26

HREFE 5 0620069 =
SFIoTAE 6 H 20 B

JEA G BB AR - AR R E R 2RI R B

ANTATBUE NS ah PR AR S hsAs
HER R Hl

A DL MR D AL RS R &

FRl

0

ST 6 H 5 HATSRA 2238 0605 45 1 5\ L 0 A @ EK - A iRl R E 322 2t
RELVIKERN D -T2, 727X A X v hOLLERY A7 2T 2SOV T, Il
SEATHIE N R L R PR SR COFERE R A BR D L B #5425,
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PR

AERRBEE

SHRITEE6 H 20 H
FRNTATBOE N SR AL R R S O

I. &h B OME

(B 52 41 7=7V 27§ 10mg. [FHE 20 mg, [FIHE 40 mg

[— % 4] 7=zT7FV2ZY |

[EEEBRE]  WAT 77—~ St

[ZheE - 2] OFE. @IREEMAE @M AL L S B IR ER IE

(- HE] O, A 7=7% A%y & LT1H10mg K VEAARL. 1
A 1EROEST 5, %@&im$ FRME 2 s L7223 DL U T
TRa BT 5, HEFFEIZEE 1 H 181 40mg T, EBFORREIIGE LT
TEEHH T 228, ARG EIZ1IH 1B 60mg &35,
@i, A7 =7 %Y A%y b LT60mg % 1 B 1EFRO#ES

5 ] AL
[FECHM ) RIS — i

1. S EIOFE DR

T2 T XV ALy b (BLTF, TREK)) X, ¥V F oA X —PIHEERE2ET 58K
FRIMEIRRIE Td | 2008 12 KM CTHRIEIR 72 KRR S U TLK, mw%sﬂﬁf KIE %
ETett R 78 DOE - HUk CHRUEIRTE STV D, ARHFTIE, 2011 45 1 AT TR, & PR .
JiE |, 2016 4 5 HIZIE [ AALBRIEICSE 5 mRERIAE ) D%hEE m%T%LwA%méﬂ
77

KETIE, A OARBEEICSNCTOLME (LT, TCV)) A X b OFBIEIE 23 % HRE
(FZ7R|AEXIT 7Y 7 — R & U CARIERECEVER 2 RIB2 S N2 2 LD
ROEMR e I DILE SRR (LLF, TCVD)) A3 DEEE 2 RICAKTED CV U 2 7 Z5F
45700 HERABR (LI, [CARES #B)) #%EMi+ 2= Lk b,
KEAMSERSE (I, TFDAJ) 1. 2017 48 11 A |2 Drug Safety Communications® % %&

! Uloric (Takeda Pharmaceuticals America, Inc.) 2009 45 2 H 7&#%

2 YEAMEIIFERBR  (C02-009 K T* C02-010) 123513 % primary Anti-Platelet Trialists’ Collaboration (APTC) A X1 b (DA
B, FIEBIEMED LAEZE, FEBFEIED DIEFEE, FEBSEIEDMME DB E T RARA > b)) 1E, 100 A - FH720 DA X
VONEBEIIAEEE 13, Tu ) ) =03, T EREEHT0 ThoTz,

3 |https://www.fda.gov/media/108760/download (e #&fEad H 2019 4£ 6 H 12 H)

1


https://www.fda.gov/media/108760/download（最終確認日2019年6月12

L. CARES SBRICEN\WT T r 7Y ) — AT AARIERET CV IED U R REnoTe Z
LoD, REOREWOFMZHIET 52 L2 AF Lz, F7o, 2019 4 1 HIZBAfE LT3k
MZEBESOMmZ I E 2. FDA L, 2019 4 2 HIZIf3CE%kiT L. Boxed Warning (44
HEE) OIHZRIT T CVRAEZEEWEST D L LI, REOFEHEZ T 7Y J—1Iit kb
TRIEDS N RA A AT EFEN I WEEICRE L7z GIR 121,

RN SRS T 1, AFRADIKGBERICB VT CV A X hORBREEGN T a7 ) ) — i
CHHR U CARERECEVEHA R SN2 22 L E T, BUEIRGERICCV U AT EAT S
i EVEH Z2 X RICAIED CV U A7 23l 2 72D ORISR (FAST #BR) o5 2 /&G
BAFEITRO TS, HRgalBRIIBEE T (2020 4% 8 H RICHRFEHMEERETE) Th
%o Fl2. CV U AT ITAR D IR CEOLETIEL 2019 42 6 A 18 H RSB W TITHIL T2
W (B LB,

AR TIE, REDOENERIRREBS Tt (778 LT e 7Y 7 —f#) &
FEARTAIERET CV A X ORBIEIGIIRB S MENITFE O B AR T2 b DD Bk D
ARFEEICB WO THRIMNERRBRFE B2 FEC CV A X2 b OFEHEIE DS ASKEE T i\ OME [ 23
SN2 L&D HREREEICBWTARO CV U A7 12 L THRIET 5720
ORGEIRGERAE O FEMARKRD Stz CEk 22 45 11 H 8 AfFT HEMEE), Yikfr
’%6%%Eﬁﬁﬁﬁﬁﬁﬁ£mén(mu@4ﬂ~mw¢aﬂ%2m9¢5ﬂm%ﬁ%

EOMNATEOE NEF L IR AR O (LT, TR )) ~ RISz, i, KA
%Hii IZBWT, CV U RZ IR DEENEIX, PIEEGERE LY [ZoMogifER] oHE

2 DOEREE (1%A6) | KO T8E EEAP]) | BNitdsiiTngd, £72, 2016 4F 5
H O RENRFEAGR I — A HAGRREMER S - EHE AL Y R 7 F G EFIZB W T
DOMLAE R OES ) 8 THBERFERN Y A7 | ITRESNTVD,

FREDENINT ORI Z I E A, AT EE I - AT R R A R T, 2019 48
6 H5 BFHT THEICRH L C (727 F% Y25y hOLINMER Y A7 IZBT 2% 2K
U BRI S BRI LD < AR S QMR SCECLGET D LB D RRE %47 - 72,

7Rk, BT, AEICB W CEMEEL EHE L CRBY ., AEMPFEOEMER X, ANHE
WZCOWTOEMEENLOR UHSIZES X | [ERLEREIRAIE IR T 2 5
DI T 5] CEAL204E 12 H 25 BfHT 2056 8 5) OBREIC L vis4A L,

1. #EICBIT 2 REOBIK

1. CARES B DM (N Engl J Med. 2018; 378: 1200-10)
CND%Aﬁ#5WH$%(EﬁrWﬁ%ﬁ3BM%%?wm@)%ﬂ%mK%kTHf
V/)—=NVDCVTUNILZHESTSHZ EE2BHIC B IEE 2 L3R BR N I S T,

4 Adenuric (Menarini International Operations Luxembourg S.A.) 2008 4 4 A 7GR
S EHWNE LS (TMX-67-10, TMX-67-18, TMX-67-19) . [ENFHMAHHER (TMX-67-12, TMX-67-13) K OENEH]
#5388 (TMX-67-11, TMX-67-20)



ARIEFEO L « FHEIX, 40 mg/B THE-Z A6 L, 2 BE%ICIIEREEED 6 mg/dL A
DAL 40mg/ H Z ke, 6mg/dL LA EOA1X 80mg/HICHET A Z L s, 7Tuars
U —AREOME - HRIZ, R L7 F =02 U7 5 A 60 mL/min LLEOBRE T
300mg/ H THAZA L. MIFREEMEA 6 mg/dL A2 72 2 F T UIFHEK G5 600mg/ HIZ72 5 %
T1HAHIZ100mg o @ET 52 L&l £ R LT F= 2 U7 7 A 30
~60 mL/min @ £55 TiX 200 mg/ H TR L, MG /REEEAS 6 mg/dL LA T IZ7e 5 F CXUEH«
HEM400mg/HIC725FET1HHIZ100mg oM ET 52 & & &,

6,190 il (AFERE 3,008 i, 7 =Y 7 —/LRE 3,002 i) CAMESE RIS 4, SREREED
B &7z, RBRIE O Rl e 5803 AR TIE 61.0%2% 40 mg/ H | 39.0%7%% 80mg/H TH 1 |
T a7 ) —/LEETIE 21.8%75 200 mg/ H . 44.6%7)5 300 mg/ H . 25.2%7% 400 mg/ H . 4.3%7%
500 mg/ F . 4.1%7° 600 mg/ A T - 7z, s DOBREEHIR Ot Ju il () 13, AHERET 728
A (1—2494H), 77U/ —AEETTI9H (1-2529 H) Tholo, BIEHIHOFRAE
(HEPH) 1%, AFERFETO68 H (1—2528H), 77U J—/L#ET942 H (1—2549 H) T
B o 17, RBR IR G TR E 0D 56.6%75 L P A v DR THE L OB BIERI IR D 45.0%
DB O CHk Lz,

AEXIT T =Nk L ELEREINRNoT 8 flEbrE ., BELBIMN Sh2T
DIEBI RN ZEMEDIT SR & STz, FEFMEEE (LM, IEBIEHE OHEZE, FEE
FEVEMG 2 . R EEIC )T 5 BAamATHEN D 4 SDORFPOHROIEART Y KR A
YR OfRIEELIOLBY THY Y — K (LT, THR)) 1X, 1.03 [97%E#EX [ (LA
T, ICl)) :0.87—1.23] TH->7-. HR D 97%Cl O _ERENFRTICHE L2 L E~—
D13 % FlElo/Z &b, FEFMEEAICE LT e 7Y/ — BRI 2 KEREDIES
PEAS R E 72 (Modified-ITT f#4T) . CV FER EFETEDRBICHOW T, 7u Y ) —Lif
(2l U CARSERE TR 2 o 72 (HR I, E4L2 74 1.34 [95%CI : 1.03—1.73] K T 1.22 [95%Cl :
1.01—1.471),

6 BEER (RERE, 7a7 ) 2 —iE) 65l | (48.9%, 51.3%), M (84.1%. 83.8%). Jm/E M (11.8 4%, 11.9
), MIERERE (WiREE & 8.7mo/dL) . JEEAEE (21.6%, 21.0%). FHIAH (100.5kg, 100.3kg) . BMI fisufi (325
kg/mz, 32.1 kg/m2) . AFE : 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 D MAESEE, DJRRSE, AMEOFREE, DRAIMARIC X AT, oL A R & A CRER, i

%) a5,
DZERIEE, BEL COREEFICTHETRE LU TO~ODELE, ORBEDH L. FEROIAE - HERRWED
B, QHBEFOH D, DIEROFA - BERB) G 60 3LUNOR T, QHBEDOH L, REIRDBFE S, A
HNRICEIET BT, @0ME DD OFFAEITEREN L7203 o 72356 XAZ M5 IR & OFFAEIZE LT b O 24 FEFLL
WIZFET L, FELEMEDFER B E SRS, ©OBBEDOWARVIET XITZOMOIET (72720, FELTHI 1 EMH
DBEOREICET DERRHLHE).



#F 1 EEGHEHE, BIKEHIEE (L2t KOS OHEE (Modified-ITT f#4T)

AHERED 7ary )= AP— N P fil
(3,098 i) (3,092 %) [95%CI]
TR A 335 (10.8) 321 (10.4) 1.03 [0.87-1.23] » | 0.66 (0.002)
B EHm I B
INIIKELTa 134 (4.3) 100 (3.2) 1.34 [1.03-1.73] 0.03
FER AN AR ZE 111 (3.6) 118 (3.8) 0.93 [0.72-1.21] 0.61
FEERFENMERN 2 71 (2.3) 70 (2.3) 1.01 [0.73-1.41] 0.94
R ERDIEIZ R 49 (1.6) 56 (1.8) 0.86 [0.59-1.26] 0.44
% B T R A
LB FE, FEEFENE L 296 (9.6) 271 (8.8) 1.09 [0.92-1.28] 0.33
FRFRIE | FEEEIEN 25
o 3 RTFNBRD
BHET REA b
oy 243 (7.8) 199 (6.4) 1.22 [1.01-1.47] 0.04
a) R FBHEE %) )
b) 97%CI

C) N P HIZFELMEEZ RT R TH D — R 1.3 bW ) IREERICRTT 2 BED |l P
i, tOETOPMHEIE, 7Tr 7Y J— VBT D ARIEHEOEEMEZ RT 72 OOETH Y | Cox [Bl)m5
WrickviE sz,

Rz, EEONRIE, £2DEEBY ThH-oTe,

# 2 CARES #RBRICI T 5T OB

ASEHE (3,098 Hi) 7Tu7Y ) —LEE (3,092 4)

D BE 134 (4.3) 100 (3.2)
L ZESRAE 83 (2.7) 56 (1.8)
DARA 20 (0.6) 13 (0.4)
i petee] 8 (0.3) 11 (0.4)
NI ES 11 (0.4) 6 (0.2)
AEENR 7 (0.2) 9 (0.3)
FRIFE 3 (<0.1) 2 (<0.1)
DR Ry ORI, AN 4 1 (<0.1) 1 (<0.1)
DI H I 0 1 (<0.1)
R BIIRE B 0 1 (<0.1)
F D 1 (<0.1) 0

FE L SE 109 (3.5) 99 (3.2)

B GEILEIE (%))

2. ZEDOCV Y R RURT Y A7 BT 385
2.1 AFRICER

ARIED CV VAT JOBETE VA7 %3l U 7= B AR RBR - JE4RgE & LC, ARk 4 s
i & 4728 (1 ¥ CARES RERIZ DWW T o), 7o, RO CV U R7 RUBEL Y A

8 U TFOO~@THH L= k& x4 & L7z, (OFDA #RiiZE <2317 5 FDA @ Briefing Document (Z i # & 4172 3k
A D 70 DR (PubMed 2 T Embase (Z TLL T D 5 SO #EAUTEL Y 4 5 k. 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”) , BefRIEHE (LT OERNE T T 25 k% 3
R RAGAE - 18 3Ll EOREA . WREREE  ASK, HBEE: TR Y S, TURAL CV AU b, ROBELC X

4



JEFHMILIZAZ T Y AL LT, AR 4 #4729, CARES iBRIC OV T
& ST SCEREASN DG 7 8 CCHER 1~7) OMBUILL T D &0 TH Y . CARES iR & fil A
ANTEAZTF U2 (SCERT) I3 BEE (78 RBEIT v 7Y 2 — Ve ITH~ARSE
BEC CVIREDORBEIANE N ETEHMETH 7208, Mo 6 3 UKk 1~6) TidxEEE L
H# U CASRETCV U A7 I Y A7 BN d 5D & OWmEITeroT,

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

EREE ME BE I Z BT DIEME A Xk, CV A X2 N RO A X N OFEHL 2 RIEL G-
DA HETHEMF 2 A OIS ENE AR E N 141 EREEEI T Ei S vz,

ARBR T, MIE, CV XOEO U 27 (OEimE, @2 BFERFE TR E OGO,
@I E BT CVD OBEFE) % 1 DBl B35 65 kbl B @ REEMAE (i {E R EEE
7.0mg/dL i, 9.0mg/dL LLF) DORBFNXGE STe, REBEGHNLOIERGREE &GS
BOSERENM TN, AEEGRETIZ 10 mg/ A SEG- 286 L, 256 4 BHLERIZ 20 mg/
A. % 8 HLIREIZ 40 mg/ AT E S L7z, FRRGRECITMIGRERE B ERIF L 0 B L7

FelXT e 7Y ) —L 100 mg/H DG EZBETHZ &L, BEHMIT 36 VHES
iz, BAEAILE T2 1,070 5l (ARFES 5-7E 537 (5] & e 57 533 151) B A FREMT o SR 4E ]
& ST B IIRES T RF OO I PR IR E CEIIME = AR MEIR 22) 13, ASHEHE T 4.50+1.52 mg/dL .
FERHRET 6.761.45mg/dL T -7z, FEFHMMEE (25010, Ml EHRE, FEBEEHEE)
IRZER . ABE 2B 50484, 1B &2 2 2B REE A, BIEE, DEME THk SN D
BETZ Y RAEA 2 B AZHOWT, HERGRET T 2 AR S 58D HR (3 0.750 [95%Cl : 0.592
—0.950] Th o1z,

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

REBEICT e 7Y )=V IAREEFEE L&D CV Y A7 Z5HliT 572012, KE
Lt 7 ME#HRZ ST Medicare (2008-2013) % Wz N ~N— R a7k — MIFEAMT O,
1:3 OBmA AT~y F 72T, ARG H-E 24936 ], 77 ) — b8
74,808 B3 kG & Stz WIBEEMNE B 12% B —A T A 2 CVD 24 LTz, Bl5
W OPREIL, AREERETLLIE, 77 ) — A RERETI2ETH- Tz, TH
AT H T d D O ZE SUTIM AT KD ABEDOFAESR (/100 NF) 13, AFERGEET
3.43 [95%CI : 3.22—3.66], 77U /) — /L f5 84 3.36 [95%CI : 3.25—3.49] THYV, 7

BRI, %&%ﬁjﬂk‘ aR— MFGE, r— A3 hu—)UifgE, BNTIFSE & & e BIEEAFE) & Tl S = STk, ©

FDA # % BT 31T 2 /KGR IS @ Briefing Report o SCHRIE SR Tt S 07230k (sR S EA81) . @ PubMed (3

i : 2018 4F 10 ﬂ 15 H~2019 42 5 H 22 H) ZXRIZ FDA & [A] UM sR A ONRHPUELE & FI VTR Tl U 72 3Tk
(Mis&H : 201945 A 22 H),

FGBEUSE & W PubMed (2T “febuxostat AND meta-analysis” @ 9 H Az & e JRBMIERIEEEDO CV U 27 H D\

1L CV A < MIHIWERIZ DU TIRA 7 3Tk,



a7 ) — )V EBFITRT AR 5835 O HR 1% 1.01 [95%Cl : 0.94—1.08] TH -7,
BIEHESE H TH DR OLABICHOWT, Tr 7Y ) — & EBE 5T 5 ARG 5 BE
® HR 1% 0.94 [95%Cl : 0.91—0.99] TH -7z, FHIHOLALRLUSNOEIKFEANER TH 5 0
FEIE, Wzarh | EEMIRMAT BT, AL, IO T, Tu 7y ) —E5REIC
R DA 5 BFEO HR (X, T2 1.03 [95%Cl : 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 ) —VEHEFEITHT HARELGBEORBIGEHAK Q4#) O
® HR %, 1.25 [95%Cl : 0.56—2.80] TH -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 XiTAR4x, KOt Grade3 ik 4 OB N 2 A3 298 BB IS B A AR UL T
a7y )= VOEENTEECV A Xy MIRIFTREZFT 2 HNT KELEY T —
H_—2 (2009-2013) &Mtk Al & Rk — MR T, ARER G B 370 4,
TuZ Y ) =B 2,056 F0FF 2,426 BIASSR L S, BRI O P EE, A
WHEBETIOMA, 7o) ) —NEHEBHFTI2 WA TH-Tz, EECV A2 FOFRAE
(/1,000 AF) 1E, AP BEE T 51.8 [95%CI : 28—87], T ) — LR HEHED
99.3 [95%Cl : 84—117] Th V., T rF I ) —VEEEFIIKT 2 AEKEEEZD HR 1X
0.52 [95%CI : 0.30—0.91] TH -7z,

(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)

Ta7Y )= /VOBRBIED Y X7 LAREOWBIEKR N CV DY A7 i+ 52 L% H
I, BIEDO~LV AT —EZX0DH) 1/10 % #1/3—7 % Chang Gung Memorial Hospital Health
System OFE IR RLEE (2012-2016) % W TCadk— MFERNTONTZ, Eio, THFED 2
SOWFSE (CARES BUBR KL OCHK 2) ZAlr Ao A X7 7 U v A Thbiviz, 61,539 #ild
i RE (ORIE[MEHBRE 10,034 6, 7 7Y 7 —/UfEREE 51,505 ) O 55, FHiifEH
BT 17,687 B CRFSETHUL I EE 5,680 . 7= 7Y —/LETBUE B 12,007 #1) T
bolz, WBUEIZ, 7r 7Y —/VETHMEHEE T 33 4 (EEERIEN 18 tha&te) .
ARFFHULE HEE T LI (BEIERFRWEMAZ2 L) 580 b7z, mBEUED2FBIE (/1,000 A
) X, RFEFHEARE T 02, 7r 7Y ) — VB HEE T 27 THY . ARIEGHE
MEBHE T o7z, 77U 7 — VB EE 5 LTRSS Rl 5 T, CVD (D
A ZE | A2 TE R LVE O T2 0 O BB AT B ST AR ) o HR 13 1.16 [95%C1: 0.95—1.41]
JORCV BED HR 1% 1.49 [95%Cl : 0.47—4.70]) Th o7,



(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)

Ja B 31T B IREERE FIA (AR, TULTY) @O CV 70 b A RIFTELTHRLEH
T, WEUZER T D ULT OEEZRER (LUF, IRCT)) IZOWTYRAT<T 4 v 7 « LE
a—%{To72, 3,084 MOSIHSCERINEE Shvizs, EESGR, CV A X2 b OHEN RN
SCHR, FRBRT A 3 RCT TIRZRWICERZ FRAE L 4 SROAFTEIZ I 1T 2 AHHE (n=3,631) .
TuZY =R (n=1,154) ([ZOWTHRE L7z, &k E LT, AT ClaAERL T 0
7 = ABERICEEEITRD b h o T (ARG T v 7 ) 2 — ) 27 (RR)
1.69 [95%CI : 0.54—5.34], P=0.37 : Cochrane Q &1, CV A > M IRREFAYIZIHAH1,
B A 52 AT & 52 UL EOFZEIZIHB T, ETRO bivkroTo,

(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)

FHhoF oA L —RHEA (LT, [X0l) ®CV ARy MIxtT 2R E2H~57-
B, 7T R AR UTEIBREOLA &R L7 RCT IZRBW T, £ CV 4 X h MACE (CV
FE. FEBEMELAHREZE, FEBOEMMM AT, ANLEPEIZRTT 2 BEMATHEIN) . LT Kk
UHa CV A X N OFRBLEIE 122\ T, PubMed, EMBASE, Web of Science, Cochrane Central
KON Lilacs 77— & _— 2 & T, 2016 4F 12 A 30 A £ TOHIM THR~7,

FEHL. MACE DM 217~ 7= 81 fED#H3C (10,684 ) 128 T, XOI ® MACE @ OR,Y
1% 0.71 [95%CI : 0.46—1.09], FE1-0 OR,I% 0.89 [95%CI : 0.59—1.33] TH-o7=, —J7,
XOI D& CV A X F @ ORp 1% 0.60 [95%CI : 0.44—0.82], @il £D ORp (% 0.54 [95%Cl :
0.37—0.80] TH-o7z, F£7=, BIMPEA X2 NOBEENRSH 5 HBE TiX, X0l © MACE @ OR,
1% 0.42 [95%CI : 0.23—0.76] Toh o7z, XOI IZHFFIZ CV A X2 MEAEITHEL KT I 72 )

>77,

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

ARIEP HRE & RREZ L L, MACE O U A7 ZFi_5 Z L % HMIZ, 201843 HE T
IZRFE SITBFEIZ DUV T, MEDLINE X TN EMBASE 7 — % X— 2 % [NV TR Lz, A
a7 T7vRIIT e 7Y )=V aG e BEEL L7z RCT 2307, GEBSERLR
REE, PROE, OAE, EMMEBIREER) KO CV EDREMHS Y 22 (RR) ZFHHE L
7o FER. STAMFDMIZENF O, Y ATIT 4 v « LE2a—ICHENT 251D RCT @
DB 10D AZ T F U L RITOWTHRET L7z, 2% 10 R0 E F a7z 14,402 41 (4 i o

W AR IDOTPRENDFmDIEEZZRE L T, Peto OR % W THIAT,

7



fi 54 5%, 90%(LH M) D9 5 8,602 HIAL, 5118 FlicT v 7Y /—/b, 643 HIICT T %
RREG SN TV, EMITORE., MHEE (X788 XI7e ) /) —)) L LT
AHED MACE @ RR 1% 0.9 [95%Cl : 0.6—1.5] (P =0.96 : Cochran Q chi-squared f& &) T
STz, RID CV D RR X 1.29 [95%CI : 1.01—1.66] (P =0.03 : Cochran Q chi-squared %
i) Th o7, ek, CARES iR 2 FriT X, AFKD CV JED RR (3 0.73 [95%Cl : 0.24—2.25]
(P =0.64 : Cochran Q chi-squared # &) T -7,

2.2 fFrefEARERE

2012 = 4 A D5 2018 4 6 H £ COMIMIC L AP R GUEF] & LT 3,245 BiIAINE S
o, FRAEICI T DMMAESE - CV FEDORBBIEIT 35 4] GEMARHDIEL 11 &2 ETr) Th
V. HERERFOBEI L OREHIN DB EFRETH -T2,

F 72, CARES SR EEH L OB R EFFOBE D CV A X MR OB LT OF TR
BUCHOW TR S L7z, AFRAEIZI T CARES sUBR B G EE & HL O 2 2 B o iR
EMHIXTLHITHY, CV A X2 b, CVIELORIETORBE ST, T 11.3% (8/71
). 1.4% (U716 KOV4.2% (37141 Th-oT-,

2B, BIRBERINGERE 28O EMIX 723 HlTH Y, CV A X b, CV KR D
FEHEIA1X 9.5% (69/723 1)) . 1.4% (10/723 i) KT 3.5% (25/723 f5l) T -7z,

2.3 ENEIER#E

AIRBE R ST ARG DN D 2019 4F 5 A 17 H £ COARKO HERIIEMMEIER 397 B 555
o5 b, CVELEFELML 63 6 70 4 (9 HLEZOEWIFNELTCOH DL 18 #1118 1) THh
STz, BECB T 2RI T, AR EHE SN CV BEEEL L O REERESETE RN
JEFNIFEO b, RIERG LT EDORREBRLEETE RN DRI T,

3. WA FIA v Oi&EIRN

3.1. [BREBRILE - BEDEERTIA FIA4 FE 3R (BARE - BBRAHES)
AINZI1T % o PRI MUIE & OV JBTE . M ORI D ERIRAI BT IZ oW TR, LT &

B Thot,

U KR T, FAEBIARTNCEE A IS S EARREIC KT 2 EKOBEN T, R - SRERIMEBE 2 X5
3,000 5l CHIZHIM 1.5 *rFF'aEW)uHE%ﬁo AT 20 206 30 Il O I E AL, CV EE@%EEW*EE Shi- , Rfi&E<T
X2 VAR R ST BB 3,245 1, “EYEIEHIRIA 2.25 4ETH - 72 2 & O FHERIER ORRE E FICT 5 &M E
BE « CV FEDFAFKIT 32 7D 49 BIFRSE L HH SR 5,

12 CARES #BRDFAAN - FRANEHEL 535

13 Global PSUR T CV A > bl 4B ol i 4514, CARES 552 TI3UE il % —->—-> Cardiovascular Endpoints Committee
THEFTL T MACE (Z3%2 27 & & TE L T2, R E B R A Tl 2 U AR "I RE7Z » 72728, Global PSUR T
AL T DTSR,

¥ s0C lDigkss), SOC lERRiRAT] @ HLGT L& Rfd (BERMAZIR) ) ICHBEINHFHEL KO SOC (g
Rz, % - /ﬁé’ﬁﬁ%n‘oioﬁﬁﬁﬁuwﬁﬁ . TRRREE ] ICBEIN D FROF TRIZOME R & BT 5 &
ExohbFEG (PT NBEEZE), THIm) , TEZE) . THURHIM), TEiEl, MRZEMmE], itk a v 7,

TR EhARPAZEME SR R fﬁ@*BTH%WJ Moy ). TFETC). TLZERR3ED),
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i PRI MUE M O IR IRIZ DWW TR, B0 2 BHRER T 0 D & R B b ik L 72k
TEfEE 2 S L LT, BEWIRIEATT ) Z &R S TWD, E72, BORP TR R B
A 2 LT W EE P R IRR I (2% 2 SERIE T HERE S T2 ks, AT
J JBBE 2 DFAE 2 RN < 2 &0 ROERMIIERL S 0F 3 2 -8 (RlFIIE, &,
MFERE S & 45) (RN Lo DB IRBORIEZ I A D T & 2 BB, HEE G & R IR M iE 1
T DFYRES BT 52 LRSI TV D, BEREREE . R A, @I, ik
ODIREL BERFIFEOBOHEN H 2581213, MIEIREE{E 8.0 mg/dL LA_E THEYIRER 2 B E
DT ENHERINTREY . BOHENZRWEE D 9.0mgldL LA E & HLA~SEWIRRBHLAD B 2203
ECRESNTND,

ARFBIZHRVT 2 i PREL M AETA SR PRIRA SR PR IR 18 56 K OV PRI 73 FAE e 56 56
RIS, AFZT e 7Y ) —)b, hErFY 2Ly b EEBIZIRBARMGEERICOES
MDD, PRERAERINHIFEGRIUZ I 1T 2 ESRNANZIE 2y b DD BHEREIE O IR B A A % & DHE
BB LIAEND T ARSI TWD,

32. (B BHELREBEIA FT A2 (2017 FEHEFTHR) | (A RBRBES)

BREEMIEIZ DWW CTLLFONERTEH SN TN D,

BRBEMAE (X, DAREBRFICLIELIZRO DNAIFETH D, DAEREITB VT
TEIRFBE & T & OBEIVRB I TEY | DAEIZEIT 5 REEOFREA LR RN
HINTWDL2, ZOFEMICOWTIAHZR AN L, MG RIEE.S mg/dLLL EIXF# AR
BO~—h—L7e0 35O ERHLN, 7TrTY ) —EHOTZOLDAERE~OIA
ARER T, RBEIME T S 72 b 0O FRUGEIZE L TOFRAMITE bR T,
BIE, 727XV ALy b MR X Y AKXy b EOFHURER LRSI DAL &
ET ROV THAFERHED BTN D03, BURER TEIRBRILIE B R-°F OTRHEEA 3
DAREDIFESTRITEEE 5 225 DOIEDITONTORENRTET AL,

DAREBREDSL 1T, EEEAL L COEME, B OREE, R, 1BHEERE L
DEPHEEZAT D, DAETIL, MIFREEEA 7.0 mgldL %88 % 2 @ BRI « a2
F L, MUIEIREEME 8.0mg/dL PA B CRIBRERE S, miE, Bt ORE, BRI £ oG
SEZ AT HBHEITBNT, @RBIEICST 2 EIGEE%OEMIEREE EET 50N 0
LEND, BEHELASBEEOMGREMZ SN bnicay hr—rd Lo nigr
L=t/ 7 v AT 0A, B0 RE2EET 5 & iiEREEE 7.0mg/dL BLF % H 5
TONEYTHA I,

3.3. B HEENRREEBBW AT A K742 (2018 FEETHR) | (H AIBRBES)
FEIREEMAEIZDOWT, LTFO X S IR STV D,

15 ERM ;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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R R I DS B IRRE AL MR B OERRIN - CTH D008 ) I EFE#m SN TR, WEE
T3 IRAEFRIFAF DAL T VRN, T O & Z RN 72 812 K0 PRI AE S R O e B R R e
EOMSE LT fERRAFTH DL REMENE £ > T 5D, L L, ERBRILIEICLE 5 6 B0 B
RE PR 5 OO FEAE A i 9~ 5 7o OIS U 22 JREBE TURIR A M9 5 Z L 1T Y Th H 23, IRIE
B FIRIEDVLIAE A X2 R OMENZ DR 50 E I DEINMARBOTET VR ZZ L
B, SHOMFEFREREFEOVLERD D,

34 [BHAREE(LMERBTEITA KT 42 (2017 #fR) | (B ABIAREELES)

TREEA LR B O fERIK - & L CTEE TR &WRBICERBIES BN S, LTFD XD
IZREH STV D,

R IAE « JRIBDIEIRT A RT7 4> (F2/) Tk, MmiGRERMELS, 1) & iLERAED
S U= TPRIRF-EHZDZENARETH D Z &, 2) MEFTORFE., FRY A7, A2
W&k BT7 %, FABRRO TN T &2 B RN H D 2 & 2T\ 5 —5, fLiFFRERME 2N
S LT DR D FERRIK T & 722 2 M E DOV TITHR T 2 MENR R EN TV S,

ZDOHD A XN 2 E TG X0 | REBED & MLE ORI ZE T | HBIIRA < M
KFTHMSILTZY A7 D Z eNHESNTEY, DRED 130 ak— FMlRa £ Lo
7= EPOCH-JAPAN study™®lZ 3T & JREEE DN O L EFEDOISE L2 ) A7 Th o7,

— 05 REBIR T RIED BIIRAE AL AR B OINHI R T2 DUGEIZ T 5T 2 BT OV THE,
NARBROTET A2 L, A%RBEPFTREFETHD, LnL, 77V ) —1Lu [
W2 RIS FRRIEIC K 0 IMEDNME T2 2 E DM ARBRO A Z b TR S, £ mlinm
MEEEZGE LT ) ) —)VEHREL propensity score (A A 2 7) 2~ v F X
xR A Ll L= T, BICE AR T v 7Y ) — B 5 X D MAE R SE, Bk
ARy b (BYEDIEZE, AMEREERE) OMBIREZRD TN D,

IV. FAEOREREZ B E 2 788 0¥l
B IZ, LT OB BN S, R CRIAICB W TAROBMARE 2T 0 7Y J—LZ X

DI RAR 03 IZHABEN e WBE ICRET 2%, REONMEFNITE2EETTLET

DIFEIIVNERNEEZ D,

O CARES REBROFERIZ, AKL T 7Y /) — L OMxR) A7 AR LEZLDTH
HZ L. 7Y =L CV A XY MR D & OWETR ORI C AT D &
D|EBLHDH L EBET DL, REBERDN CV L EmDDH EMLT L HMIRTE 20
Z &, Fo BIGHETE B L OE OO E IR L X EEOFE ZTh e n

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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FETH o770, CV RO T O NY — REOFERIZH L, FHEE{TDORW &

WL EREZXLNDZ &,

725, CARES #BR O ff FARRIC &t@%ﬁbt“i UToLEshThoD,

i BGHUEREGIOFIG DS R KAE T REIZOW T
cm&sﬁ%mxmfm\ﬁ@%méﬂkxﬁﬁ@SM%mjﬁmﬂnW)&U?uf
U 7 —/VH#E 55.9% (1,732/3,097 f5l) 2P HHIEVIZE - Tz, BRI, A#E T 50%
HOIEB DB G- P IIZE > TWD OO, 5 IEF OFIEG KOG H LB H ONER
IXHAECREETH D Z & D, CARES REROFE MR KT T HET DB 2
%

i, P55 IR O FETHEG] OFEIE DSRE AR X T BRI DT

CARES BBRIZIB VT, I TIT OV TIEIARIERED 85.2% (207/243 #) KOT7 v~
U J—)VEED 86.4% (172/199 f5) 73, CV FEIZ DWW TIIAIERED 82.8% (111/134 1)
KO a7y —/#0 86% (86/100 #i]) 23BRIER 5 1L ICHEBL L TV 7z?, b
T, B 5 1R ORBURILS WL CREROMEITH D Z L b, BEHIEHOIET
FEBIDOFNE DIAERMPRU KT BT DB 2 D,

@ CV URZIEFHKNEHIEL THRATERWEL OWERH L Z L 7 V7 REOHR
BEZXMNGE LI AONR—RA 3R — MIETIEIAEL T Y ) — LD CV A2 MR
DCV EEDFERESITEITRBD LN TWARN L2 E 25 &, HRED I BLAARK
70%TT 7 RIEIZ 3% Tdh -7 CARES RER TR b7 v 7 / —/v & KD CV
FEDY A7 ZNARNCZEDEEIMFARENEDNIAHTHD Z L,

@ 7aTY )=V EREDOCV Y AT TV AT IR T polo b T 5 A0R—2R
ak— MEEAEERE SN TS Z L,

@ CARES RBRIZIWT, ARIEDJREERE TIEA2IERED LIV T Y | AR JREEA FAnH] 5K
ELTOARRMEEISEESN T RN &,
¥, A TEM SN EERARETEICOWTIZ, 7ua Y ) — UL g L7

TRV HOD, FERIZB W TERD LM SE - CV SEORBEIA X, FANIHEEL T

TR R - SRR UE B 12 1T 2 EC DR BIEIG & BRI 63, Bz 222 4 A E 23 L 2

ERDIHFHRITE OGN 5T,

—F. CV U RT FOERHT Y 2725\ T, CARES RERDFERIT —EDREFTTO
R THAHIZELZEEZSD L, BARANICBWTHLT 2T J— )L EARIETY X7 |CEHN
ALDHAREMIIGEETERWNWEEZD, 72, CVIEE W) BEERFELOREANT 0T )

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

2 | https://www.fda. qov/medla/121245/downloadItable 27 (e#&hERBH 201946 A 12 H)

RS, SR ThAEICRT 5 0EROET R - REAROBIM] HEFEEE2018; 53(1):1-8
2 N Engl J Med. 2018 Mar 29;378(13):1200-10 Supplementary Appendix Table S4.2
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CARES FRBRICI W T EHFHMIHE (CV 3B, FEBUEMELIEIE, IEBIEMEM AP, R
EPOEIC KT 2 BAMATHEN D 4 SORFPOHRLIEET RARA L R) 1220
TET 7Y ) —=MIRT AARIEOIELHEN RSN THWD DD, BIRGHMEEE TH
% CVETENRDOLNTNDZ NG, THRIRBLE LY | AEOELKHIZIX CVD
DOFRBUIERT 2 BE IR CEO THEEREARNEE] OHICH#E L, HERET 5 2
&

V. EfE

LR IVOBSEORIBNT, FMERE XY RSz, k. SMZAE LV U TOEASH

T,
1. CARES B D RMERIZ OV T

FRER DOFE RN DUV T . BEERI R AR TIE R <SRBI S R Z1T 5 2 L 1XA
MTHDH, LNLAERS, BT —Z OHETHE & W O BLE DI, —EDRE
DFEREMRE I 5257, ZEEOFELZIT> TRV LEEZ Lo TEFET KD
CV BED NP — RO\ THABPE (False positive) & fi#fR42 Z & 13l ¢/ < —
EDV T T NEMRIRT RE LB XD, B, WEITONT, RIERE L FIREEDIEL Y
A7 L CV U AZIZETRD DL TWRWHE S H D & STV DM, /N2
g8, A XV MERICA T3 e R E ORFSE LA —E L TWRWZ LS A B K
TIERWEEZ D,
CARES BRI KIE, B FHH R OA XY adlifx CEMBIN TR, #HREDIHA
AP T0%TT 7 BRIRIIMED 3% ThH o722 E D, Yk R cRo ozl
A7 DREIPHAANCZEDEEL TUIEL DT TERNVEE XD,

2. BB DLEEXRIEE O SLEHIZOWNT
21 AEOBERBEZT7T 7Y ) — M X BBBRPDEFRF5ITBEHERN RV BRE IR

ETDEORIGEITRRNI &L IZDWNT
CARES R OFERIL, —EOEADOH LV 7T N EZTIED, KENRTRTY ) —
JVZH L, CV RS W ATREMEII S E T& VW E 2 D, $£@¢%’%¢6E##
TR TH L0, BIBICBITHERN—ZOME A 2T~ v F o 7 & F -84
nfﬁ%®ﬁ%%@%t)xyﬁocv)xﬁ@iﬂﬂm@%ﬂﬁ@ot;kﬁ%
LI LB T VT RETARIED U A7 B@EmnE13E 212 v, — iz, KD CV A
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NRUBMOYAZITHKR I VIRNZ LD RIED CV U A 7 [ Jai HUEBE I HIBR &2 3¢
HIEFEEIEETHLNALTRNWEEZBNS,

CARES iR L VB UL CV IEE WO EHERFLORENRH D Z L HE X D &
R EESE~ORBPEROFMIILETH Y, HEPCGEHRRES CAARANIE T
DTN &R b LB L E 2 D,

AT SCEIZRB T, CARES REBROFERK Y, AIOEERFIZIL CVD DFEHIC
BEETHEZRBTOHILIZONT

CARES #BR DFE R A ARF O BEIZHAMISMET 5 2 L DR LI O N TIELT LD
FEFLZRWA, A TOT BT A L LT CARES REROFE RN AF DO EFRIEFH I
fFEft S, RH ORI O —Bhicfit a2 Z L@ Tchb b L E XD,
CARES B CIX 2T b AEENH -T2 LTV DH DT, CARES BRDfEFIC
DNWTIEZDORbFEH T RE B2 5,

CVD FHUAR D EENZ DWW T, WA ORBE TH > ThH |, CVIEL D EER TR
RDYATNRHDHENIIEREZIBA LEICTHH L TBW IR RWEEZ D,

CVD OHEBUMR DR ATCHET 2 2 L 130 & B2 203 KR EHFILT TIZCVD %
HLTWHHEENSZNZ E2v5, CVD OHESSH 7272 CVD RHICHLIEET I EZ
TSz Y EE XD,

CVD DOFBUTSR D EFIZ DOV T, CARES iR CHEERICABEEN H o= DIL kT
RARA L FO CVIETHY CVD TlEAeW, —F . CVEOEBUIEET S & o il
LTH, EBEOKTIX CV FEORIUEET 2 BRI RIIN#ECH 5729 CVD
HBUHEET DL VWO EEMEIZEI D2/ RNEERD,

RERTIXT DT BIEOPRE N DR hoT=2Z 8D RIEDOEIESIZHONTS [Zofh
DEE] T DI ENMELEZD,

V1. #EFHEh

BRIl EoRE 2B E 2. Mlik2 0Lk 0 | CV ST T 5 CARES BB D R & Il
LHEITBFL L, CVD BEICHOWTHETLIELZEERET L L HIC, BMELIEALT
REROFEIZOWTIEMIBMET 2 2 e TH DL LB XD, £, BHETIZONTHZEN
BOLNTWZZ E LI TIHFWRRUET 5 Z L8 @U LB 2 5,

LSHVENICBNTT = R—AFAEEIZL VG EHE CV A2 MIBE L CTERINES
HMENDDEEZD,

B, RELFERRICX Y F oA XA —EHEEAZATH XY XX v RB 2o
WTIE, FBERSICBWTCV UV A7 OBEITRENTELT, £z, Vo F g s

% 2013 4 6 KGR, MBSMEGRHIEIT 2019 £E 5 A ORIFRITZ2RY,
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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
NCT01101035), 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 Ml,
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 (Cl): 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 (PY's)), 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 of 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

17




Less Common Adverse Reactions

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

murmur, ECG abnormal, palpitations, sinus bradycardia, tachycardia.
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T, EEEHEEE (O E, IEBFENELHEZE, IEBOEMEM AR R ERCE LT X
TLORABMATHENOEET L RARAL N IZonWTFre 7y J—ABICHL 7= 7
XV 2By METIHELMEN RSN DO, BIREFHEEE © 5 b LML EFE DI BELEI G I1E
T2 T XV AXy MEROT 7Y ) —ABETZENRZEI 4.3% (134/3,098 f)) . 3.2%
(100/3,092 f5i)) THYHV 7= TH VA H v bETED o7 (NF— R [95%ISHEXH] ]
1.34 [1.03,1.73] ) . LEFEOHF CIEEHE L HITOLERIFER KB E 0ol (=T F
VAS Y bEE27% (83/3,098%) . Ta Y ) — )V EE1.8% (56/3,092 %) ) , Fim. &
FEEDOREBREGIZIOWVWTEH, 727XV 2Ly MHEROT Y ) —LHETERER
7.8% (243/3,098 f5) . 6.4% (199/3,092 ) THY 7= T XYV AKX v METED o7z (0
P— RN [95%EEXH] - 1.22 [1.01,1.47] )
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