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(Feburic 80mg film-coated tablets)
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GVAE
B RE G RERE R PR A
B L Feburic = A Febuxostat
B e AT AR RAFRGG AT
PRPEAFEFHE R P RELGES?
Wek=0 () EREHES
[(IF i EEEdES AR £ 7 pARREH -
7 EARRHA Febuxostat 80 # 5./ % 42 [4F 5 & %
R Y i Br iR BUR B B eh® kL o 2 %t allopurinol
benzbromarone ~ sulflnpyrazone probenecid *# F f& | Ry 2k T
FEATET R A
A FFT R e R b R F D RER G o A ERR Y YRR DR SRk
iEE
R ERF A2 = p AR - SR E 40~80 =
R #e B H R E:
W7 FRFY i RE -
BB %I Rk |- 12358 A 45 % Feburic® 4o allopurinol B s »cgr & 2 4 o
Feburic® i ;2 B »c % (<6.0 mg/dL) &t bk BE ¥ g > *
DE L GL B EFRIK
- Feburic® % non-purine BRSO HTESRPES AR
allopurinol 3142 B & R M4 K BATK odrg 52 2 <-4

JE 1% % (Stevens-Johnson syndrome, SJS) ~ # |+ % & 3573 f2
s (toxic epidermal necrolysis, TEN) % g i * > Feburic® 524
B FAREE > o

- Feburic® 80 mg % fj\ﬁ?;i i % &g % ikt allopurinol 300 mg/ p (81%
vs. 39%) » A # % * Feburic® 80 mg/p 52 ;5% » ¥ % i1
Rk F /J\ 1i 81% - 4p fix > ¥+ PR % (allopurinol 300 mg/p ) "%
MR F A 28.7% 4 AP ¥ LR (p=004)-

CFIE P A TRA RS TRk 2 @ % Feburic® £ %5 (40 mg)8 it >

e
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91.2% s * it i Pl F Ak ® 6.0 mg/dL 4T (p < 0.001)
Feburic® £ 3¢ (40 mg) 7= if 3| B 3 2 #k o

- 1A 7R R E 4 allopurinol 2o SIS W B F TR G o K Y
sb;ﬁd Feburic® eh} 5 223 WA 5 % TER LK ER 2
o

- $34% Feburic® ¢h PK F# 2 fpmk# 5 » Feburic® 4 2 3 ie#
S ﬁf?i%‘f*?ﬁ?fﬂf“" BFEF 7 L&’Ff“ FERADERE
TRk oo B BE R RS Rk @&k PR ox7 Efon] v

@ o allopurinol #’gs\ Feburic® e R v BB 59% (86/145) 0 @

R PR * Feburic 1@ ¥ @ 3% (26/941) # * allopurinol -

+ Feburic® $ fph Blig 46 5 & ke 8 PR b B $5F ok o

BT R | (IR IATATE
ATRTE W % L AT

FEREP

LoPiig 4 & A S R BIRTATE R O ¢’%$#%$%%oﬂ?iﬁu“:“
%%mi’1@%#%$%§§ﬁ@M’Mwmmlﬁi&% Fefh & =& ] )
P} R R RRES T S

Pip %
CRFEPEER AR R T A -
EROCE % 24

® 2 allopurinol z 4p* 2 §&k :#% 3 TMX-00-004 ~ FACT ~ APEX ~ CONFIRMS -
EXCEL % %%  f 7§ 1945 FACT %5 - APEX %5 - CONFIRMS %5 ~ Kamatani
2011a 4~ Naoyuki 2011a #cdy > & =% & {7 Feburic® 80 # i ¢ allopurinol ;2 14
SUA<6.0mg/dL * #ivt ~ § 24 ik 5 7 o 4 ip i 16 SUA<6.0mg/dL + g0t ~
Feburic® 40 * 7. allopurinol /5 15 SUA < 6.0mg/dL + #+ - Feburic® &
allopurinol z- ¥ % > vt L & 2 47 o R T8 72 SL 8 A 17 H 2o B i

372 CDE R - P B HREW it B2 8% -

o )/%" 3L bl ﬁq :

B ¢ Mantel-Haenszel = j £ * %] 230/ ot 4 47 APEX :#% fv CONFIRMS
WY B EET Febur|c® 80 ik is— xw & p 1Rl £ e SUAL
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4, % Ak

6.0mg/dL + #c+t = # allopurinol &% » 2% & vt 5 3.30(95% Cl: 2.81~3.89, p
<0.0001)+ & FiEA 475 % &7 Chi®=1.96~p=0.16 ~ 12=49% ; 1/ 5
PIRE AT EE - Ko o

b A ﬁ" i SO RN Feburic® 80 # 3. % allopurinol 2.4 #2
A A | SUA<6.0mg/dL » 2 &+ 5 3.61 (95% Cl: 2.75~4.74 ;
heterogenelty Chi®=140,p=024,1°=29%); 4 & 1 ¥ A& T il -
Feburic® 80 * = .+ allopurinol B EE v Fom 4 i SUA<6.0mg/dL
8t % 3.49 (95% ClI: 2.69~4.53 ; heterogeneity Chi? = 1.03, p = 0.31, I =
3%) -

‘= Mantel-Haenszel = i £ * B o oS A 47 0 & % &7 Feburic® 40 ¥

i g S - Sw g poAriRl £ e SUA< 6.0mg/dL 5 4 vt I g allopurinol e
B o2k E ot 5 1.22(95% Cl: 1.01~1.48) & B4 478 % & om Chi®=4.60 ~
P=010~1P=57%; P % » E0Y BB Fl o &7 < RS A

15182 5 % 152 (95% Cl: 0.89~2.60, p=0.13 ~ 1> =57%) » d & % s Hie
NSRRI AT R R T Feburic® 40 ¥ % = % SUA -] ** 6.0mg/dL
2R)AR 1 R N aIIopurinoI BB AR RV R BAX BT

gé&i[ﬁju_,z—}aﬂg P{‘qo

ESEE

T MRS A 7304 5 i Mantel-Haenszel = j# $ F SRS R BE A FT
%57 Feburic® ¢ allopurinol 2% # =@ 2 2% * (any adverse events) ¢
AR AEF RN > b % (riskratio) % 0.94 (95% CI: 0.90~0.99, p =
0.02) > 2 Feburic® ;5 v+ allopurinol i ic 4 6%:hiz e 2 A F 2 o 7
AREEORAAMZ AT RAEFIF LT EARELSTRE o PR
BV LT FPREERSAMABEAF Bodod F2 2 -4 gipEs i
PABES;ABREES AL

PR E A S AE SRR BT o

5. REHAEE I RE R ARER A BELE 0 $- £ S 2 M 9 3,300

g
d R
W n RO

FAHGE%) BT ELMBEE R4 152 R (P W5 H 4D 20%) -

~ =t ¥ - Feburic 2 iEFE RERA > F RP R A v R F > Fpt s CDE
2 PAGHEE AR G BT A R o
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AEZREEEHPOERF SR ST S BT
AR GRS RS
Feburic Synorid
Febuxostat 80mg Allopurinol 300mg
(=23 )
MO4AA03 MO4AA01

L CE R E R
oo PR R d R

iR

HOR B M R
RS0 F R AL L B AR
:jio

VRS TAE 3

e R bR 0 R A
* % allopurinol -

benzbromarone -~ sulfinpyrazone &
probenecid "% fi ik A Fr 2 i
BAAEF 2R REY

:;E'
e

il ;ﬁ—\:‘

452 = |4 _

Az B H_40mg & % - = o %
A A0mg - (S w AR ER R
B4t 6mo/dL sh R F 0 23K
¢ * 80mg -

A7 he A E
100mg > - = - =% > - & Hpenflf
FRdp F & % 54 100 mg & 3 :E 3
TR & e REER R E o 3 F
AZiEEF p 800mQ - B x ZZ A E o
aFHE

1002 200mg> - 2 = 2 = =X
300mg ¥ - #& - % -
BOR R ﬁ - AL AR E
200 2 300mg > g B € F R
b (tophaceous gout) -4 - 45 f4F
#E L& % 400 2 600mg °

¥
o fe
X

v o
&

K A2 & X S
=Py 452 ~
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Lo ARFEPHTRERLEFER

ik BATIE 1 2E 3R

‘v £ « CADTH L € %2011 & 4 7 223k {c{ febuxostat * v 5 F b MY
4+ allopurinol 3 &5 F i 4 e

=M PBAC IR 100 #9 * 5p . AaEape

# B NICE L €1 2011 =87 223k 7 iF i Jc§ febuxostat * v in R ©

ARpAr (2458 7 SR R b T Jo/oR b PR & L) Pl
th® PR g 0 PR * ¥ allopurinol g E w2y 2 kR
b A 2 BAE R R e o B2 mrf» aIIopurlnoI I
ARSI EREOBITY A TR BE AFRLH T D
x%}%&ﬂ,zigﬁﬁ'é%‘ﬁlﬁﬁf FE RN > HE L E T A E T o
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[+ F5t] FRpsTREL

FLEBA CHBE A FES %Y FEARER L
4 %P LE00E 10 0 13 p

H":; .
&R R RS SRS F PRI - R ATEE A kR 4
B0 G F U R TR AR S ok A i iRk o F EFLHGE

fo 2 8% ki w iE P E R RN S HATH F E P 7 ks
fpon2i-BE B 2 PEPFUNFELPFEHY MBI A FES
Ao o (FEPHFRE) X ARRFLFL7E W RF PP LB FEh
SRNZATFEPRLLHY R P B ERRR AT R (¢ TR AR R T
FARFEIEE L) PEFEEROLE ARG AR (T
FAEL ) NFL2ARERGET | DFRESEAFL RY - AR PG
FARNY L EEh ek BERRE AL BHI I N R L FBMESY
GRS - SEk A

AFLPFIERE TR LR FERE TR BRE AR Gk Far
FziPhlefk bk FFRAPERRE RN FRS Ky > Fick3
BFhRE* E2HP S AN R RE? GOV EART o ¥ A2 @ o
WE 2L TRR RS TE AR AR GG F T P TR ¥
R gy RSB IEOTRA F AR 6 B ie kT R e

- S B RISRRR

Fe e (uric acid, urate) E_+ 48+ (purine) H3#ehi s A4 > F ,]j{”, I3
fleAg 1 ¥ A R UR (A HAME 37°C > & 100 2w R Y 0 B rR R K
» 68 (£ 70) £ (mg/dL) - AZiE& Bl ¢ § 5 fad7 dImAT St e s ] AL
= B Fphs o (hyperuricemia) o i & § Fipkak gk 07 i R F] 5 P 3 Red 2
ERoked E AR eha Y~ VMRS S B e & R 1L [1-3]

B R AT AR SR RS TS T G R § A
TEFRR (gout) i ? REEER A3  FHEEEHA - F LA b DB E 4
F oo 10%A A g SRR RE R R R EEESH RSB (monosodium
urate, MSU) & 48 & e ey gy o 0 2 sldechg e d B O[1-3] > & b TRk AR
A sow BIPE C EpHA R B (asymptomatic hyperuricemia) 5 & {274
BB & (acute gouty arthritis) 5 # # (F R ic#p 5 b (interval gout) 5 & 454
b 7 B & X (chronic tophaceous gout) o & sk B R fe i ¥ F 538 (A& R
TE€F - T RARBENFT (flare) s fE2 SR - H10RME L
A S R E - MEF AR R o B E S Bl B R 0 S
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AN G T B T A RN S NE T p RS B XA FL T R R
AL R F LR A AT W TR RER LA
AR Fod - BT R ERMER) &2 Fdad >4 2 iHATHRB LR
Aol P2 BB~ P BB R F B AR [3]

b et p R EA SIS A BAEAE R R DR R T R
%%@%[rﬂ B Thio R b hRR R EfF o K Y FR L ARG UL
# (nonsteroid anti-inflammatory drugs NSAIDs) ~ #¢-k % (colchicine) frug

r]ﬁiﬁc (corticosteroids ) - B {27 b sk 3 & E % i f&inJp (urate lowering therapy,
ULT) > i & *vipf & s 7~ B & (arthropathy) ~ & & # (tophi) ~ FfRpciE &
e Zﬂ‘ff',v lz\%\}—;s WBE 2 KR o' Fjlﬁ”;:rr':'— BANZEE -4 ’«ijlﬁ—?xr' ENEE !
4| (uricostatic agents, xanthine oxidase inhibitors ) » 4c allopurinol ~ febuxostat > —
X A_E SR pe e A (uricosuric agents ) » 4 benzbromarone ~ probenecid -
sulfinpyrazone® » ¥ — #f 8_iR:E i ik & 2] (uricolytic agents) > 4 rasburicase® -
PEG-uricase® [2] - # B4R b o % — SEH 5 aIIopurinoI iRk R E
(serum uric acid, SUA) fef# i v A& 1% % 900 % 5.3 SUA /)3t 5.0
mg/dL 1P 1% > % % allopurinol § # &g & & (£% & 2 4 '# JF'f g PP
# { # % febuxostat ~ sulfinpyrazone = probenecid ; % %t allopurinol 7 # & jg &
BlEH TP BFF > 52 8UsR+ L35 febuxostat; Fity # & miralie
* 5 fe &2 allopurinol 75 7% 1 & % 12 "J PAEE s Tt "#ﬁ % - KV L
% sulfinpyrazone = probenecid (™ % = S5 EH 5 benzbromarone) T A

B ¥ ﬁ % Z sk ¥ { # 5 benzbromarone [2, 4] -

ARRBEFEE S AL B RSB T LE D AR PR SHE § 2 R
Fb RFEIE & L fdpal 0 2 2007 £ L (oA R B F AR L R Ap
S RBEH LA L ERFFDP IR AR A RME LI - PP § P (T
Wk TR P A B A R > ¥ * RS NSAIDs ~ colchicine -
corticosteroids » # 3 1% B gx ff fod 27 b = B & X o 0B il FAk
faie (SUA) et ¥ g Bp (P #5060 mg/dL) P AR A LM & L (Tl
HE  F G RPRE (T SUA i AR R TIRER S R
TRPERA R E R PR RRES - ‘\E&])? bops A @ T REEE LG D
o - SpERPL & S el A 0 4o allopurinol 0 - KT&QE‘JI}{@Q#& A 0 e
benzbromarone ~ probenecid ~ sulfinpyrazone - @ * "% jxpi %= 31| 6 B 7 - %
Wi ! Rk RAFEAFFEEFET T EEEp R A R AR FE
&g [3] e

® Uricosuric agents ¢ #F = % & ¢ » £ @ ¥ 3 probenecid + # [1] -

" Rasburicase *: 2 L 3 577 i i i % TR R | I LR A iR PRT L6 0
FoPd R RN AL B R E L ERR ML R -

¢ PEG-uricase # & fo o 4B~ b B ¥ o
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ABISRERENARL PRR

Feburic ®z_ i & 4 % febuxostat » § - i 2l eh &7 vEeA § 14 A5 (xanthine
oxidase )& # {2 e W] 7 ME M FOAREE TSR T L F TR RS n
el R b %"ﬁ SR FREE L g o FAER Y AT E K R AR }f;—‘;{ » Febuxostat
e ATC %~ 5575 5 MO4AAO03 - & preparations inhibiting uric acid production - F /4
MO4AA ~ 4w 3 B 5 2 &= 4 rallopurinol( MO4AAO1 )+ tisopurine( MO4AAOQ2 )
[5] > # ¢ tisopurine *# B + B [6] c AR 2R Rk (T HARE) B H
aIIopurlnoIdr,k > % 5.2 A ]h* vPR~H 22 g m A ad 100 F i 34 B &
oS HER AL 058 A2 15 A2 #5300 F G 12 B S BR AL
372 ~ % 452 ~z2 FF o

V- R VY E R G AR AR B 0 ATC 4 #4552 MO4AB
( preparations increasing uric acid excretion ) > % % 4 #& % X : probenecid
( MO4ABO1 ) ~ sulfinpyrazone ( MO4ABO02 ) ~ benzbromarone ( MO4ABO03 ) v
isobromindione (M04AB04) [5] > # ¢ isobromindione # ®ix3 + & [6] - &R
i %% 1 probenecid® = (> % &5 A B 500 T s.v JRE 2 M > LHBRYE S
W 2.87 ~ 1 29 = » H ¥ colchicine = & 4 > 4z ?fn‘ BRHL LW 58~
% sulfinpyrazone’= i» ZRF 2 BofR~100 - HO A B ER
f 5 o% 5 A o iRt benzbromarone® = > 2 5B |0 v R~ H 3 2 f |
BgaA 50 F g 0 BSEAE B RASTL AT 214 22 B 100 FuF 17
B BRASH 42122 5 A2/ o

st %PV oo ATC & %545 > 12 % febuxostat 80 % 5 22 allopurinol 300
EFrEF A4~ %= 8 E &t e (head-to-head ) e ST 18 R Tk 385k » w4 ¥
gz 2% 12 allopurinol 5 2x %4 & o

SRR EFE (3 RTAHR)

kiR JFEp

¢ ikt allopurinol & > F &t S B ERE T G Rom A W 5 TR b R BT R b LM & L
AR REEZ AR TR R BREE R TR R~ B REEL B RBS TR R R
TR & r‘ﬁ&f\i“ﬁ&‘]ﬁrﬁgé‘i-"\ ff\ﬁ& BEFBE K ’Lglr'}%‘éiiv‘ﬁf]lﬁ’ﬁ.LEEJ [6]

¢ gk probenecid & > F S A S BIRFT RS WS TAR TR R R R MR &L &
TRR ~RAREME N~ F8EZ2 PAS2 4 ¢ kR H % a4 - [6]

"5 sulfinpyrazone = > &t S AT FBEA S S TAR ~ 3 s e~ B F
JE o~ TREA R G R TR B R s R R R E Lo [6]

9 4% % benzbromarone & 5 A L eV G REA Y 5 rr“gﬁjlﬁ‘rii w2z d A TH R
® FRpas g e [6]
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4t £~ CADTH 70 2011 E 6 PaEkG oEE 1'{1\3 °

7854 PBAC TR 00 £9 150 LB RTH -

# ] NICE F oo & 2011 & 8 % KRG GE e

FRte i SMC $ 0 2010 & 8 7 EkG 6E e o

# Tek B2 B Y RN
(=) 4 &+ [T7]

2010 # 9 ¥ 4c £ < {F4 2% (Health Canada) +: ¥ Uloric™ (febuxostat) *
R R R AR M R E" e R - H e B RESEHEL R ¢ (Canadian
Expert Drug Advisory Committee, CEDAC) & di4c§t¥ 3> % f ¢ % 2011 = 4 *
e W Ed ?“ febuxostat * ** 5 5§ Rk gz £ ¥ % allopurinol F iF & F &
(hypersensitivity ) s £ " o

CEDAC 4 i § 3= H el & Likff J S v ffeni & > B v ¢ §
3 i %"ﬁ SR s SE R TER E% ¢ APEX ~ FACT f= CONFIRMS #% > 3
» s B h 1,072 4~ 762 4 4o 2,268 4 0 APEX #5% vt fi febuxostat &+ %
80 # 5 - febuxostat & = 120 ¥ 5. - febuxostat & = 240 * 5 ~ =% & #| (placebo)
frallopurinol # = 100/300 % 5.( i& F %% & 34 B &£ ); FACT @5 v #i febuxostat
“ % 80 % 5. ~febuxostat + = 120 % 5. 4v allopurinol = = 300 % 5. ; CONFIRMS
% v g febuxostat & = 40 % 5. ~ febuxostat # = 80 % s.{r allopurinol = =
200/300 % % (T HH A AEHE ) P 3 BIREEKDR Y LY P
(non-inferiority ) # €4 477 » FE P F W TR T2 PR (3 BF > 4 & forcdy
TA R hfRh Bk i 10%) 0 Rl ot fifdxds (superiority ) o d %4 £ %
A v E v febuxostat # p % E 5 80 £ 0 k¥ B ZH % 4 (Common Drug
Review) #4480 % 5. e %] (12 f i febuxostat 80 k) i {7:%f o

AR EABIEHIFET m A FLR R F T SUA st E ~ F7 AFH
fot (v@ @ $TEs i) s B 3 2 E Hrke s S8 FHRAR - APEX 5% -
FACT %% fr CONFIRMS &% #0:3 & B »cdp #5246 % SUA | ** 6.0 mg/dL
At APEX 3#5% e FACT 22 hpL % % B 2 515 3 ? » @ CONFIRMS 32

A B - A v B ko

HREFETAEHIY 0D F 8 AELY 9F I kS APEX #E% i
FACT 22 » febuxostat ‘= f- allopurinol = &4 b 3 (T 7% & e A e F o

" ULORIC (febuxostat) is indicated to lower serum uric acid levels in patients with gout [8].
i Febuxostat be listed for patients with symptomatic gout who have documented hypersensitivity to
allopurinol.
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FhERFIEFLE - CONFIRMS 325471 ¢ 2% 03| % 8 % {r% 91
2L % > febuxostat e 4ptt allopurinol 2 4% b % (T3 & e A et
FrEFRS > A5 20.1% 15.2% (p=0.04) f- 12.8%:'* 8.4% (p=0.02) - =
TRFET 3 BPRAFRKREELETYZE > &% SUA "0t 85 * 6.0
mg/dL = 4 v 5 > 32k on febuxostat ‘= & % - allopurinol = g % -

3 APEX @& fr FACT @& 4 % & [ 4p 1% > febuxostat 80 ‘e i
allopurinol 300 % 5. e (2™ @ 4 allopurinol 300 e ) p 3225 — Rirengit » 2
FPip B2 e L5 e o3 B IR A& DL 2 o > A ATH LA G b3
TR JF o Al APEX ;2% FACT 2% 2 /& & [T 4a 7 A 54 et 4 - allopurinol
wecd sz vt febuxostat 2« > R EZRIFL T AFJ BRI TESF o

& om0 o febuxostat 80 i J1 Sk s 4 vt 5 % K 5 20% 7]
35% - allopurinol (2.~ ¥ 5 18%3] 26% - febuxostat = & 8 ¢ 2 ;2% HfF 3 )
Wk g E R o APEX BT 0 FlaoR b 3 (Fa ¢ ¥T5% vt & 4 febuxostat 80
2 (4.9%) & ¥+ allopurinol 2% (0.4% ) FACT #5% - CONFIRMS 5% @ &
L R AEIN I HEE o = BiRA A% P > febuxostat 80 - allopurinol &
2 Bm A NIA L (rash) et S 4psg > FlinfslAe g 4 a @ Bripgf dnt & &
BRI PEFLR o = BT PEskE %58 1 febuxostat 80 4 allopurinol ‘e
BomA g 222 2ot FERFHFLR -

LR grpFs 48 SUA RS E{oR b2 T2 B anbl (23 72 £  §&
B # A i b Ffopk 2R © 3 B SUA SR E 0 ] L TRA b
J b3 T i E 3% allopurinol cH®| £ 3 A 5 < 50 E % 300 F oo gtk s — ] A
1 &% 5 8 4 allopurinol 3 4 B & F e 13 B 4w febuxostat & * k%>
FRFRE P 12 g 4 ¥ u A febuxostat (Lo % 10 B P )0 ¥ - B A A

& * febuxostat4 % & >3 2 L K v n 3 24 F U (cutaneous leukocytoclastic
vasculitis ) °

(=) &
& ju febuxostat io Mt b & 0% B 2 AR MER o
(z) #®[9]

FRR &R 2§k 4847 7 2 (National Institute for Health and Clinical
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Excellence, NICE) ##& 2 W+ 7 %57 ;@f@;fg p > febuxostat i = ¥+ allopurinol
BN BEEDARF A RS R R EH - B2 AR
allopurinol fﬁ*{%ﬁ"{#;ﬂf AAERE R A TR BRE ANFRLR T AR
i b EH AT | HFv pan>HE L E D S E R e

Febuxostat % L & (7% 5 %G~ vE< ~ BER ~ " FH L BHFE VoA % 5 )’
Lpier Sk~ kM~ R s R T % s R Rk pF (amylase) 34 ~ &
AT EOR S s o P VR EF e {o B &5 (arthralgia) s F A gl iTr 5 A .;;_?T%E N
A~ £ 4 (asthenia) foB 7 it 2 X o & B 4k 20 HOR & B 6 120 R B
Ja A A AERR Y o pERAE ;% 80 % 50 % 2 F] 4 15 SUA i % >+ 6.0 mg/dL>
Y4 hEp#EAF S 120 5. (CDE zx: & ® Feburic® (febuxostat) i ¥
ERATAHE 5 40 F L F X - 0o 2 (8 SUA A Mt 6mg/dL en ko E k@
80 v )

LR g poci &y 3 BREPHRIEA A% - FACT :#5% ~ APEX 32
Zfr TMX-00-004 2% - FACT :#% = 52 &% ~ %= ~ S &~ 7 ~ SR
Tk R 5% 0 T (7L $i febuxostat 80 . (257 4 )~ febuxostat += % 120 * 7 % (251
A 1T f§ A febuxostat 120 &) f- allopurinol # % 300 % 5. (254 % » T #
#i allopurinol 300 &)« APEX 5% % 281 ~ $ =8 ~ 5 =« 7 ‘P HER
F 3R 0 v i febuxostat 80 . (267 4 ) ~ febuxostat 120 & (269 « ) ~ febuxostat
240 ®.(134 + )~allopurinol 100/300 #.(268 + )& placebo (134 « )-allopurinol
P 10 =F i%l?%iﬁrs A& X pR* 100 ® 5 o FACT #% f- APEX :#% o 8
¥ * colchicine fr naproxen i¥ & jpofy "8 RELIo 31 b #F (Fenip i B & o
TMX-00-004 ;2% % - 4~ 5 BHREF -~ 57w P -Fp - Thre
3 o b i febuxostat 40 & (37 4 )~ febuxostat 80 = (40 + ) ~ febuxostat 120
2 (38 %) frplacebo & (38 % ) F@bk i »aA4d @I A & e 78 B TR
#ouE W R %% > EXCEL #5% €_% p FACT #5% v APEX ;:S%E)J’a‘a AEnigiT e R
iR 7 > FOCUS 5 - TMX-00-004 izt ¥ 5% o

F & E R A 47 (pooled analysis) B 7w fedis 3 XEZfrkis 1w
¥ p% > febuxostat 80 ‘e 120 ‘e &g % ++ % 2% £ allopurinol 100/300 ‘e $ »zeh
X SUA L ¥ ERE P HE (<6mg/dL) > febuxostat ix — #| & » & F b 7 T4
£ #hallopurinol 300 s g % *:m,ﬁ‘v S p AMEET B Ll w B SUA LY ER -
TR b B TF &L gt F A febuxostat 80 {r allopurinol 100/300 iz § i3t
PR FAR e febuxostat 120 e m E B E B XN BEY SR EY ,9( 5

I Treatment of chronic hyperuricaemia in conditions where urate/uric deposition has already occurred
(including a history or presence of tophus and/or gouty arthritis).

% Intolerance of allopurinol is defined as adverse effects that are sufficiently severe to warrant its
discontinuation, or to prevent full dose escalation for optimal effectiveness as appropriate within its
marketing authorisation [9].
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9% 52it)> *K&ﬁfgw # =% € 0 allopurinol 100/300 ‘=5 #% +“ 5 Fl§ b % iF
FERIGK c LETRR FHEE R R A g b ;&a-g % B » febuxostat 120
B AR R R B2 ] gk & F v allopurinol E4F o F 18 A T EE T 1945
A& SUA k& » = SUA < 9.0 mg/dL ~ 9.0 mg/dL < SUA < 10.0 mg/dL = SUA >
10.0 mg/dL = % > febuxostat ‘=324 allopurinol & g 7 »<" % SUA 1 P {&iE 6
mg/dL 2= ; febuxostat it ¥ f:;f'f‘wjﬁ allopurinol =3 #.% et 5 SUA *8 1 5
mg/dL 14 o X3 ¥ T A 2 2 & allopurinol (X3 isf B OB EE A T o

EXCEL 2 # 325 i om fif B 24 B 7 {8 > 3% febuxostat 80/120 v+ &< &
z_#] & allopurinol 100/300 ﬂ“ PGB v R R e EXCEL 2t e
# 5% &g 1 febuxostat ;p«%i I? FITXFEERF S > B G REL R EFR
o AT elicdy o Kf Pl AR BT R B TS anlidy s 2 L E A ISR
FF Reihlichy -

d 27 ® b ;&lﬁr,—%‘? & ¢ (British Society for Rheumatology, BSR) % & +uh
/&1]%%52 (European League Against Rheumatism, EULAR) #§zk & %#ﬁ 5l e
allopurinol > ¥ 32: 3% allopurinol & =45 % P &3 EHE (&3 # £ 7 E 900
mg/day ) > 3 £ & £ > allopurinol ¥ &: +* 7 <% £ < allopurinol { 7 »% > B2 X &
BF b 2 allopurinol & 8 > fe £_febuxostat J& 1 iRk ¥ AT i
g 7 allopurinol 7 27| € 2 " {8 $H R FSK Bt g % > 71 NICE #HIp% B/

e ((Evidence Review Group » ERG) z 5 12 allopurinol & # 4 £ +* $& febuxostat -
1A R v E (benefits) @R T A A E o

ERG#H - BiLs /’v\‘)ﬁ (meta-analysis) 12 i3 it fa i & e BEA 4T > B &
kp o7 febuxostat 80/120 = SUA s ¥ Jk R P @iy F A F - B # £
allopurinol 300 =28 5 ¥ - * 5 > &f BEIFFRED IR ED L (% 92
52 ¥ ) 325+ febuxostat =3 4 Flg kb 2 (Tm T & 0K mf,% At SOl B BT
| & « allopurinol ‘% - febuxostat 80 ek sz v ¥ 2 8 (p > 018)
febuxostat 120 = & % ** allopurinol 2 (p<0.05) °

B2 78 SUA fﬁfr.}”“‘ﬁ'.ﬁ' BT ~FHar 2 R RLE TS B ERAE
PeE 2 B ekl 272 P g SUA BEfe b gk el e 2 % 2 }?ak’NlCEiﬁg
B3k SUA 3 * 6 mg/dL ¥ ¢ fom ik 23 M 5> T B3K3E SUA & v&*“émfm fi 2k
(saturation point < ¥) .6 mg/dL) r1 @ d & I LG fh b e sinf Lok

£ o

NICE % f ¢ it & %] APEX » FACT fr EXCEL 5% * febuxostat 2 % 1t i
R i%i3’W”ﬁﬁﬁp@mw%HWmﬂi?iW¥i
£t ERG#IL4F4 T4 2 B o &%t 4 2% 2 > febuxostat & Wit » 37
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FERP T EL I “f oA R (ischaemic heart disease ) # # = |+
R R A R

(z) B -gEF[10]

2010 # 8 " g ¥4 4 | ¢ (Scottish Medicines Consortium, SMC) £ %
F oA Adenuric® (febuxostat) * *tin @ 3 4 PRpeitAE (2459 7 R
Kb FAo/ R b M &) PR E R g (PR ERE AP AR
[11]) » #2411 * ™2 allopurinol 75 7 & 2 3 & #5241 ~ % #f ¢ allopurinol &
7 allopurinol # & :}i;ﬁf oFebuxostat 27 #| & 2 * p 80 £ 5. % 2 7] 4 i+ 18 SUA
%> 6.0mg/dL > RIF ¥ E% p A EAEF 5 120 F 5 (CDE 3x: £ R Feburic®
(febuxostat )i H 1=k A=4oH & 2 40 £ 55 X — =0> = %18 SUA A >t 6 mg/dL
Gk o EER Y B0 AF I - %)

LR €T Rocl & ARy 3 By = PP HRTERE E% - 52 FACT #5%
1762 5 3 e EfoR b s 4 A EEHS & %1 febuxostat 80 i -~ febuxostat
120 =& allopurinol 300 f. - = ‘o5 £ @ %755 chvt 5 4 %] 5 34%(88/257 )~ 39%

(98/251) - 26% (66/254) - itz is% & = (intention to treat, ITT) = 3% 4 47 > 3
B hkis 3B 2T SUA /|3 6.0 mg/dL st ZF iz =t 5 53% (136/255) ~ 62%
(154/250) v 21% (53/251); i fh 5 8 iz - # ] SUA & (baseline < 9.0 mg/dL -
9.0 mg/dL < baseline < 10.0 mg/dL ~ baseline > 10.0 mg/dL ) %~ 47 - febuxostat & ‘&
w # allopurinol 300 ‘e &g % 5 B ot FE TP % (< 6.0 mg/dL); % 2 &4
febuxostat # = 7 SUA i£ 3| p & & et & &g 3 $ allopurinol 300 &3 » %18 A ¥t
TSR R RGP F  SUA pOAREEFI B - v B LT A
vv > 3 febuxostat = & % +* allopurinol 300 2.3 - » 8 ¥ I/ b & (T EH >
febuxostat 80 = - febuxostat 120 ‘= - allopurinol 300 ‘& F1§ b 3 (T 5 & J5F et
Fik=t 5 22% (55/255) ~ 36% (90/250) 4 21% (52/251) > febuxostat 120 ‘e &g
%+ febuxostat 80 %= (<0.001) 4= allopurinol 300 & (p<0.001) & ; % 9ir 1 52
FoZEFR R TG B St k=t 5 64% (147/228) ~ 70% (150/215) v
64% (150/234); % 49 F 3 52 #FHF v FR AT FHEMR > = Bk 2 8%
(13/167 )~ 6% (9/153) 4 11% (20/185) - 156 2 A hAMELS FIRG R F
(tophi)» & 52 FpF» L ek ZHFEF SRR 7 BER 227 FFL
B oo &% ) e 17 5 7« febuxostat 80 ‘e ~ febuxostat 120 ‘= {= allopurinol 300
B hkis- TwPdpFoSUA B/ > 5.0 mg/dL st =t 5 47%(118/249 )~ 66%
(160/242) 4= 13% (31/242) -

' Treatment of chronic hyperuricaemia in conditions where urate deposition has already occurred
(including a history, or presence, of tophus and/or gouty arthritis).
™ SMC restriction: when treatment with allopurinol is inadequate, not tolerated or contraindicated.[10]

Page 13 of 41



APEX i#Zk % 3~ 1,072 imop 4 0 Xikgh A TR N A KR A R
febuxostat 80 i ~ febuxostat 120 % - febuxostat 240 %= ~ allopurinol 100/300 e gt
placebo ‘e o w1 DL et F & k=t 5 35% (93/267 )~ 26% (69/269 ) ~ 36%

(48/134) ~ 21% (57/268) 4= 25% (33/134 ) » febuxostat 80 = {- febuxostat 240
s . febuxostat 120 ‘e ¢ allopurinol 100/300 =% (p<0.05)c ixJxisf & » » 17 °
febuxostat 80 % ~ febuxostat 120 %= - febuxostat 240 ‘e - aIIopurinoI 100/300 & g%
placebo % & & t4 3 B * i 3] SUA -] ** 6.0 mg/dL st & ik =t 5 48%(126/262 )~
65% (175/269 ) ~ 69% (92/134 ) ~ 22% (60/268 ) 1= 0% (0/134); # ¢ z s 2L SUA
> 10.0 mg/dL <5 4 > febuxostat 80 ‘= ~ febuxostat 120 ‘= - febuxostat 240 ‘=it 5|
SUA P R B et & 4 %] 5 36% ~ 52%fr 66% ; w7 * A& i*+( serum creatinine, sCr)
fi2v 1.5 7] 20 mg/dL ¥ # s 3 e 4 @ o febuxostat 80 ‘e ~ febuxostat 120 e
febuxostat 240 ‘e -~ allopurinol 100 *4r placebo & % & {2 3 B * £ 3] SUA P &8
gt o w5 44% (4/19) -~ 46% (5/11) ~ 60% (3/5)~0% (0/10) §=0% (0/5) -
$OFI 5 28XFIRAE FERIGH VI AL EFRIEFLE 5 8L
K b 3 (F3R 1A 2 ) > febuxostat 80 ‘e - febuxostat 120 % - febuxostat 240 % ~
allopurinol 100/300 ‘= 4= placebo = %7 b # (v F & inf vt F iz =t 5 28%

(73/262) ~ 36% (97/269) ~ 46% (69/134) ~ 23% (61/268) f= 20% (27/134) -
febuxostat 120 = {r febuxostat 240 = & % +* febuxostat 80 ‘= ~ allopurinol 100/300
@ g placebo 2.3 - EFH B fs 1:1F (% 28 1% ) > febuxostat 120 ‘eiug b 7 p A&
2.3 % 28 ik endicE® %1t (-1.2) * placebo 2 (-0.3) % Hép L w g b 7+
JERREARR PO ERLA I EFLE -

CONFIRMS 3#5 4 » 2,269 =i b & # SUA>8.0mg/dL s + » g4 4 it
febuxostat 40 ‘= ~febuxostat 80 % & allopurinol 200/300 % - & {8 1 =t w 3 pF > SUA
#3pEiE (<6.0mg/dL) m},% At oo w) L 45% (342/757 ) ~ 67% (507/756 )
v 42% (318/755) » ki3t & B¢+ febuxostat 40 =% % % (non-inferior to)
allopurinol 200/300 = - febuxostat 80 = >t (superior to) febuxostat 40 ‘e g
allopurinol 200/300 = ; & % ac 7 2 s 4 # » febuxostat 80 = (72%) ~ iEt

('superior to) febuxostat 40 & (50%) £ allopurinol 200/300 = (42%)

w

it L X 2B U FURRRA L F R AT LBk
E e 4EFR R ¥ (3.5%)H(2.7% ) F R (1.8% )&~ (1.7%)
fed % (1.5%); i3k febuxostat B 4055 o b 4 ¥ % VR it 0 2 (8 kIR Tk

H| g T Hp i B R iRsk o R Bt ¥ EBk P o LT febuxostat ‘vt allopurinol
KIS S ey —‘ﬁé’ﬁ{i% Ao ¥R AE%Y febuxostat = allopurinol
# 100 A EegF 4 Fikwd 5 130314007 e AESFIHEELR
< g F 22 febuxostat e S B Tk AaE 2o Sl A OB e BT @ 4R kA
it B (atherosclerotic disease ) /s < 3% % (myocardial infarction) ~ 2 # =
Mo B8 % 2B (congestive heart failure) > F]pt 7 i3k F 4% o s o (ischaemic

ER I
R
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heart disease ) £ #f s {£ < %% Bt 4 & % febuxostat i 5 4 x o Hopm ol
i R R R R o A K F hB o 0 R ET A § 'L febuxostat ehig * e
Febuxostat 7= 7 & 3 i€ * & vvfd f=As i & ) »¢ 30 mL/min e 4 - 7 Tk
allopurinol » & * febuxostat ;% P » warfarin & % 33 & £ o

Wl igsk A F febuxostat :x L fk %% » A% 912 % B2 R IR
b 423 - allopurinol {- febuxostat  4p % % - fe 5 8 F (Jm 4 PR * naproxen
& colchicine) .3 & 5 febuxostat # 2 F)*8 R /ooy 3142 chf b 3 (70 SR
BIAREY ERAEREHARL T FIEPRBEDI R 7F 0 L FREFIfE
Bl ReBFEHRDPF @ RN FHBE S ELRREET ET F o
Febuxostat +* allopurinol 3 $& ot F 3 5330 > Vi RFle 557 b TP LB
@@(%ﬁ%ﬁﬁéﬁBﬂﬂ)’uliﬁﬂ§W§—W%$%?1%%&
febuxostat ( Fts fif 7 HaE A4 E 5 80 5. > F 2 7| 4% 15 SUA ™ 3 6.0
mo/dL > PI¥F ¥ g+ pAEAF 5 120 F 50 ) -

B L P ¥R e febuxostat 3 4§ @ ¥ SUA /] >t 6.0
mo/dL > 37 A b 3 FBbrE L fo BT 2 2 A ARME o e A Rk Y UL
F R F o FRRIRRE T § 1T RER SUA ap 1‘1-151,@:%< 5.0 mg/dL > -
BESAITET Ab (s - v pF o febuxostat e fiE Bt iR B T v iR
allopurinol ‘e

(1) X T&}%Féﬁﬂfi'ﬁﬁd ef ?7}

BB - PREHIE T DY PR LS AT

B ¥ 53 23k allopurinol f- benzbromarone i 5% & o ff Tt R
A0 T 4% & febuxostat ¥ allopurinol s »ct B d5 > 4 & & febuxostat &2
benzbromarone s st FaE Iy o

2011 & 9 * 19 p 12 febuxostat ~ TMX-67 & TEI-6720 5 R étx » ¥ '24]=
L]%ng s % clinical trial % PubMed v},%;ﬁ‘.iﬁ » BB 205 < []§ s AR e B AEF
4 79 Cochrane Tk 3% < jt F 4  Title, Abstract or Keywords # i - & 7 10 &
é%’wmﬁéﬁﬁPwaﬁﬁﬁaiﬁomﬁéﬁﬂ’ﬁﬁ3gé“—$
TRk 8 R i B BB RS Y 1 R ATRARHRAFER L
BAE R R R B TSR b B AP ML S S T
PR e R B i~ eGFR g2 2 (Whelton 2011[12]) ~ 1 & ¥ {¢ » 47 (Wortmann
2010[13]) v 1 % 5 & at # 225 (FOCUS #5[14]) > #14 1 % % - ¥ % F#%
P Tk 325 [ TMX-00-004 ;#2% (Becker2005) [15,16] ) 3 & % = 1§45 ~ ¥
P Tk 2% (FACT @5 [17] ~ APEX #5%[18]4- CONFIRMS 5%[19]) A 47 <
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L;Jc ~3F 2 ¥ 2 febuxostat ~ TMX-67 ¢ TEI-6720 3 i 4= % PubMed v‘/l%ﬁ
FLE ehin process FFEHE EFIA v},% v # K,ért AR BT 1R 5B,
AEFY - ERHEL LA LA vy L E R LER
L 4 ?Ui?_b%é‘,%% (Kamatani 2011b[20]) > H 4k 3 k5 % &% = g Rk (2
B % A % P —Naoyuki 2011c[21] ~ TMX-00-004 &2 + ~ 17 (Goldfarb 2011)
[22] > = 1 k& allopurinol 4 e e #5% — Naoyuki 2011a[23] ) {= 2 & % = #F 5%
ok (% JA R —Naoyuki 2011b[24]4+ allopurinol #+ P& Tk &% — Kamatani
2011a [25] )- %, K& 3= febuxostat 2 “E #% ¥ B 5=k 375 ( randomized controlled trials,
RCTs) vﬂ X174 }:; Y- iRk Es%k (3 TRk E%) fvb B ¥ = ¥ Tehk #E%
v A t‘ 8k & f‘u»ea CirE <<%?4— CHEP RBAFTATE PR F L) £ &
4 ‘?};"r ﬁn%{l -5 4= 10-11 (J}Br’aé WEHRFTAFHFLAFL oA - T EAT )o

%&m@¢ﬁﬁ3ﬁﬁéﬁwﬁ’%mﬂ?aﬁﬁﬁﬁxéﬁﬁﬁi
PICOD i =t & %t % (population ) — & Ffk < 7k~ B s &> 4 ~ 4 % (intervention )
—Feburic® 40 # 5. & 80 ¥ & -+t # 5( comparator ) —allopurinol - & %(outcomes)
— R P& 2 ok 3t (study design) —REHS A RS o T E O
RCTs v jt (8 77 Tk 5% ) 45 fie i PICOD &g i > #14 5 j aIIopurlnoI i
-2 RCTs 2 k> TR Y 3 2 i 15 G mp Y 3 - &
AL A - ) ¥ 4K I FA S MRS RCTs ¢ 0 2 a 2 £ A
B ’L‘*v/;%ﬁn%ilo Al ¥ 2% ,; 5 - TMX00004T£,}3<F$56;4% N
—R Y FE O RERE GRELRP Y FE ¥ - S A s ) FACT
fe APEX e 3 & ot W EE% EXCEL ~ TI\/IX 00-004 &5 e 5 & 2 # 3% FOCUS ~
1% Kamatani 2011b B 2o @ 2bhgfpsdme (R 2 ¥ 53 = L];Jc ¥ 7234 12)
¥R R PR RSN S S

B ¥ iE B3z PICO ¥ P~ FACT #5%[17] - APEX #5%[18] ~
CONFIRMS 3#5[19] ~ Kamatani 2011a[25]f- Naoyuki 2011a[23]#c5 (3% % fix
FlHE st - & BR0E N AT 8 AL L - ) 5k (7 Feburic® 80
® 5 ¢ allopurinol iv % 18 SUA < 6.0mg/dL 4 vt ~ F# a5 7 b 4 ip e 18
SUA < 6.0mg/dL + #c+t ~ Feburic® 40 # % 2 allopurinol ;5% 4 SUA < 6.0mg/dL
A gt e Feburic® &= allopurinol z_ ¥ % > b fenii & & 47 -

& Mantel-Haenszel = j# 3 * B 2o ic;¢ (fixed-effect model ) 4 45 APEX
Pé%% (4& R » r.a‘ﬂ%ﬂ) 4 CONFIRMS #% (1 & F» z#ﬂ%ﬂ) &3 ( 5 0L ek
L ) %587 Feburic® 80 F L w b fs— xw B p g R mSUA< 6.0mg/dL
i A LS 23 allopurinol ®% 0 %50t %2 3.30 (95% Cl: 2.81~3.89, p<0.0001) > £
FAEA 475 % BT Chi®=1.96 - p=0.16 - 1P =49% ; B2 3% L s F o5 i5 27
e FACT s#skdicdp » P kB » TR BRI &9 g oo iy

" 12 0% to 40% might not be important; 30% to 60% may represent moderate heterogeneity; 50% to
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(random effects model ) 4 #7125 &+ % 3.13 (95% CI: 2.36~4.15, p < 0.0001 ) -
FEJA B LSS ATHAD ¥ ¥ b 3B B Feburic’ 80 ¥ & kvt
allopurinol =3 #.% v 3 A F 3 SUA < 6.0mg/dL > #% &+ 5 3.61 (95% CI:
2.75~4.74 ; heterogeneity Chi® = 1.40, p = 0.24, 1> =29% ) ; ﬁri)§:¢ PR R R
F‘ » Feburic® 80 ¥ # =t allopurinol Gl A }I% | SUA < 6.0mg/dL »

5t % 3.49 (95% Cl: 2.69~4.53 ; heterogeneity Chi? = 1.03, p=031,1°=3%) -

& Mantel-Haenszel = j# 3 * B Zc /B3¢ 4 17 CONFIRMS 3% (4 & 5 »<
ip ik ) ~ Kamatani 2011a ( =t & Py # ) {v Naoyuki 2011a (=% & J »edp )
56%@0}7; Grsmscde ) BT Feburic® 40 ¥ &L 2 a ke fs— S w & p #7ip)

£ SUA< 6.0mg/dL I 4 o F g allopurinol 2% > 28 5 1.22 (95% CI:
1.01~1.48) B FiEA 4752 % 57 Chi°=4.60 p= 01o‘|2 57% ;17 % > & IR
PREBE . AP IR 9:}(’?;%3_;\ A driEsk L L 1,52 (95% CI: 0.89~2.60,
p=0.13+ P =57%) > d T 20BN fosg Pl it A 498 % > kot Feburic® 40
% 5l i SUA |3t 6.0mg/dL A8 »c s & 5 v+ allopurinol 2§ edg 4 > e 7 &

Bt B FF R 05% % i BT A SR B A TR R B A
BRI IEFLR > MEEG PFEEH o CONFIRMS 5%k i & frres 17 > BT
febuxostat 40 ‘=7 % ** allopurinol [19] o #* & B #7T4 & 72% ¢ > Kamatani
2011a f= Naoyuki 2011a &% iy 5 =% & 7 w:a‘ﬁ ¥ R F 3 46.69%F- 86.2%
FitF AL @ CONFIRMS sk ey 4 ¢ > T304 11 ;11 12 &R b € o
3F Y AR FHALS oo

Feburic® & allopurinol 2 f¥ & 2 1t st & A 45304 i ¥ 343 4 » FACT
#F % [17] ~ APEX :#%[18] - CONFIRMS #5[19] ~ Kamatani 2011a [25]1&’ Naoyuki
2011a[23]#7 5 @ i R iRk % hlichy o 5 Mantel-Haenszel = 2 5 * g%
R tosS A 47 827 Feburic® 2t allopurinol =% 4 = @ 2 2% ¢ (any adverse
eVeNts ) Fip ¥t % % 1A F < > b 'k vt (riskratio) 3 0.94 (95% Cl: 0.90~0.99,
p=0.02)> 12 Feburic® ;5 +* allopurinol ;55 sc & 6%z w2 L E i oy A8
BELRAM 27 LFEAF T LFE AR HIREEKRY LT
FRBEERFEARERF o wd F22-%2 pBRELAFBLAHT3ER
E S g ARE

Febuxostat ¥2 allopurinol +* g cfefk 385 ¢ > X5 A7 e d o/ b R R T
& Foedp th o

g~ FACT 2% ([17]50762 ~ ¢ »186 + £33 &% 7 & b # & # (febuxostat
80 i 59 + - febuxostat 120 % 65 + -~ allopurinol 300 % 62 +« )» H ¢ 156 % A A
MELF R R B o0 X5 52 5 16 0 febuxostat 80 e - febuxostat 120 = {c allopurinol

90% may represent substantial heterogeneity; 75% to 100% considerable heterogeneity[26].
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300 &4 32 = ~26 fr 30 F b B FEIR S 0 R A and dia S
83% ~ 66%f-50% & B E A P FLR S 2wt G 334 22844035 4
BEBcB R micgEES (¢ dkcizs 5 0~-1400) [17] - APEX 35 [18]
1,072 4 # 297 A ;5 &% F % b > febuxostat 80 ‘= ~febuxostat 120 ‘= ~febuxostat
240 %= ~ allopurinol 100/300 == placebo %% =t % 62 * (24%)~79 * (30%) -
36 4 (27%)~76 (28%) f-44 ~ (33%)- 5 28 ¥ is% 5 » ¥ 7 febuxostat 120
B h BT EE gy At (1.2) feplacebo & (03) & (p<0.05)> H &
LT EHALF ) MR i BI5GB ¥ £ B [18] - CONFIRMS
HRAE LR PR E R szdp th o FACT {r APEX 32% > % H 3 & Bl
¥ 3Es EXCEL tedets - v B8 B2 Bf b 7 %10 ch= & ocdp 45 85
FOT Ao R T HREFACT s 2 A% 4 Bchh3hL? 342 $ 357 4 20 (CDE
i A F Feburic® (febuxostat) © ¥ &2 kAz4o® £ 5 40 F 58 % — = > - k(s
SUA & 4t 6 mg/dL st > 223k * 80 £ % o )

Percent change from baseline in

Change from baseline in the
total number of tophi

Groups n primary tophus size at final visit n at final visit
median (inter-quartile range ) median (inter-quartile range )
APEX (up to 28 weeks)[27]
febuxostat 80 42 -33.8(-85.41t00.0) 42 0.0(0.0t00.0)
febuxostat 120 50 -42.4(-90.3t00.0) 53 0.0(-1.0t00.0)
febuxostat 240 24 -47.0 (-80.0t0-13.8) 25 0.0(-1.0t00.0)
allopurinol 100/300 61 -22.6 (-66.7t00) 62 0.0(0.0t00.0)
placebo 26 -40.3 (-62.5t0-16.7) 27 0.0(0.0t00.0)
FACT (up to 52 weeks)[28]
febuxostat 80 50 -51.7 (-100 t0 -8.3) 52 0.0(-1.0t00.0)
febuxostat 120 51 -43.8 (-83.0t0 0.0) 53 0.0(-1.0t00.0)
allopurinol 300 44 -39.6 (-65.0t0 1.5) 47 0.0(-1.0t00.0)
- Percent change from baseline in
Percent change from baseline in .
Groups n primary tophus size at final visit n the total number of tophi
at final visit
median (inter-quartile range ) mean + standard deviation
EXCEL (up to 40 months)[29]
febuxostat 80 107 -96 (-100to -42) 107 -59.9 + 45.9
febuxostat 120 76 -84 (-100to -16) 76 -58.3+ 425
allopurinol 14 -67 (-100t00) 14 -48.7 £ 425

#%FwM§%%ﬁﬁéﬁiﬁ%&ﬁ%@@ﬁmggﬁjﬁﬁgg,&%

Arde I e IR A - B TMX-00-004 &5 1+ & 47[22] - TMX-00-004 %% # 4 7% 153
= AR R R i AR febuxostat 40mg/d ~ febuxostat 80mg/d ~ febuxostat
120mg/d = placebo irf 2% » 2 ¢ 118 i H_ AR e 42 48 < (urinary uric acid, uUA
< 800mg/24h) =y 4 > 32 = AR 5 (UUA > 800mg/24h) e 4 = 35
28 % 11 febuxostat jpf o & e i M REE R S op L W F 50%r o 4 eh
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SUA <& 7] 6mg/dL 2 % » v % § Al A7 3 e 26 A 47 2L Rz g ok 1R [15]
PR A M RS P R B R T A

Febuxostat Placebo
40mg/d 80mg/d 120mg/d
n/N (%) n/N (%) n/N (%) n/N (%)
Underexcretors  14/27 (51.9) 21/27 (77.8) 26/28 (92.9) 0/28 (0.0)
Overproducers 57 (71.4) 6/8 (75.0) 6/6 (100.0) 0/7 (0.0)

Febuxostat £ allopurinol +* #snk #p ¢ * Zyp & EXCEL #5%[29, 30] 5 =
FACT fv APEX 73 & B 3x bt W 2% (35 L'qs-% = ) £ 3 1,086 om A hi:2
gt 2Es o B¢ febuxostat 80 i 649 4 ~ febuxostat 120 = 292 4 - allopurinol
B145 A (FHARP e ;ﬁ—% 1132 /) &2 AR 2L sipbir e = ) o % 6 B " &
WREL V@Y > = B B k5 25.2% ~ 31.2%4- 59.3% (éﬁ-i’f
# ) K P RPR* allopurinol g 4§ 59% (86/145) # * febuxostat » & PR
* febuxostat =5 4 3 3% (26/941) & * allopurinol - EXCEL %5 s % [30]4¢ 7
A7 4eie fr 8P febuxostat 80 23 102 4 & SUA At D] < 6 mg/dL > 54k =
febuxostat 120 mg/dL 7% 5 7 62 ~ (61%) 7 SUA 3 2 6 mg/dL 2™ ; ¥ 5 24
A & # 2 febuxostat 80 & 120 mg/dL ;% > SUAZ&E £ R P EE > H P 44
(17%) # 3 5 allopurinol ;5% t& SUA ¥ £ 5] p &&= 5 & 2 allopurinol ;5
K 4 7 78 L chSUA R i 7] <6mg/dL- H @ 32 < (41% )# # & febuxostat
80 mg/dL ;o te MR p BT 518 4 (23%) #H & febuxostat 120 mg/dL
eR s P P BT o (CDE 3z @ # R Feburic® (febuxostat) i ¥ = 2% 4= 453

Ei40F 55 % -

T = ¥ {6 SUA A i3t 6 mg/dL mé—g iEERR T 80 F vio)

Febuxostat 80mg Febuxostat 120mg Allopurinol
Initial treatment
N=649 N=292 N=145
Treatment changes n (%) n (%) n (%)
Overall 164 (25.2) 91 (31.2) 86 (59.3)
SUA > 6.0mg/dL 141 (21.7) 22 (7.5) 82 (56.6)
Adverse event 1(0.2) 7(24) 1(0.7)
Febuxostat 80mg Febuxostat 120mg Allopurinol
Stable treatment
N=606 N=388 N=92
Premature discontinuations
Overall 194 (32.0) 171 (44.1) 57 (62.0)
Adverse events 54 (8.9) 22 (5.7) 2(2.2)
Therapeutic failure 10 (1.7) 38 (9.8) 22 (23.9)
Gout flares 2(0.3) 3(0.8) 0(0.0)
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Completed study N=412 N=217 N=35

MBI RNDY R m s Tie R R R OF R g H
allopurinol - benzbromarone sulfinpyrazone ¢ probenecid % fj\fr;f‘)?l Frrek B i
BFAE T 2R/ BE o FACT R5R[17]7 - &~ @%@ % ¥ R E S0
(allopurinol ) g A B 44% (331/760) » zEzk A w T m A IR TN
allopurinol ;5% ek & - APEX @& [18]4# "ﬁ % s @ (intolerance ) allopurinol
Sfs Ao AMEs e kw30 X poig * iF allopurinol —*Ff it 29.5% (316/1072) -
CONFIRMS £5[19] 2,268 + # 3 276 ~ £_= = = febuxostat/allopurinol 3 | 5 #
4 W gE S hgs 4 o Kamatani 2011a [25]4+ Naoyuki 2011a [23]# 3 A & . § 5

T AR TR R T B R R P S0 o4t 5 1B febuxostat & allopurinol
PR FhTRR % 0 4225 % 0 p 4 £+ allopurinol ~ benzbromarone -
sulfinpyrazone # probenecid % fR AR »cF 53 A A i 27 b R K lichy -

B R S

1. xfFd ¥ 7 { Rg e ATC ~ 5575 > 12 2 febuxostat 80 % 7 22 allopurinol 300
TR AL RV ROTRHRTRA F& > P vz allopurinol 5 R
T

B PBAC L AR 100 #9 * 5p it amFe
‘e 4~ CADTH X R ¢ #2011 # 4z Piﬂza;\ febuxostat * ** % J§ b JEsk 2
% 4t allopurinol 7 57 F e 4 o

4, H=RNICEZH ¢ & 2011 # 8 " i23x7 ixi* it febuxostat * %75 ¢
AR (2383 ARG AR %fr/zwa' hoHEBE & L) RS R
JE 0 "R 35t allopurinol @ i A X 2N G B R SR b o 4 2R R
g ie R o % @ allopurinol shE & '«dg’? ER RS Sk A R
FOoAFIBER T @ R A AR ERED HFY P 2 A E L
iF AT o

5. FH i SMC %2010 # 8 » =3k i i g febuxostat * »vipfr @ & 4 AR
g (FAEFF ARG R B0/ b M & L) SRR R g 0 R
1 1é * au aIIopurinoI iR v EE A R B4~ 2 s At allopurinol 2
allopurinol # & & -

6. = Wi * i iF febuxostat B »czE ki & 5 22 allopurinol ¥ B ¢ fenfi
Tk 3¢5 © TMX-00-004 ~ FACT ~ APEX ~ CONFIRMS ~ EXCEL -

7. XML B WLESRAPM 2 LEE IR N RN RIH R
ESIrA T AT RBEERSMPEAFERTF ot F 2 A-n A gl
AP LA RBRESF LT R o FEF SMC 1234 febuxostat B 45705
SRTRPTRA N SRR AL FEAFL
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10.

R Y S P o 2 RIA T8~ ¢ iRiE 2 PICOD % 5 B
P ~ R R o & 5 Feburic® 40 % 52 80 % 5 3 allopurinol ; i »c g %
M M e ¥ PR RSk o 7 Feburic® 80 % 5. ¥ allopurinol 7% 6 SUA iE
3] 6.0mg/dL 2 T g4 gt o &5 Mantel-Haenszel = 2 # % B 22c i it 4
17 APEX :#% {v CONFIRMS &% #icyy » & % %7 Feburic® 80 * 5. i &5
16— v p oripl £ o SUA< 6.0mg/dL 4 #crt & # allopurinol =% » 2% &
% 3.30(95% Cl: 2.81~3.89, p < 0.0001 )» & B {4 4755 % &% Chi®=1.96~
p = 01612 = 49% ; g Tt A~ 7% % - & o Feburic® 80 % 5 &2
allopurinol 75 T % it & ¥ F b s 3 B0 B > HIOLBHS AT H T
Feburic® 80 & # =+ allopurinol g st Fom 4 i ] SUA < 6.0mg/dL >

2 8t % 3,61 (95% CI: 2.75~4.74 ; heterogeneity Chi? = 1.40, p = 0.24, 12 =
20%); EAL Y AT A REE Feburic® 80 & = &+ allopurinol ‘4 #&
AL fFIﬁi 433 SUA < 6.0mg/dL » 2 & 5 3.49 (95% CI: 2.69~4.53 ;

heterogeneity Chi? = 1.03, p = 0.31, 12 = 3% )- % Feburic® 40 # 5. ¢ allopurinol
7o f6 SUA iE 7] 6.0mg/dL 12 ™ & ford i 5 g -7t 4 37 CONFIRMS
3#5% ~ Kamatani 2011a f= Naoyuki 2011a &5 #cdy > % % B Feburic® 40 &
bk is—- sxwZp oripl £ 9 SUA< 6.0mg/dL + &t & #% allopurinol ‘e
BB % 122 (95% Cl:1.01~1.48)» & FriEA 478 % &7 Chi? = 4.60 -
p=010-12 = 57% ; R * FEa RN A 255 5 1.52 (95% Cl:
0.89~2.60, p=0.13 )> &8 7= Feburic® 40 ¥ 5. = {c allopurinol i s & »c i & i
AP FPRF AR F RS oSt i A 474 % > B Feburic®
40 % 5%t SUA /| *t 6.0mg/dL en& #8»o i & 3+ allopurinol 2§ g%
VR BB TEFZEE PRZG P g o CONFIRMS #5% ~

Kamatani 2011a {= Naoyuki 2011a # 3 & > 5 * < b Jide7 e o Feburic®
2 allopurinol 2. B¥ & >4t g & 47304 » i & B ik 5 B TRk ek
4P AR Eldh s B % 0 SRR A 45 AE 7 Feburic®
allopurinol e 4 e 2 L F 2 edp ¥t A e tH 88 F o b % 2 0.94(95%
Cl: 0.90~0.99, p = 0.02) » &% 12 Feburic® ;5 +* allopurinol i 2<% 6%
TPAAF Lo RPFPAREECRAM2Z 7 AFT LT3 2F 2l EL
g% o U TRREHRY L P RAERSEA K ERF B F 22
Bt EEHAIMHLARSARABREE S LFE e KM )]%A,\ 7 Ak e L
R AER R Fr radp A AT e

i 4 A7 Bchh B Feburic® 40 # 5 e allopurinol 2 fif > % B 7 4 | §

£ 8 o x4 FACT - APEX 4 EXCEL 2k % % - Feburic® 80 # & & dr
allopurinol e/t S b 7 =< e B RER P HFL &K o

TMX-00-004 :#2 + & 45 2t  TMX-00-004 5§ 4% » 7% 153 i+ 3 PR e st E SO

bR AT febuxostat 40mg/d~febuxostat 80mg/d~febuxostat 120mg/d §= placebo
e kew] > HPY 118 AR LR i L (uUA <800mg/24h) m)ﬁ A5 32 i
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{ﬁafﬁ"@i%i@ 5 (uUA>800mg/24h) s 4 = k5 28 % 12 febuxostat /vy >
i N R RE i Fp A w g 50% s 4 0 SUA i 1 6mg/dL
YU e R AP AR Al ey e A 2L R R 2 i ondp iR P R A R
SIS - S A A
VR R E S ¥ Y SANEE L R WS EE R TS SR
allopurinol ~ benzbromarone ~ sulfinpyrazone £« probenecid *# 5 & #| % < &~ Jig
FERAFE 2R/ R 6, -5 1 febuxostat ¥ allopurinol ¥1 P&+t #icnfk 33
o AL 5 A ax% * allopurinol ~ benzbromarone ~ sulfinpyrazone &t
probenecid "% A B AR v F oA S 27 b R dicdy

I EMEREE (33 REATRR)

&R wE
‘e £ < CADTH 3 2011/4/25
& PBAC #
# & NICE 3 2008/12/17
# & SMC 3 » 2010/9/13
Cochrane 3  protocol - i» (2010 &)
His #
(=) £+ [7]

CEDAC »* 2011 # 3 * » =z ~ 5 * > [ 4t allopurinol i 57 <5 b i B

AT IS o B R D - B Aot 4 45 (cost-utility analysis) o #* 1zt
# febuxostat 80mg daily % allopurinol 300mg daily =t A»x F o 3242 473 ¢ 2
iﬁ%ﬁ#ﬁif&@&ﬂ~ﬁ&%ﬁwﬁﬁéo@&ﬁﬁ&%%~%%?%#

Brm 2 B An b 2 5 A & 2oy 4k Ak Rk & (serum uric acid, SUA)§

B> m SUA IR & % p febuxostat = B TeAk Eek % % (APEX ~ FACT ~
CONFIRMS) -

R e AT 2 5 &g ot © febuxostat v+ 4= allopurinol » = % jE ¥ - B QALY
7 51518395 4% o k@ s CEDAC A B §3ni s 4475 M7 BB G

Bxm A SUAZm A f bk i 2 B Apb 2 R S fenp il s B L ey

T B RN DA R AT R BT AT R EL A @
A& BRI HAarg R A8 % L 9,862~64,652 4¢ - /QALY
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gained « @ & » TRk iESe bk s AR Mg A a2 R R AR R 4T o
2. A% 2 allopurinol ek * % 2 %] £ (300mg daily) ¥+ allopurinol ‘e iz
FI (%15 &0 8 i g # 8 & # £ L3 hallopurinol e ) o

CEDAC £ f ¢ 3 m > B & e LA g4eT ¢
1. m* BT AR EHEF FEFTOR R o
2. % BAEILG febuxostat B G ik A @ B BioKER o

(= )ig

#£3 2011 #9* 15 p »CDE i &> PBAC L + % j& febuxostat 4p i 2. &
AT AR 2

(Z)EHFA

NICE[9]

# & NICE »* 2008 & 12 * » %% febuxostat * *‘n“éé‘q‘ allopurinol & ;% @< »
N E ISR LA R %ﬁ o ¥F allopurinol & ;% at X & 5 3 Bef @l iv® 2 jf %
%’*ﬁﬁ% Rl b B E A LI PR

BEAGTERINA 0 B ® - B KA k=i febuxostat 80mg daily s

febuxostat 120mg daily £ &) z_#| & allopurinol 300mg daily t* #ienas & 32 5 o 3% Hic
A AT ERLA E 07 - BEARARRTHE - ESHETH R R T
TENERARERAF PRS-

A A7 eniE % kg - febuxostat 42 allopurinol » & % JE ¥ - QALY 3
516574 4 o R TS AR B A~ 178 % kot ¢« febuxostat vt 42
allopurinol » = % jE{# - B QALY L 35% % #£16,324 &4 (95%CI 3
6,281~239,928 & 43 /QALY ) »

Evidence Review Group (ERG) %% B "t 2 SASTR &3 1T 2 mafd:

1 A48l o TR ISR e 4 » #7217 & febuxostat vt A= T
Rl | s AL E e

2. ERG# ¥ 7 A 4 @ 4 sk vk (asequence of strategies) » * 12 T fE R &
PiohaF B TR EH o MWL RP UIRE TR LS NEE A
P R ns | offebuxostat 2t - Aig * pER A S A F lERT 0 Y g
febuxostat = = & i¢ * 8 _7 i 4 «(unethical) -

3. A FTHCAIER febuxostat ‘g 4 B E TR B £ K iE 0 L gt BEY TR BBk D
#cdp? 45 FACT 2 APEX % v &1 febuxostat fe crpR & fie & B <30
allopurinol ‘e > % i EXCEL &5 B %2 o1 febuxostat ‘e crpR Zfie & & 45 o

-
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4. ERGZL & & A 17HEY oo Ao ¥ IREEE R B (FenBl (303 % 7 /T
I]\i o
NICE £ f ¢3¢

1. ¥ 3 EHE callopurinol ( # + &£ 900mg/day ) €_febuxostat p = & if et
ﬁir-r' °

2. RF2gALr e E A E allopurinol 15 v g0 B OICER B A PP OAE X
s o

3. I Mu P REESRRFFLFORGEF AL SR
ICER F¥th% Fx T_f% o

4, F@E g Ao dr¢ o @ * febuxostat 3 4r 59 QALY(0.032) ¢ 7 M i E LR

k4 1% (0.006) % "FEEF A B sk ATHE Se 2 MR r+i-;pw;naza 28> » NICE

Z R g5 i F ¥ QALY gained s 5+ iR ¥ o 1o NICE L | 325 o
G r?ﬁl‘ff bR AR AT 4 2 A SR 4 0 R febuxostat ¢hE
ICER & J&3% € % & 15,000~81,000 # 43/QALY gained °

5. REARASTZ R AL > BEEA DL EIET (Fi AEFR febuxostat =
allopurinol en# 5 £ 55 13 8 ) Fish v WL AR b 3 (TR 7 % &
gk o a0 R * &g dns o NICE £ B €305 febuxostat .rﬂ»;:%
i A F #+ > ¥ 5 febuxostat £ allopurinol & " & & M7 b 3 (7% #icen
AR o VR EFRRE

6. 7 febuxostat v* & /o (placebo) g /A4 47 ¢ > febuxostat - ICER & %
3,727 #=#/QALY gained - NICE £ i ¢ 335 © %% * ¥t allopurinol #
& Giph# it febuxostat joof 0 ICER (B 3% e 45X chde I p (B2
PRAkE LI R Yy )

NICE £ f € L8305 ¢ X febuxostat +* # @_#&| & 7 allopurinol 5 sz i »
AW ASEESR [T D ﬁwﬂj ernallopurinol | # & Tk % Ay o 7]
#t o NICE £ f ¢ 12 3% febuxostat &% * »* ¥t allopurinol & /2 @< » & 2 5 f #
LR R

SMCJ10]
2010 £ 8 * SMC Liéi»l&:;“ Adenuric® ( febuxostat )+ % i & ¢ * allopurinol~
& n?ﬂ‘x allopurinol - B allopurinol ;“a /p}%‘ﬁg m}i b %,i °

;= ‘sﬁli‘ ¥ = % * febuxostat 80mg dally 3 febuxostat 120mg dally v R &
* "*]”’%J allopurlnol 300mg s ke g o in R F F B EE SR L 8 T R
12 mg/dL PR R "«1’4{-;.' Fo e BN EEEDINRF
] gﬁ | ™ = fick > % TG ek (notreatment) | PERIISB B AR & o

(op}
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ARG B E o LB R iy KTRA R Y W 0 8 K in ook (B
E)E A RELFEET 2 %’3«‘1,%5:%?}%1%&?* Frmpld LMy P EE o

EAA TSR BT 42— s ¥ allopurinol 300mge T - # % i * allopurinol
300mg » >+ = & i¢ * febuxostat 80mg/120mg daily | # & # & & A5 e 47 > #
* 5 E®- B QALY § 5 7= 3,578 ® 3 (-7 #{4r 530 & 45 - QALY {4 0.15);
peofrAze v T ¢ * febuxostat - 2 {4 & * allopurinol ; ik g%y (=2 & i >

prfi g ) e Pt drenad B - &7 i * allopurinol » >t = i@ * febuxostat | #
FeAe o H LA % - B E 4% £ allopurinol g 4o F R A ¥ - ME fF ¥
allopurinol » ® & i F|if & Gus re%k o Elj:}ﬁ; A fz miE * febuxostat » vv A= - &
i# * allopurinol » # % % jE{¥ - B QALY 3 % 75529 &4 -

F - R febuxostat’ e sk (3K allopurinol A p R 2 & el
) HE ZEE- B QALY F % 14957 ® 42 Ra o AT aat ghe AT
P x 2bE ek p v Dallopurinol 3 io s £ & s 4

SMC £ B €305t A 4773 T 48

1. ~rpFEiEbe, w2tk o

2. Allopurinol % 300mg daily 7% 2 & € > 27 & € #.% (= ** 300mg/day)

HZ ko
3. FPRTAHRTIEF LB L F TP
4, * FrEae v ff\ﬁ&ua Bk 4 /pw?ﬁmﬁa@ oo ATR R AR L EAA T
i g X PR SR L o
BEARH>OSMC LR €5 BRI FAF- L3I AT
(B Wk r:}ﬁa A 7 i * allopurinol ~ & ;% @t allopurinol ~ g allopurinol % 75 %
BEPE S - T febuxostat | e AL TR o

Cochrane[31]

CDE *t Cochrane F#LE ¢ 0% |- & B > febuxostat * »* i} b 2
T Ra o AT B W v est protocol shrEEl (2010 £ B 4s) 0 H oz p Epiv
FEE_o

PubMed

CDE ** PubMed F #L & ¢ 1 B 4 F febuxostat 2 costi& {7 439 > £ 4F 3|7
B i 29 2% <3 5 febuxostat = A F 4 $7[32,33] 5 A 0 bk 2
AFE LT B2 Ep FEERNICEZ HTASEZ R 340k > fahi? £ £4F
E RN
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s

B RFHY FAERBAFATE  FLR AR5 % LGE A5

L0 ¢

ﬁ;mfﬁ%*l%@ﬂ ﬂif'r’]r*l% % ’]r*l%' ZQ'?;
» ] C

rr-c?'

DE/HTA & % 2 Allopurinol i+ &
AR EEBE P Ry B

et

B LR gAmkASA B E LEEsTE R
A &2 1 24 5 %1% allopurinol & 4
WRGRRR o

(=) * foli g AR & & Ay

1245 % B NICE ¢n HTA 3= 4% 2 [9] > febuxostat * »* T 4t allopurinol & i
LR ZiehBLPRLE RS P’ Foan & AL o

(2) BpiH#

FRypEE A3 2006 #1 2008 #i8f72 SAY R REEA LS SHT RPN =
AZfh S TG 821% 0 &5 2.33%[34] 5 14t Bedppe & P otk
AT B ESR[3S] 0 W RIP RN AR BF NG BHFA Lt o

£33 ]‘\P@%‘ S A S o fIEF R AR T2 R R A 17 8T [36]

B E{X LKA bl NERA T P169% £ ELZ O I‘mwl%mli’

T R B 5 i A v e0,061%% 0.026% o F K B oW F 3‘\?51% SR A R
EEARM (MORRATHL160%) > PIPHEP @Y R E BF B
2 39F =t

ERER R SR ES S B RIREELREOT AT 0 2010 £ i iR
KRB R F 9L 17 A 2 Y r EE 4 ghE 5L benzbromarone (7 100mg
2 50mg) - % #EF 104 R~ § &2 ch#E &G osulfinpyrazone 0 ¥ i p
% 3,300  ~ ; @ allopurinol (z 100mg % 300mg):.: i % % %) 3,000 § ~ -
Probenecid chi¢ * & > > 2010 # W LG EF 23] 15 ~ o

(w) 5w

AR EELH CBRFIREG ¥ - ERELAATZET 4,

1ﬁ€%ﬁ41ﬁmm:ﬁi%@»@ﬁ%ﬁiﬁﬁﬁ§,$—fﬂ

3300 ~ 5 3 % ﬁgiﬂgﬁilSZf“’
CDE a5 fie i 2 Q*H‘Eﬁ > K

1. RFiphrgz®ED b3 fiﬁfﬁ?ﬁ"é

L
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#3E3 20% -« d 3R A=Y g Feburic 2 i A R #0 BEOR (AR RO
# R NICE~SMC % 4 £ + CEDACL* HR2ZLHER LR B HERY &
L4 ) li_@p\;}" BoA T RS enEiRT o B R gt 2F T AR

iy’ SRR RO Rl

2. EpP rau:fa—,\/r-}?mf& ]J% B (44%) 1 iy T oE T '?\‘f' Kk o
CDE =R ins & d M p ~= ¢ 3 Feburic z & rﬁ—if@;}i%ﬁﬂﬁa% C Rt
T O RPIREGLZMABREEFT ARG FT cCDE R FRMEFIFFFRASLE &

B RIE G EH A 10% (xR - &£ 55% 0 % T £ 22%) R A& EF

N2 PAFREEE o VAR RIE R E 0§ - £ HH 331@] I %I EHA 1728 7

~ (THE - B RRF 36008 0 %7 £ SRREFF N 169 R )

-

—_

1.

ARG B
‘v £ + CEDAC 2 & ® NICE ~ SMC ¥ 7 Feburic 2. ‘g@T G 3R 2 o H 4R+
I w3t Feburic * 3t = senfin (% allopurinol iEac ~ &% b o & ;
R B R ) T AR AE o
LRATEEE S 5 o R R A F —EP\%ILIR—‘/‘I‘} - #Eif2 HiiE
#%33007 (7 ibF7Fpm 5 5%) ﬁ’?iz}fﬁgiﬁﬁ\u_ 152 @& (#
b 2 200 ) 0 o TR A=Y 5 Feburic 2 i e R 0 2 R
KR AT &3 7 CDE p,up}))(]’\? AT G BV Ac R h RS o

E'I q\,;_
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Ea FACT APEX CONFIRMS
RN Becker 2005[17] Schumacher 2008[18] Becker 2010[19] Kamatani 2011a[25] Naoyuki 2011a[23]
Eyaat CES AR 4. CES AR 4. CIE [N AR & FoU BB E TN A
Ba I Ba Fh#- - TiRE BT iFe
s Hp 14 days 14 days 30 days 14 days 14 days
L Rl R E iR iR P+ P+
PrHF 52 weeks 28 weeks 28 weeks 8 weeks 16 weeks
A 762 1,072 2,268 244 40
febuxostat 40mg/d 757 febuxostat 40mg/d 122 | febuxostat 40mg/d 10
febuxostat 60mg/d 10
febuxostat 80mg/d 257 | febuxostat 80mg/d 267 | febuxostat 80mg/d 756
bl g febuxostat 120mg/d 251 | febuxostat 120mg/d 269
febuxostat 240mg/d 134
allopurinol 300mg/d 254 alllggrgr:)rézl]g P ;2/8 Zgg?;gg;ﬁ; i 61;112/ allopurinol 200mg/d 122 | allopurinol 300mg/d 20
Placebo 134
Prophylaxis (colchicine 0.6 Prophylaxis (colchicine 0.6 Prophylaxis (colchicine 0.6 12-day introduction period: Week 1:
mg qd or naproxen 250 mg mg qd or naproxen 250 mg mg gd or naproxen 250 mg febuxostat 10mg/d febuxostat 10mg/d
i B bid) was administered to all | bid) was provided during the | bid) was provided during the | allopurinol 100mg/d allopurinol 100mg/d

patients during the washout
period and the first 8 weeks
of double-blind treatment.

washout period for subjects
receiving prior
urate-lowering therapies or

30-day washout period and
throughout the subsequent
six-month treatment period.

44-day treatment period:
febuxostat 20mg*2/qd
allopurinol 100mg/bid

Week 2:
febuxostat 20mg/d
allopurinol 200mg/d
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Ea FACT APEX CONFIRMS
TH &N Becker 2005[17] Schumacher 2008[18] Becker 2010[19] Kamatani 2011a[25] Naoyuki 2011a[23]
upon randomization for All subjects receiving Week 6:
subjects not receiving prior naproxen prophylaxis also febuxostat 40mg/d
urate-lowering therapy, and received lansoprazole 15 mg allopurinol 300mg/d
was continued for the first 8 | daily. Week 10:
weeks of the study. febuxostat 40mg/d
febuxostat 60mg/d
allopurinol 300mg/d
Adult; 18-85 years of age; 18-85 years of age; > 20 years; > 20 years;
With gout and with SUA > With gout (defined by the With a diagnosis of gout Patients had hyperuricemia Patients had hyperuricemia,
8.0 mg/dL. The subjects met | ACR preliminary criteria), fulfilling ACR preliminary (SUA > 8.0 mg/dL), including gout (SUA > 7.0
the preliminary criteria of hyperuricemia (SUA > 8.0 criteria and SUA > 8.0 including some with gout. mg/dL for patients with
the ACR for acute arthritis of | mg/dL), and normal (sCr < mg/dL, normal, mild (eCLcr gout; > 8.0 mg/dL for
gout. 1.5 mg/dL) or impaired (sCr | of 60 to 89 ml/minute) or patients with hyperuricemia
>1.5 to < 2.0 mg/dL) renal moderate (30 to 59 who were receiving
function at day -2. ml/minute) renal medication or therapy for
o impairment; urinary calculus,
Subjects successfully hypertension,
completing either of two hyperlipidemia, or abnormal
previously reported glucose tolerance; and > 9.0
long-term, open-label mg/dL for patients with
febuxostat or hyperuricemia without
febuxostat/allopurinol complications.)
extension studies were also
eligible for enrollment.
frz i | sCr>1.5mg/dL oraneClcr | Intolerance to allopurinol, Secondary hyperuricemia Malignant tumors suspected | Malignant tumors suspected
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Ea FACT APEX CONFIRMS
TH &N Becker 2005[17] Schumacher 2008[18] Becker 2010[19] Kamatani 2011a[25] Naoyuki 2011a[23]

< 50 ml/minute; pregnancy
or lactation; use of
urate-lowering agents,
azathioprine,
6-mercaptopurine, thiazide
diuretics, or medications
containing aspirin (> 325 mg
daily) or other salicylates;
BMI > 50 kg/m?; a history of
xanthinuria, active liver
disease, or hepatic
dysfunction; use of
prednisone at > 10 mg/d; a
change in
hormone-replacement
therapy or oral-contraceptive
therapy within the previous
3 months; and a history of
alcohol abuse or an alcohol
intake of > 14 drinks per
week.

naproxen, or colchicine;
history of renal calculi;
alcohol intake of > 14
drinks/week; hepatic
dysfunction with ALT and
AST > 1.5 times the ULN;
or any other significant
medical conditions.

(myeloproliferative
disorder); xanthinuria;
severe renal impairment
(eCLcr <30 ml/minute); ALT
and AST >1.5 times the
ULN; consumption of > 14
alcoholic drinks per week or
a history of alcoholism or
drug abuse within five years;
or a medical condition that,
in the investigator's opinion,
would interfere with
treatment, safety, or
adherence to the protocol.

of secondary hyperuricemia,
severe cardiovascular
diseases, deteriorating renal
function (sCr >1.5 mg/dL),
or deteriorating liver
function (either AST or ALT
> 2 times the ULN), and
developing gouty arthritis or
in remission from gouty
arthritis for less than 14
days.

Drugs that impact SUA were
prohibited for 2 weeks
before the preregistration
test and throughout the study
period.

of secondary hyperuricemia,
severe cardiovascular
diseases, deteriorating renal
function (sCr >1.5 mg/dL),
or deteriorating liver
function (either AST or ALT
> 2 times the ULN), and
developing gouty arthritis or
in remission from gouty
arthritis for less than 14
days.

Drugs that impact SUA were
prohibited for 2 weeks
before the preregistration
test and throughout the study
period.

R e
BN ook
(R f—%r'f/"'/ﬁ%

# . washout period; &% : double blind; # & 4%: double dummy; - {7 ‘. parallel group; bid: twice daily; qd: once daily; ACR: American College of

Rheumatology; AST: aspartate aminotransferase; ALT: alanine aminotransferase; ULN: upper limit of normal; sCr: serum creatinine level; eCLcr: estimated creatinine
clearance; BMI: body-mass index.
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e & Becker 2005[16, 22] Naoyuki 2011b[24] Naoyuki 2011c[21]
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[

14 days

Not available

Not available

p &

P&

4 weeks

8 weeks

16 weeks

153

102

202

ASKEN NS : 3

febuxostat 40mg/d 37

febuxostat 80mg/d 40
febuxostat 120mg/d 38
placebo 38

febuxostat 20mg/d
febuxostat 40mg/d

placebo

35
34

33

febuxostat 20mg/d
febuxostat 40mg/d
febuxostat 60mg/d
febuxostat 80mg/d

placebo

43
41
38
42

38

£y »,#Fl—’z’g

Prophylaxis (colchicine 0.6 mg bid) was provided
during the washout period and the first 2 weeks of
double-blind treatment.

Week 1:

febuxostat 10mg/d.
Week 3:

febuxostat 20 or 40 mg/d.

Week 1:
febuxostat 10mg/d
Week 2:
febuxostat 20mg/d
Week 6:
febuxostat 20mg/d
febuxostat 40mg/d
Week 10:
febuxostat 20mg/d
febuxostat 40mg/d
febuxostat 60mg/d
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Bk TMX-00-004
iR Becker 2005[16, 22] Naoyuki 2011b[24] Naoyuki 2011c[21]
febuxostat 80mg/d
Adult patients with gout and hyperuricemia (SUA | > 20 years; > 20 years;
> 8.0 mg/dL). With hyperuricemia (SUA > 8.0 mg/dL), including | Patients had hyperuricemia, including gout (SUA
All met the ACR preliminary criteria for acute gout. > 7.0 mg/dL for patients with gout; > 8.0 mg/dL
arthritis of primary gout. for patients with hyperuricemia who were
KNP L2 receiving medication or therapy for urinary
calculus, hypertension, hyperlipidemia, or
abnormal glucose tolerance; and > 9.0 mg/dL for
patients with hyperuricemia without
complications.)
sCr >1.5 mg/dL (eCLcr < 50 ml/minute); Malignant tumors suspected of having secondary Malignant tumors suspected of having secondary
pregnancy or lactation; hyperuricemia, hyperuricemia,
Concurrent therapy with urate-lowering agents, Compromised renal function (sCr > 1.5 mg/dL), Severe hypertension,
azathioprine, 6-mercaptopurine, or medications Compromised hepatic function (AST or ALT > 2 HbAlc > 0.08,
containing aspirin (>325 mg) or other salicylates; | timesthe ULN), and Compromised renal function (sCr > 1.5 mg/dL),
4;& ’$ e BMI >50 kg/m?; Patients having gouty arthritis. Compromised hepatic function (AST or ALT > 2

History of xanthinuria, active liver disease, or
hepatic dysfunction; changes in thiazide or
steroid therapy (within 1 month of study) or in
hormone replacement/oral contraceptive therapy
(within 3 months of study); or history of alcohol
abuse or intake of >14 drinks/ week.

times the ULN),

Patients with gouty arthritis, and

Patients routinely using NSAIDs or corticosteroids
(excluding corticosteroid for topical use).

EESN E‘?r‘%/iﬂf #7: washout period; # 5 : double blind; -* 7 . parallel group; #|& & J&: dose response; bid: twice daily; qd: once daily; ACR: American College of
Rheumatology; AST: aspartate aminotransferase; ALT: alanine aminotransferase; ULN: upper limit of normal; sCr: serum creatinine level; eCLcr: estimated creatinine
clearance; BMI: body-mass index; NSAIDs: nonsteroidal antiinflammatory drugs.
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Bk EXCEL FOCUS
RN Becker 2009[29, 30] Schumacher 2009[12, 14, 37] Kamatani 2011b[20]
s £~ § ¢ 0 s B W R L AR S A P s BRI B R R%
e iR+ 4 iR ES
R A 3 years 5 years 52 weeks
KNS S 1,086 116 171
febuxostat 40mg/d 8 febuxostat 40mg/d 131
N febuxostat 60mg/d 40
febuxostat 80mg/d 606 febuxostat 80mg/d 79
febuxostat 120mg/d 388 febuxostat 120mg/d 29
allopurinol 92
During the first 6 months of treatment, these Each subject initially received febuxostat 80 mg/d | Week 1:
subjects could switch their febuxostat dose to for 4 weeks. In the period between Weeks 4 and febuxostat 10mg/d
febuxostat 120 mg/d if SUA > 6.0 mg/dL. Subjects | 24, the dose of febuxostat could be titrated among | Week 2:
titrated to febuxostat 120 mg/d could switch back | doses of 40, 80 or 120 mg/d in order to maintain febuxostat 20mg/d
to febuxostat 80 mg/d, if necessary, to maintain SUA between 3.0 and < 6.0 mg/dL, to respond to Week 6:
SUA within the target range (> 3.0 and < 6.0 an adverse event (AE), or at the discretion of the febuxostat 40mg/d
o~ % mg/dL) or in response to an AE. investigator. Dose adjustments could be made up Week 14:

to three times at study visits between Weeks 4 and
24. By Week 28, subjects were required to have
been receiving a stable dose for at least 4 weeks.
All subjects were provided with colchicine
prophylaxis (0.6 mg twice daily) for the first 4
weeks.

If SUA > 6.0 mg/dL, then febuxostat increased to
60mg/d; otherwise, febuxostat maintained at
40mg/d.

Week 15:

febuxostat 40mg/d

febuxostat 60mg/d
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RN Becker 2009[29, 30] Schumacher 2009[12, 14, 37] Kamatani 2011b[20]
Subjects previously completed one of the 2 Phase Included enrollment and completion of the 28-day | > 20 years;
I trials (FACT or APEX); TMX-00-004. With hyperuricemia (SUA > 9.0 mg/dL), including
Has participated in a clinical study in which 18-85 years; gout.
febuxostat was administered. with a history or presence of gout (ACR
Must not have experienced any serious study preliminary criteria);
drug-related adverse events in the previous study. | patients with mild or moderate renal impairment
18-85 years of age; (sCr >1.5 mg/dL or 50 < eCLcr < 80 ml/minute)
With gout (defined by the ACR preliminary were included;
o criteria) All female subjects had to be surgically sterile,
Is receiving thiazide diuretic therapy (only to using acceptable means of contraception or
subjects randomized to or receiving febuxostat). post-menopausal to be eligible.
Has aSUA less than 8.0 mg/dL and is not taking
uric acid-lowering therapy (other than allopurinol
or febuxostat).
Females of childbearing potential who are sexually
active must agree to use adequate contraception,
and can neither be pregnant nor lactating from
Screening throughout the duration of the study.
Has had any other significant medical condition as | pregnancy or lactation; Hyperuricemia possibly secondary to a malignant
defined by the investigator that would interfere History of xanthinuria; tumor or other diseases,
with the treatment, safety, or compliance with the | Alcohol consumption >14/week; HbAlc > 8.0% or poor blood glucose control,
# “ﬁ% §io8l:3 protocol. Has a History of significant concomitant illness; sCr> 1.8 mg/dL,

Is intolerant of allopurinol.

Has active liver disease;
BMI >50 kg/m?;
Any other significant medical condition that would

severe hypertension (systolic pressure >180 mm
Hg or diastolic pressure >110 mm Hg)
or poor blood pressure control,
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RN Becker 2009[29, 30] Schumacher 2009[12, 14, 37] Kamatani 2011b[20]

interfere with the treatment, safety or compliance | Hepatic dysfunction (AST or ALT >2 times the
with the protocol, as defined by the investigator. ULN),
Patients with other severe disease.

X B iR 4 open label; &£ #% = : dose escalation; bid: twice daily; qd: once daily; ACR: American College of Rheumatology; AST: aspartate aminotransferase; ALT:
alanine aminotransferase; ULN: upper limit of normal; sCr: serum creatinine level; eCLcr: estimated creatinine clearance; BMI: body-mass index; NSAIDs: nonsteroidal
antiinflammatory drugs.
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x4 r SUA < 6.0mg/dL = szt i 3 3 ¢ febuxostat vs. allopurinol

2 ;gL Rk i K =i e 5] Hwon 3 & »t SUA < 6.0mg/dL (%) =% & »z SUA < 6.0mg/dL (%)
KoL - # K 2R o Jx ~ # Last 3 monthly  Final visit At 8 weeks At 16 weeks Final visit n/N
. febuxostat 40mg/d 122 100(82.0)"
4 Kamatani 20112 [25] 8 weeks ) rinol 200mg/d 120 84(70.0)
febuxostat 40mg/d 9 8(88.9)*
5 Naoyuki 2011a[23] 16 weeks febuxostat 60mg/d 8 8(100.0)%
allopurinol 300mg/d 16 11(68.8)
febuxostat 80mg/d 262 126(48.1)* 183/253(72.3)"
febuxostat 120mg/d 269 175(65.1)* 209/265(78.9) ~
2 APEX Schumacher 2008 [18] 28 weeks febuxostat 240mg/d 134 92(68.7)* 116/126(92.1) »
allopurinol 100/300mg/d 268 60(22.4)* 102/263(38.8) »
placebo 134 0(0) 1/127(0.8)
febuxostat 40mg/d 757 342(45.2)
3 CONFIRMS  Becker 2010 [19] 28 weeks febuxostat 80mg/d 756 507(67.1)°
allopurinol 200/300mg/d 755 318(42.1)
febuxostat 80mg/d 255 136(53.3)" 185/249(74.3)"
1 FACT Becker 2005 [17] 52 weeks febuxostat 120mg/d 250 154(61.6)" 193/242(79.8)*
allopurinol 300mg/d 251 53(21.1) 88/242(36.4)

* = statistically significant (p = 0.034) versus allopurinol in all subjects. ¢ = the difference between febuxostat groups and allopurinol groups was not statistically significant.
* = statistically significant (p < 0.001) versus placebo/allopurinol in all subjects. ~ = statistically significant (p < 0.05) versus placebo/allopurinol in all subjects. * =
statistically significant (p < 0.001) versus febuxostat 40mg /allopurinol in all subjects. * = statistically significant (p < 0.001) versus allopurinol in all subjects.
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"4 T SUA <6.0mg/dL s »xt i 3 3 ¢ febuxostat vs. placebo

2 Rk S5 T & L g S w) BRI A K 4 & g »x SUA < 6.0mg/dL at final visit (%)
febuxostat 40mg/d 37 NA¥(56)*
febuxostat 80mg/d 40 NA¥(76)*

6 Becker 2005 [16, 22] 4 weeks
febuxostat 120mg/d 38 NA¥*(94)*
placebo 38 NA¥(0)
febuxostat 20mg/d 35 16(45.7) %

10 Naoyuki 2011b [24] 8 weeks  febuxostat 40mg/d 34 31(91.2)&
Placebo 33 0(0)
febuxostat 20mg/d 43 20(46.5)*
febuxostat 40mg/d 41 34(82.9)*

11 Naoyuki 2011c [21] 16 weeks  febuxostat 60mg/d 36 30(83.3)*
febuxostat 80mg/d 41 36(87.8)*
placebo 38 1(2.6)

¥ = not available. * = statistically significant (p < 0.001) versus placebo in all subjects. & = statistically significant (p < 0.01) versus placebo in all subjects. * = statistically
significant (p < 0.001) versus placebo in all subjects.
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