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Febuxostat@ — 1@ ARHNEBERMA - ZaRdimethylformamide - AR
dimethylsulfoxide - BAROEE - UARPEMONE - LT LB TK - BEEBE205CE
208°C -
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FEDUXOSTAL ..ottt

1.2 HEE

Lactose ~ Microcrystalline Cellulose - Colloidal Silicon Dioxide ~ Hydroxypropyl
Cellulose ~ Croscarmellose Sodium ~ Magnesium Stearate ~ Opadry Il 85F42129
Yellow (Polyvinyl Alcohol - Titanium Dioxide - Polyethylene Glycol/Macrogol -
Talc - Yellow Iron Oxide) -
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fEARSE -
147 ERINEG

L E IR LR SE o Grseza) (C ) )
B e

AEEMRERANSKEMLE - AZZRARBERNSKEDES -
ARRAMREEER (R - &4 E AR (Tumor Lysis Syndrome)l I+ E £ 5 E B2 AL
FRA - LIIREA A E S IR BE [E -

RAKRHE
31 HZHE
EEEE

BaE A FTHTAE@%‘@HQHHT FebuxostatE’]LE%%‘JEEm mg380 mgE Ak —

R Lu%ﬁ_ﬁ“’”‘JE 240 mgER—R - HREA40 mg _BEMBREERE (SUA)RE
126 mg/dLEYE A - LumiﬁHFebuxostat 80 mg -

FEJE /A RRIEIZRE © FebuxostatiWEZEEIE 280 mgEBX—XK -

FebuxostatfETE AN S M ZY A EFIARI _KFAGAZ  WHEBRZER/D7X ; 24N
RBCEREER AR FE - SAFEOIEREIX -

Az FAFebuxostatiE&/RRAE B YSIHIBAEINGER ( R11. ZMEHESMY ) -

33 HHERERZERE

BINEEAZE

BE  REEPEBNEAEHBAREFebuxostati®/HFAZREEI = ( %6 7 BINEE

211, 28 HESHM ) - FebuxostatfViEZE LA ”"JEEMO mgEX—R - HREA

40mg_# ?ﬁﬂﬂi%ﬂﬁﬁf%ﬁ(sUA)?Eﬁﬁ% mg/dLEYSEA - Lmﬁ%FebuxostatSO

mg - Febuxostat# R EEBINEEAZE(Clcr <15 mL/min)fE A ZZ =M RB B R

FEIT -

BEBIMBEAZREA(Clcr 15~29 mL/min)BIFebuxostatBEI £RI40 mgER—R ( R
7. BINBEARZ . Y F) HESIE ) -

MEE A REIERE | KREZDPEBINEAZHRARAFebuxostati® /A £

Febuxostat&i M B@EBINEEAZE ( Cler/MR30 mL/min)BAZLZE M R B HARE

17 .

Ibt 2N

x£
BE  KEEPENNEAZHNRAREHRAELEE ( £6.6. FIBEAZM11. ZYE)H
BrEi ) - Febuxostat¥ iR ERENFINAE Kir/\z;?@&&ﬁ“m&rnﬁaﬁﬁﬁo
REEETE
R . BERIFebuxostatiaZE2B% - FEoligRMIEREERESENR6 mg/dLBE
=
I8 [ 22 E
FAYAfE AFebuxostati® - ARIMBREEE S EHRMEBUAM)ERE - BEO
BEZ 84 1E - BAtAEFFebuxostathy - Ei% BIFHEEIRE 155 L 22 (NSAID) I AOKIIE



(colchicine)TREh BRI 2&1F - FAMIMABENRECER ( B12. lRAREBER ) -
R tEFebuxostat’aEBRE TEEEF - AFZE(FLLFebuxostat - E¥ERIBABEE
R BEKEERBERE (RS EELIESFRE) -

(AR STk 2 4% )

#Febuxostat R A mZ BRI BB EEA -
iE4£4# A azathioprineskmercaptopurine#y s A 2 A Febuxostat (RB7. XA/ER) -

BREEFER
5.1 E/EEER
o3 ofn

F—IRIAE S B A M R e B R R 5 (CARESH 5% ) & RBT AFEA R
2 % % o % BJ% AME A Febuxostat4a & # £ Mallopurinol @ &4 & & &)< o %
MMATHELER ZFBRA—AMMBLS % ~ 8T - Hallopurinol R 2 JE4
R o AR AR A A Febuxostat# A € Ko B F4MACE) Z AR - Sk
MABRRERCRERR - BoERRIERRHE D/ KB R A% L6
A ERZERIEERATACHEFHAMCE)HEASEER > & hEiaH
T~ ERASHCHEE ~ FREUFRARIAREICKE TR ILTIT KRS Ihm
FERLERFANH - RRZIFFHBRELE ZRRIPHHERZER AR
(Hazard ratio, HR)# B & /E B E M LR A FAREE(L. 3) - K& R BT
FebuxostatfallopurinolABtb 3 k¥ m & Koo B FH4HEAMIERZ AR 5 &
fmFebuxostat4a #&#*al lopurinol 8 % 3% v .o fo & 48 Bl 6 B A 278 B AR °
ACaBFRTEF4TIRCARRBRALERZRE - £FBRGHSIEE - EBG
HPRRFARECEREERSEBTERG Ik E TR RBIPEHAR
Febuxostat#tallopurinol & fa st &y sk £ -

BENR T RiF £ AFebuxostattF B4 FH AR B S » BFRABAREEE
A 4Febuxostat i 4 B R BART HACRERMAR R RBEKRREEZE - BA
BREEPRECOEFHAERREFHFAEFRILFFREIBRWME -
BREAE

B 451E FiFebuxostattt » @ ¥ REZRAFFH M » TR N FRBRE
18 REBRABTRBBATR -

A T iR REAE - B 15 MFebuxostats - B FIEBEEI LS X ¥
(NSAID) sk KAL FE ey A S AR (RS RERE) -

S ofn

ARy Fuib A BB R AR IR B R R A B & AR B g

A REBESLRLAVYEZZERRELAMBEREZHGORA  EA
Febuxostat/é R B ABKBEHFATHELT CRER -

AT B3 B

% % Ak A Febuxostatey i A A RFAMAIFRAMTRFH ETHRE > A
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5.4

EREFSENRRREILTRHEGRE - AMBHRBRARE > REIGABAHL
BIEEEEERLN) (f£Febuxostatié B safral lopurinol /& 4a ey 4 £ 4
BFAST = 2% > 2% 5 ALT < 3% > 2%) ° RBRE 2B LB A S 698 B4
(R1l. B4&HhH2H5H) -
B4 Febuxostat&# 2 AT » WERATShAE (i A A BB ABALD ~ RFILA%
#BABASDAEMELF ) EAXEME -
HNBREKTRETHATFESHRBRA > QEEF - RERB - LHFLBEAE - &
ERRTE > LEPRRATHME - ELBEREL > wREARATSERYT
(ALTA2 8345 % # 4B LMR) - & ¥ ikFebuxostatié# i Ve & LAsk 3 7T 45 49 R
B o ZAFShaERERE ¥ AR R R B > & & E# £ A Febuxostat -
fFALTARB3MEL A HE > MBhFaRa iR B2ELARE  2AF 105K
HemA - FHEEREBRYHETREGHEAR > 7B EHE A Febuxostat » f i
ALTS M E AR ER N BAETREEGRA > RITERER
Febuxostat °
BEETERERRE
©A M AFebuxostaty m AR LR EN K K BHRR B LTHRE » 0L FH
X 4% K% 4 % 12 ##(Stevens-Johnson Syndrome) ™ ###ikEZ2% (drug
reaction with eosinophilia and systemic symptoms @ ff§#8DRESS) fo& M %
Rz (TEN) - s RER AR EWH K KRB » R]45 AFebuxostat - BEKAE
b E ¥ S ¥ EBMAATHal lopurinol & A B BRI o HRNF bR AL
A Febuxostat)@“% R e
& ob fALEE % H # 49 (azathioprine/mercaptopurine) 2 % z 4 A B
Febuxostati%% 2o /L% (xanthine oxidase, XO)¥p#i&| > 2 #3%2o4 f 1Lk
& ¥p %1V A T 45 B 2 ¥ fuazathioprine simercaptopurinety s P EE mE R KR &
#M » B sbFebuxostatfrvazathioprine/mercaptopurine R & ) &5 4f A -
RIBEAR B BWE H BB SR BT 0 RS AFebuxostatsfe
azathioprine/mercaptopurine ] s ¥ sX FARAAE #¥ 8 % & & (predicted
population clearance)#1&#180% » i¥ 48 % Mazathioprine/mercaptopurinef&
AR 3 4o #500%49 &b 42 T 48 @Ak (area under the curve, AUC) [#A7. X&AK%
AE&E%E] -
TR ERA

FHRESLH  Fety 3tk o5 (activated partial thromboplastin
time)iE Kk ~ MLEA S - EHRBBRK - MAS  HERET - 0iEA S~ BE
BAR - ZHEBEAS - BRBAS 74 H - FRE(TSDAS ~ ok
R > BRI b F TR~ MCV v ~ &o o 3RiR D ~ MUEREF & ~ o F
REE > P RFER/BRE LA - BB A (CPOA S - stk
B87F% ~ LDH#& ~ PSAA & ~ R EH v D ~ REKFERD ~E PG
HEBRD - k¥ % /AR RoBRBRET - REEKEEG(DL)¥ i - a
BBREREER - KEAAR - AFOLRKPFESTZHERE -
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HHEFEEFR
(AR STRR 2 4% )

6.1

6.2

6.4

i &2

ARERAERFORTHEEAR - ERHMNRAERAMKLEBEAHBANBLER
KX 8% T 4% A Febuxostat -

AXBRATFHREHARY > &F 51248 ng/kgtyFebuxostat m iR A & (A48 %
B AEMETE > 23280 ng/day A i SR B Fo940/514% ) SRR E

A BEANPEZBRARAREY  HERARASETHABMERELHNLT

Febuxostat » £ % & &4 AMRID& 114285 » RABREIARAREFTHA (2K

#®") -

BREFAOEIERRMSRIRENETT RRBRE R S - HAESGRESTE L
RS AEREEFAREROFTRZRAR - LB —BRAR > BARIZERY
R RRMS I RE &3 F TR 5 A2-4%F215-20% -

k&4

S #E

ERBRABERTHARTY  HERAXEMERET~ITROBERRHLT

Febuxostat » £ & & & 5% HMRID&y4042 85 (RAUCHE » ey o RA| &5
48 mg/kg/day) * A ERABER XGFE -  BERBABFTHAET  HEER
FRIBPEO~1BR &Y B BN A% FFebuxostat » £ % & &i& HMRHD&y51 £ 8%
(BAAUCH R > B ey o R B 3848 mg/kg/day) * EREGHERYERLE

7

EENPEBRBRTARY  HIERMABKMBERETRAZEAHFE0RL T

Febuxostat v fR | & » £ & & 4 AMRHD&y 114% 8% (SRAUCH - > ey 0 RABI &
%12 ng/kg/day) » HAoBRGITFTHAEREFTAARE - KM > A8 T4 AMRID
e9404 8% (SRAUCSHH > B8 o AR B & A48 ng/kg/day) @ MEZAFHNE
Mo HAEBRATEN i) AR EHH R -

DRATIRF KB4 > Febuxostati@B @A A > A L TR E -

"H 3L

R &

2 A M Febuxostat F AN AR ~ HALLOBE - IV ENL TS HBE -
Febuxostat & AN KB ST T - ARFAHBFFTAREHOLER > BRAAFTR
#FebuxostatyBE AR E K » M RFebuxostat X FR Y BAKRAE L LW IETBL
FREF—RELR -

k&

LK &

O fRé T #9Febuxostat » AR E X G FRE TR > ERIKBHIHLTF

AR A 2] -

5,
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6.5

6.6

6.7

6.8

Febuxostat A L 5 At ot fu g dth kgL o
EHEA

EZERARBALBE - £%— - = - Z 3% (Febuxostat 4 B /% & oY B 5K 3%
) (R12. BRRABEAMNZBARARDEHRE) HE-MBAT > 16%5F &
265 R65R AL - AhFRATORRTOR UL o LB FF#RA - RBEER
AREMPAHRETBBREFERGEZR  EREHRF ELFARBHR °
HEFHA (2658 ) %k okFebuxostattk > Febuxostat&yCpy,FnAUCo4Hv th i

FemA (18~408%) A (R1l. BHEHHEHMN) -
RFgh e R &

ABEXRTENHERS (Child-Pughf AR EBR) R ABAALEE - %
AHABREFHERS (Child-PughH$EC&) #m ARATRIRE 5 AAAARNE
Bm AR NS E (Rl B9h&HHheHH) -

BARER S

RBR:ABERFTEFTHEFL(Cler 30~89 nl/min)éym ARARLHE -
Febuxostat A 776 B 7% B A B kB ik » BB R EEERLI0 ngHER—K -
H A0 ng > 28 k& 2|sUAMEH6 mg/dL B R ed% A > Z34E A Febuxostat
80 mg -

HNBEEFHEAR2(Cler 15~29 mL/min) #95% A > Febuxostat ez 34| & R
40 mgER—k (R3.3. BHAEBAZTAEN]. BHHHhSHEH) - REFY
A2 (Cler <15 mL/min) B AZ MR ALY REY -

F b5k

= M E i

BEBERBERY—#H > HNRBRBUREREGRA (FloBRRELER

Lesch-Nyhansz &) - #&2 SR Fl R T 61 Ro2 RE 7 & 2] R LA SUHAE b

¥ o fFebuxostat & i g 75 A2 12 BH1E 4o M BE SR BT 78 (FLORENCE) R R 52 2] & %
obitHk o N A 1 AFebuxostatty 85 » A AREFBHR L AN RBMNSD L
hERA (BIERL B THHMEfLesch-Nyhansz &2 ) -

XEtA

(R TRk 2 k)
ERLEABTTRY
Febuxostat® —#& & %-4 SALBX0)irH A - RE—BAHRELRHFBITH R AH
A #t % Bao~ > Febuxostat 2 # theophylline (X0&9% %) AR S (R1l. &4
$HEEMN) - Bk B4 FFebuxostatfetheophyllines8 /s o
Febuxostat# % *& =4 f./685 &9 3 %1 4E A =T 4t 8 2 3¥ Awazathioprine &mercaptopurined
f bR E SRR EH5 % 0 B kFebuxostatfrazathioprine/mercaptopurine R /& ) &4
A REBEABHBESSH B BB BB 2R AFebuxostatie
azathioprine/mercaptopurine T 4& ¥ 2k TR #ABE 74 # & F P2 % (predicted population
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clearance) &1%.#80% > i& 48 ¥ ¥ azathioprine/mercaptopurinefs A £ 3% v #500%%
AUC: % —BAREXRELEREM X Z/EAMRE » Br~pt AFebuxostat (40 mg/120 mg)
#wazathioprine 25 mg# > mercaptopurine (azathioprinez /Xt Z4) #4C;,,F2AUC (-

+ & &7 45 4E Mazathioprine 100 mg#1. 54% » A R #Febuxostat# & 240 mg120

ng’ RZMARERALME -

fmpp EALR B

# %k ¥ 7Febuxostat L ém o LR B X ZER - R A At E bR AR ER
Febuxostatey &M EH ; AMBEAEZEFNREERR T » KFebuxostat& X120
g FTHLARBIERTENRA OEBERIHE - A\ FARRFFRNBY-BHhf B
Y-BROXEAER - Btk > RESRERERIETalgF bR BN CELAIIERGT
RETE -

BRBHTTHER

BRBLERRESHEFRITHEMRX AR > Febuxostat g sk k4L % (colchicine) ~
naproxen ~ indomethacin ~ hydrochlorothiazide -~ warfarin®desipramine® Z 4 A &
BBAER (Rll. Bméh240) - Bk Febuxostat T A B YR BFER o
Theophylline :

$iFebuxostat ) B4 # 8% » & 48 38 % theophylline#y #| & - Febuxostat (80 mgf& %k —
k) $theophyllinest ik ¥ 2 theophylline#Cy,, 3% mb% » AUCH %6.5% ; — A RAE

SRR RFBERAITER - AN ELET ° Febuxostat # X0y 3r #1415 A 21
methylxanthine (& theophyllinety X BRHBEMZ — ) LRZR T B &3 mwif400
1% o B &Y RIPEREEN ] nethylxanthinety R2&M » AL R EZRA T EHA
Febuxostatfetheophyllinef¥ » fE 3% & LB -

HARMFE

F] B 45 FFebuxostat B Sk KAL K BF > &R A EFebuxostat Rk KL F eI B & -
Febuxostat (40 mgH %k —=k) kK% (0.6 mgH X =k ) Btk ¥ BFebuxostatsy
Cpax3¥8 mm12% » AUCo43% % 7%  susb > kAKALFE (0.6 mgH XK —=k) $#Febuxostat (X
120 mg) HFAR FBAKAALF A LS T FRRB|F69C RAUCH J 71 1%6 #16 5 — &
ARAHZTLBICEAERES -

Naproxen :

[ 5§ 4 FFebuxostat &naproxen®¥ - #& 48 3 ¥ Febuxostat sknaproxenty #| & -
Febuxostat (80 mg# Xk —=k) #naproxen (500 mg#& Xk ==k ) #f ik ¥ kFebuxostat#y
Cpax3% #u28% » AUCH 4ud0% ; — AR BB LM wABERER - s > naproxendyCpay &
AUCR A RRZ %1t (I #2%) -

Indomethacin :

F) 5% 4 FFebuxostat & indomethacin®¥ » # 48 38 #Febuxostat & indomethacin&y # & -
Febuxostat (80 mg# X —=k) #indomethacin (50 mgH kR =k ) HFRRFR &1
Febuxostat & indomethacin®Cp,, KAUCE 4 82 69 #4b (VIRAT%) o
Hydrochlorothiazide :

sihydrochlorothiazideF] &5 8 6% » & 83 ¥ Febuxostat# & - Febuxostat (80 mg)
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hydrochlorothiazide (50 mg)#f AR R #4EFebuxostattyCp, RAUCE & £ EE R & & 9 # 1L
(p3d%)  HbaFRBRRAECAETEXE -

Warfarin *

#iFebuxostat ] Ff 4 B 6% » AW Ewarfarin® R & - A2 E %3R4 F » Febuxostat
(80 mgH Xk —=%) BwarfarinftfR¥warfarint) Bm# H LA FHE - 5L F
Febuxostat&. R & B EINRFv § LR o B FayEH -

Desipramine :

) 854 FFebuxostat #2CYP2D6 % H (#ldwdesipramine) AR EZ HLRIE - #o ot
P 3B B85~ ° Febuxostat & CYP2D6 & 5§ 7 %] #| - Febuxostat (120 mgHX—=k) &

desipramine (25 mg)$f A € 3% fudesipramine#yCp,, (16%)FwAUC(22%) > 44 2-

hydroxydesipramine Zdesipramine&y X% 3t & /&1 7% (ARHFAUC) -

%%KEE{’FHB‘P%

'% "’%gubﬁ(XO) 2" %#J Azathioprine ~ Mercaptopurinef«Theophylline :
Febuxostat & X0#p 4| & - —IA £ SR P ipfEFebuxostat#theophylline (X089
) B 22 3 E B X AR EET ° F 4 FFebuxostatfetheophyllineid s,
theophylline#y £ £ X3t & #1-methylxanthinef£ k3% F 69 Bk 8 340042 - A A
2 R & Z 1-nethylxanthine#y 22 MR8 » A7 LA B B 44 F Febuxostatfu
theophylline® 48/ o

Azathioprinefwmercaptopurine @ =4 X ER BB B BTRB R P2 —hFBL 4
ILEEN % - ¥ HM|EIEE > R4 Fallopurinol (—# KR4 A LEHpHA) £
azathioprinesmercaptopurine @ XA 3R HE B yey o B K - Febuxostat & &
ob SALERIP BB o T AEp "B o4 A1LEE /) ¥ shazathioprinefemercaptopurinesX 3
¥ grazathioprine&mercaptopurinety s K EERBEA S MERBEEM > Bt
Febuxostat#wazathioprine/mercaptopurine R E R %A - BEH X TR AR LR
5~ » B854 Fazathioprine (—k D jR#| & ) FoFebuxostat (40 mgz%120 mg QD) &k
‘azathioprineZ MR ¥4

mercaptopurine#y#4% 4 & (apparent clearance)i&83. 2~83. 8% ; B Febuxostat 40
ngFw120 mgwh#&#| & H i nercaptopurinedy R HILE L KRB RIBEHER -
PAS0% E $4h : BN RBRBAT > Febuxostat B FEE AR E R R E W - R &3 HIPAS0E: &
CYP1A2 ~ 2C9 ~ 2C19 ~ 2D6%,3A4 » 4.~ &35 HCYP1A2 ~ 2B6 ~ 2C9 ~ 2C19%.3A4 © %ot »
Febuxostat%v?&llaibCYPﬁ%K%ié’J BYZEMAATRHRELBYGHHEXELHEA -

Febuxostatéub § ‘ﬁﬁ%&‘ﬁ’?:ﬁ g oM AR - SHEBERYBOARETRAR
FR o —HARAFebuxostat @ FoipFI RFF X — B HRBERHBHBHBF LI LK
}ﬁ °

AR/ RARRE
(R xRk k)
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8.1

BAREZIER/ARRE

BAEBOBEAR > ANBEREBEREZEFAORRFAL AR -
UTREFRREART BN H4b3b I #3 :

c ShERT (D EFBREEFR)

° Efﬁkﬁd@ (E5 %L lid?%%iﬁ)

s REARRE (RD. EEREEFHR)
EXRORRRE
AEZRAHRCEI2EA R RERZR T (R®] > 203) » THARRRER
HRBGERAIRRBREMAEMW - X1WHEARRKE > Febuxostatie k¥ @4k

%i%—i&‘l% » B HE D HRRERE0.5%9 R KRR -

;1 : EHEEED - EP¥Febuxostatit MM AP AERMBEE21%  WEINESZHENENH LT DX0.5%

FERME

FHE

Febuxostat

allopurinol*

(N=134)

240 mg
(N=75T7)

X80 mg
(N=1279)

(N=1277)

FTINEESRE

0.7%

6.6%

4.6%

4.2%

FRENTS

0.7%
0%

1.1%
11%

1.3%
0.7%

0.8%
0.7%

B

0.7%

0.5%

1.6%

1.6%

*EiEAallopurinolfIFE AL - IRIEWINEEF EEVEE + 104IEEA100 mg » 145(1fEF200 mg + 1122{EEA300 mg -

RESRIFLEHRIRRRIERITHERY > B2 R4  Febuxostat 40 mgis#%
é11. 8% > Febuxostat 80 mga#4al. 2% » allopurinol 4 # 0. 9% -
BRTRIFFIGRRREZI > #%Febuxostat G RemAT » HEHRLERE
1% > & o 22 R Bl 4a48 b R A2 B0, 5% -

FECARES#H % F > #%Febuxostat/GReIm AT » AL E F BB HRERLE
1% > #X mfewal lopurinol 74 & 4848 tb k#8350, 5% -

AEBARRRE

ABERBRY > THARARREBEAEBNISSRBA > BEFEERE—fE R

Febuxostat 40 mgZ240 mgty R A - EMFE RO RAEEREEF R A S
TALBHAORRRE (BR1%BA) -

hRFKCAGHEY Ao~ HEMR ORI HERE - A0¥ S aa
KD - P e ki) s 2 aapi) ~ BEX - o RED -
SEATBORE SER C CESEERS e SRRET - CSEREY -
%~ FHCHKE - wHBR -

HFEANETENEY TR -FR -2E -

RERARATEARTE  RARAHEH -

EBHICASKNEY  BUR BB~ EH - 0% FERR ~ RA - AER¥E -
BX FREHEAAF - FHERE - THAR ke~ FRBS B4~ O
BH B X~ HIAEWRE - Bk o

25 Mg (B ) PRBIRMKA £ - BIER,/FE -~ KEE -~
B REEY -FPERR - ARMAER MR KB 0B -

MEASGHEY  BEL /BEX - BT~ X - IFEX -

RBAGHET B

BREFFELRE - THRES -
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8.2

HERREERGHEE @ #45 -

Rt BXETEOEY RE - RERB i~ A~ BEK - HEE R
> R TR HEZHMHHEERE - RETRE - M ERE W o
A FREGFEETRAORE - X - MHEE - MSHER  LAEE
BRKRZN -MARFTHEERBE~ LARRE

HRAGHEY Rk EU® - RS % &I~ Guillain-Barrés &5 ~
AR~ R~ RREESL - REIRR - BEFRMASARE - FeE - BV RLR ~ REER
RERY -~ Eof - S Y MK EE - BEHR -

HHTEEY  HERS - AR -8 - RIK AR MERER - FRBRE
P~ AR -
FRALEAGHEY ok F&E&L AR ZAE - FREE -FFR2 K
BRRE-

ARAGPIEHEERTE  LEAER - SRR - FHIHE -

RE - MAFRRBEAERYE  XAT X ZRPREE - FAL - RER
B AT oRBS BAE - FREL A - FTHE  BIHA K - EPRER
EEAETOKRELARY ME L& KE- FEX - REEISE - B3~ R
B BEROHY - HEEARRET ST MA - Lal k¥R -BA ¥
B EEBE/ CFNEUY -  AHBG EARAREY - RS -
aEHREE B R H0R AR -

JiE 78 75 AR IE AR B

REMMINELE

# b Febuxostatfeal lopurinol 8954 ~ 85 ~ % = #4842 HFLORENCE (FO-
0DAEY (4648 AR BN ERESILER  LAVEZRERRELHEER
EBRFHNRA) Bl me #2248 AG0.)ERARRRE > BFEELEESL
F11451(6.4%) - REBFRRBABERFE -

2 m % » FLORENCE3X & #£ Febuxostat 4t AT A 778 Bl 69 &8k 2 5h > 3k & BRAEAT
HAHREEBRE > ATZRAARRERIN (B—RAHLEAE—FH4 > —FH))
SRR EERE

AERARXEERFE > FHOHBR

hEHRE

A¥R: B

HRBERRRAEEZRBARGEG TR —HBEYBERRBRFREIINORR
REZEAER BHAR—HBYEARBRTHFARRBEEFALAREH LK MAT
ERAERBABREREINHFLR -

R

AR R MEREART  RA2DHRASZEARAERERGRBEA > BXRA
Febuxostat 40 mg#80 mg& & -

Febuxostat 40 mgF & » 5594 5% A6 #2648 B - Febuxostat 80 mgH @ » 1377
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10

B NG #2618 A 0 67445 As #2144 > 154k A% %2254 - £CARES# &
P 5 A 30984 % A Kk % Febuxostat 40 mg=80 mg:a% ; E ¥ > 215545
NiG#214 > 1630w A R22F (R12. BRRBRERZ ChEREMR
B) o

8.3 LWH&ERm
TR RREREM EFebuxostat E Wik &R - BAGTERER G RAEE
KRN BB ESHRBRE > PAUAKRLETIRCAR LA R RsE T B8 45 A oY Bl
ll'i o
BRFKRCAARHEY BRMOAHKESE - EF NGRS -
R @t B¥ I RB (ALEHRA) - B -FHERBRERETHREE
'ff'] N H{’%'ﬁ‘ °
ERAGAHERE BN - BHBERE -
MAFHBREFa& I ol R ¥ REILER -
BT ERYE B RITA > GIELBEEAR -
FRAskAGARE - FAERERTX -
BEMETARELREY 2HMEL - P FXARBEERHE - FHAEER
EBEEEERIE - 2 - BYRBFEEFLELE GBS SE
4k o

BE

(AR R&R)

¥ AR %R H UFebuxostatiE BR300 mgth B ELBTR > R EFRBAFHMMRFI B 8
BE - BERARRAFEVBEHARL - MEBEARABRSHERMREE BT X
HFHRH -

ZIBM
( ISZRAECHL )

10.1

10.2

TR

Febuxostat2 —E=1ERELEEHIHEIE - o REMBSKREEZERAEIEH - Febuxostat
EAEEERASIGSLEEEIEMBIESREARHBREPEMBENIER -

BB

HERBNSERGRENTE  £RENXEZE - Febuxostat /R EMHEAN T B
AN MBS REERE & - DURRANKFHMBERRISRENS - 5 - 8RR
HRRERNABEEO EMRE - BARATERIGHABOE SN EIEM - TEXRLET40
mg#180 moEIEMNREER - 24/\F I MBRERERENE D EEE40%ES5%Z
& -

HOMASERFE : Febuxostat OB B{EHNTE - 2HQTCEHELEERIEE
R B MREMBAFTMEN - FebuxostatWH|EZEEXR300 mg ( RARZEHEEHN
3.75f8 ) - ERERER - HQTCHPRLAXTE -
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103 ERARAIZZMER

TEF344RERNBOCIFI/NEPEIT2ERRMUISE - EER24 mg/kg (MEBRER/A
R AEZEEIE80 mg/dayri256% ) MM KEMNES18.75 mg/kg (MTEERA
ISR AEZEEIZ80 mg/dayRv12.5F ) Il VBB EMNZR TR R E
IR - EhEEESINBMENS A -

BRE M
EPREERMEAESARKETIBERAZNB B ERFNERINLECRERDT
b . Febuxostat2IRGHBRE L E -

ER29NAmMesi iR « FERASEEEMNEMEFLS178Y/\EME R AR ETHRERS
EEHE  URE/NEMZ - KEIETEEDNAGH - MERAKESHEARETHIEAN
Bt - Febuxostat#l 2R K FE -
EF344KEFBO6C3FI/NE P #ETT T MEREMAR - S 24 mg/kg ( LLAUCET
& - MRHD®Y251Z ) ROt REFE=18.75 mg/kg ( LIAUCETE - MRHDRI12.5
&) WS/ N EEREZIBERN R THARIRBNESIES - EhERERNENEN

A -
o EEEMEAAES AR ETIENASNE S AR INEBRER DT
. Febuxostat2IRGHHRE K FE -

TENAIERERFEERD - FebuxostatZFB 2R R IE | B89 Ames:itin - BRAAERE
MO AR RERREEE - L5178Y/EME Rkl - iR/ Bzt
MAEIFFEEDNAS Al B8 -
E# = Febuxostat O AREIE 5348 mg/kg/day ( MAUCETE - I EFMEE S RIA
SAMRHDRI3 1184015 ) REMAMIEHERED - EBENMEBENAZTE -
EEE S
—IR¥PRBEERNETI12EANS UM RER - £15 mg/kgBEIE T ( BLAUCEHE -« &9
SMRHDRY4A(E ) - BAREREERIENGEC - —BEAH6EANITREIRE - X
EBTE48 mg/kgEIE ™ ( LIAUCETE - EEEMME D RIKSMRHDRI31EH40
§)  BERERRERIE  MARLNEATAER -

BmYEHEREMY

(fSZBAECE] )

ERESHE  BRAZRIHEI0 Mg ( REEZRBEEM0.25(F ) £120 Mg ( ZAEREE
f91.56F ) & - Febuxostat &S MEFERE (Cpa) IR B E(AUC) BB S AL EEAIRY 75 T80 -
U\ TIRBEEIBRIRBREZEIFA - FebuxostatlI B IR HERE R (t1 ) KI5E8/)\
- GBI E B DTt EFebuxostatWEEY B NERL S - S IREL M AEFNRE R R A B2 R
S EER -

RUL -

[ AR %A A B BT M iE RC Febuxostat B A ETIRINE D49% ( IRIBIR P ARG HEIUL ) - Febuxostat
WERSMFRELIRTLAZEEIZ1.5/NF - ZROMRL0 mgH80 mgEBR—RE « Cha B2
#91.6+0.6 ug/mL (N=30)F12.6+1.7 ug/mL (N=227) - &R FFebuxostatiE B % 4380
FAZE -

P.12



80 MgER—RMNEEESIEMBEZRIHRE » CrhaxE1E49% - AUCERIE18% - 28 - MEFK
BRERBENB I (ERSBWEERNES1% ) REHK LAERRNEL - AL - iRFA
Febuxostata] I AR EY) -

BERAEZEaa BN abismHIEE &Febuxostat 80 mgE—HIE - SIELE
FebuxostatfIMRUL ( #FT1/NEF ) -+ MfEEC 0 PR1E31% » AUCPEIE15% - R4 BAZE3 8RR
FAUCT A ZC oy - BRIERFINAUCEEAR BBIRARESE - Fill - lRAFebuxostati ol LAA
BRHIREROER -

AN il

Febuxostati I LR E A B 72 A2 1R (Vo/F)AI50 L (CV~40%) - FebuxostatfM#E & B 4E
BEK99.2% (FEZHAELLES ) - W40 mgF80 mgElEZ M REHERNRIFERE -
&

Febuxostati®i# R Er € il BH & 1B B 2 #75E8 (uridine diphosphate
glucuronosyltransferase - UGT)&#EUGT1AT ~ UGT1A3 ~ UGTTA9FUGT2B7HHERAE & 1F
A DUREBAREEP450 (CYP)BIECYP1A2  2C8H12COMIEPASOBR ZME(LIERHEZ
i - ZEEERINEBTEFebuxostat VI NBHERMIT AEE - T EAEACEENES
EIREMRSERHY - BMEARMEANZELEFebuxostatiBiF% -

TERBRMERED - Febuxostati L EEE B EERCMHHY) (BEM~35% ) - MALAHY)
67M-1 (BEIEM~10% ) ~ 67M-2 (BEIEM~11% ) ~ M67M-THW _HEXHME6TM-4 ( BIEH
~14% ) I 2FebuxostatfE 2NN EERH ) -

PERR

Febuxostat2 A B/ HER - IBR80 mg 14C-1E52fFebuxostati® - K1B49%HITI B 1L
PR AR ELFebuxostat (3%) - EMH JBEE B REE(EY(30%) - cMNEERHMERERS
M(13%) - DUREMARIH M (3%) 7 NEI - bR 7 EREEOH 24N - AB45%WEI ST EE R
PUREFebuxostat (12%) - ZMH OB EEEEEY(1%) - SRS ENHEMREESY)
(25%) - DUREAMMARFIH M (7%) 73 R -
Febuxostatfy IR BRF Rt ) KIS E8/N\F -

kB
SREREM
FebuxostatE RERAERNZEERBIMEARELL -
EERA :

EEZHE (2655 ) - ZROMRE FFebuxostat?® - Febuxostat & EAHAIC 0, FIAUCEE
EEERFE R E (18~405% ) ML - Ib4h - EEFAMNERFELWZHE 2B - [MEREZE
ERENEILEARL - EERARRRAREE (R6.5. EFEAN) -

BINEEAEZRA

FE—IEEFIME—HREE B D - 8 E (Clcr 50~80 mL/min) - FE(Clcr 30~49 mL/min)g
BEEBINEEAZE(Clcr 10~29 mL/min)lf@ R E P - TR T80 mgHFebuxostatt®g - B
BINEEIEENZHE (ClerKiK80 mL/min ) 48EE - FebuxostatiC,y,,, 8 BE1E - BINEEA R
SHERBINEEIEE S EEEE - Febuxostat®AUCTIHF=EAIEM - BE=FEBINEATHZ
BEEMRL - BINEAE A EHFFebuxostat AUCELEBINEEEREESE1.8E - U=F&
SEERHIMS - F9C a0 MAUCE D BB ZE2MAME - AT - BIEEAZZHE ERE
BEERENESLEABINEEESERE (BIEEEHS8% - mEBINEAZTMHESS% ) -
RIBEHBEBEBFE DT - EAKE(N=334) - PE(=232) s BEENFEAZ(N=34)WEEREA
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th- % 2K Febuxostat 40 mgat80 mgHIEIE & - Febuxostatiy 13 O ARBkRZ (CL/F) 7 Al

EEBINEEIEE Hm A (n=89)R 1 14% - 34%H148% - HEINEEAZHEAR T40 mgEI£E -

IBEMR A N AEERIFebuxostat P iTAUCIE 2 RIEE B THEE IE BB ARS 718% ~ 49%F196% ;

780 mgHEIE% - AIDRIEI T7% - 45%F198% -

NEEEZBITHRABNEAZHRA P ETFERFebuxostatiifx -

FINEEAZmA ¢

8 ( Child-Pugh£#BA ) 5L/ ( Child-Pugh£ 48B4 ) FFIHAER 2 a0 AR SR80

mgHJFebuxostatBEI£% - BIZBIMFINREARA T AP IHEEIEERABLL - CraIAUC,, (422

%I]?E%SE) MEFI918N120~30% - LE9h - TEAREFIEEAZEZE - MBREREREN
SEEEE (BEAH62% - BEMINAEAR A% - TEMINEEADHEI8% ) - WESPEM

IJJ EAEMABEREEE - REEREMINEAZ ( Child-Pugh72#8C4R ) M APETER

FebuxostatiVftst ; ARELEm AR/ N ( R6.6. HINGEAZ ) -

SHMZHERA

ZROARFebuxostatt® - MBS MARLL - FebuxostatilC y,,, FAUC, 473 BllE H30%0

14% - 28 - L‘X@E’&IEE’JCMX%DAUC'IEBUZF'EI%HM - IE4h - MBI ZEMBEREEE FERINE

SEERRMEL - MR RIFAREE S

EiR . RBEHHARESHTEEETHOS —HERHRMNYERERESUHSREETHNS—

iR R BB R - LR 7 BATERE MR Febuxostat W ZEENEE - HAERE - BARHERAALE -

BROMRLAEER - FebuxostatMBTREMC 1 MAUCHR S ; AT - M4 2 BEREEEREE

SHC FHAUCZ BHRRGRITBEAER -

B R B E

(KX BECE )

A

MEREREERS6 mg/dLE2NEREIMESENER  MECHKEETHRRNAEZSES

Y

158 31 /5 PR B [ f1F B R 38

— B H S RE MENREREANEEY - €5 - HREEEE FebuxostatiEX - SRE M
ENERESERMBERERZEE>8 mg/dL -

&1 ( ClinicalTrials.gova# BIFENCT00430248 ) 1§ m AlEH 3 L - Febuxostat&®X40 mgia
B4 - FebuxostatE X80 mgiaE A - skallopurinol# ( FEfEAEEET SRR (Clcr) 260
mL/minfI5E A - X300 mg ; FEftiClcr 230 mL/minE <59 mL/minfdfE A - X200

mg ) - EER1aH6EA -

&2 ( ClinicalTrials.gova# BIAENCT00174915 ) #m ABEH D AL - ZEIEI4E - Febuxostat&
X80 mg# - FebuxostatE X120 mg#h - Febuxostat& X240 mgzkallopurinolfA ( E4R M
PANEEET<1.5 mg/dLAYRE A - K300 mg ; ERMPINEES/1.5 mg/dLE <2 mg/dLAYSE
A - 8XR100mg) - #E2AHH6EA -

#1883 ( ClinicalTrials.govai BIAENCT00102440 ) "HE—F - #&m ABER D AL : Febuxostat&
X80 mg# - Febuxostat&E X120 mg#H - skallopurinol®X300 mg# - SEAka 5R2 AN B3
NZHEREREA-BE R MEE - B FebuxostattaBE=F LI F - EE =185
o BT FERERE - 2R EESnaproxen 250 mgE X — R FKIZE0.6 mgERX—REL
— R ; wakal - AR ESHGE R ; wallE2 a3 - ENRE S EI8E
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wA—HABEE S B EFebuxostatilVE - B m AR A« ZREAE -
Febuxostat&@X40 mg/a&#H - Febuxostat&X80 mgia%&#H - siFebuxostatE&X120 mgia
B - e ANl BN R EAEREARRIE M - #XFebuxosta AEESFE -

55 Ll B0 m AR AR = FBFebuxostatiVm AR - R2BE FEA B LA BRI HBENA DR
STEMEREE -

HAZRIEHE R B FREREE6 mg/dL : TEERRIEHER - Febuxostat 80 mgff M)E R B = E b
21816 mg/dLAYEE N B RRallopurinol -

B AFebuxostat 40 mgifZaAthallopurinolB£ - BEMREMRKEBAYEMBEREEERE
6 mg/dLELF (5R3) -

£ H2 2205 - Febuxostat 80 mgiaEAHB76% A A MBS R EEREENRG6 mg/dL - 35
Les5 A B83% T R ENaE AR II MIE RERE IR A2 415726 mg/dLER LT -

EFAREAT ERMBERBREERSE10mmg/dL)F / IERERANSEHE - EHRZE
RFERMBEREEEREZEN6 mg/dLEZMELE ) ; 28 - fEFHFebuxostat 80 mgiEZR M5
FREGREER6 mg/dLB ZERILLAILL 8 S i 8 FAFebuxostat 40 mgskallopurinol - 5B 15T
HEEREZEDPEENEAZTHNREA (BIEZFEMEClcrfER90 mL/min ) P 2B - RIBTRES
& A FREARAER -

—IEMEH - 5 - Llallopurinol B BRAHRY/0 M E 45 R 51 B2 (CARES) 511t 7 Febuxostatfd,/i i
BRI - B E AFebuxostat/aFERIE A (N=3098) s FHallopurinolia ERIEA
(N=3092)iWMACER K - FZFLIEEREREEMACENRE - ERALMELT - IEHIE
'IE/D\HMEE MM PRAIABER ORBEHESTREIBBMWESTEIER - Z
S EHMRMACERREER TR EIRIZER.3 - BUNZESRIBEEMACERTERIZE (&
E ) ETBREOMEARSHNE ML - ZHABRESHREN  EEABIELEZHNEE
WEBERSH - PAABREMER2.6FE -
BEH% 7 B £ FebuxostatZH R A & #1240 mgBR—R - IR MAsUATESE2:E>6
mg/dL - RIENIZE80 mgBX—XK - BEtkH @E?Uallopurlnoliﬂﬁﬁf)\ BN JE%JZE‘“FEE“D]
BEAEE (fhEtALBAETBBRZE (eCler) 260 <90 mL/minute ) &#BRA300 mgEBX—=R
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EA1EH0100 / R2HEE - EFIsUA <6 mg/dLeLallopurinolfEI£3E21600 mgERX—XR ; &
EBINEEAZEE (eClcr230E <60 mL/minute ) &¥IARA200 mgEBX—R - HEH1EM1100
/ RZHEE - BZIsUA <6 mg/dLallopurinol I E £ 21400 mgEX—=R -

R R IF iR M65 ( #E 1 442935 ) - RZBERARBME(84%)FMBEA(69%) - 7&F
ANEZRELN12E - FHEKSUARB. 7 mg/dL - I0%EBE—FEEDEE—RBEBEIE - 0
MEREEEFEOMNEEBI%) - AETEELLRREEPT(28%) O\l MEFBiMT(37%) T
(14%) -

EERORFESME92%) - SIEMAE(87%) * #ERF(55%) « BHUV/NME A ME & RAE
FRIB(BI%)FIBINEEARZE (92% - eClcr®30~89 mL/minute ) - ZiAEA L ME EREYH
FEAEE - ERO0MEBEREYEE | ACEHIHIESLARBSs (70%) - [MASFAENEI(74%) ~ aspirin
(62%) ~ B-ZESFHERTI(59%) - #5388 FH Er T (26%) A 3Faspirint /MR 2247 (31%) -
RSBTREEMACEESLIEEREZEIWHRGER - HRNESETEZTMHIER -
Febuxostat-f~z51Rallopurinol - FEBIEHEOLANEE - PRMABER LR BES HESE R
BEMpItb =AML - FAFebuxostat/&8ERREA ( 134B10MEBIET ; B1005mAE156 ) B9
MHMEIETESRallopurinolAEABA (10060 MEIET ; B100mWAELIA ) - HEM
I 2Febuxostat A HIE R OLMENLT &E RWIREA ( 3,09861483%1 ; 2.7% ) - HER
allopurinolf ( 3,09261%5E56%l ; 1.8% ) - BiFebuxostatiBRERI/ O MBI T WEMEBERF M
(biological plausibility) <52 -

FebuxostatZHIFFBIREIETZ (243FI3ET-(7.8%) ; E100m AF2.661]) ShallopurinolfA
(199BIFET=(6.4%) ; B100fmAE2.2%1) (@hstt : 1.22 - 95% Cl : 1.01,1.47 ) - J3ER/L M
BT ERBRSFIH -

15 1 CARESSARIPHMACERS )

MACE# & Ffk T8

A (1Y)

NB R A R IR RS

Febuxostatfakh & A B IE R A MR R B BN 2 2 MEFLORENCE (FLO-0N)if5EEEIRE

& - FebuxostatP&{E R4 BRI R ELallopurinol BB L E tRER

FLORENCEZR—IEMEH(1:1) - €5 - E=HRAMa 5 - tb#Febuxostat 120 mgBA—RA]
allopurinol&X200£600 mg [ F15allopurinol HE= ( +1F#Z= ) : 349.7+£11290 mg )
HlMEREREENMR - FEEEHE AL EZallopurinolE8ERIEE ASEIZES
rasburicasefm A - TEEMIEZEMBREHMAR FEE(AUC sUA| ) MMBMEEETE(sC)—
EMERIFEIRWEE - B2 Mim - MA TR EEERMRREERIEE  BET/8E
R PREE B A B AE IR BERVE A - FebuxostatZHAIFIIAUC sUA|_g (mgxh/dL) BEE K
(514.0+£225.71%4708.0+234.42 ; &/\975%(least square means difference) : -196.794
(95%EEEME : -238.600; -154.988 ) ; p <0.0001] - LE9h - BIAERTEA/NEEE - DIK
Z B REERL - FebuxostatHRF 9 MB KK EEEBEERIE - FEFebuxostat#AF]
allopurinolZBZ[E - FHMBNETEE(%)BEEER ( -0.83+26.98%7-4.92+16.70 -
p=0.0903) - ERREBEINIEE  ER=BEAMEIES(laboratory TLS)H B4
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(FebuxostatzBHallopurinol# 73 Bl %8.1%H19.2% ; ¥ =R : 0.875 (95%EEER :
0.4408;1.7369 ) ; p=0.8488) Mg RAERE A BAEIZEE(clinical TLS) (Febuxostat4H]
allopurinolZB 73 BlIZ&1.7%H11.2% ; 1HE @R : 0.994 ( 95%EEEME : 0.9691;1.0199) ;
p=1.0000) -
fEFebuxostat/B allopurinol4l - & & & 3R AE EANAEAR AU AR RS 38 3R 2 67.6%%164.7% ;
BEYARBKENBIZEERAIZE6.4%%16.4% - TEFLORENCE#ZED - FebuxostatfEstEIiES
allopurinols A P B R titballopurinol B M MB R B R E 154 - B RIS BLE#Febuxostat
HrasburicaseMWE1E - T2 RERRABEEFNBEAT - FINEMEREREREERM
JAA - FebuxostatfE MM %L M4 8 R gL -

ERE(CERENSREME ( B AR )
FIRERZLENBHERR AT ET 7 —IE L allopurinol 7 %1 88 K9 BRI M4 BE 21 BB AR 5T -

Febuxostat&X60 mgskallopurinol&X300 mg [ BINEEAZ 7% A (30 <eGFR <45
mL/min/1.73 m2)BIBE X200 mg ) #ICERIRAT2A/NBLAZI6R - FERIBAEE6RAME
REGEERAUC ( EEZBENIER ) BinFebuxostatZHEEiRallopurinolfBAZ 4 (non-
inferiority) ( A5 4EARBER150 mgeh/dL) - BE - BiA%4 FFebuxostatE X60 mgE6X
PRAE R B R B R BRI -

R4 ZEBo RN MBREEEAUC
SUA AUC (ng/h/dL)

| 2H 8 | :
[T e [95% CI]

| Allopurinol 134421313
| 22 1= n 4 v Er o B - 4 1
| BEA200~300 mg (n=50) 2
| Febuxostat

60 mg (n=49) 479.82£13.26

4 1H = BH . ~ .
#HIE] A= 52 © Febuxostat—Allopurinol

Q-
Febuxostat (n=49)
Allopurinol (n=50)
rall Mean + S.D.
- = : Starting to take the study drug
=18
= 4
2
U | i T T T T
Day-1 Day-1 Day-2 Day-3 Day-4 Day-5 Day-6
i) WES D)
L35 PR P U R sl 3
BRAEE
131 8%
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