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TV VESERIRMF YV F A+ 5 —BEER
EPRELITE & B
T 1 7FYVRY v NOEARRZREE
ZI7FYV AT Y MODs10mgiNeI
FII7FYRAI Y MODs20mgINeI]
T FYRXIvMODs:40mgiNpI
Febuxostat OD Tablets 10mg * 20mg * 40mg “NPI”
10mg 20mg 40mg
TGRS | 0400AN00036000 | 30400AMX00037000 | 30400AMX00038000
BRZSREME| 2022677 | 202267A | 202267H

2. 22 (ROBEICIFIFS LBV L)
2.1 KRIOR It UEBHEDBFERED H 5 BH
2.2 XA VKM RIETFF A7) v 2G5 H

DEFE [10.1 28]

3. #ERE - R
3.1 #8mK

TI2TFIAIYMTLTFIRYY MT 2 THFIZY v b
OD#E10mg OD#£20mg OD##40mg
[NPIJ [NPIJ [NPIJ
T2TFIAIYMTLTFIRYY M T2THFIZY v b
10.00mg 20.00mg 40.00mg
D-v>= k=)L, ZJURKRE R, BHEKT (B &
ftFhUZL B RaFyFuiltila—2, X%
LEEaRY v —LD. I 7VIEEBEF Y7L K VL
NR—F80, AFILELa—RA, v7aIT—)L6000, ¥,
FAINT =4 (L-7 2= V7 I =&MW 7LV

ATT7YUNF YT L BF
3.2 REIDMR
TLTRIRE Y MNT2TRIAY Y N T2 THFIAY v b
OD#E10mg OD#£20mg OD##40mg
[NPIJ [NPIJ [NPIJ
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6.0mm
2.8mm
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ONAAEEESEIC 1 S R PRELIAE
5. MEENFHRICEHET BiFR
(R, SFRERIE)
51 RAIDBAICH /2> Tld, BHORBREHELSEIC, #
MEBEPBEESNHIBEENRETHT L,
(DN AAEREEICH S BRERINE)
5.2 RAOBRICH 72> Td, [EEARBERBOREY A7 %
ZRLUCHCEEZRINT 52 &,
*5.3 AANIBRITER S NI REEZ DFT HERIZZ Wz, Ml
HFREEEZ SEIE TS E 2R ISH/FTE LW,
5.4 D ALEBERICHE Lo mIRERILEE IO 3 2 KA DOE R
B OR2MEIIHEL L TW L,

*6. FIENUAE
(. RERERIIAE)
BE, FACE 72 7%V 2%y FELUTIHIOMgL DB
L. 1HIEROREG T 5, € 0®RI3 M REEE 2 R

B BRBICIG U TIRZICHEET 2, MFEIEEIALD
40mgT. BEOREICS U CHEMNT 57, ARESE
31H1EIOMmgE T %,
(WNAAEREEIC S SRR
EE. BAICIE7 2 7F Y5y bELT60mg#E 1 HI1ERE
%59 %,
7. BENUREICREET 2R
(Bl SFRERINAE)
7.1 FREBFETREEIC X B IGAIHAICIE, MHAREEEO SR ETR
L DRAEBME R (REKE) PHEESINLZENFHLD
T RAIOHESIE10mgl BB, SBta L. & 55ED» 52
R LI IC20mg L H 1Al # 5BAa A 5 618 M LUk 1240mgl
HIERREGET5RE, ReICHBT AL, kb, HER
3R E+7ICBET S5 &, [8.4. 17.1.1-17.1.3 ZHE]
(W AAEREEIC S SRERINAE)
*7.2 AL DA BRG]~ 28712 5% 52 BT 52 &
7.3 EHREREOMAPRBEZE=5) 7 LN 6., {L2E
FERESHE E TRET 22 L. u B BEORRBIIE LT,
HEHHZEELERYT 22 &,

8. EEREARIER
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8.1 FEEEENSH S5 DLNDHZ ENHBHD T, KAIRESHIIE
HICHRELZTORE BEORERZ T+DICEET S &,
[11.1.1 BHE]

8.2 AFEE5FIIFRFHEEDOFTROEELEE L. BEIR
Do NIGE IR REMEOREZERET 5 L,

8.3 DMEBEERZET HREEE 2R E LB EE R IC
BWC, 7O ) —LVBICHELTTZ TF VAT Y b
BODMETRORKREEGNEDP > EOMEDNH 5. KNA|
25T HGEIIODNERBOEESH - 2 HBHICEE
T5Z &, [15.1 BH]

(R, SFREZMAE)

8.4 KANIREEETETH Y., FWEBEER UBERE) HER

I RBEZE TS5 SREMER (BREKE) 214
BSE52BTNDDH 5. AEFESENICRERER % (8RS
8) RO SNIGEIE. ERPBSE2FE T FHOH
EERBLENWT &,
F 7o, REFEEGHFICRERME R (BREHKE) PEELE
B2, AROFE#EET A & <E5E2MEL. iE
RickareF v, EXTFOA FERRER. BIBRE
ATuA NEZMHT L L, [7.1 2]

9. HEDHERZEE I BEEICHTZER
9.2 BiEEEEERE
9.2.1 EEDOEHERERE
BEOBHRERTOH 5 BEENRE LIZHRRABRIIE
ML CWwgl, [16.6.1 ZHE]
9.3 IFHEEEEEE
HRRERED S 5 BEE TR E L BRRBIIERL TV
W, [16.6.2 2]
9.5 1w
PR AR L C W B RTREME D b B2, 16 LB %
My fEpEtE % LA LU SN BB HEICORRETH L,
9.6 EIIE
R LOBEREROBARBOARELEZR L. FAOM
B IEAEREI T 22 L. BIIER (S v ) TRAN
FFICBITTAZEPMESNTWS, £, BIMER
(T v MBI B HAERTKR O AR OFAENL I BEORAE
IZBE9 5E%) Dl2mg/kg/H (60mg/H O O IEEH



BEEDILIE) DETHEROBERICFT > F o LH#E
ENBERILED B VTR 48mg/kg/H (60mg/HTD
t N OMAEFRBREED39.3%) THARDOET, FEEE
7% EOFREMH. BRIEOAEUL R CHRIEEEEINOME
MAERD 5N TNSY,

9.7 INB

NREZ R E U7 BRABIIER L WLz,

9.8 &

=’n
BEOREZEHEL, +7ICEBLEP AR ZHRET S

Z&o —MRICEEBREPETLTNRA I ENZ N,

10. H8E{EA
10.1 HAEZ HALBWLWI L)

HHIZE BRRAER - IEE A W7 - fEERT
ANAHT ST | BHENHEORIER | 7Y F A7) OREI AN AT
> IKFI) ZHERT A A RS | N T v OREBER THHFT
(atrvy) | Hbe FrAFTHF—YOREICLD,
THFE T v ANATL T DIFEED
AL 7Y Byzzeprusy ) - E
=) ) THIGN TV, KEILFHT
[2.2 2] VFUAFVH—YHEERED

DIEDS, FIRORREYH 5,
10.2 HAER (HAIERTSR L)
HHIZE BRRAER - IEE A% W7 - fEEET
vysey E. RE. HREECYSCVORBBERETHHF
EZEOLY I DV UFUAF U -EOHEIC
BIfER #8504 50| L 0. 45 0RE %I
BN D B L. (FRZ#EmRsSE2 N7
sy —L (JEFE) cHmsen
TWb, KALFYF o4+
VY —YHREERE D L
5. FERORREED B 5
DEI) VE ) OMBEIVY )y OREIBEETHEHF
ENERTAWTESE|V VY F oA F IS —EDHEEIC
NH 5o 0. BERAKRUCHIVEEIC
KEIEHATAHESBVWTY Y ) ¥ DCoak O
3. V¥ oR|AUCH ERT A TO S
BRICFETSHIE, |V /=)L () camshTwn
b, KA XV F 4 F
y—YHEEEAZzLOI LN
5. FEROREEED B 5,
OANZYF 2 (O ANAY F 2 OI|AKEHABCRPZEEYT 52 &1
FEREN AT 2| LD, g ANZX Y F 2 DAUC
MDD B, L9, Crad 592, 115 L7
L7z DBEDH B,
1. 8WER

1.1
1.1

11.1

ROBWERDH5DNB I ENBHZHDT, BEE+7IT
W, BESEOSNEEIC3 RS 2RI S5 ST %
WBEZITH &,
EALEIER
1 RFEERRE (HEAEE)
AST. ALTH D EFZ2 5 FERENPH5bh b
ENH B, [8.1 ]
.2 BEEE (SHEEABA)
2HWRE. B EOBBIENHoDND I ENH S,

1.2 Z0ftDEER

Eﬁﬁg 1~ 5% 193k SRR
: A MR D TR
Pt o
TR TSHAM
P FROLONE. FHHER. KER
’ Mg\, (B %
D DENEE e
B, N
A o
. FREREERE
HE % (ASTHE N, ALTHE
. y-GTP#EN%)
L] 5. 7 oM. [N 5. M
. BE AT IO R R P R R
R CKIEN. P
B-N7+tFILDZ )L a2y |RERD
) Iy U R
%%? 37U7U7Uy%£
7 Ly F= 8.,
M REE. SR
BEE. (18, M| FE
Z D 7)) RiEhl, CRPH#E
N, mmAs Y 7 A8
14. BALEDFR
14.1 ERIZGFOER
14.1.1 PTPAREOEHFNIZPTPY — F A 5B B LIRS 3

kS48 T 5L, PTPY— FOBMKIZE D, BLH

27

AEPEEREAR AL, BICI3EALZE I L THER
MREFEOEELRAIEZHRT LI ENFD .

14.1.2 RANIEDO EICOETHER 2 RES Y2 CHRET 72
B, Kig UCIRATFBETH 5. /2. KTRATZZ
EHTE %,

14.1.3 RANIBI-EEORETIE K G LTRASEZVWI &

15. ZDHDEFER

15.1 BRRERICE D &R
WA CERSNLODNERBREZET 2BABEEZNRE
L-—EERESHREICBVWT, EEFMER (DI
EIE, FEBFCEOHIEE. IEBFEEME R, REEHRD
IS A R2MITEEROEEZ Y ALV ) 12D
W7l ) —VBICH LT 2 T F VRS Y NEET
ELESRES NI OO, BIRFHEEE O > 50MESE
DORBRENEFZ Tz TFIAY Y bEROTOSY ) —L
BTENZN4.3% (134/3,008f ). 3.2% (100/3,092
Bl THOTTFIAY Y "NETEP-> NTF—F
B [95%E#E X [] : 1.34 [1.03, 1.73]). D IMEIFED
FRTIEHBEEE D IODERESROEZDP 272 (T2 TFY
25y NE£2.7% (83/3,098%). Fa sV ) —ILEEL.8%
(56/3,002(5) ) o F 7z  RFETOFRENEICOVWTH. 7 =
TEIRY Y FEROTOTY ) —LBETENENT.8%
(243/3,008f1). 6.4% (199/3,092f1) THV 7 = TFV
2Ey NERETED T (N — NH [95%EEXM] : 1.22
[1.01, 1.47]1). [8.3 %Hg&]

15.2 FEERAREABRICE D 15%R
oA AWz I04ERBREIC XA PARMERERICEWL
<. REAER (5 v Md4dmg/kg/H [60mg/HTHO b
MO MEFBBEEOL2S () RU26 (M) &1, v X
18.75mg/kg/H [60mg/HThk kD IiEHIREE D4
(1) RO12 (M) £%]) OBEtcF > Fr LifEEsnS
WELE SarRo e, v 7 AD18.75mg/kg/H (1)
KT v ~024mg/kg/B (i) ICBEEE (%47 LFE
FLIEME R OAT LRE) OREHEOEMPRD 5,
< AT Y > F U - SAAER LR WS
TC. BT EROBERIZERD S5NZD 5T (ToH
HCIE, W - ARSI & AHEMARE S BRI R T
BT LIk, BERAREOEBEELSFERINS LDOH
ENH D, £o. BERREBICBWT, Y UFUER &
Rz EbhE 5 RILERRIE %2729,

16. ZYENEE

16.1 MOGEE

16.1.1 BEEOS
R A B0, 7273V XYy bELTIO
20, 40 U80mgH 2 A N CHERO#HS Lz & &,
MigEh7 2 7%V 2% v hOEWENHE S5 X —F 13D
DEBOTHBHY,

BEYBREIST X —F

HEJE AUCmf Cmax ti2 tmax

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

(9 fE + EEFZE)

16.1.2 RIE®S

GhgeE)
BERRABEHIC, 727+ VA5 v b&LT40mg
ZEERICIHIETHMREROHRE Lz e &, miEH
7T FIRY y MBERBEHA%3H TERIREIC
EL. RERSICE2EBEERED SN Lh o729,

— Chax tmax AUCo,24nr ti2
R | ®=H (ng/mL) (hr)  |(ng-hr/mL)| (hr)
1EH 1019.1 1.8 3658.5 6.3
40mg/H +343.2 +0.8 +625.6 +1.6
(N=6) 7HE 1299.8 1.5 4442.1 8.8
+312.6 +0.3 +729.5 +2.2
(PHfE - RERE)
(Rl SFRERINAE)

EREEMEEEIFICT = 7FY 2% v F0mg/H T2
M. 20mg/HZ4ERIHIERIERICERES Lz & &,
B EHIRBOEIC BT 2BV T A — S FDTDL
BOTH-7",



Chmax tmax AUCo,24nr ti2
B (ng/mL) (hr) (ng - hr/mL) (hr)
_ 541.8 2.2 2092.3 8.2
0mg(N=10)| {7 'g +1.6 +463.2 +2.4
(P IR )

16.1.3 &EAPFHEF4EER

(Fx7+YR9 v LODEE10mg [NPI])
7 7%V A%y hOD#EIOmg [NPI] &7 =7V
$E10mg#x. Zu R+ —N—JEIC kD ZFNENIGE (7
TFYVARYy hELTIOmE) BERASTICHEAER
E#REO#S (K& U TRAKRUKTIRA) LT
REMFBEZREL, BoNEMHRL/STA—¥
(AUC. Cmax) 12D T0% 5 HE X EE 1T THEEHERIT
Z1T-7-#%.log (0.80) ~log (1.25) OHEANTH D
WA DALY EN RS SR SN,

(K7 UCHRA™)
HIEIST A—4 BEING A4
AUCo,24nr Chmax tmax ti2
(ng - hr/mL) | (ng/mL) | (hr) (hr)
T THFIAY Y b 1361.06 561.77 1.6 3.9
OD#E10mg [NPIJ +322.87 +153.21| #£0.8 +2.2
N 1397.71 567.19 1.3 4.4
7x7VIRIME | sy | +186.08] +0.9 | +2.8
7 7)) 78RR TR (CEEE - E%REZE. N=38)
(ng/mL)
800 (P BERE, N=38)
B —e— JTT7HFY2Sw ~ODSE10mg [NPI]
1 600 : —o-- JTTUTR10mg
g%
z
Z 400
1t
43 [
= LA
B 200 815
ol N b4 ,
o{ 2 4 6 8 12 24(hr)
S
(KThRA)
HEIST A —% BENRTA—Y
AUCO,24hr Cmax tmax ti2
(ng - hr/mL) | (ng/mL) (hr) (hr)
TxTFIAY Y b 1360.37 501.24 2.0 4.3
OD#£10mg [NPIJ +366.57 +180.48 | £1.3 +2.3
N 1386.82 545.26 1.3 4.1
7=7V78I0mE | iy e | £016.64| 1.0 | £2.3

(PigfE + HEERZE. N=67)

(ng/mL)
800 (FiofE +BERE. N=67)
i —e— JTJFYRYw ~ODER10mg NPIJ
: ——0-- al %1
% 600 = o~ 7T7UI510mg
& :
z
it 400
:
b3 :
E :
200 I P o
A5 e
i - '

24 (hr)

OO
> ¢
iy
N
N
ol

8 12
B

(ZxT+YRSY v bODEE40mg [NPI])

7 7%V A%y FOD§40mg [NPI] &7 7V 2§
AOmg#x., ZJUAF—N—EICKDENTNIE (727
FYAL Y hELTAOME) BERAETFICH A RO
D5 (K7 UCHIRAROVKTIRA) L CmigEpRzE L
RBEEBIE L, Bon/-EYEE/ 52— (AUC,
Crmax) 12DV T0WETEXMIEIC THRETRIT 21T - 7248
£, log (0.80) ~log (1.25) OHENTH Y. WHID
EMERRZEESHERSNY, [16.8 BE]

(K7 UClRA™)

HEIST A —% BEIRNFGA—4

AUCO,A&hr Cmax tmax ti2

(ng - hr/mL) | (ng/mL) | (hr) (hr)

TITFIAY Y b 7631.2 2726.4 1.79 8.02
OD#£40mg [NPI] +1865.1 +827.5 | £0.99 +2.22
N 7670.3 2729.6 1.35 8.15
7=7V78A0ME | 969 4 | £919.0 | £1.04 | £2.27

X7 27 ZHEIIKCIRA (FE9E £ fRHEfRZE . N=40)

(ng/mL)
3500, (T RERE. N=40)
3000} 7! —e— JTTFVYRY v ~ODsR40mMg NP
i o 7T T U J840mg
m 2500} i
S |
£ 2000}
Q
1k 1500 ||
(43 i
7 1000} !
500 |1 ‘
04! —————e
o] 2 4 8 12 24 48 (hr)
B3RS
(KTHRA)
HTEIST A — % BEISTA—H
AUCo,48hr Chax tmax ti2
(ng - hr/mL) | (ng/mL) | (hr) (hr)
TzTFIAY Y b 8793.8 3113.3 1.34 9.06
OD#£40mg [NPI] +2214.5 +816.9 | +£0.90 | *£2.41
N 8577.8 3220.4 1.26 8.73
7=7VIRAOME | g | £719.5 | £0.81 | £2.42

(PigfE £ MR, N=22)
(ng/mL)

4000 (PO +1sERE. N=22)

—e— JITJF VYRS v ~ODEe40mg [NPI]
--o- 77U J840mg

3500 | +
i 3000 + i
i

th 2500 |
% 2000 |
1t
1500 [{[]| 16
= I

B 1000 H]|[17T TN\

500

0 N Sh— —

12 24

48 (hn)
bR

MAEFREL FICAUC, CradFED/8T A —& 1%, #Hikk
EOBIR, FRORMEIE - BEOHBEMICE -
TELZLAREPH 5.

16.2 IRUX

16.2.1 BREDEE
ERERLALORIIC, 727+ Y R ¥ v bM0mg#x % ICH
EEOHREG L& &, ZERESICHERT, Cradk
AUCild ZNZh 28K 18%E T L7=7,

Crnax tmax AUCins t12

ki (ng/mL) (hr) (ng * hr/mL) (hr)
BETNHRE 2049.1 1.2 6538.3 6.8
(N=16) +782.3 +0.8 +1263.0 *1.7
BRRS 1456.0 1.8 5321.6 6.3
(N=16) +514.8 +1.0 +910.4 +1.5

(P fE + FERRE)
16.3 210

16.3.1 EBEEER
T TFIAY Yk (0.4~10ug/mLEME) Ok b
MIFEEEERIZ.8~9.0%TH . FhEEEH
E7IVT I Tho7- (n vitroRE) 9.
16.4 38
T TFIAY Yy hOERREBR TV 0 Bias
RIETH>Tze E7on TOMITEROBILRHEY. Th
5ORBIaS AR V7 a Y EaaEIcREsneY,
717 F VALY v b DOCYPIA2, CYP2B6. CYP2C9.
CYP2C19, O CYP3A4/5125d BIHEILERD BN -
7o —H. 727 FVAY Y bDOCYP2CEK 'CYP2D6IC



*t9 BKiEIZZNZN20K%T40umol/LTH -7z (B MF3
7ay—LEZRWin vitroiEg) 90,
77 %Y A% v MICYPIAL/2, CYP2B6. CYP2CO.
CYP2C19. CYP2D6. CYP2EL}: U'CYP3A4/5% 5FE L 7z
Moz (b MIRIFREZ AW an vitroiEg) s
16.5 kit
16.5.1 BERERABE24HIC7 = 75V 2% v b & LTI0. 20,
A0mgEAEE NREREOREG Lz & &, fE5£247%09%
BHE TORSBICNTZ2 72 T7FV Yy ORF
HERIZZNZTN2.1~3.8% % V2.2~3.9%TdH > 7,
F/o. BERUR VB E TCOREREIINT ST =
TERYIRY Y bOTNT U VEBRIAERORFHERIE
FNZENL6.7~49.7% K 1V'49.0~51.6%TH > 72",
16.5.2 R ABHEHINC-7 = TF Y AF v & LT80mg?
ZEATAHEA Y. METHEEEOREG L&, £5
BAREE E COMBEFRBEREICNT 27 27 F VAT
FRUOZFO TV Oy BIaEEOEIEIZENZNE3.8~
95.8% % U2.3~6.8% TdH o7z, HERRFRETOT =
TXVAYy NORPHEME (RESEICNT 2EE. DL
TEBE) 131.1~3.5%. % 5%12085 [ & T O FE A FEtt
RII7.8~15.8%Th>7z0 Tz Rt % & D1 BHET
RO G H216E M £ TORKUEFFRMRITENEN
491K 044.9% ThH -7z (BHEADT—%) 10,
16.6 YFENEREZEF T 2EE
16.6.1 BiEERTEE
BE 5f]) RUHEE (7T6) OBREETEEICT
TFYV ALy b 20mgE | B 1[EEH A% IC7H B ERDR
L& BE/RTHICBI 2BESHERTHO 7 o
TH*FI AT Y bOCraxld BHEREIEERE Of]) & EDS
2o 72n5. AUCo, 2l 3B HEHEIE F BEIC LB L T53%3HE
b[] L 7:0 q]%rgﬁﬁx%ﬁg{&—Fﬁ@Cmax&UAUCO24hr‘iﬁﬁx
HEREIEEBICHE L T, ZNEFN26KV6%EM L 7212,
BE (o). EE (TH) XRUEE (7TH) OBHKEE
BETRBHICT7 2 7FVRAY v F80mg™ %1 H1[EHH &/
ICTHEIRERO®RES L &, %ERTHICB T A7 =
j:\: VS ’)'7 v ]\ @Cmax&UAUCO,24hrLi\ %x%%ﬁ'éﬁﬁﬁ
(1161) (CHel L CE, hEE, EEEREETHT
FNZENALTLTUA8%. 2T U48% AT U 76% EF L7z (4}
BAOT—%) ¥, [9.2.1 2]
16.6.2 FFEEEETEE
BE 8fF) KRUHEE (8fl) OFFFEEEE REE (Child-
Pugh A, B) 277 %Y A% v h80mg™ % | H1[EIEA & Al
ICTHRIRERORS Lz & &, BEFEEETHORS
BTIHIZBT A7 7%V 2%5 Y bOCmaz CAUCo2400 3
FFRSREIERRE (115]) & HEL 2N 2 N24]%030% LA
l/f:o if:\ EP%EH%ﬁE{EFﬁ@CmaX&UAUCO24hrci%
NZNEIRUS5% LR LIZ(GHEADT—4), [9.3 2]
16.6.3 HiEmE
ElE (65D L. 2401) & HEE (18~40m%. 2441)
27 2 7%V A% v b80mgH #1HI1EFAARTIC7H E
REZOZRG L&, BERTHICBU25HED
CmaxZ O AUCo, 0l B FEFZ I L TENZNIRE T &
UCR2%EF L7 WEADT—%) ¥,
16.6.4 &%
77 FY ALy N80mg® & 1 H1[EI#A & HTIC7H B K E
BOBSG L&, HERTHICBO 2 EwERERE (24
B1) DCrnax X P AUCo el BRI EREEE (2465]) 12 Heg
LCENZNARR2%Em D -7 (GHEADTF—%) 19,
16.7 ZMEEER
16.7.1 HIELH
B A24BCHIERH (SmLAIC KB {b~ 7 v 4
200mgF OVKEEE 7 L 2 =7 1 225mg % &7 S S L&)
ZHAFEORESRICT 7Y 2% v h80mg™ % Hi[m#%
E]TEZ’%_- Liz&x, 7 73\:‘/ A&y b @Cmax&UAUCinf
BENZNRRVPISMET Lz GHEADTF—%) 1017,
JlveF>
ERRRRA2260IC 7 = 73V A% v M0mg# 1 H1E7H
RERZO®RSEG L, BIZ4~THEICI LV F > %1.2mg/H
TIH2RIREROHREG Lz &, 72 TFVYRTY bD
Cmax & CAUCo, el TN ENR2ROT% LR L7 (4LE
ADF—%) 18,
TREER 2661127 = 7%V 2% v M20mg™® %=1 1[0 K&
Yl eFr&1.2mg/HTIH2E4H B REZOH S
L7z & JLeF U OHAERIRSHD LIS EERE
BB DCnaxlTZ NZNR2BE TR U2% LEF L7z £z
AUCo,20l33%E R L7219,

16.7.2

16.7.3 A1V RXIVY
TREERLA2661IC7 = 7%V 2% v h80mg™ % 1 H1 | KA
VR X% 100mg/H CIH2EISHERERZ OGS L- &
X, 7=z 7\‘:\: JAY YN @Cmaxti7%{&T PN AUCO,24hrLEt
Z%J:j%il‘ L/f:o i f:\ /f M2 F)( 7 N2 y@Cmax& 0AUCO,24hr
DIETIRULNTH -7z GHEADT—%) 19,
Froxty
RSP 7 = 7 %Y 2% v +80mg™ 2 1 H 1[H K%
UFFuFt >1000mg/H % 1H2[E7H MR EZO# 5
L7c&&, F7ud oAk, 7273V RSy
b @Cmax& ():‘AUCOJAhrL.i % ﬂ?ﬂZS& ():‘40%J:$fl‘ L7z,
—H 7z TFVAYY FOMBEICESFTEF LD
Cmax® _EF T PAUCo 20 DIE RN N TH o7z (4
BADT—%) 19,
FIFPSZY
R AIRGFIIC T = 7F Y A% v b120mg™ Z1H1[E9
HERERO®S L & E5MiakeHIcTy 73 (H
WHRARR) 25mgx BEFOREG L&, TV 7/F3
\/@Cmax&(fAUCmiLi%h%hl6&zﬁ22%tfai‘ l/fi (9\{‘
EADOT—%) 2,
DIWZ7UVFRUDLA
EERALBBICT = 7F Y 2%y M0mgPE T T 7
UrF b L (BRRAR) (AEIINRE E¥EICE
E) ZIHIE4HMRERORE Lz L& R-KUS-T
V7 7Y ¥ DCmact FAUCo,200D _EFII5% LN TH -
f:o ifi\ TIVT 7Y y@%ﬁ?@%'ﬂ: (INRmaX@J:%\
INRmeath@{&—F&U%W?(ﬁ‘ﬁqzi/:j{ﬁa)i:ﬁ) Li?%
DATHo7: GHEADT—%) 2,
BERA2TBNC 7 = 7%V 2% v b80mgH & T ILT 7
Uy U ws (ERFRAR) (FEIRINREZEHEICH
E) ZIHIE4HMRERORES LI EER-TILT 7
V) > D Cmax e O AUC0 2 DIE RIE2% AN TH o 720 F
7o SSTLVT 7 V@Cmax@{gF&UAUCO,Mhr@J:%
WIBLINTH 70 E72s TLT 7 ) Y OENZEOE
“: (INRmax & INRmean,Mh@{&T& U%Vﬂ ?‘(ﬁ‘lﬁl'ziéj
BOLER) 134%LANTH -7z HHEADT—%) 2,
EROJOOF7IR
BRRA3ZGICT =7+ A%y F80mgP Lk Kurno
OF 7Y R50mgz BEREOKE LizEE, 72 7FVYR
AN @Cmax&@AUCmf@iﬁLi“%L}(WTf) >7z (9\{‘
ADF—%) 2,
THEIT1UY
RERA23BNCT = 7%V A% v +80mg™ % 1H1E7HH
RERZEOREG L, HE5Rm%RSEICT 7 1) 2400mg %z
$@%D&5 be & %\ THT 4 \/@Cmax&UAUCinf
D LRI TH -7z FHEADT—%) »),
16.7.9 QY LIV
BRI T7 = 7TFVAY v b 120mg?i)’a’:lEl 1[E19H
MRERO®RS L. #5Mm%ESHIcaY 78y Y (B
PARAR) dmgz BEROHRSG L& s, 0y r7uyy
M @Cmax@{&T&UAUCmf@J:ﬁLif)%lfy\lj\]f35 D 7LC24>0
16.8 Z it
7 7%V A%y bOD#E20mg [NPI] &, [EEFRZ
2REOBEEHANOENZNFRSFERBFET A T ] I
BEOE, 72 7%V A% v FOD#E40mg [NPI) % i1
BIIE L7z & & BHEHPRZEHE S . EWERN
IR E A ENREY, [16.1.3 SHE]
*) RAIOARSN7-AEROHRICBT 2REAEERIZ60mg/HTH 5,

17. ERPRRIE

17.1 BERTREMICRET 558

(R, SPRERIE)

17.1.1 ER#&HASE TR
FEE & UERBIERE026 2R E Lz IR
SREE R _EEMAR RIS BB E T 7. 7 x
TEFYRY Y M0mg/Hr» o E5E2FB L. SEOE
EAERFHE (200 40, 6031380mg®/H) ETHEZ
BMICEE Lz, BBOY 1 32 7I3RE5RR%E2.
ORUVIEE L, ChlifEl6EE THEZMF L. &
B, REBEIT I ERBEL/38H, 72T XV RY
~20mg/H#£2/4301. 7 = 7%V A% v b40mg/H B
0/411. 7 = 7%V A% v Ne0mg/HEEL1/36f]. 7 =
TF VA5 v b80mg/HEE/ABITH - 7. HE5HA
BI6ER (FBOMREEE CHEXEBNICEREL
AR 2 &) 10, MUIBREEMEA%6.0mg/dLEIRICH]
EL-BEEOHE GERE) 3. TROEBOTH-

725

16.7.4

16.7.5

16.7.6

16.7.7

16.7.8



H 5B 1618 0 MiERERMES . Omg/dLUL N AR

5% | MBREIEG.0mg/ AL 2HE | 75 CRBEOE
T;&f 2.6% —
?gﬁ%ﬁ 46.5% 43.9%
e 82.9% 80.3%
6?22%? 83.3% 80.7%
8%%)5 87.8% 85.2%

RRBRCBI 27 2 7FY Y v b OREEFIIR5199
B, BIfEH (BEARMEEORE2ET) OFBHEIL.
7T AREE8.4% (7/38f5). 7 = 7F VA% v +20mg/H
B$23.3% (10/43(1). 7 = 7%V A% v bMOmg/H B
29.3% (12/4161), 7 = 7%V X% v +60mg/HE13.9%
(5/36fl) .7 = 7%V 24 » +80mg/ HEE29.3% (12/4115)
THole 7x7FVAY Y MBI 2ELZEIERIZ.
727 F VA% v b20mg/BEECREBIE 245 (9.3%).
BRE2H (4.7%). 7= 7FYVAY v MOmg/HEE TR
JELRE & 4301 (7.3%). TSHIEA2BI (4.9%). 7 =7 %
YV A%y he0mg/EEE CREBIE 236 (8.3%), 7= 7
FV 25w +80mg/H B T LB & 4¢84 (19.5%). B
2B (4.9%) PUBCABRE2B] (4.9%). ALTHEHN2{
(4.9%). CKIEM2M (4.9%) TH-7z. [7.1 28]
BN MREER

R E & ORI AR B E 24401 2 st & Liz7a 7Y
J = U IR E R B e E T o7 72T
FVUZF v MOomg/HXIE7a 7Y J —100mg/H%12
HE®EG L, 20%. £ £140mg/H X13200mg/H
IR LMABRE Lz, B, REBEIE 72 T7FY
A5y NEE3/12261. Ta ) ) —)VEE/ 12161 Td > 7z,
HEHMRSEDMIERBMEZE(LR (FEMEEE) I
BWC, 72 T7F IRy MOmg/HEOTT ) ) —
L200mg/ HEHI T 2IEB AR E N7 (P<0.001 : FE
T =T UIE5%) . FTo. BEHRESEO MIERE
E6.0mg/dLEL FERR (BIREHEIER) &, 727+
YV 2%y MMOmg/HEE82.0%. 717 J —)1200mg/H
B#70.0% CTH o 7z0 B G HHTORBEBE K DOFEIIRE]
BETROEBYTH 7207,

HERIRRSED MIERIEMEZELER (%)

17.1.2

Eﬂ?ﬁﬁ%@?ﬂﬁ? ﬂfll?%ﬁé%ﬁ%ﬁ) ZLRD
. & (mg/dL) | ZEER> (%) | BRIz gy
s T4 T8 | [95%fza | T
(EE) | GmeE) | KM (%)
A=V ANEDY
8.89 -35.2
200me/H (1.24) (14.7)
(1200) 624 | b0 oo
TxTFRIATIN] g o a5 |P9652.84 ’
40mg/H : :
s (1.32) (12.1)
a) MEREDIE (ESFEERTOMBEREE) (S8 28 5R%E
DO MERBEOE(LR
#) IELMMEICH T SHPE
BRI R OFIRE S
BoE 0~12ELF | RA®GELT | 6ABSEL T
7‘;&?;&” 1.7% 3.3% 0.8%
(12171) (100mg/H) (200mg/H) (200mg/H)
72TRIAZ YR 1.6% 6.6% 3.3%
4(01?2%;5 (10mg/H) (40mg/H) (40mg/H)

() RRYSEEHO7a ) ) —LXE7 2 7FVAY Y hORE
ARBRICBI A7 275V 2%y bOREEFMAR
24315, BIfEH (BEBEEORE 2 &) ORI
Bld. 7= 7%V A5y MER.2% (10/12261). 7ua
U —VEELL.6%(14/121) TH > Tce T TF I AT v
NEEIC B A ELBIERIZ. FBEMEES R4 (3.3%) T
Hoto. [7.1 ZHR]

EARIRSHER

M7 PR ER1E9.0mg/dLLL Lo il % & Lo s PR IME B &
17161%& 55 e LIz R GBE A ER L/, 727 F VR
& Momg/Bh 654G, BEMEKIERICT =
TF VR 20mg/H, HERBETEBICT 2T FY R
4w MOmg/HICHEE L7z, &S5RE%I0ER O MRk
E75%6.0mg/dLZ#8 2 T W izi5 & 3% Sm%ISEE L0
72T F AL be0mg/BICHER L. M FREEEAH%.0mg/
ALUR DB ENE T =7 F Y 2% v MOmg/HZ2HER L7z,

17.1.3

7B WEBEIZT 2 7Y Ry v MOomg/HEES/13141,
727 FV ALy be0mg/HEL/AGITH 57z, 5 FA
%18, 2638, 5238 T IMiEREREA%6.0mg/dLEL N IcHE
Lz BEOEIE GERR) &, 72 7FV A5 v MOimg/H
BETIX, ZN2FN93.5.91.5, 86.4%. F7z. T T FVIRY Y
~eOmg/HEETIX. TNn2NT74.4, 71.4, 87.5% TH -7z,
RABRICBIT 272 T7FYRY v N OREMEITETR
171609, 8leA (BEREEBEORE2ED) ORI
B3 7 2 7%V AY v MOmg/HE37.4% (49/13141)
T T7FVRY v h60mg/HEE35.0% (14/40%1) TdH-
Too 7T FYVAY Y NRICBUAEREIER (BHRB
BEOREZ&E) 3. 7 7%V A% v MM0Omg/HE
T BT 22266 (19.8%). BASHETHI (5.3%). DU
Al (3.1%). 7 =7 FVRY v N60mg/HEE CRER
B 79 (22.5%) BAERIRE3MG (7.5%) U361 (7.5%) .
DU HERB] (5.0%) TH-o7z. [7.1 ]
(D AAEREEEAICHE S BFRESINGE)

*17.1.4 BN MEHER

(EEBENAT T E OB NEE B E 2 MRICTa 7Y
J =V EE I E R L BB 2 (T o e 72T F
YV 2%y he0mg/B X7 7)) ) —Lid300mg/B (B
HEEEEDH 5 BE (30=eGFR<45mL/min/1.73m?)
TI3200mg/H] & A{L2E3k 1T Fah24m: R > 56 H
B5 Uiz, HE5Mm6A% E TCOMBERBEAUC (FH
FHMEIEE) & 7Y ) —LBIIRNT AT T F VA
5y MEOISEIR SN FESMEY—T 2 13150mg -
h/dL)e 7. 727 FYRAY v Me0mg/HOFEIZ LD
M7 FREGE I35 5.Bm6 H 5 & TREFAYICHED L7220,
REHBRICBIT 57 2 7F Y A% v b60mg/H DR MFTF
R 5RAFIFR 1G] (2.0%) ICEIERA RO 5Nz 20
BIWERIE. ASTHM, ALTHEINT® o7

B 5o H# £ TOMERBRHEAUC

i MIER#EEAUC (mg - h/dL) BERZE
BRI RS [95%EHEX ]
Tary )=l
200~300mg/H 513.44+13.13
(50f1) -33.61
TxTXIRY YR [-70.67,3.45]
60mg/H 479.82+13.26
(49f3)
BREZ: 72 7F YRSy MEE-TRTY ) — VR
(mg/dL)
8 .
—o—JITTHFYRY v hEE (4961)
----- 707U/ —)LEE (5061
6 FOE LR RE
= EPEARBE
i
7 4
[
&
2 4
O T T T T T T T
Day-1 Day1 Day2 Day3 Day4 Day5 Day6
f RE R
MY PR B D AERFHERS X
) AROEZRSN-FAERCHRICB T 2RARSEIZ600mg/HTH 5.
18. EppEIE
18.1 {EFHR

18.1.1 7z 7%V 2%y M, RBBERZES XY VF 0%
F -V ORI (KifE:0.6nmol/L) & (KifE:
3.Inmol/L) ZWINBEET S &ICED. REEE
WAENEIT S (n vitroRE) 3V,

18.1.2 7=z 7FVRY v ME, toFELZTSY > - LY 3IY
VREBROENHICHEE A RITES T, FHUFULF
V-V ERBRMICEET S (n vitroiBk) V.

18.2 ZEIB{ER

18.2.1 MOHFREE T1ER
Sv b (EH. BREIEETIL) T7zT7FVATY
MIEOREGICL D, MAPRBEZETS 8727,

18.2.2 FROFRERE TER
Sy RTT7zT7HFVYRAYy MEIROKSICLD, Rb
REEZERSE2,



19.

20.

22.

23.

BRI CRAT ZIE(EEHAER
— RIS 72 7%V A% v b (Febuxostat)
{b2#:4 : 2-[3-cyano-4-(2-methylpropoxy)phenyl]-4-
methylthiazole-5-carboxylic acid
73 ¢ CisHisN203S
7T&E 1 316.37
R E@muaa HOHHK N N-VAFILAILLT IR
IKETRT L. IAFLALAFY RIZPREBEIT®
< IH =) (99.5) IZRREITICIL, XY
J =V ETE b= M UILICEIFIZ L, KiTidE
A EE T 20,
{b2ergE=

CH3

N
1 /\g\COZH

S

HsC
3%0

CH; CN
RV EDFR
T IO —AEFMERIER BT TREFET 22 &,

|/

(Fx7+YR9 v ~ODEE10mg [NPI])
1008 [1088 (PTP) x10]

(Fx7+YR9v ~ODEE20mg [NPI])
1008 [1088 (PTP) x10]

(7T THY29 v FODER40Mg [NPI))
1008 [1088 (PTP) x10]
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