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* % 2022FORE] (SB4hR. MEERE. HERUHEEE)
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) ER-EASEOMSTZICL VAT L
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= PRESMAE G R
T 7FYVRY v NOEARRREE
ZI7FYV AT Y MODs10mgiNeI
FII7FYRAI Y MODs20mgNeI
T FYRXIYMODs:40mgiNpI
Febuxostat OD Tablets 10mg * 20mg * 40mg “NPI”
10mg 20mg 40mg
TGRS | 0400AMX00036000 | 30400AMX00037000 | 30400AMX00038000
BRZSREME| 2022677 | 202267A | 202267H

2. 22 (ROBEICIFIRS LBV L)
2.1 KRIOA It UEBHEDBMFERED H 5 B&E
2.2 XA KM RIETFF A7) v 25T

DEFE [10.1 28]

3. #8mK - R
3.1 #R%
T2TFIAIYMTLTFIRYY M T2THFIZT v b
IR7E4 OD#$E10mg OD#$#20mg OD##40mg
[NPIJ [NPIJ [NPIJ
BMES |72 7FVATY MT2THEFIZAY YN T2TFIAY Y b
(1%E9) 10.00mg 20.00mg 40.00mg
D-v>=h—)b, ZUuzxRE Ry, BEEKT 18 &
fEFrU DL, b RaFyFailtila—R, A¥ 7Y
R LVEETARY v —LD. 7V IEEEF UL, RY VL

N— 180, AF )Lt u—RA, ¥vZ1IT—L6000. ¥ L7,
FANNT—h (L-7 2=V T7 = 14b&W). 77V
2ZFT7IVILF ML T

3.2 EFIDMEIR

TLTFIATY M T2 TFIAYY N T TFIRZY Y b
HroE4 OD#E10mg OD#E20mg OD##40mg
[NPI1] [NPILJ [NPI1]
g | BEBRED | me meeomiganoxs
iy -
il —J
[EXES 6.0mm
Ex 2.8mm
HE 85.0mg 125.0mg 250.0mg
7z 7%Y0D 7x7%Y0D
2o | 7x=7%vO0OD 20 NPI/ 40 NP1/
A — K 10 NPI NPI 20 NPI 40
7= 7%Y0D 7x7%Y0D
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5. MEENIFIRICEET DER
(BRE. SERELINSE)
5.1 XRIOBERICH - > T3, BIFOKRERHSEZSEI1C, &
WEEDPBREE SNABEEZNRETHI &,
(D" AAEFEEEICHE S S FRERIMIE)
* %5.2 KEIOHERICHT-> T3, EBHEERBOIEY 27 %
ERLTCHDEEEZBIRT S &,
* %5.3 RENIBLICER S NIZIREEZ 0T 2ERE B W20, M
FRPRER(E % 2 IR R S B A2 RISHIE T & 720,
% %5.4 DALEEERICHIE LR IMEICN T 2 KE 0OER
MR O I IHESL L Tz,

* %6, AIERUAZE
(FERE. SPRELIE)
EE. BAICE 72 7% Y25y &L TIHIOMgL D
AL 1HIERO®RSE T 5, 0% M REEZ EZ

BRORBIID U THRLAICHEET 5, HiFEIEFEIHLE
40mgT. BEOREICSCCHERRT 277 RARESE
F1HI1EI60MgE T %,
(D" AAEREEICHE S S RESIAE)
EE. BAIIE 72 7% Y25y &L T60mg# 1 HI1EE
A#%59 %,
7. BERUBRECEET DFE
(@R, SFREZMAE)
7.1 FREEFE TEIC L 2B WHICIE. MPRBEOSMGET
ICEDFEEBER (REFKIE) PHERSNLIIENHHD
T AEIOHS1Z10mgl H1E2» SBA L. BE5HA» 52
MR DU 12 20mg L H 1], 5-Bga A 5 638 i DL 12 40mgl
HIEH&E LT 572, RAICHEET A &, BB, HEER
R E+DICERT A2 &, [8.4. 17.1.1-17.1.3 ZH&]
(D" AAEREEIC S S RESIAE)
* %7.2 RANG P A CEEERBL ~ 2B/ 65 2FBT 52 &
* 7.3 BREREOCMFRBEZ =5 )7 Lans. L&
FERBSHEE TRET A2 &, B BEOREIIS U T,
BSHEZEEERET 52 &,

8. EERELRNEE

(GhgedhiE)

8.1 FHEEREEN D S DNAE T ENDHHDT, AEREFIIE
HICBEZITO45E BEOREZHICBEET S &,
[11.1.1 8]

8.2 AR EHITHRFEEOHROBEELERE L. BEENR
OONTHEITTF R EOME 2 £ T 2 2 &,

8.3 DINEEERLZET ABARE ZWNRE LS G R ERIC
BLWT, 7a7Y ) —LBICHEBLT 72 7FVRY Y b
BTDMERORKHREEGNEDP > EOMEDNH 5. KA
ZE5 T A5 ILDNEREBEOBESCH /- 2 HKBUTER
95T &, [15.1 ]

(. SRERIME)

8.4 AANIREEE RNETH Y., FEBEER (BERKE) FHBE

IS RBEZE RS2 SRR (BRHEE) 218
BIEL2BENDDH 5. ARESENICRRBEE R (BERF
{E) BRDONTIFEEIL. BRPBESESF T KAOH
ERBBLEWT &
F 7o, KA GFICRERME R (BEFKE) »ERHELIEG
BIiE. REOHBAZEHET 52 &5 2MFEL. E
RickYareF o, IERATFOA FHERAER. BIERE
AT7uA NEEZMHT L L, [7.1 2]

9. BENDEREHEIDEEICAHTIIER

9.2 BikiEEEEE

9.2.1 EEDEKEEEES

BEOBBEREDH 2 BEEZWMRE UCHRARIIE
fEL TV, [16.6.1 2]

9.3 FHkEEEEEE
FIEEEREDH 2 BEZMRE U ERREBRITERKL TW»
2, [16.6.2 ZHE]

9.5 1¥®
IR SUSIEIR L C WA ATREE D & 2 EICix. BB EOBR
WA EEEL Bl 2 EHET SN BI5EIC0AERE5T ST &

9.6 AR
BELOERERUCBIARBEOERELZZR L. BALOMK
FXIIFRIEE R T A&, BMEE (S ) TERAD
I FICBITIAZEPRESN T WS, £, BER
(T v MBI BHER K THEBOFREL I RARDORAE
B9 5aE) ©l2mg/kg/H (60mg/HTOR hoIfisErk



BEEOLLE) DETHEROERBICYY V5 CHEE
SNDERNEDH D VIIFEA, 48mg/kg/H (60mg/HTD
t b OMEEFRERD39.3E) THAROET., (FHEEE
2 EOFEIH, BRROKREU R AR IRE R IE IO
FAREDLENTNDY,
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10.1 HAEZ HALBWLWI L)

HHIZE BRRAER - IEE A W7 - fEERT
ANAHT ST | BHENHEORIER | 7Y F A7) OREI AN AT
> IKFI) ZHERT HA RS | N T v OREBR THEFT
(a1 ) H5o FroAFTEF—-EOHEEIZLD,
THFE ) v ANAT T > OMFEED E
A5, 79 Byazeprasy ) -
=) #H) THIGNTWA, AHILFH
(2.2 8] VFUAF VY —PHEERES

DZENS, FBOAHEEYH 5,
10.2 HAER HAISERT DI L)
HHIZE BRRAER - B A W7 - fEEET
vy JE., BE., MERICYSEroRBIBEETHLHF
EEQULYSELD|FVF U AF T —EOEEIC
BIfER #8504 50| L 0. 45 0RE %I
BN D B, L. (ERZ#ERsSE2Z N7
a7y —)L (JEHE) cHsh
TWb, KAILFHUF U4+
VY —YHRERRE LD L
5. FRORTREEL B 5o
DY) VE ) OMbEIVY ) Y oRBBEETHSHF
EAERTAWUEE|Y Y F oA F S —YDOHEEIC
N5, X0, BERARCHIVEEIC
KEEHRTAEEBVTIY ) ¥ Y OCnaxk O
& V¥ oBR|IAUCHK ERT sz e TS
S8ICEETAIE, |V —)L (FH) cHshTw
b, KA XV F 4 F
y—tYHEEEMZ LD &N
5. FERORREED B 5.
1. BIEA

ROBWERPH S5 bNBZENH LD T, BEE 74T
VW, BEDPRO SNIGEI3REEHIET 2% EHET) %
WBZITH L.

1.1 EXGEHER
11.1.1 FFERERRE (SEREAHE)

AST. ALTE D EF 25 kR ENH 5bh 5 2

ENHB, [8.1 B

11.1.2 B80E

(BEEEARBH)

SEVERE, BER EOBBIEN S 5bNB LN B 5,
1.2 Z0ttDEIER

S

a | ~ 5% 193k $FE T
. B MERER g$Wﬁﬁ9\
BBTER TSHEEN
~ FREOLONE. 58|EE. FER
R P E L. (EHE #
i DEREE iE
_— N N
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. |[FREREERR
% (ASTHE N, ALTH
B, y-GTPHEmIS)
EL B, €O, A |BRE. RE
BA & NN N N
R CKHgh. T
B-N7tFILDZ I IH|RERD
—_— = H—CHI. BB
ﬁwﬁ A== INE- )i N
gz L7 5 = > #.
IMARPRFEIENN. SR
BRA. 038, M~y [EE
0t )Y K1, CRPH
B, e U A8
14. BRALDER

14.1 FRIRZHSOER
14.1.1 PTPEEOZEANIPTPY — b2 5B L TIRAT 2

XOBET S L, PTPY— FORBEKICE D, O
AP EERBEARA L, BICIZZEA 2B I L THER
MREOEELAIELHRET S ENDH L.

14.1.2 RANZFEO LICOR CTHERZIBES T2 ERET 272

O, Kz UTIRARIEETH 2. £/ KTRAT S
EHTE %,

14.1.3 RANIBI-EEDRETIE KL LTRASEZWI &
15. ZOfDES

x15.1 ERARERICE I < 1B

BN TESNZOMERBEE2ET 2REREZNRE
L-—EEMESEREICBVLT, ETEFMER (DM
BIE. FEFGCHEOMIEE. JEBICEME R, REEHD
FEISNT 5 REMTEEROEEI Y FRA V) 12D
WTR7Ta 7Y ) — LB L7 TF YRSy NET
ELHUEMNRENH OO, BIRFHIEIEE @ 5 5I0MESE
OHEFEHEZ 7 TF V2 y VEEROCTETY ) —)L
BTZhZh4.3% (134/3,008%1 ). 3.2% (100/3,092
Bl) THO Tz TFIAY Y FRETEP 272 (NTF—F
H O [95%EMHEXE] : 1.34 [1.03, 1.73]). D IMEIFED
FTIIHEEE L ICDERENELED 57 (T2 TFY
25w NEE2.7% (83/3,098(1). T a7V ) —)LEEL.8%
(56/3,0026)) o F7o  RFELEOHEREAICOVTH, 7 x
TEFIAYy VRO TO ) ) —LVEETEFNFNT.8%
(243/3,008f1) . 6.4% (199/3,09261) THO 7z TFV
AFy FETED 5T (N — NH [95%SHEX ] : 1.22
[1.01, 1.47]). [8.3 ZM&]

15.2 FEERARGHERICE D <%

otz AW 104EER 510X 22 A RIERERIC BV
<. BEAER (7 v Mdmg/kg/H [60mg/H T
~omEEFBEROK25 (H) K026 () &l w72
18.75mg/kg/H [60mg/HTOk b D MAEFIRER D4
(1) RU12 (M) 1&]) OBBIcFT > F 2 CiEESNS
BB EEPBD 5. < A018.75me/ke/H (i)
KOZ v ~024mg/kg/H (1) ICBEMES (BT LK
FLIEE R OBAT LEOE) OFRESEOHEMATED 5Nz,
¥ ATIRBERICF T > F AR - AP ER LAWY
TC. BT EEOBERIERD NG o/, Tl
E= QI 1 Y ShA Sl N Y - O by GaaE S iy T B
BT EICED, BHEOBEEE(EIFRIND EOR
END D, Tz BRRBICBLT, FHUFUME B
BRSO RIEFRRII 2P 5722,

16. FEMENRE
16.1 MHRE
16.1.1 BEOigS

BERABME0FIC. 72 TFVAY Y FELTIO
20, 40% U'80mg™ % i FC AR ORS L7z & &,
MEEFR7 7%V 2%y NOEPENFE/ST XA =7 IZLIR
DEBVTHEHY,

EMEREINT X — %

A& AUCinf Chmax 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

(o fE R ERZE)

16.1.2 RS

GhgEHE)

BRRABEHIC. 77+ 2%y b &L T40mg
ZHARRICIBIE7THMRERORS Lz & &, miEsh
717 FVRYy MBERRSHB%RIA TERREIC
EL, RERSICL2EBEITZD o NLh 7%,

Cmax tmax AUCO 24hr ti2
= ﬁ .
B | B8R (ng/mL) (hr)  |(ng-hr/mL)| (hr)
1EE 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
(P51 + T HEfR )
(FEREl. SFRELIIE)

ERBOEREZFIOFNCT 2 7FY A% v MOmg/H T2
M. 20mg/HEZ4ERIHIERERICES Lz & &,
BERIGER6EICE T 2 EYEE/ ST A —F IO &
BOTH-72%,



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 E IR R )

16.1.3 EYZHIEFEEAER

(FTTFY25 v NODEE10mg [NPIJ)
7z 7%V A% v hODSEIOmg [NPI] &7 =77
#El0mgZE., 7UAF—N—EICKDZENZTNIEE (T
THFYAY v hELTI0mE) BEMRABFICHEER
EfEO#E Ok UTIRAKXRUKTIRA) LTmEEs
REEBEZREL, BoONEMHFRISTA—¥
(AUC, Ciax) 122\ T0%EHEX EE < THEHRIT
217> 7o 45 5% . log (0.80) ~log (1.25) OEHENTH D .
WAL ZEHESEE I R SN,

(K7 UCHRA™)
HENT A =4 BEINGA—4
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 [NPI] +322.87 +153.21| £0.8 +2.2
N 1397.71 567.19 1.3 4.4
7= 7V 7RI0ME | 349 | £186.08) 0.9 | +2.8
7 7)) T EESKTHRA (CEEE - E%FEZE. N=38)
(ng/mL)
800 (THEIBERE. N=38)
_ —e— JIJFVYRYw ~ODEE10mg [NPI]
1 600 : —o-- JTTUTR10mg
£
s
% 400
1t
3 ;e
i R
% 200 T
N —
o{ 2 4 6 8 12 24 (hr)
[5G
(KTHRA)
HENT R —% HEINTGA—F
AUCO,24hr Cmax tmax ti2
(ng - hr/mL) | (ng/mL) (hr) (hr)
TITFIAY 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=7VI8RI0mE | iy ge | 201664 | +£1.0 | +2.3

(PigfE + HEERZE. N=67)

(ng/mL)
800 (FofE +BERE. N=67)
T —e— JIJFYRYw ~ODER10mg NPIJ
: ——0-- al %1
%600 FT o~ 7T 7UI5R10mg
& :
z
it 400
i
b3 ;
E :
200 I P o
AU Loy
i '

s

24 (hr)

OO
> ¢
iy
N
N
ol

8 12
B

(ZxT+YRY v hODEE40mg [NPI])

7 7%V A%y FOD§40mg [NPI] &7 =7V 2§
Omg#x, ZJUAF—N—EICKDZENETNIE (727
FYAL v hELTAOME) BERAETFICH A RO
D5 (K7 UCHRAROVKTRRA) L CmigEpRzE(l
RBEZRE L, 85N EMEE S5 X—% (AUC,
Crmax) 12DV T0WETEX BIEIC THRETRITZ 1T - 7248
£, log (0.80) ~log (1.25) DHENTH Y. WHID
EMERRZESHER SN, [16.8 BE]

(K7 UClRA™)

HEIST A —% BEIRTA—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 | L9694 | £919.0 | £1.04 | £2.27

X7 x 7 ZHEIZKCIRA (FH9E £ fRHEfRZE . N=40)

(ng/mL)
3500, (T EERE. N=40)
3000} 7! —e— JTTFVYRY v ~ODsR40mMg NP
i o 7T U J840mg
m 2500} i
S |
£ 2000}
Q
1k 1500 ||
(43 i
1000} !
500 | ‘
04! —————e
0] 2 4 8 12 24 48 (hr)
B3RS
(KTHRA)
HTEIST A — % BEITA—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 | oung | £719.5 | £0.81 | £2.42

(PigfE £ fFRERZE. N=22)
(ng/mL)

4000 (PO isERE. N=22)

—e— JITJF VYRS v ~ODEe40mg [NPI
--o- 77U J8840mg

3500 | +
i 3000 +TiH
i

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

B 1000 H]|[17T TN\

500

0 N Sh— —

12 24

48 (hn)
bR

MEEFRENNICAUC, CradFE D/ T A —F 13, #iEk
FHEOBIR, FRORAUEE - RS ORBEMICE -
TREBFRESH S,

16.2 IRUX

16.2.1 BEDHE
EERALORIC, 727+ Y R 5 v bMO0mg#w &k ICH
EREOHRE L& &, ZERESICHERT, Cradk
AUCnld ZNZh 28K P18%E T L 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

(CFHfE + 1R RE)
16.3 2310

16.3.1 EEEEE
T T7FVALY b (0.4~10ug/mLAEMNE) Ok b
MIFEHEERIZ.8~9.0%TH . EFhEEEH
E7ILVT I Tho7- (in vitroRE) .
16.4 38
T TFVAY Y hOEZREFHIE N7 0V BIEER
JETH o7z Elon ZOMITEROBILRBEY,. Tho0
WEta A AR U7 V70 v BfasEicREasni? 727
FV 2% v ~DCYPIA2, CYP2B6, CYP2C9. CYP2C19,
K UCYP3A4/SIcxt g AHEXRD SN o 7e —A.
T 7FVAY Y FOCYP2C8K UO'CYP2D6IC %t 9 B Kifi



XZFNZN20XP40umol/LTcH -7 (B MFFI 7y —L4
&R\ zin vitroikEx) o0,
77 %Y A% v MICYPIAL/2, CYP2B6. CYP2CO.
CYP2C19. CYP2D6. CYP2ELF: U'CYP3A4/5% 5HE L7z
Moz (b MR Z AV an vitroiEg) 2,
16.5 Hktt
16.5.1 BERABM246IC7 = 75V 2% v b & LTI0. 20,
A0mgEAEE NREREOHREG Lz & &, fE5£24T%09%
B E TORESEBICHT A7 TFYRAY Y hORF
HERIZZNZN2.1~3.8% % V2.2~3.9%TdH > 7,
F/o. BEBURKR VB E TCORERIINT ST =
TEIRY Y bV arEBIAEAEORFHERIL
ZNFNA6.7~49.7% % 1V49.0~51.6%TdH - 72V,
16.5.2 BERABMEHINC-7 = TF YV AF v & LT80mg?
ZEATHEA Y. METHEEEOREG L&, 5
BABEE E COMBEFRBEREICNT 27 27 F VAT
MEOFEOZIVT O Y B S RO &L E N ZFN83.8~
95.8% % U2.3~6.8% Tdh o7z, HERRFERETOT =
TXVAYy NORPHME (BRE5EIC0T2EE. DL
NEBE) 131.1~3.5%. % 5%1208% [ & T O et
RII7.8~15.8%Th>7z0 Fion Rt % & DT BHET
REDIG#216F M £ TORKUEFRIRRITENEFN
49 1] 0V44.9% TH -7 HEADT—%) 9,
16.6 YFENDERZF T 2EE
16.6.1 BiERTEE
BE (5f) ROFEE (TH) OBFRERTNEEICT o
TFV ALY v F20mgx | HIEEA A% ICTHBERERO#
L& BERTHICBY 2BEEHEETHO 7 o
TH*FI AT Y bOCraxld BHEREEFERE Of]) EDbS
72722 7278 AUCo,2anrl B HERE IR BEIC LB L T53%1
jJ[] L fCo EP%EEEX ﬁg{&—Fﬁ@Cmax& 0AUCO,24hrciEﬁx
BEEEEHBLICHE L T, 22 N206KU68%EM L 71,
BE (o). wEE (7)) XRUEE (7TH) OBHKEE
ETRBHICT7 2 7FVRAY v F80mg™ %1 B 1[E5H &/
ICTHEIRERORES L &, %ERTHICB T A7 =
7:\: VAF Y R @Cmax&UAUCO,24hrLi\ %%ﬁgﬁﬁﬁ
(1161) (Chels L CHE, hEE, EEEREETHT
FNENALTLTUA8%. 2T U 48% AT U 76% EF- L7z (4}
BAOT—%) 2, [9.2.1 2]
16.6.2 FFEEEETEE
B 8f) KRUOHERE (8fFl) OFFFEEEE REE (Child-
Pugh A, B) 27 =7 %Y A% v h80mg™ % | H1[EIEA & Al
ICTHREIRERORS Lz & &, BEFEEETHORS
BTIHIZBUT A7 2 7%V 25 Y bOCraz CAUCo240 3
FFFSREIERRE (115]) &HEL TEN2N24]%030% LA
l./f:o i?’:\ EP%EH:F%@E{E—Fﬁ@CmaX&UAUCO24hrti%
NZNEIRUS5% LR LIZ(GHEADT—4)9, [9.3 28]
16.6.3 EEE
ElE (65D, 2401) &#FEEE (18~40m%. 24141)
27 2 7%V A% v b80mgH Z1H1EFAARTIC7H E
REZOBG L&, BERTHICBU25HED
Cmax & CAUCo 2l B EF I L TENZFNIBIE T %
UCR%EF L WEADT—%) 9,
16.6.4 L%
77 FV A%y b0mgH &1 1EIEH & HIC7H M KIE
BOBS L&, B#ERTHICBO 2 wERERE (24
B1) DCrnax P AUCo el BHEHEREEE (2465]) 12 Hesg
LCENZNAR 2% Em D -7 (HEADTF—%) 9,
16.7 ZMEEER
16.7.1 HIEEHI
B A24B I ER A (SmLA I KER{b~ 7 v 4
200mg M O/KERE 7 L 3 =7 L 225mg % &H 9 AELEAl)
ZHAFEORSHRICT 275V A% v h80mg™ % Hi[m#%
DE%—‘ LfC & g\ 7T 7ij A 7 v ]\ @Cmax&UAUCinf
BEFNZNRRVISMETR Lz GHEADTF—%) 1910,
JjveF
R A2260IC7 = 7%V X% v +0mg# 1 H1[8]7H
RERZO®RS L, BIZ4~THEICI LV F > %1.2mg/H
TIH2EINERORE LI L&, T2 TFVRY Y bD
CnaxZ CAUCo, I FNF N2 OT% LR L7 (4LE
ADF—=%) 17,
TR A6 7 = 7%V A% v 20mg™ = 1H1E %
YaleFr&1.2mg/HTIH2E4H B REZOH S
L7z& &, IV F Y OBAERREHY L3y &k
BB DCnaxl T Z NZNR2BE TR UO2% LEF L7z £720
AUCo,24ucl Z3%E R L7217,

16.7.2

16.7.3 A1V RXIIY
TRERRLA2661IC7 = 7%V A% v h80mg™ % 1 H1E K1
VR X% 100mg/H CIH2EISHERERZ OGS Lz &
EN 717\‘:\:‘/19‘7 ]\@Cmaxti7%{&‘l< PN AUCO,24hrLEt
Z%J:ﬁbfio if:\ /r»\/]s)(yt‘/“/@Cmax&ZfAUCO,Zéthr
DIETIR%LATH -7z WHEADT—%) ¥,
16.7.4 FO+tEY
RSP 7 = 7 %Y 2% v +80mg™ 2 1 H 1H K%
[ R E >1000mg/H % 1H2[E7H M REZO# S5
L7c&&, F7ud oIk, 7273V RSy
b @Cmax& ():‘AUCOJAhrL.i % TL%“Z"LZS& U40%J:$fl‘ L7z,
—H 7 TFVAYY FOMEICESFTEF LD
Cmax® _EF K PAUCo 20 DIE RIZI% N TH o7z (9
BADT—%) 19,
FIFPSZY
TR AL T = 7%V A% v h120mg™ Z1H1[E9
HERERO®S L & E5iakeHIc Ty 753 (B
WHRARR) 25mgx BEFEOREG L&, 77T 3
\/@Cmax&UAUC1n1L1%h%hl6&022%tfai‘ l/fi (9\{‘
EADOT—%) Y,
OILZ7UVFRUDLA
EERALBBICT = 7F Y 2%y M20mgPE T T 7
UryF b L (ERRAR) (FAEIINRE E¥EICE
E) ZIHIE4HMRERORE Lz & R-KUS-T
V7 7Y ¥ DCmact FAUCo,20:D _EFII5% LN TH -
7:0 ifi\ TIVT 7Y y@%ﬁ?@g'ﬂ: (INRmaX@J:%\
INRmeath@{&—F&U%W%(ﬁ‘ﬁqzi/:j{ﬁa)i:ﬁ) Li?%
DATHo7: GEADT—%) 2,
BFERA2TBNC 7 = 7%V 2% v h80mgH & T ILT 7
Uy hUwL (ERARER) (ARIZINRZEMEICE
E) ZIHIE4HMRERORES LI EER-TLT 7
) > D Cmax e P AUC0, 2 DIE RIE2% AN TH o 720 F
72v SSTLT 7Y V@Cmax@{gF&ﬁAUco,mhr@i%
WEI%LINTH o720 Fzy TLT 7 Y OENZEDOE
“: (INRmax&INRmean,Mh@{&‘F&U%Vﬂ%?ﬁ‘lﬁqziéj
BEOLER) 134%LUHNTH -7z HHEADT—%) 2,
EROZOOF7IR
RBRRA3ZMGICT =7 FY A%y F80mgP Lk Rkurno
OF 7Y R50mgz BEEOFKE LizEE, 72 7FVR
% ]\@Cmax&ﬁAUCnnf@iﬁLi‘l%L}(W‘(f)OfC (9\{‘
ADF—=%) 2,
FTHEIT1UY
BRERA3BICT7 = 7%V 2% v h80mg™® %18 1E7H
REFZORES L, B#ERmMESHICT 47 1) »400mg %
%@ﬁu&gbf:tg\ THT 4 \/@Cmax&UAUCinf
DO LRI TH 72 FHEADT—%) 2,
16.7.9 QYUY
B AIFINCT = TFIAY Y HZOng)’a’:lElllinl
MRERO®RS L. #5Hm%ESHIcaY 78y (B
WHRKR) dmgx BEEOE Lzl & a7 Usyy
‘/0)Cmax@{&T&ZﬁAUCmf@Lﬁ-Li6%U\|7\]’C“3'59f:23)o
16.8 Z it
7 7%V A%y bOD#E20mg [NPI] &, [HEFRZ
2REOEEHAOENZNEFERBE T T ] I
BEO&, 7z 7F VA% vy hOD#E4Omg [NPI] % fZHE
Bl & L7z & & BHZEHPRZEHE SN, EWERN
WKRZEE RN, [16.1.3 SH]
*) RAIOARSN7-AEROHRICBT 2REAEE®RIZ60mg/HTH 5,

17. ERPRRIE

17.1 BMERUREEICET S8R

(R, SPREZITE)

17.1.1 EIR#&HASE 0485458
TR % & O PR R ME B E 2026 2 R & Li- 75 2R
WHREERC _EEMARS BB E T 7. 7 x
TEFYRY Y M0mg/Hr» o E5E2FB L. SEOE
EAERFHE (200 40, 6031380mg®/H) FTHEZ
BEMICEE Lz, BBOY 1 3 2 73R E5RR%E2.
OXUI0GEE Ly ChLIREl6EE THE%MER Lz, &
B, WEBEI ST REL/38Fl. 727XV ATy
N 20mg/H B 2/4301. 7 = 7%V A% v b0mg/H B
0/411. 7 = 7%V A% v Me0mg/HEEL/36f]. 7 =
TFYVAE v +80mg/HEEL/ALFITa - 7z, 1 5RIA
BIGHEE: (SHOMRARE CHEZBRENICHERL
AR 2 &) 10, MIEREEMEA%6.0mg/dLELRICH]
EL-EFEOHE GERE) 3. TROEBOTH-

72,

16.7.5

16.7.6

16.7.7

16.7.8



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

5% | MBREIEG.0mg/ AL F2HE | 75 CRBEOE
7{;78{;“”)* 2.6% —
Z%%{J)E 46.5% 43.9%
e 82.9% 80.3%
6?52%? 83.3% 80.7%
S?E%)E 87.8% 85.2%

KRB B 7 2 7FY Y v b OREEFHIIR 5199
B, BIEA (BAMREEOEE2E&T) ORBEEII,
7T AREE8.4% (7/38f5). 7 = 7F VA% v +20mg/H
B$23.3% (10/43f1). 7 = 7%V A% w N0mg/H &
29.3% (12/4161). 7 = 7%V A% v b60mg/HEE13.9%
(5/36f5ll) .7 = 7%V X% » +80mg/ HEE29.3% (12/4145)
Tholze 7T THFIYAY Y NEEIIBI B EREWERIL.
727 F VA% v b20mg/HEECREBIE 245 (9.3%).
BRECH (4.7%). 7= 7FV Ay MOmg/HEE TR
JELBE A 26361 (7.3%). TSHEEH2BI (4.9%). 7 = 7%
V2% v h60mg/BEE CREBEI 30 (8.3%). 77
FV 25w h80mg/H B T JE B & #6861 (19.5%). B
HE20 (4.9%) TUEARDRERG] (4.9%). ALTHEHN24
(4.9%). CKiEI261 (4.9%) TH-oiz. [7.1 BEE]
ERE M5

A% & E R ERE 2440 2 R e Liz-7a Y

17.1.2

FVUR% v MOmg/BXiE7a 7Y —L100mg/H%12
HRE®ZS L. Z0%, +h2140mg/H X i2200mg/H
ICHEB LMHBERSG Lz, 2B, ZEEHEI 7z 7Y
A&y NEE3/12261. Ta T ) — VB 1215 TH 5T,
B EHMERSED MIERRMEZLR (FEFMEHEE) 1
BUT, 7x7F VA5 Y MOomg/ABEOTO T ) —
JL200mg/ HEHIN T BIESHARE Nz (P<0.001 : 3E
HMET =T UIE5%). Fio. BEHBESEO MIERE
fE6.0mg/dLLL R E (BIREHEER) 3. 72 7%
V2% Momg/HES2.0%. 707 ) —L200mg/H
B#70.0%TH -7z S TOBBEBEE R DOFEHE]
HRTROLEBYTH 729,

HERIIRRSED MIERIEMEZELER (%)

Jﬂl?ﬁﬁ%@?ﬂﬁ}q ﬂfll?%ﬁ%%ﬁ%@) ELERD
n @ (mg/dL) | ZbH> (%) | BeRE= .y
5 R i 715 [959% {248 HAEAHT
(EHE(EE) | (EFE=) | XE] (%)
FTarsy ) -
8.89 -35.2
200mg/ (1.24) (14.7)
(1201) 624 | boo ool
PESE ETEIN I PRIEY L :
40mg/H : :
REA (1.32) (12.1)
a) MEREMIE (ESFEERTOMBEREBE) IS8T 2% 5R%8E
DO MERBEOELR
#) FELMEMEICB T HPIE
BRI R OFIRE S
B 0~12BLF | REEGALT | 6RBSELT
7‘30&'1};&” 1.7% 3.3% 0.8%
(121%1) (100mg/H) (200mg/H) (200mg/H)
727 FIRZYh 1.6% 6.6% 3.3%
4<0 1?2%5 (10mg/H) (40mg/H) (40mg/H)

() AIRRNEEHO7a ) ) — LI 72 7F VA% Y FOfE
BREBICBI BT TF VAT v bOREEFHE TR
24360, BIER (BEARBEEORE &) ORI
Bld. 7= 7%V Ay v MEEB.2% (10/12261). 7u
U —UEELL.6%(14/12161) TH o7z 7= THF I A v
MBS ELREWER L. B #46] (3.3%) T
Hot. [7.1 ZR]

EARIRSHER

M7 PR B3 1E9.0mg/dLLL L8l % & Lo s IR IME B &
171515t RE U BB G RBREER L/, 727 F VA
% Momg/Bh 65 2ia L. #5Mn%3IERICT «
THFYRY M 20mg/H. HERBETEBICT 2T F YA
%y MOmg/HIZHEE U7, H5HmERI0EE O IMmiERE
E736.0mg/dL%E # 2 T Wz a3 5ME®RISEE L0
77 %Y ALy he0mg/HICHER L. M iEREREA%6.0mg/
ALUROBENE T =7 F VA5 v MOmg/HZHER L7z,

17.1.3

B WHBEIZT7 7 %Y A% v MOmg/HEES/13141.
717 %Y AY w e0mg/BEE/A0BITH > 70 R SHG
BI8E, 261, 528 TIMiEFREEEA6.0mg/dLLL N2 F]5E
L7 BEOEE GERER) & 727 FYAY Y Mimg/H
BETIE, FNFN93.5,901.5, 86.4%, £7os Tz TF VALY
~eO0mg/HEFTlE, ZN2NT74.4, 71.4. 87.5%Tdh->7-%,
AREBRICBIFIB T TFVRAY Y bOREEEFMETR
171607, BIfEH (BEREEORE &) OFEHE
B3 7 7%V A% v bMOmg/HE37.4% (49/13141)
7z 7%V A5 v h60mg/HEE5.0% (14/4061) TH-
Tro 72 THFVRY Y FEICBTAEREWER (BRI
BEOEEZE&T) 3. 727 F YAy bMOmg/HEE
T E BRI 2526051 (19.8%). BAEIE7HI (5.3%). DU
Bl (3.1%). 7= 7%V A% v Me0mg/HEE e ER
7¢O (22.5%) BEERR3MBI (7.5%) PUAESRE3M61 (7.5%)
DU (5.0%) THolz. (7.1 SHE]
(D AEREEEICHE S B RESIMAE)

*%17.1.4 EASE MAEEER

(LB T T E O BB RE O 2RI T a7
J = VI EE R I E R L BB 2 T o e 72 T F
V2% b60mg/HXIE7 a7y J —Lid300me/H (B
HHEEEDH 2 EE (30=eGFR<45mL/min/1.73m?)
TI3200mg/H] & L3k e T B ah240: R 7> 56 H
5 Uiz, H5MR6H%E COMBERMBMBEAUC (FH
FHlEE) & 7O ) —LBICHT AT T FR YR
7w NEEOIESEITRS N GESHET—Y 13150mg -
h/dL)e 720 727 FYRAF v Me0mg/HOFEIZ LD
M REEEIE 5 RR6 H 5 & TREFAYICED L7222,
RERBRICBIT 57 2 7F Y AY v b60mg/H DR EMFF
R4 1B (2.0%) ICEIERAN RO 5Nz 20D
BIWERE. ASTHEM. ALTHEINTH o7,

B 5o H £ TOMERBRHEAUC

. MIER#EEAUC (mg - h/dL) BERZ
BRI RS [95% X ]
Tary )=\
200~300mg/H 513.44£13.13
(50f1) -33.61
T TFIAY b [-70.67,3.45]
60mg/H 479.82+13.26
(49f31)
BEZ: 72 7F YRSy MEE-TRTY ) — U
(mg/dL)
8 .
—o—JITTHFYRY v hEE (4961)
---e-- 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
i IRERIEHHA
M35 FRERE D FERHERS X
) AROERSN-FAERCHRICB T 2RARSRIZ0mg/HTH 5.
18. EppEIE
18.1 {EMHR

18.1.1 7z 7%V 2%y M, RBBERZES XY VF %
F -V ORI (KifE:0.6nmol/L) & (KifE:
3.lnmol/L) ZWINBHETZZ EICLD., REELE
WAENEIT S (n vitroRE) 2,

18.1.2 7z 7FVARY v bE, thOFERTY Y - LY I
VREBROENICEE A RITEST., FHUFULF
VY —VEBRMICEET S (n vitroikg) ¥,

18.2 ZEIB{ER

18.2.1 MOFREYE T1ER
Sy b (E¥. BREBIEETL) TTzTFIAYY
MIEOHREICL D, MAPRBEZETSE2,

18.2.2 FROFRERE T1ER
Sy NTT7zT7FVRAYy MIROKREICED, R
REBEZERSE23,



19.

20.

22.

* %23,

BRI CRAT ZIE(EEHAR
—fRHIEFE 72 7%V A% v b (Febuxostat)
{b2#:4 : 2-[3-cyano-4-(2-methylpropoxy)phenyl]-4-
methylthiazole-5-carboxylic acid
773 1 CisHisN203S
7F&E 1 316.37
[ER7NE E@mnasﬁ@%ﬁko N N-IAFILAEVLT IR
BRI IAFLALEF Y RICPRBITS
< IH =) (99.5) IZRREITICIL, XY
J=LXET7E R = P UIZEFICL L, Kicids
A ETET TR0,
{bErEE=

CH3

N
1 /\g\COZH

S

HsC
3%0

CH; CN
RV EDEFR
T IO —AERERIIER BT TREFET 22 &,

%

(IT7%Y25w hODSE10mg [NPI])
1005 [103% (PTP) x 10]

(ITTFY29w FOD§E0mg [NPI])
1008 [10%€ (PTP) x 10]

(FTT*YRY v FOD§40mg [NPI])
1008 [108£ (PTP) X 10]
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