AEGRBREE

SFoTAE 6 A 20 B
FRNTATBOE N 3R R R e S s

I. BAEOHE

(B 72 4] 7=7VU 278 10mg, [AHE 20mg. [FEE 40 mg

[— & 4] 7=x7F%FYVRAZv b

UKBEUSE] WA 7 7 —~ Stk

[hee - 2] OE., SIREEIE Q0 AALFIRIEICAE O @RI fAE

(HE - HE] O®%F, AR 727y AXy hELT1IH10mg KVBHLAL, 1
H1ERAOKST 5, ZO®%RITM P IREBMEZ R L7220 5 MLEEITG LT
e\ ET D, HEFFRITEE 1 B 1[040 mg T, BEOIRREIZISE U T
HEIET 208, RREGEIZ 1 H 1E60mg &7 5,
@iEHE., RAIZ 7 =7 % 2%y hELT60mg % 1 H 1 ERRO#KS
T2,

K E] R L

(FRAHE Y] BRI AR 0

II. & EDOFRHEDORME

T2 T XV ALy b (BT, TRE)) X, Vo F oA A —BREERZET 25K
FRIMETERIETH Y | 2008 (RN CHROEMR FE AR S 41 TLUK, mwﬁsﬂﬁf K[E %
et 78 OFE - Mk CHEUEIRTE STV D, AT, 2011 4 1 A TR, & IREE i
SiE], 2016 4F 5 HITIT T AALFIRIEIZSE O mIRIEIAE ] DXIRE J%T%qu%mén
77

KETIE, A OEREEICSNCTOLME CLTF, TCV])) A X OFRBLEIE 23 5HREE
(FT7BRBEXIT 7Y ) — ) fE) & L CARERECTRWEM DS RIB SN Z &0 5
fOERE# I OMERE (BLF, TICVDY) A4 20 EEE 2 RICKIED CV U 27 %5F
9% 7= DEEFHER (LT, TCARES b)) ZEi+ 52 Lk b,
KEEMERSRE (LT, [FDAJ) 1E. 2017 4 11 HAIZ Drug Safety Communications® % %%

! Uloric (Takeda Pharmaceuticals America, Inc.) 2009 4E 2 F 7#&z2

2 MBS EIIAERER (C02-009 & OF C02-010) (2331 % primary Anti-Platelet Trialists’ Collaboration (APTC) A Xk (L4
BE. FEBOEIED DARREZE, JEBOEIED IR, JEBEEIED DM OB T RARA > b)) X, 100 A« EHTZY DA X
VOMNEBEIIAERE 13, T =03, ST EARBEL0 Th ol

° https://www.fda.gov/media/108760/download (F#fERE H 2019 -6 A 12 H)

1



L. CARES RERICIBNWTT 7Y ) — VERICHARARIEHE T CV D Y A7 BEnroTe 2
ED, REOREMEOFMZRGT 22 L2 AT L, £z, 2019 45 1 AICBfE L7-57%
MZESOMm I E 2. FDA 1T, 2019 4 2 HICIRASCEZ&ET L, Boxed Warning (FsfH
HEEL) OWHZF T CCVRAELERERET S L L bic, KEOFERZT 7Y/ —ick b
TRENI R SUIEBEMEN 2 0BEICRE L GIR 1 2),

RN £ 35T 18, AREADOAGEREICBNT CV A X FOFRBAEENT 7Y ) — Uit
L L CARSERE CEVMEA R ST 2 D L BT, BUEIRERICCV ) RV EET S
I VR AR GRICARTED CV U R 7 Z 3l 2 7o O OREREAER (FAST aiR) D FE i 2 KGR
BAFHE RO TV D, SagalBRIIBEFR T (2020 4 8 I RICHFEHMEERETE) Th
%o FTo. CV U A7 AR DI SCEOUETIX 2019 4 6 H 18 HERFAIZIHB W TITHOIL TV
W Bl 28,

AN BN TIE, AREOENERRSS CHIREE (78R HXIT e 7Y 7 —LEE) b
FERTAIERET CV A X FORBEIGIIRBE S VMENIIFE O B AR T2 b DD BOKRD
TKERIRA N B CHEAM G R AR B AE B 2 BRI CV A X b DI BLEE DS ACEREE T ME ) 3
B INTZZ L% D WIRARFEICB O TARED CV U A7 (2B L CTEHIET 5729
ORGEIRFERHE O FEMARKD Sz (k22 45 11 H 8 BfHT HEMEE), Y%fhr
’%dgﬁﬁﬁﬁmﬁﬁﬁﬁimén(mu$4ﬂ~mw$6ﬁxzm9$5ﬂmﬁﬁﬁ

TOPSIATEOE NEIE S R AR b (LUT . THERE)) ~Ri Sz, ek, AHO
%Hii IZBWT, CV U A7 IR D EENEIL, PIEDEGERF LY [ZoMogIifER] o
(2 DLEMERE (1%A5) | KO T8E BEA) ) NS nTnd, £z, 2016 45
H O RENR e ARG S — RS KGRI /ER S AL E3E G U R 7 BRI EIZ BV T
FOMAE R OFS) 25 THERFENY A7 | ITREINTND

FEROENITORILE B E % Fi%@%ﬁ%-%ﬁﬁéﬁzﬁﬁéﬂ%ﬁm;mwﬁ
6 A5 AT THEBICHL T 727X Y A%y hOLMERY A7 ICET 2304 2 40H
U, B8RS YRR L D < B M OIS SCE UG T O B ORGT 2 1T o T,

B, L. AW THMBMEEM L TV . AEMBFHORMEZRIL, AdhH
IZOWTORMEENLOH LHEICAS S, TEEREREGG ORI T 2 5P i
FOEMIZBT HEE] (R 20 45 12 A 25 BATT 20 125 8 7)) OBUEIC L ViEHA LT,

1. B R1T DR OMRS
1. CARES RBR O (N Engl J Med. 2018; 378: 1200-10)

CVD # &0 29 miEsE (B AE GRS RE 3,750 11, & 7,500 f5]) ZRIGHIAREE T v
U/ —=®CV 7Y RNILEHRKTHZ a2 BN, ZHEREELHUERD i S e,

* Adenuric (Menarini International Operations Luxembourg S.A.) 2008 4= 4 A K&
S ENE IHREE (TMX-67-10, TMX-67-18, TMX-67-19), EPNFHIAHRE (TMX-67-12, TMX-67-13) K OENEH
#ERBR (TMX-67-11, TMX-67-20)



ARIEREO L - FEIE, 40 mg/H TR 2B L, 2 BF%ICIIEREREDS 6 mg/dL Al
DY AT 40mg/ H Z#kke, 6 mg/dL L EOLGAEIX 80mg/ HIZH&E T HZ L s, 7Tua~r
U —NAEEOE - AR, R 7 L7 F =02 U7 T A 60 mL/min BL_EDHEE TIX
300mg/ H THAE L. MIEREEMEDS 6 mg/dL A2 72 5 £ TXITHE G ED 600mg/HIZ72 5 F
T1HAIZ100mg TOWETH L EENT, Fio, R LT F=0 7 VT T AN 30
~60 mL/min @B TIE 200 mg/H TR L, MIEREZIEDS 6 mg/dL LA FIZ7e % £ T
H&MN400mg/HIZ725ET1 HHIZ100mg TO8&ETLHZ & &I,

6,190 5 (AFERE 3,098 f5il, 727"V — LR 3,092 f5]) SHBEAELEIA v, REBREENE
a7, RO R 583, ARERETIX 61.0%28 40mg/H | 39.0%7%% 80mg/H TH Y |
T ) —LRETIE 21.8%75 200mg/ H . 44.6%75 300mg/ H . 25.2%7° 400mg/H . 4.3%7°
500 mg/H | 4.1%7° 600 mg/ H T o 7z, FERIEDOIREFE WM O gl (FEPH) 13, ARFERET 728
H (1—2494H), 77U/ —AEETT719H (1—2,529 H) Th-olo, BEHIHOFRAE
(HEPH) 1, AHEHET968 H (1—2,528 H), 77V J—/#ET942 H (1—2,5499 H) T
B o 1, RIS I IR E 0 56.6%75 L 2 A L OB THE L, FaBEl e 3R E 0 45.0%
WM Om Tk L,

AIEITa 7Y ) —nE 1 EbEE SR oT- 8 flabrE, BIEABININZET
DIEGIN L ENEORNT G & Shvfz, FERHMEEE (O, FEBSErEOMEZE, FEE
FEMERG AR AN ESCEIT S 2 BRIMATHEIN D 4 SORFNOM L EET S RARA
YR ORRIFFRI1IOEBY THY A= R (LUF, THRY) X, 1.03 [97%E KR (UL
T, ICl)) : 0.87—1.23] TH-72, HR D 97%CI O _LRRENFRIICHE LIS ME~—
D13 % FTESTEZ D, FEMEEBICEAL T v 7Y 2 — AR T 5 AREREDOIES
PEAR E 72 (Modified-ITT f##T) . CV FER BT DORBICHOWTIE, 7u Y ) —LiE
(2l U CARSEREC R o 72 (HR I, EALZ 40 1.34 [95%CI: 1.03—1.73] K T¥ 1.22 [95%CI :
1.01—1.471),

O mEAs s ORIERE, 707U/ —BE) ¢ 655U L (48.9%, 51.3%). Bk (84.1%. 83.8%). FEMIM (1184, 11.9
), MIEREEE (MEEE & 8.7 mg/dL) | JEWEET (21.6%. 21.0%). FXIAE (100.5kg. 100.3kg) . BMI HufE (32.5
kg/m?, 32.1 kg/m?) . AFf : White (69.7%. 69.2%). Black (17.8%. 19.2%). American Indian or Alaska Native(8.5%.
7.5%). Native Hawaiian or Other Pacific Islander, (0.4%. 0.5%). Asian (3%. 3.1%). Other (0.6%. 0.5%),

T DM TEIE, DIHATE, APELATELE, DRSS X AT, o i E & EIR LT BT (REAR, %

BE) 281,
DZERAEIL, BEL TWIZEBEICTFHETRELEZUTO~ODREL, OHEEDH S, FEROFRA - HEN RV
RREC, QHBEOH S, DIRIEIROFEAL « HERILND 60 s LUINOK L, QEBEOH H, REARDFE S L, K
BARICBE T 581, @OME 1D 6 ORI L7 h o 72356 UL OME I 6 ORI Lo b D0 24 KL
PIZBEL L, FELEPEDIERDRFE SR WEGEE, O BBEDWRVIEL T oMo (72720, JELHT 1 EH
DERFEOREICETHERRH 256,



#* 1 EEGEHEEE, BIKEHIEE (Zeth) RO T O (Modified-ITT f#4HT)

AR 2 Tuary ) — i NY— Kk P fi©
(3,098 f3i)) (3,092 1) [95%CI]
A 335 (10.8) 321 (104) 1.03 [0.87-1.23] ® | 0.66 (0.002)
BIREHAME B
MK =LA 134 (4.3) 100 (3.2) 1.34 [1.03-1.73] 0.03
FER AN DR ZE 111 (3.6) 118 (3.8) 0.93 [0.72-1.21] 0.61
FEEIENENN A 71 (2.3) 70 (2.3) 1.01 [0.73-1.41] 0.94
AR E R ODE T % 49 (1.6) 56 (1.8) 0.86 [0.59-1.26] 0.44
% BRI A T R AT
LB FE, FEBFENE L 296 (9.6) 271 (8.8) 1.09 [0.92-1.28] 0.33
FFRIE | FEEEME N 25
o 3 ERTFrLRD
BET FRA |
ESy 243 (7.8) 199 (6.4) 1.22 [1.01-1.47] 0.04

a) FEHUH CEBIEIES (%) )

b) 97%CI

¢) NG P TP MEZRTHRTH 5P — PR 1.3 D bd W ) IRERBUITT 2 BED | P
B, hoETOPEIE, 77V ) — AR 2 AREHOBBIEZ R T72DOfETH Y | Cox EIIFS
Mrick vt asnz,

Fz, FECONRIL, R2DEBY ThoTz,

%2 CARES RBRIZI T DI HI DI BB

ASEHE (3,098 i) TuFY ) —LEE (3,092 Fi)

LI 55 BE 134 (4.3) 100 (3.2)
LN ZRSRAE 83 (2.7) 56 (1.8)
R4 20 (0.6) 13 (0.4)
fzErp 8 (0.3) 11 (0.4)
IR 11 (0.4) 6 (0.2)
FEERR 7 (0.2) 9 (0.3)
TR 3 (<0.1) 2 (<0.1)
R4 Ry ORIl AN 4 1 (<0.1) 1 (<0.1)
Lo If A HH I 0 1 (<0.1)
RIEBhREE B 0 1 (<0.1)
DAt 1 (<0.1) 0

FE I AE 109 (3.5) 99 (3.2)

FEEIE GEBEIE (%))

2. KEDOCV IR RUFHTY R7IZET HHE
2.1 AFRICER

ARIEDOCV VAT FOBLE Y A7 Z il U7 BRARRER - 209 & LT, AFKICIR 4 2
i S (1 #i3 CARES BRICOWTOME), £/, KD CV U X7 RUFELT Y A

S UFOO~@THIH L7z SCikE x4 & L7z, (OFDA #MZEB=I2H1F % FDA O Briefing Document (2 FCHk S 417z 3CHk
AED 7= O FHE (PubMed K Of Embase (2 TLL T D 5 DO FEUZEE Y 35 SCHR. 1.“Febuxostat” AND “Cardiovascular
disease”, 2. “Febuxostat” AND “CVD”, 3. “Febuxostat” AND “allopurinol” AND “cardiovascular disease”, 4. “Febuxostat”
AND “Mortality”, 5. “Febuxostat” AND “allopurinol” AND “Mortality”) , BRIEUE (DL F OFHAE T TV D Sk %3
;KR 18 UL EDRA, BREERE  AHE, RBHE TR Y = T RIL CVARY b ROBET XU
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JEFHMBELIZAZ T Y AL LT, AR 4 @ S 472°, CARES #BRIC OV TH
& SV SCEREASN DFE 7 8 CCHER 1~7) OBBUILL T D &0 TH Y . CARES iR HilA
AATEAZTF U A CCHRT) IxHREE (78 RBEULT a7 Y 2 —VRE) ITHASAREE
BET CV RO RBEIGNE W ETI2HRETH o728, o 6 i CCER 1~6) TirIx Rt L
H# U CAIRETCV U A7 IR Y A7 B35 & OWETeroT,

(3CHR 1) Febuxostat for Cerebral and CaRdiorenovascular Events PrEvEntion StuDy. Eur
Heart J. 2019;40: 1778-86)

i REEMAE B 2B 1T D MIME 1 X b, CV A X2 R RO A R N OFEBLAE KI5
DA BTG 5 B O ERIEEREBRDEN 141 EFRHEE TEi S,

AR TIX, MlE, CV XKOBOY 27 (OFEiLE, @2 B RIE UXBREDEDE,
@I E BT CVD OBEFE) % 1 DBl B35 65 mkbh Lo @ REEMAE (i {EREAE
7.0mg/dL #8, 9.0mg/dL LA F) DOEENKRE Sz, REBEGHEROFERGREE & AR
EOUERREN T, AR ERETIT 10 mg/ S 85- 20046 L. 4 4 BLIKEIZ 20 mg/
H. 2% 8 LIFRIZ 40 mg/ HIZHE R STz, FERGHE CILMIGRBIEASBEIFL Y FH- L7z
Baixr a7y — 100 mg/ HOBEAZEZEST 22 & & &iviz, BEMMIX36 WA &S
iz, BAEAIL S 72 1,070 ) ORIEPE 58 537 6 & FEBE 5-7E 533 ) 22N b ok S A4E
& S AT BUEHIRIAE T IRs 0 Iy JRIAE (I E AR HE(R 22) 13 AHERE T 4.50+ 1.52 mg/dL,
FERERET 6.76=1.45mg/dL Th o7z, FEFHMMEE (£, MEREE, FEBEEHEEE)
IR, ABEZ& T 2.0 R4, IR E2 B4 2BRE(LE AR, BEE, OEMETHEmRInD
BET L RRA B IZOWT, FER GRS 2 A K G- HR 13 0.750 [95%CI : 0.592
—0.950] ThH-o7,

(3CHR 2) Assessment of Cardiovascular Risk in Older Patients With Gout Initiating Febuxostat
Versus Allopurinol. (Circulation. 2018; 138: 1116-26)

JRIEEEIZT e 7Y )=V XFIAEZ G L&D CV U AT ZHiid 57212, KE
L7 ME#EZ ST Medicare (2008-2013) Z MW 2 AA_— R 3 — MMFFENTT DL,
1:3 OAA 2T~y F 7270, RERGEHE 24936 I, 7u7V ) — 158
74,808 B3 x5 & ST, WBEEM L b 12% B3 _—A T4 2 CVD ZH LTz, #8145
MM OFRAEIE, AREBEGHEETILIE, 77 Y ) —LEERETI2HE T, FE
I H T o D DA ZE I AT LD ABRDFRAER (/100 NF) 1L, AFEERGEE T
3.43 [95%CI:322—-3.66], 7u7 VU /=585 336 [95%Cl:3.25—349] THH, 7

BT, BERTE - 3k — Mg, F— X3 b e —UiF5E, BIBTEE 2 & Bl Earg) & AV Tl S Sk @
FDA &R Z: B =123 5 /KGR IGH O Briefing Report O SCHkR % THilt S 730k (R SA17) . @ PubMed (]
fi 02018 45 10 A 15 A~2019 4F 5 A 22 A) ZXARIZ FDA &[] U SR A% ONRIRILE 4 IV CRgRE Tt L 72 ik
(Fe%& A : 201945 H 22 A),
O KRS X W PubMed (2T “febuxostat AND meta-analysis” @ 9 HAIR A & e @ RBIMIEIRRIEDO CV U A7 H D\
13 CV A X2 MfERNZ SV TR~ 7230k,



a7 ) — VB BFITKRT AR 5B O HR 1% 1.01 [95%CI: 0.94—1.08] TH-7-,
BIGEIHESE B CTHLHFROLAEICONWT, 7aFY ) — L 5EERE I 5 ARG 5 BE
® HR X 0.94 [95%CI : 0.91—0.99] TH o7z, FHFROLALZLIOREIKFATEE TH 5000
FEZE, BMzarp, EEMIRMATHEAN, FLARLE, SETICONWT, 7Tr 7Y ) — &85
K9 DA 5 BE O HR (X, TNEH 1.03 [95%CI : 0.94—1.13], 0.98 [95%CI : 0.87 —
1.10]. 0.95 [95%CI : 0.87—1.03], 1.05 [95%CI : 0.98—1.12], 0.95 [95%CI : 0.89—1.02]
Thol, 7Ta7 I ) —VEHBEITHT HARELGBEORYEHAK G4l o2
@ HR 1%, 1.25 [95%CI : 0.56—2.80] TdH -7z,

(3CHR 3) Major Cardiovascular Events in Patients with Gout and Associated Cardiovascular
Disease or Heart Failure and Chronic Kidney Disease Initiating a Xanthine Oxidase Inhibitor.

(Am Health Drug Benefits. 2017; 10: 393-401)

CVD X34, KT Grade3 i3k 4 OABVER N 2 A4 2 i BB 1238 1T DAL T
B 7Y ) =D EECV AN MIRETREZMET 2 BT ORE LT F 7 —
Z =2 (2009-2013) AWk A E 2R — MIFERM Tz, ARG BE 370 41,
TR =R 2,056 GIOF 2,426 BIASK G E S, B O TR, A
BHBETIODA, 77V )= EEEETI2 WA ThH T, FECV AR FORAE
(/1,000 NF) X, AFERGHBE T 51.8 [95%CI: 28—87], 7r7 U /=L EHEBED
99.3 [95%CI : 84—117] TH Y, 7TV J =/ GEEE T HAHEEKEGEHO HR 1%
0.52 [95%CI : 0.30—0.91] TH o7,

(3CHR 4) Hypersensitivity and Cardiovascular Risks Related to Allopurinol and Febuxostat
Therapy in Asians: A Population-Based Cohort Study and Meta-Analysis. (Clin Pharmacol
Ther. 2019; Jan 28. doi: 10.1002/cpt.1377. 1-11)

TRaTY )= VOBBIED ) A7 EAKOBBIEL D CV OV A7 ks 52 L4 H
I, BEDO~LV AT —EZDHK) 1/10 % #1/3—7 % Chang Gung Memorial Hospital Health
System DFE I RLER (2012-2016) ZHWTads— MR TN, £, EFEO 2
DOMFFE (CARES R KL OSCHR 2) Z#AANTZA X T T U U ARFT oIz, 61,539 F10
RS (REMEHEE 10,034 6], 7w 7Y 2 —)UEHEE 51,505 61) @56, FEH
BB 17,687 B CRFSFTHIFE T 5,680 B, 7w 7"V 7 — VEEHIEEH & 12,007 Bi) T
bole, WMBUEIX. 7Y ) — VB BUE RS T 33 4 (EERSERIEM 18 tha&ie) .
AREFHE RS C 1L (EIELERIERZ2 L) B bl \EUEDRREFE (/1,000 A
) 13 AFHHEHEE T 02, 7uTY ) —UHBHEREE T 2.7 TH Y . AFCHHUE
MEBE T2z, 7Tr 7Y — VB EE Ok LTRSS 5458 Tid, CVvD (D
FRESE , N2 TERME O 12 b O BE AT AR SUF M A5 H) 0 HR 13 1.16 [95%C1:0.95—1.41]
JONCV FED HR 13 1.49 [95%CI : 0.47—4.70]) Th o7z,



(3CHR 5) Cardiovascular effects of urate-lowering therapies in patients with chronic gout: a
systematic review and meta-analysis. (Rheumatology (Oxford) .2017; 56: 1144-53)

R 31T D IREERE TR (LAUF. TULT)) @ CV 7V M A RIETRBEZ <D A
T, WEIZET S5 ULT OFEMERLAER (LT, RCT)) IZOW T AT YT 47 - LE
2 —&{To72, 3,084 MOGASCRAIE Sifz’y, EEHR, CV A X2 FO#HE DR 20
SR, BT YA 28 RCT TIEZRW IR Z BRAM L, 4 MOMTTEIZ I 2 A3 (n=3,631) .
Ta7Y ) —=EE (n=1,154) IZOWTHF L7z, &KL LT, AT CIIAEREL T 1
7Y =N BZETRD bRino o [RERSE T v 7Y ) — ARERXEY 22 (RR)
1.69 [95%CI : 0.54—5.34], P=0.37 : Cochrane Q Fi7E], CV A X1 MIFRBFHN B3,
B3 52 ARG & 52 WL EOBIFEICIH W TS, ETEED beso T,

(3CHR 6) Xanthine oxidase inhibitors for prevention of cardiovascular events: a systematic
review and meta-analysis of randomized controlled trials. (BMC Cardiovasc Disord. 2018; 18:
1-11)

FH o F oA H—EHEAR (LT, [X0l) O CV Ay MIHT 2R 2572
D, 7T RAR TR OYA LB L7 RCT 12BN T, EE A CV A <2 h MACE (CV
FE. HEFEIEOLAREIE, IEBECIERAS T, AL EPDEIC R 2 BaumAT A . JEC Kk
N CV A X N DOFETLE|BIZ-DOU T, PubMed, EMBASE, Web of Science, Cochrane Central
J O Lilacs 7 —# _N—Z & JHWT, 2016 4 12 A 30 H F TOHM T~z

fE. MACE Ot 247> 72 81 fFDFw 3L (10,684 f5]) 123\ T, XOI ® MACE @ OR,"
1% 0.71 [95%CI : 0.46—1.09], FET-D OR, 1% 0.89 [95%CI : 0.59—1.33] Thotz, —H,
XOI D CV A X2 h® ORy 1L 0.60 [95%CI : 0.44—0.82], EIfilJED OR, X 0.54 [95%CI :
0.37—0.80] Toh -7z, £z, FEiMtEA <> N OBEENSH 5 HBE TliX, X0I ® MACE @ OR,
13 0.42 [95%CI : 0.23—0.76] T o7z, XOI IFFFIZ CV A X2 MEAITEZ RIT S 72 h

ST,

(3CHR 7) Febuxostat and Cardiovascular Events: A Systematic Review and Meta-Analysis.
(Int J Rheumatol. 2019; Article ID 1076189. 1-10)

AFEGRE &SRB Z i L. MACE DU 27 Z§i~% Z & 2 HRYIZ, 201843 £ T
IZFFR SNTHFFEIZ DUV T, MEDLINE 2O EMBASE 7 —# RX— 2 % [NV TR Lz, A
a7 TR TT 7Y ) — v aGer R L I L7z RCT 25z, GERIEALMG
FEZE, PROJE, OA%, BIMMEEERER) KO CV SEDOHEFERT U 22 (RR) ZEHR L
Too FERL 3TAMFOBIENGEON, VAT ~T 4 v/ » LE2—IZEENT 25 #£D RCT O
I H10EDAZ T FV 2 ZZON TR L7z, M3 10 FRICE E 472 14,402 B (i ok

0 AR NOTHEEINDAIVEEZE LT, Peto OR % W THENT,

7



Tl 54 5%, 90%LH M) D55 8,602 BUIAIEL, 5,118 FlicT m7 Y /—, 643 BlZ7T T &

RPG STV, AT OR R, W (F7 2R XFT7 7Y J—) Ll T

AHED MACE D RR 1% 0.9 [95%CI: 0.6—1.5] (P =0.96 : Cochran Q chi-squared #i&) T
STz, RIED CVIED RR 1L 1.29 [95%CI : 1.01—1.66] (P =0.03 : Cochran Q chi-squared 1%

fE) Th-oTo, 7ok, CARES SR Z FRIT 1T, AFKD CV FED RR 13 0.73 [95%CT : 0.24 —2.25]
(P=0.64 : Cochran Q chi-squared f2 &) T -7,

2.2 FEEME A RGETRE

2012 5 4 A5 2018 4 6 J £ TOMIRINC L EMEMRHT R GUER] & LT 3,245 Bl S
o, SREICIRT D MIMESE « CV SEDFBLBIELIL 35 B GEMIARBIOMEL 11 flx5ie) Th
V. AERERFOBENLREHIN D BEREFRETH -T2,

F 72, CARES iRBB G AEE L PO S22 FFOBF D CV A X RBRUSEL OB
BUCHOW TR S Uiz, AFRAEIZH VT CARES stBRsGREE LU O B 2 F o RUEE
HEHIZTIHITHY, CV A2 b, CVIHELORIETCORBAESIX,. ThEN 11.3% (8/71
). 1.4% (1/71 ) KOV 4.2% (3/71 ) TH -1,

2B, BIRBRINGEBE %8O EMIX 723 FlTH Y, CV A X k., CV LRI D
FEHEG1E 9.5% (69/723 511) . 1.4% (10/723 #il) &Y 3.5% (25/723 fl) TH 7=,

2.3 ENEIER®E

ARG FEARGREED D 2019 4 5 H 17 H £ COARIEO EERIWEMMERERF 397 #1555
tEo 55, OV BEHEFEGL 63 41 70 1 (9 LHEROEIFSELEO L OIX 18 4 18 ) TH
STz, BECB T 25 Clk, AR EHE SN CV BEEFR L O REERESE TE RN
JEBNIFRD ST, AFEEE LT L OREBBR LG ETERNL DR -7,

3. A4 R4 v DOEEIRI
3.1. IBREBBMEE - EDIEETA FT 4 F 3R (AARBR - KBRAHERS)

AIRIZ BT 2 @E R ERIILIE K& OV BUIEHE . M OASR DGR N BT T I OWTIE, LFD &
B Thot,

OKFHE IR, TR BRARATICBETEIE S E S & AR T DA OAER Thiu, TR « 5 IR EE IIE B3 & 541

300015(%%5’?1@]?%15&?%.:)%?7&170711“/\ 1% 20 2> 5 30 51 O iR i 5, cv&m%éiw\*ﬁmémz AR T
EPEMEAT S RE GRS 3,245 ], EHBIERIAM N 225 E TH - 72 2 &0 HRE BB OAE 2 32T 5 & M
§E < CVAEDIEAERIT 32 05 49 BIFEEE L HH &N D,

12 CARES RBROM AN - BRIt LR &

¥ Global PSUR T CV A X kZHatd DO, CARES #RBR CIJER|%Z —>—> Cardiovascular Endpoints
Committee THEETL T MACE 2349 2 0E0ZHIE LTV, BEM AT CIXE IR ARES 72729
Global PSUR T L T\ 5 TR,

*S0C MRS, SOC lEgAAMA ] o HLGT [ R (BRHRELZR) ) T IN L FL KV SOC MiLE
P [ - SRS X OGN ORRE ), TR | ’\*E*ﬂéi%aﬂl-'f’#f DIE R & B2 &
Ex o bHEG (PT VNIKEEZE), T, TEEZE), TR MM, TREifE), TRZEME], THiffE = > 7],

[RIYBIIRPAZEMESZE R ), TR TR ). TBETC ), TWSERAE D),
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e R BB LSE K OV JEL O TR IZ DWW T, B0 2 BiREREC L MERE S BEfk L2 4E
RS A L UC, IRIEZ1T O 2 R ST D, £, Bk Cim R BI T 2
Z A 2 L TN AR OB (M ) R IBE ILE (K 2 S IRIE T HERE S Ty RFCI
Ji B EI R OFIEZ BN < 2 &L ROERBRIMAERLA O 258 (GIRMAE, & T,
Mt A ) (SRR L 7= D i R B ORIEA I 2 5 2 & & H IS, BREGEME & RER MIE I
T DEYEELBET D2 ENHERIN TV D, BRERE, RO, milE, ik
DIRR, FEIRFEOSOHEN S D551, MIEIREEE 8.0 mg/dL LI TR 2 L8+
D EBHEREINTE Y, GOHENRWEA D 9.0mg/dL LL 1 & e ~FRiRERtG D B 20
K<ERESNTND,

I HT D @R IR MUAETEFRHR I, RIS ARSI HE . PR EBHEME(R R S OVIR 8 7y e 44 4
CRBlESh, ARIFT7a 7Y ) —b, herX Y A% v &L BICRBRARIHERICE S
N5, FREEARINHIFZRIRIC I T 2 EIENIZ 2\ b OO BHERERE IR IS % A PHE
EEE LAV ITNREN TN D,

3.2. [2E-BHLARLBETA R4 Q017 F&iThR) | (A ARBREBRS)

EURBRIIAE DWW TLL FONAEN R I T D,

EREEME L, OAREEFIZUIXLITRO OGN LIHMFETH D, ODARBHEIZB W T
TBIRBAE & T & OBBEIVREIILTE Y, OARRUTBIT 2 IREE ORI EE RN T
HINTWD2, ZOFEMICOWTIIAH R AN L, M5 RIEME.S mg/dLEL BIZTF#AR
BO~—h—L20 52 ORERHLZN, 7TaFV ) —LEHNTLAREEE~DONA
B TIE, IRBIEITE T S ¥ b OO PRUEICE L TORRERIIHS bR o7z,
BUE, 727XV Ay MR ME R XY AX v [N EOFBURERARANHIHE AN A4 K&
ZTRRIZONTHAFENHED BTN D03, BURER TEIRBEILIE B R°F OTRHFEEA 3
DAREROIFRERTRICEEEL 52 5 DOPENC OV TOREN LT ET VAT,

DAREEZE DL 1T, AEEBA L L CoOEME, BImrE RS, R, 18R &
DEPHEEZAT D, DAETIE, MIEREEME 7.0 mg/dL %8 2 2 J@ BRI « T JEURS i 8
F L. MUIEIRIAME 8.0 mg/dL LA B CREBEREREE . diuE, @Mt ORE, BERWE 2 & D&
JEZ AT 2 BEICBN T, EREEIIEICK T 5 ATE R 8% ORYIREEBET 2008 L0
LEaNs, BHELAESEEOIEREEEZ EN bWnicay br— L +thE I VoriER
L7eHER = 7 o AF WA, ERROEREZET 5 & MIERIEE 7.0 mg/dL LN & B
TONREYTHA D,

3.3. MBHHEBIREEBZR T A KT 42 Q018 FEWETH) | (B ARBRBFES)
FRIBILAE(CDOWT, BIFO X ) ICRRlisn TN D,

5 BKJN : 2016 updated EULAR evidence-based recommendations for the management of gout
K[E : 2012 American College of Rheumatology guidelines for management of gout.
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PRI I N B IREE (LM R O FERIA T T 20 &8 9 M REHR SN TR Y, WEF
FOBRERITAG SN TV, A0 A X BEHT72 212 & 0 RERAE I fE - B R 87
L Ogsr U fa bR Tl B AR S £ > Cuv . L L. i BE MR L 5 6 o
REBEE D IRIE 2 BT % 720\ Y) 20 RV FIAME 2 FMiT 5 2 L3R Y Th DN, JREE
e TR DS A X2 R OIENC SR N D00 E I NI ARBRO T EF o 222 LW
. Lk ORIFRE R A FOBERD D,

34 TENRE(LHRBTETA FF 42 (2017 FERR) | (A ARBIRGELLFS)

BIRBL MR B ORI T & LCE B~ & RIS S REILED BN S 1L, LFO X5
IZRiH STV D,

FIRRRILIE < JEROWHA A B7 4 > (200 Tl MiEREEEA, 1) #LERED
ML L7 TPRIRFERZDZENFRETH D Z &, 2) M2EF O, BRY A7 LAE
IC kB T, BABO TR T & 725 TR S 5 = & &3k~ TV B — 7, i RERIE AR
S L2 DR ORI T- & 72 5 MOV TR T 2 M 2872 SR TV 5,

ZOBD A LN & BT EAIC L 0 | RIS E UE ORAEIAE T, FEIIRA < b C
ST BMNL LT Y A7 LD 2 L BNRESNTEY . bRED 13 0ak— FBEE LD
7= EPOCH-JAPAN study'* {235\ T & JRIZE D O SEOMMNL L2 Y 27 Th o Tz,

— 7. RERIE TREE DB IREE LM B OB T4 OIS 5T 5 D E AT DN T,
PARBROT EF 2 ACZ UL AR REWETH S, LL, TR Y /=L
W IREAE FHEIC & 0 MUEAME T35 2 L B ARBRO 2 2R CREN, E-mig
MEREZSRE L TTrar Y ) — /LG8 L propensity score (f[f] A7) Z~ v F &
7o IR 2 Hele U723 BR T, BRCE BT v 7Y ) — B 52 K D MAETF I, Bk
SRy (A DIETE, AVEIEGR) OMRMRE RO TS,

IV. FAEDORERZ B E 2 7o 0 Hr
BEREIX, LT OBHE G | Bl CIEIARICB W TAEKOBEHEE 271 7Y J —LIic &

DIRIEDSNEAR A0 IR EN RV BEEICRET 555, AEOMENTEZEETLHET

DEIINE RN EEZ D,

D CARES #RBROFERIZ, AEET 7Y ) — O A7 ERLIELOTH
HZE, TaTY =X CV ARy NEMT D L ORETR ORI AT D &
DHREBL DD LEBET DL, RIEREN CV A RO D LT LHMRTE 20
Zl, e, BIRGHEEE K OZF oo eME B ICE L X2 EEOREEZ TR

16" Relation of blood pressure and all-cause mortality in 180,000 Japanese participants: pooled analysis of 13 cohort studies.
Hypertension. 2008; 51: 1483-91.

17 Hypertension. 2016 Mar;67(3):535-40

'8 Weisman A, et al. Diabetes Obes Metab. 2019 Jun;21(6):1322-1329
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FHECH o272, CV SERORIET DY — FEEOfERICH L, i EIiThbRnZ &
LEARENEZLNDZ &,
@k\cmmsﬁﬁwﬁ%%ﬁ @t@%ﬁbt X, LT LB TH D,
i &G IERER OFIE D3RRI LT EICHOWT
CARES #BRIZ BV T, ﬂﬂéfﬁ?%ftéhf:zfs%iéﬁ@ 57.3% (1,777/3,101 f5) KOV7 v~
U 2 —/VEE 55.9% (1,732/3,097 #i) B3EHEHIEPIZE - Thie, B, ST 50%
BOIEF PGP IEIZE > TS b DD, &5 IEF OFIG &k UG F LB H OPER
X CRBETH D Z &5, CARES REROAERMPU KIF T BT D5 2
5o
ii. $5-F 1% OFETREGIOFIAE A5 RMIUZ KIFTHEIZ DT
CARES RBRICEBWTiX, BT OV TIARIERED 85.2% (207/243 ) K OX7 a >
U )= RED 86.4% (172/199 Bi) 73, CV FEIZOWTIEAIERED 82.8% (111/134 1)
LT a7 ) —/VEED 86 % (86/100 ) A FRERIELL 5. L2 ITHEBL L T2, %
X, 85 P I% OFRBURM A FE CRBEOMEN TH 5 Z Lonh, HFEHILZOIET
FEBIOFNE DIAERMPRU KN T BT DB 2 D,

@ CV UAZEFHCKAN LI L THARANTIRW EDWENRH L Z L. 7 V7 RIEOFR
BEZNGE LT AON—Z2 3R — MIETEARIEELT Y ) — LD CV AR b
DCV EEDFERESIZHEITRB D LN TWARN 2B E 25 &, HRED I BLAABK
70% TT V7 BiEIX 3% Toh 72 CARES R CRROLNT=T v 7Y /) —/L L AKHKD CV
DV A7 FZENAARNIZEDEEIMFATRENENIIAHTHDL Z &,

@ 7uFY )= EAREKEDOCV ) A7 UL Y AV IZERIT 2 hoT2 T D AE_—2
TR — MFEPEEHRGE SN TS Z L,

@ CARES #RBRIZIW T, ARIEDFREERE TIEA?ERO b T Y | ARSI JREEA SN 5K
ELTOARMEEIEESN T RN &,

723 AFRCE SN EERRERHEICOWTIX, 7Y 2 — B il L
TN HOD, FERIZHB W TERD b IKINESE - CV FEORBEIS X, FANZEE LT
W B - mRERIME B 12T 2 CORBEEI G E LR O3, B SR R E SV E
ERDIERITF LN o T,

—J5. CV Y 27 FOEFET U A7 2O\ T, CARES RERDFERIT - EDKE T TD
RTHLIZ LR EZ2D L., BARANCBWTCHET Y ) —)L ERIKTY 27 |[ZERN
EUDHREMIITETERWEE LD, £/, CVIELE WO HBELRFERORKAN T 0T

19 N Engl ] Med. 2018 Mar 29;378(13):1200-10 Supplementary Appendix Figure S1.

2 https://www.fda.gov/media/121245/download table 27 (Fcfi&HEZAH 2019456 A 12 H)

A ARER, =iy TOMREICRIT 2 0EBOETE - EROBW] HIETE.2018; 53(1):1-8
22 N Engl J Med. 2018 Mar 29;378(13):1200-10 Supplementary Appendix Table S4.2
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WEEZD,
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sz &,

@ CARES #BRICIEWTEEMEIER (CV 3B, FEBFEVOAGIEIE, FEEFEMERN AR T, 22
TERIEIS T 5 BAMITHEND 4 SORTFNOHIEAT L FRA L F) 1I2o0
TETR 7Y )=V THREOIELEENRINTND OO, EIRGHEEE Th
% CVETENRDLNTNDZ NG, THRZRBLA LY | AEOEGKIZIX CVD
OFBUIEET 2 B2 UM CEO THEERLARNER ] OBICEH L, FHEREST S5 Z
&

V. HEMHE
R IV.OBEOHIENIL, SRR XY XFFEnz, 2k, HMEE XV TOERSMH
iz,
1. CARES RER DFE RAFRIZ OV T
o ABROMRMPRUTDON T, BEERI AT Tl <BREICES SR AT 5 2 L 1TIA
HThHD, LNLERS, BT — X OREEREE & WO BLED DX, —EOREE
DOFERERE I D 25T. ZEEOREEZITo TV RN a2 H > TRIET KD
CV SED Y — REIZOWTARM (False positive) & IR 2 Z L3 T/ < —
EDY T FINEIRT R&E EEZ2 D, o, MEICTONT, AR L RBEDOET Y
A XITCV U AZIZETRD LN TV RWHRE S H D & STV D08, /N2 A
ge. A XY MERICR T2 7 B E OBFE LA —E L CWVRW I &3 S AR E R
TliEenWeEEx 5,
e CARES #RBRITKE, B FEKROAFT adffik CEMIN TR, #HrEDIHA
ABHKI T0%TT 7 BRIRITED 3% TH 1= 2 &6, Yk R TRoonizY
AT DOREIPHARNIZOEEY TUNIED DT TERNEEZ D,

2. AFRIZB T B RESREBOLBEMHIZONT
21 AEOBABEEZT 0T ) — M X BBEBHEART 0 UTEBHER 2V EFITR
ETHEORIGZITHLRN &IZDONWT
*  CARES #BROFERIT, —EDEALDBHLY TN eZiTibd, RIERTTY ) —
JZEE L, CV EERZWATREMEIIE E TERWEE X 5, REDEMICEET 2 Rk
FIRATH L0, BBICBITH2EMAX—2ADMMA 2T~ v F o 7k il
FECAREDHAZOHILEY A7 KNCV U A7 O ERANRBOLNIRN-T2Z Enk,
DI LT VT RBETAIED Y 27 8@ & 135 212 v, — iR, KD CV A
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CARES s BR Dt R 2 A O B I THMITANF T 5 Z L DS HOVWTIILT LS
TRV, MEFL T BT A L LT CARES REROFE R DA O EIRENEFH T
fEHieft S, AR OBPURILO —icfisn s Z L IX#EUTh D LB 2 5,
CARES B CIXRETICHL AR ENH 72 & L TNDH DT, CARES iBROFE I
DNWTIEED R BFLHT RELE X D,

CVD FEUAR D EREIZ DWW T, A ORBETH > ThH, CVIEL D EER TR
2DV ATREDEWVIEREIRMNLEICTHEH L TBWEHRRWEEZ S,

CVD ORBUMRDIEEATHRT H 2 LTl & B 2 503, ;R EFKILT TIZ CVD &
HLTWHHEENRZL N &5, CVD OEHESEH /-7 CVD KB L EET 5%
RLET A Z NI E B XD,

CVD OFBUISR D EENZ DOV T, CARES B CEIBICAEEZN H - - DT Rk~
RARA L RO CVIETHY CVD Tidew, —JF, CVIEORBUIEET 2 L 9 Fldk
LThH, EEOKTIL CV EEDORBUIHEE T 2 BT RIINETH 572 CVD
FEUCHET DLW ERREICE I D2/ EER D,

RER T T U7 RIEOWRE N D2 o12Z2 L b, BRIROEIRIZONTE [Zofth
DOEE) ICRHHTHZ BN ELEE 2D,

VI. & FHm

BRI EoRBM EE E 2. B2 O LBV, CVEICBIT % CARES iRBROfE £ & Usft
SCGEITIBRL L, CVD EEBUIDWTHE T EZEEMWET L L &b, EMELIFEHLT
REROFEMIZ OV THFHIRMET 2 Z LU TH D LB X D, T, BETITONTHED
RH BTN Z LD THERIEMIT 2 Z Nl &5 2 5,

L% VERNICBWTT — 2 R_R—=APEHFIC L0 5 & & CV A~ MM L CTHRINET
HMBENDDEEZD,
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WARNING: CARDIOVASCULAR DEATH

Gout patients with established cardiovascular (CV) disease treated with
ULORIC had a higher rate of CV death compared to those treated with
allopurinol in a CV outcomes study [see Warnings and Precautions (5.1)].
Consider the risks and benefits of ULORIC when deciding to prescribe or
continue patients on ULORIC. ULORIC should only be used in patients
who have an inadequate response to a maximally titrated dose of
allopurinol, who are intolerant to allopurinol, or for whom treatment with

allopurinol is not advisable [see Indications and Usage (1)].

1. INDICATIONS AND USAGE

ULORIC is a xanthine oxidase (XO) inhibitor indicated for the chronic
management of hyperuricemia in adult patients with gout who have an
inadequate response to a maximally titrated dose of allopurinol, who are
intolerant to allopurinol, or for whom treatment with allopurinol is not
advisable.

For the safe and effective use of allopurinol, see allopurinol prescribing

information.

Limitations of Use:
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ULORIC is not recommended for the treatment of asymptomatic

hyperuricemia.

5 WARNINGS AND PRECAUTIONS

5.1 Cardiovascular Death

In a cardiovascular (CV) outcome study (ClinicalTrials.gov identifier
NCTO01101035), gout patients with established CV disease treated with
ULORIC had a higher rate of CV death compared to those treated with
allopurinol. The CV outcomes study in patients with gout (CARES) was
a randomized, double-blinded, allopurinol-controlled, non-inferiority
study conducted to evaluate the risk of major adverse cardiovascular
events (MACE) in patients with gout who were treated with ULORIC.
The study enrolled patients who had a history of major CV disease,
cerebrovascular disease or diabetes mellitus with micro-and/or
macrovascular disease. The primary endpoint was the time to first
occurrence of MACE defined as the composite of CV death, nonfatal MI,
nonfatal stroke, or unstable angina with urgent coronary revascularization.
The study was designed to exclude a prespecified risk margin of 1.3 for
the hazard ratio of MACE. Results showed that ULORIC was non-inferior
to allopurinol for the primary endpoint of MACE [Hazard Ratio: 1.03,
95% Confidence Interval (CI): 0.89, 1.21]. However, there was a
significant increase in CV deaths in patients treated with ULORIC (134

[1.5 per 100 patient-years]) compared to patients treated with allopurinol

4.4 Special warnings and precautions for use

Cardio-vascular disorders

Treatment with febuxostat in patients with ischaemic heart disease or
congestive heart failure is not recommended.

A numerical greater incidence of investigator-reported cardiovascular
APTC events (defined endpoints from the Anti-Platelet Trialists'
Collaboration (APTC) including cardiovascular death, non-fatal
myocardial infarction, non-fatal stroke) was observed in the febuxostat
total group compared to the allopurinol group in the APEX and FACT
studies (1.3 vs. 0.3 events per 100 Patient Years (PYs)), but not in the
CONFIRMS study (see section 5.1 for detailed characteristics of the
studies). The incidence of investigator-reported cardiovascular APTC
events in the combined Phase 3 studies (APEX, FACT and
CONFIRMS studies) was 0.7 vs. 0.6 events per 100 PYs. In the long-
term extension studies the incidences of investigator-reported APTC
events were 1.2 and 0.6 events per 100 PYs for febuxostat and
allopurinol, respectively. No statistically significant differences were
found and no causal relationship with febuxostat was established.

Identified risk factors among these patients were a medical history of
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(100 [1.1 per 100 patient-years]) [Hazard Ratio: 1.34, 95% CI: 1.03, 1.73].
Sudden cardiac death was the most common cause of adjudicated CV
deaths in the ULORIC group (83 of 3,098; 2.7%) as compared to the
allopurinol group (56 0of 3,092; 1.8%). ULORIC was similar to allopurinol
for nonfatal MI, nonfatal stroke and unstable angina with urgent coronary
revascularization [see Clinical Studies (14.2)].

Because of the increased risk of CV death, ULORIC should only be used
in patients who have an inadequate response to a maximally titrated dose
of allopurinol, who are intolerant to allopurinol, or for whom treatment
with allopurinol is not advisable [see Indications and Usage(1)].
Consider the risks and benefits of ULORIC when deciding to prescribe or
continue patients on ULORIC [see Indications and Usage (1)]. Consider
use of prophylactic low-dose aspirin therapy in patients with a history of
CV disease. Physicians and patients should remain alert for the
development of adverse CV event signs and symptoms. Patients should
be informed about the symptoms of serious CV events and the steps to

take if they occur.

6 ADVERSE REACTIONS

The following serious adverse reactions are described elsewhere in the
prescribing information:

- Cardiovascular Death [see Warnings and Precautions (5.1)]

6.1 Clinical Trials Experience

atherosclerotic disease and/or myocardial infarction, or of congestive

heart failure.

4.8 Undesirable effects

Cardiac disorders: Uncommon Atrial fibrillation, palpitations, ECG

abnormal
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Less Common Adverse Reactions

Cardiac Disorders: angina pectoris, atrial fibrillation/flutter, cardiac

murmur, ECG abnormal, palpitations, sinus bradycardia, tachycardia.
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(3) A CTHEM SN /o L EREE AT 2EEEE 2 x5 & Lz “HERIESHERBRIZ B
T, EEFHEE (O, IEBEEME L EZE, IEBOEMERNAE T NP CE LT X
THRAMITHEINOESEZ S RARA U B ZonTFT e J— LR I L 77
XYLy METIHESHEEP RSN OD, BIREHEEE O 5 B LM EFEDFBLEIE 1
T2 TXVAZy MEROT 7Y ) —ARETENEIN 43% (134/3,098 #1) . 3.2%
(100/3,092 ) THYHV 7= TH YV ZXE v METED o7 (NF— REH [95%IS 5 X H] ] -
1.34 [1.03,1.73] ) . CEFEOH TIEMmEE & HITORRED R B Lo (Z 2T F
VAL hEE2.7% (83/3.09861) . Tu Y ) —/LEE1.8% (56/3,002 %) ) . Fim, 4
FHEDHEBRENGIZONWTH, TJ=2TXVRAZ Y MNERT 7Y ) —ABETENEN
7.8% (243/3,098 #) . 6.4% (199/3,092 %) THV 77XV R E v bETEDN ST (N
P— N [95%E®EIXHM] - 1.22 [1.01,147] ) .
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