY Y MEICBUYAELBERIE. 7= 7%V
A% v +20mg/HECREMEI RG] (9.3%). BR
2B (4.7%). 7= T7TFVA¥Y v F40mg/BEETH
B3 (7.3%). TSHIEM2H] (4.9%). 77
FYRF v b60mg/HEETHREBEM 236 (8.3%).
Jx7FYVRYy ~80mg/ H B T BE & 4 84
(19.5%). BAERw26] (4.9%). PUREAS PR 24
(4.9%)+ ALT#EmM2%1 (4.9%). CKIEmM24
(4.9%) TH o1z, [7.3H]
17.1.2 BA%E MEEER
FE%EECERBIERE 24462 0HRE LTS

TJxT7FYAFY M10mg/HXE7a Y J—)
100mg/H % 12HE#E L. £0%. ZhZh40mg/
HXix200mg/Hici#E8 LA4AMEE Lz, 8. &
HEREI 7 T7FV Ry FR3/1226]. Ta S
J = IVEE3/ 1211 TH - 7. BE5RE%IBOIMIBR
BeEALR (EEFMAEER) IKBWT, 72 7F VR
% v 0mg/BEO T 7Y ) —)NL200mg/ BB
T HIELUARENLZ (P<0.001: FEHHEv—Y VI
5%). F7z. HEHMABBEOIMERIEHE6.Omg/dL
DUrERE (BIWGHEEEB) &, 72 7FVYR¥ v b
40mg/HE82.0%, 70 7Y ) —1L200mg/ HE
70.0%TdH - 7z. HHE5HIE T ORFEEBEH R OFHE
BRITROEBY TH 722028,

FGRMERSE D MERIREZE(LR (%)

MEREEMNE | MERBE
(mg/dl) | g () | HIFOREE
BB 95%EHER] | 3£
T4 4y P
(E¥RFE2) | (EREE)
TaTVI | g e 352
200mg/H
(1.24) (14.7)
(12041) 624
- P<0.001%
JLTFIRS Y b 1.9.65,-2.84]
sng/H 8.83 415
(1226) (1.32) (12.1)

a) MEREMIAME ($5FMMATOMERREE) 18] 215
iR SIA D MIERIRIED (LR
#) FEHMEMEICH T HPE
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JREBEE R OFRBREE

5B 0~12HLF 61 52@ Eﬁ 8%%%?
7 2Uoz)prlx}1gj/;b 1.7% 3.3% 0.8%
(12141 (100mg/H) | (200mg/H) | (200mg/H)
7 Z(TH\ljgj\Ely M L% 6.6% 3.3%
(12261) (10mg/H) (40mg/H) (40mg/H)

() HRYEEEoT7TO Y ) — L7 7F VR Yy FOFR

RRBRICBIT 27 2 7FY 25 v FOREWFMIR
243019, B (BABEEOREZEL) ORK
BEX., 72 7F YRSy MEER.2% (10/122%1).
TuF) ) —LEE11.6% (14/121%1) TH -7
Tz T FVRAY Y MRICB T2 ELEERIE. REBE
figafl (3.3%) TH-o7z. [7.2H]

17.1.3 BARIRSHER
MEREEEY.Omg/dLLL L OFEJR % & o FREE IME 2
E171Hl e R E Li-RARGHBEER L, 72
TEIRY v M10mg/Hr 6# 5 2B L. H5HE
BIBEAICT = TFYR¥ v b20mg/H. H5HHE%Z
TEAEIC7 27V A%y b40mg/HICHEE L7z, #
5 hitat2 1038 B o & FREEE A 6.0mg/dLZ#B X T\
BERBRERBRISEELD 72 TF VYRS v b
60mg/HICHER L. MERBHEA6.0mg/dLLL T D
BE72T7FVRY Y FOmg/HEMRF LIz, 2B,
ZHEZEIIT7 =7+ AY v MOmg/HEES/1314l.
7T 7HYVAY Y +60mg/HABEL/A0BITH 570 $
EpiiG% 188, 263, 5238 TIiEREEAH6.0mg/
dLMTICBEZ L BFHOEA GERE) &, 7=27F
VA& vy b40mg/HEETIE. £hFh93.5. 91.5.
86.4%. F/:v 7xTFVRAY v b60mg/HEETIL,
FNEN74.4, 71.4. 87.5%TH>7:29,
RRBRICBI 27 2 7FY 25 v s OREWFMXTR
171605, BIEH (BEABEHEORE2E&T) ORKR
B, 72 T7FVRY Y MOmg/HEE37.4% (49/
1314). 7= 7%V A% v b60mg/HEE35.0% (14/
40f1) THolco 7 TFVRY Y FHICBITBER
BIfEH (BAMEEOREEZET) X, 72 7F V2R
% v +40mg/HEE CREBEE #2661 (19.8%). B
J7H (5.3%). MEE4AF (3.1%). 7=z 7F VR
% v F60mg/HEF CREBEI RG] (22.5%). BAEHE
3B (7.5%). MEEFE3B (7.5%) HUEADE2H]

(5.0%) TH-olz. [7.2]

F1) RAORBEN-HERCHBICB T 2RARER1E
60mg/HTH %,

18. EINEEIE

18.1 {ERKERF

1811 7x7FVAY Y ME. RBBERZESFYVF U F
FU ¥ —-YoBLE (Kif: 0.6nmol/L). EtH
(Kifli: 3.1nmol/L) #WFhnsHET L EICEX
0. REBAERZIMHT S (in vitro #Ek) 39,

1812 7x7FVAY Y M, thoEELSY Y - Y I Y
CRBIBEEOERICHERZ TS, FHUF U F
VH—-YEBRNICEET 2 (in vitro i 5) 30,

18.2 FEIR{EH

18.2.1 M-hFREYE TYEMA
Zv b (E¥. BRBOEETN) T7zTFIR
Zy bEEOKRSICED, MPRBEZETSE
7230,

18.2.2 FROPFRESE TYEMA
Sy MTT7T7FVRYy MIREOKSICED, Rf
FREGE 2K R S #7230,

19. BRI ICET SEEFHRR
—fREFR: 72 7F¥ VA v b+ (Febuxostat)

: : 2-[3-cyano-4-(2-methylpropoxy)
phenyl]-4-methylthiazole-5-carboxylic
acid

3 1 C16H16N203S

& :316.37

R BEEOHRTH S,

FVAFINANAEF Y FIZRRBITFLT L,
IH =)L (99.5) IZRRHEFIZ< L, K
IIZEAEBT BV,

b

CH;

CO,H

H,C
\‘/\O

CH; CN

22. 8
(FxI7+VYRIv rgE10mg [YD])
1008 [108E (PTP) x10]
500%€ [108¢ (PTP) x50]
5008 (7L 3IR)
(T TFYRYw hiEg20mg [YD])
100%2 [10%E (PTP) x10]
5008¢ [108E (PTP) X50]
5008 (7L 3IR)
(FxTFYRI v LE40mg [YD])
1008% [108E (PTP) x10]

23. FEHL
1) EFEREEBE (v b)) (727V 78 20115FE1H21
HA&ZE. HEEEREE 2.6.6.6)
2) BAEH (9 A. Iy ) (77U 78201141
H21HA&GR. HFEERMIE 2.6.6.5)
3) miEFEE R OHRE (BERA. BE) (7279 78 :
20111 H21 HA&RR. HEERME 2.7.6.1)

4) mEEFHRE (BERA. HE) (7279 7§ 20114
LH21 HA&GR. HEEEREE 2.7.6.5)

5) mEEHEE (BERA. KE) (779 78 20114
LA21HAGE. HFEERIE 2.7.6.8)

6) MEHEE (BRBIIERE. XE) (7279 7
201 1#E1 H21 HA&ZR. HEEERMEE 2.7.6.31)

7) (R EEEANER  EMZENESERE (5810mg)

8) (MR FEEALNER © WL RSERE (5840mg)

9) Mukoyoshi M, et al.: Xenobiotica. 2008; 38 (5) :
496-510.

10) Grabowski BA, et al.: J Clin Pharmacol. 2011; 51

(2) : 189-201.

11) R (b)) (7=7V 28 : 201 14E1H21 HA&FR, H
BRI 2.7.2.2.1)

12) MmiEFEE (BREETESE. RIE) (727 78 :
2011 1H21HAR. FHEERMRE 2.7.2.3,
2.7.6.13)

13) Mayer MD, et al.: Am J Ther. 2005; 12 (1) : 22-
34.

14) Khosravan R, et al.: J Clin Pharmacol. 2006; 46

(1) : 88-102.
15) Khosravan R, et al.: J Clin Pharmacol. 2008; 48
(9) : 1014-1024.

16) Khosravan R, et al.: Br J Clin Pharmacol. 2008;
65 (3) : 355-363.

17) BYMHEER (HIEEF) (7x7) 78 2011£1A821
H&ZR. EFEERME2.7.6.20)

18) EWAEMER (aveFy) (7=27V 78 201141
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27)

28)
29)
30)

31)

24,

26.

H21H&R, FEERMIE 2.7.6.18, 2.7.6.19)

Khosravan R, et al.: J Clin Pharmacol. 2006; 46
(8) : 855-866.

HEMMHEER (FY753Y) (72797488 : 20114
1A21 HAGE. HFEERME 2.7.6.16)

HEYIMEEMER (TLV770Y) (727978 20114
1H21 A&, HEERBE 2.7.6.23, 2.7.6.24)

Grabowski BA, et al.: Br J Clin Pharmacol. 2010;

70 (1) : 57-64.

BYMEER (747149 Y) (727 78 : 20114
1A21 HA&GE. HFEERME 2.7.6.25)

BYMHEER (o> Z7VyyYy) (7279 788 : 2011

F1H21HAR., HEERBE 2.7.6.26)

) (BR) B AL PR - MR RS ERER (5E20mg)
) T ANEEEMCCEERARRICHERE (R

2ECBRBIERE) (7279 7% 201141821
H&R., HEERMIE 2.7.6.33)

7a7r) ) - L BEEACZEEREERR (BE%z
SEURRBIERE) (727 78 : 20114F1H21H
A, HEERE 2.7.6.35a)

7TaFY) ) =B EEREEGRE (72T J8E:
201 14E1 H21 HARR, wHEWMES)

E%5HER (BE2&CERBIVERE) (727V 7
$E - 201 11 H21 HA&ARR, HEBRMIE 2.7.6.40)
Takano Y, et al.: Life Sci. 2005; 76 (16) :1835-
1847.

Mm% OCRFRBETER (v ) (7279 78
201 14E1 H21 HARR, HREEERMEE 2.6.2.2.2)

NEFERERUEVEDEE

MASHBEE BEFHEKE

BEILREILTIRFHR S 3697 H1S S
B8, 0120-647-734

BNEARTERES

26.1 BUEHRZETT

‘// e PRESR

ELRELMREHIMRS3697#E1h8S
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