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Arthrose :

Nouvelle saison de la Saga Tanezumab !

Les biothérapies ou DMARDs dans le traitement de Parthrose digitale ?

Goutte :

Breve d’un All-Black !

Infirmiere de pratique avancée... une solution pour le goutteux !

Febuxostat : tout n’est pas blanc, tout n’est pas noir |




EXTENDED REPORT

Efficacy and safety of tanezumab monotherapy

or combined with non-steroidal anti-inflammatory

drugs in the treatment of knee or hip osteoarthritis
pain

Thomas | Schnitzes,’ Evan F Ekman,” Egilius L H Spierings,” H Scott Greenberg,*
Michael D Seith,* Mark T Brown,* Chistine R West,* Kenneth M Verburg®
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Rapidly Progressing Osteoarthritis*

Schnitzer T]. Ann Rheum Dis. 2015;74(6):1202-11.



When Is Osteonecrosis Not Osteonecrosis?

Adjudication of Reported Serious Adverse Joint Events in the Tanezumaly
Clinical Development Program

Mure € Hochberg* Letlie A, Trve,* Steven B Abramson,” Eric Vignon,*
Keneth M. Verbury” Christine B West” Michae! D. Seuth,” and Disid S. Hungerford®
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tanerumab 5 mg 4+ NSAID
tanezumab 10 mg + NSAID
active comparator

e Rmzumab 1.5 mg

tanezumab 5 mg

— lanezumab 10 mg
tanezumab 1.5 mg + NSAID

i

tanezemab § nsg & NSALD v, sctive comparatee; p=0L012
tanezemab 10 mg + WSAID vz, active comparaton p=0,00%
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Remplacement Prothétique

e fanezumab 5 mg + NSAID
m— tanozumab 5 mg — f@naiumab 10 Mg+ NSAID
e ctive comparator

58 1ia 188 134 180

Time (Days)
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Hochberg MC. Arthritis Rheum. 2016,68(2):985-90.



AN | rignat ivestgation
Effect of Tanezumab on Joint Pain, Physical Function,
and Patient Global Assessment of Osteoarthritis
Among Patients With Osteoarthritis of the Hip or Knee
A Randomized Clinical Trial
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232 Randomized to subcstanecus
tanerumat, 35 mg
231 Received Intervention as
randomized

1 Did not receive intervention
as randomized?

233 Handomized to subcitaneous
tznezumab, 2.5/5 mg
233 Received intervention as
randomized

0 Did not receve Intervention
as randomilzeds

233 HRandosmized toplacebo
232 Recelved intervention as
randomized

1 Ded not receive intenvention
a5 randomized®

i

]

]

2 Last to follow-up
21 Discontinued intervention®
& Withdrew consent
& Lack of efficacy
2 Protocod wiolation

3 Lost to follow-up
21 Discontimued ntervention®
4 Lack of efficacy

3 Adverss gvent

3 Lost to follow-up
37 Discontinued intervention®
13 Lack of afficzcy
8 Withoirew conssnt

3 Withdrew consent 3 Adverse event
1 Adverse svent 11 Dther® 1 Protocol violation
& Othart 12 Othar
I [ 1
| 231 Analyzegs | ] 233 Analyzens 1] 232 Analyzest

63 70,4

54,7

WOMAC Pain > 30 %

54,5 >7,1
I I 37’9

WOMAC Pain > 50 %

 Two rendomized patients did not
meet eligibility criteria and
therefore did not receive the
study drug.

° During the 16-week traatment
period.

© Oither rezsons for treatment
discontinuation were typically
personal such as patient moving,
lass of transportation 1o visits, and
farmily iliress.

& Efficacy and safety analysis sats
were identical and included all
patients who received at least 1
diose of studv treatment

B Tanezumab 2.5 mg

B Tanezumab 2.5/5 mg

Pbo

346 305

II |

WOMAC Pain > 70 %

Schnitzer T]. JAMA. 2019;322(1):3748.
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A | Originatvestigation
Effect of Tanezumab on Joint Pain, Physical Function,
and Patient Global Assessment of Osteoarthritis
Among Patients With Osteoarthritis of the Hip or Knee
A Randomized Clinical Trial
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Up to End of Study (0-40 wk), Na. (%)

Tanezumab
25mg 25/5mg Blacsho
{n= 231} (n=233) {n=3232)
Dverall Treatment-Emergent AEs
Patients with AEs 156 (E7.5) 143 (E1.4) 145 (51S)
Patients with treatment-related AEs 40 (17.3) 33{142) 31(124)
Patients discantinued treatment dus ta AEs 1(04) (L3} IH
Patients with serious AEs 1E.0) 11{&T) 93m
Treatment-Emargent Neurclogical AE
 Abmormal peripheral ser;sﬁunﬂl'ﬁ eeurring
im 22% i any treatment group®
Paresthesia B(3.5) 3(L3) 1(0.4)
Hypoesthesia 5(2.3) 6 (2.5 6(2.6)
Sympathetic nervous system AFs oocurring in =1%
im any treatmient group®
Diarrhe: 5(2.7) B(34) 4(L7)
4(L7) 104 4(L7)
3(13) 1(0.8) 1(0.4)
2(0.9) (LI 4(L7)
1(0.4) (LI a(L7)
B(3.5) 17 (7.3) 5(22)
3(1.3) 108 0
2 (0.9) 0 0
Dther (eq, preexisting subchondral insutficency fracture)’ 1(0.4) 0 0
Patients with 21 total joint replacement B(3.5) 16 (6.9 4(LT)
Jomntzreplaced
Knee E] 10 Fl
Hig = 7 0

Katz JN. JAMA. 2019;322(1):30-1.
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EXTENDED REPORT Osteoarthritis i@'gummnuﬂus
Adalimumab in patients with hand osteoarthritis and Cartilage Q‘\

refractory to analgesics and NSAIDs: a randomised,
multicentre, double-blind, placebo-controlled trial

A randomised double-blind placebo-controlled crossover trial of

ie
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V Foltz,"* P Richette,"* On behalf of the French section of ostesarthritis

trial
D. Aitken 7, LL Laslett f, E. Pan §, LK. Haugen %, P. Otahal 1, M. Bellamy i ||, P. Bird 1,
G. Jones ¢
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TREATMENT PERIOD 1 | 8 WEEKWASHOUT | TREATMENT PERIOD 2

80
70
60 @}.{P_%
50
40
30

Mean VAS pain subscale score

20

BASELINE 12 WEEKS BASELINE 12 WEEKS

30 —=—Group 1: Active then placebo ==—Group 2: Placebo then active

Fig. 2. Mean VAS pain score + standard error over each 12-week treatment period.

Chevalier X. Ann Rhbeum Dis. 2015,74:1697-705. Aitken D. Osteoarthritis Cartilage. 2018;26:880-7.



9 284 patients assessed for eligibility

193 patients not eligible
8 latent TB
55 no consent
40 comorbidity
89 not fulfilling inclusion criteria
1 logistics

91 patients randomised

44{

1 patient withdrew cansent befare
start of the study

i

45 patients assigned to placebo |

3

45 patients assigned to etanercept |

4 prematurely discontinued
3 inefficacy

1 shortage of study medication

7 prematurely discontinued
2 inefficacy
1 withdrew consent

41 patients completed week 24
(ITT: n=45; PP: n=38)
[n=32 ultrasound]

4 adverse events

38 patients completed week 24
{ITT: n=45; PP: n=32)
[n=33 ultrasound]

& prematurely discontinued
3 inefficacy
1 adverse events

2 shortage of study medication

5 prematurely discontinued
1 inefficacy
2 withdrew consent

2 adverse events

35 patients completed year 1 33 patients completed year 1
{ITT: n=45; PP: n=33) (ITT: n=45; PP: n=28)
[n=31 radiographs, n=10 MRI, n=32 [n=23 radiographs, n=10 MRI, n=32
ultrasound] ultrascund]
a 6 mois } & { p=0.27
a 12 mois | & | p=0.10

-20 -15 -10 -5
En faveur ETA

0 5 10 15 20

En faveur PBO

Change in GUSS

Change in GUSS

Placebo

= Soft swelling present

= Mo soft swelling

= Power Doppler signal present

= Mo power Doppler signal

(3]

Change in bone marrow lesion

IRM

W Synovitis present
= No synovitis

Kloppenburg M. Ann Rheum Dis. 2018;77:1757-64.
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Efficacy of Hydmxychinmquinn in Hand
Osteoarthritis: A Randomized, Double-Blind,
Plncebo—(lnntmllad Trial
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Randomized
n=202

Allocated to placebo
n=102

Excluded from analysis: ||
-nodata,n=4

Analyzed:
(modified intention to treat)
n=98

Discontinued intervention, n=9
Adverse events, n=5
Lack of efficacy, n=2
Start other therapy/comorbidity, n=1
Not reported, n=1 /’

Allocated HCQ
n=100

Analyzed:

| Excluded from analysis:

-nodata,n=2

(modified intention to treat)

n=98

Discontinued intervention, n=22

Adverse events, n=10
Lack of efficacy, n=5

Start other therapy/comorbidity, n=1 /

Not reported, n=6

/

Table 2. Outcome measures of imputed data over 6,
12, and 24 weeks in 196 patients with hand
osteoarthritis who received either
hydroxychloroquine (HCQ) or placebo*

Outcome Placebo HCQ P
Pain VAS
Week 6 41.9 (37.6, 46.3) 43.7 (39.2, 48.2) 0.571
Week 12 42.2 (37.6, 46.7) 43.8 (40.0, 49.6) 0.43%
Week 24 45.3 (40.4, 50.3) 42.7 (37.6, 47.8) 0.45§
AUSCAN
total score
Week 6 48.5 (45.9, 51.2) 49.0 (46.3, 51.8) 0.81%
Week 12 49.3 (46.4, 52.2) 48.0 (44.8, 51.0) 0.52%
Week 24 48.7 (45.2, 52.3) 46.8 (43.1, 50.5) 0.46§
AIMS2-SF
total score
Week 6 37.6 (35.8, 39.5) 37.8 (35.9, 39.6) 0.91%
Week 12 36.6 (34.7, 38.5) 37.3 (35.4, 39.3) 0.57%
Week 24 36.9 (35.0, 38.8) 36.9 (34.9, 38.8) 0.99§

Lee W. Arthritis Care Res (Hoboken). 2018,70:1320-5.




MNurse-led care (n=255) Usual care (n=262) Mean difference (95% Cl)

r Serumurate concentration (pmol/L)
Atticles Baseline 443-07 (100-50) 43885 (98.17) 422 (-12:97 to 21-40)
lyear 250-56 (60-59) 427-87 (103-65) 178-86 (164-80 t0 192.92)
2 251-52 (721 21-13 (109-62 170-98 (154-37 to 187.58;
Efficacy and cost-effectiveness of nurse-led care involving "y @ years o 5152 (72:15) 42113 (109:62) 70:98 (154:37 10 187°58)
education and engagement of patients and atreat-to-target p for trend within group <0-0001 00647
urate-lowering strategy versus usual care for gout: Number of tophi
a randomised controlled trial = Baseline 2(1-4) 2(1-3) 0-28 (-2-89t0 3-45)
i e, Wy, s v i v, i, Dot sy s PR
i ey = 1year 1(1-3) 1(1-2) 219 (077 to 3-61)
[r—
s— 2years 1(1-1) 1(1-2) 2.06 (0-94 to 3-19)
ey i p for trend within group 0-0010 03784
s St e e S Vo, S e 1 Lok gt o ot Bl Diameter of largest tophus (mm)
i o e
e o s s e o o . ity 3 e iy T Baseline 16-89 (14-08) 20-09 (13:25) -3-20 (-107310 4-32)
o, Cmkcal i o abes NCTUISTTH. TR lyear 7-53(1134) 16-54 (16:27) 718 (1.08 10 13-28)
- Fi_":_ 2years 329 (7-89) 13-61 (15-06) 877 (3-751013-79)
SRS b s s o p for trend within group =0-0001 01478
SF-36 score
- Physical component
Baseline 35-64(14-20) 35-48 (14-29) 016 (-2-311t0 2-62)
e e e ot e 1year 40-46 (1410) 3654 (14-21) 3.82(1-88to576)
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Doberty M. Lancet. 2018;392:1403-12.



Efficacy and cost-effecti of led care involving
education and engagement of patients and a treat-to-tas
urate-lowering strategy versus usual care for gout:
arandomised controlled trial
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imchusion
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> 10 withdrew consent > Qwithdrew consent
4 niot contactabls H not contactable
2 ather reasonst 2 died
R R
330 being treated at 1 year 243 beirg treated at 1year
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= 2 matcomtactable = IO not contactable
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| 333 being treated at Fyears | | 308 being treated 2t I years |

| 255 inchuded in [T analysis |

4

| 262 included in ITT analysis |

Doberty M. Lancet. 2018;392:1403-12.



AJKD

Original

Febuxostat Thevapy fol Patlems With Stage 3 CKD and ‘g
A i |

Trial

Kenfro Kinues, Tt Hosoys, Shurys Uchic, Masaaki nsb, Hiolui Mok, Shoichl Manyam
hno,

Sadayoshi lo, Tetsuya Yam

uhiko Tomino, hwao O

‘Shibagati Satoshi limure, Nehi Imai

Niasanar Kunabara, Hioshi i Hlyduw.. Hiroshi Ortou, and Yesuo Ohashi on bohall o tho FEATHER Study

Investigators

Rationale & Objective: Epidemiobogic and - moan eGFR sby
i e e it et sty (028 £ 28w irio172 17 pu

theray may dow the progression of chronic
e e CEO AT

ovdonce. P=0.1). Subgroup.
g

betwesn the febuscatat

ant_boroft
Stidy Design Randomied doublo-bind, ,,‘,,m,,, otinsa o oo o ey STl oo work

placebo-contoled tal

Satea b rricosi: 7 ey i g2 rodn (P~ 60001 Toa cdarce f oy

inine concenration vas lower than  Corsrpondince
K Karam (s

and asymptomatic at 85
e

Ineertion: _Paricans  wero randomly  Bnctst wers notsomren

A M A K Ds. 726
586%).

755510 Pubichad cnine
s specif to
epmnber 1, 2018

amignad 3 11 ad o recabe fbuncts o s tar0sy
P;_?“.,, o 105 wesle Uiatiors: GFR was esimatod rahr than  [opdcorsczs
e b W RABE D e
ity ao it s h scps v $mhad. =

The pi
LTS e Yo o e

= e cn bahit f th st

Kiney Founcsin,Inc. s

Concusions: poc
: d ot gl oo decine i Kiney ncton

i nchaiod changos n SGFRa and sonm o ogeringor

B e oy 08 ey among patiarts wih dage 3 CKD and asympe v e CC SVICHD

folowup and tho event of doublng of soum

creatinhe levelor intaton of dalyss therapy.  Funding: Funded by Toiin Phama Linited: e

tomate hyper

el

Results: Of 443 pationis who wore randomly Tral Registration: Regetered at the UMIN

asGned, 210 and 222 assrmd o ovosta

cobo,
Srales. Trars s no sanfiant difwenco UM

ous chnal studies have indicaed. tha hyperuri-

comi i 3 potentially modifiste sisk factor for the
dewlopment and progresion of chronic kidney disease
(kD). Some small contrlled dinical studies have

(Universty Hosptal Medica Irformation Network)
placeb, respective, were incuded i the Clrical Trak Regatry wih
10000083453,

sty number

In consideration of the demand for an adequacly
jowered randomized trisl o evaluste the benefts and risks
of urate lowering therapy in patients with CKD,'* we
conducd the prsent sy (0 s the hypatits tac

o plcebo in suppressing estimated

Editorial, p. 776

shown thak urue-overtng terpy wih allputnl can
retard CKD progression.™” New suffcient cinical
idence 1o fuppoes despred e e therapy o dow
CKD progresson is not availsble.” Futhermore, informs.
tion for the effects of xanthine oxidase inhibitors on carly
Kidney damage is sparse or lacking

onprine.electve inhibitor

tnandy in e brer by ghcwonidaron, wih only 1% 10
of the dose being excrted unchnged through the

brlalin ot glomenlsr Atration rate

- (<GFR) dedine in Jspanese patients with stige 3 CKD
who had asymptomatic byperuricemia.

Methods

Patients
Patiens were cigible for enrolment if they were 20 years

had poody controlled disbetes mellius (DM; hemoglobin

(GFR) has e st om of
febumos, alloang s sl dminismaion o pateres
with low GFRs.

798

Program), systolc blood pressure (SBP) 2 160 mm Hg, dia
stolic blood pressure (DBP) = 100 mm Hg, alnine or

KD V6172 | 155 | Docermbor 2018

Table 1. Characteristics of Study Participants at Baseline

Table 3. Adverse Events Until Week 108 of Treatment

Placebo Febuxostat Placebo Febuxostat
(n = 222) (n=219) P (n=222) (n=219)

Demographic and Clinical Characteristics No. of adverse events 135 (60.8) 124 (56.6)

Age. y SBALN93 BASTTIEG O Hypersensitivity (eg, msh and 10 [0] 7 0]

Ag%;ai 290 (40.5%) 90 (41.1%) eruption)

¥ X % =
65.74 y 75 (33.8%) 81 (37.0%) E";u:?;ﬁ;g;r_" ?9!0[!3] ; g}
276y 57 (26.7%) 4B (21.9%)

Male six 171 (77.0%) 170 (776%) Do Cardiovascular disorders (eg, MI, 7 31 4 [3]

Diabetes melitus 58 (30.6%) 64 (292%) 0.8 :Ea P’B}':“:‘“S FLF ik ek

Proteinuria 103 (46.4%) 107 (4B.9%) 0.6 b - .

CKD st - 09 Stroke (cerebral infarction, 2 [2] 1 [
3a 106 (47.7%) 106 (28.4%) cerebral hemorhage, and
3b 116 (623%) 113 (51.6%) subarachnoid hemaorrhage)

Smoking status oo Other abnomalities 128 [33] 119 441
Current smokar 20 (131%) 286 (12.8%) Respiratory (including infections) 42 [8 33 M
Fomner smoker 102 (469%) 103 (47.0%) Giastrointestina| 32 |9 39 [12]
_ Lifetime nonsmoker 91 (41.0%) 88 (40.2%) Infections 10 [ 7 [o]

Bo@' wsght‘ kg 66.1+11.2 661+ 13.1 0.9° Musculoskeletal 37 B a4 [8]

Body mass index, kg/m? 247 * 3.6 249+44 Q.7 Bload chemistry 11 [0 8 [o]

Blood pressure A T ey 9 (3] a2
Systolic, mm Hg 1205+ 149 1325+15.0 0.04° Cardiowascular gysiem 1 L
Diastolic, mm Hg 773+ 11.3 77.9+10.7 0.6 Blood pressure changes 8 [0] 3 [o]

Coesxsting conditions . Arhythmias 31l 4 [31
gd’iemic heart 14 (6.3%) 18 (8.7%) 0.4 Ophthalmologic 11 [4] 10 8

sease Otorhinolaryngologic 15 [3] 198 [
Crtebiovascilsr 17 (77 Zaliaak). 00 Oral surgical and dental 6 [0l 5 [l
Aortic dissase 3 (14%) 7 (3.2%) 0.2 Urologic 11 [2] 6 Ml
Peripheral artery 4 (1.8%) a3 (1.4%) 0.9 Endocrinclogic (including DM 14 [1] 10 [4]
dissasa and dyslipidemia)
I&Hastyb{elaied 207 (93.2%) 211 (963%) 0.2° Dematalogic g 1] 10 [1]
SEase

e Central nervous system -:-=[I21]] 12‘- [‘[|1]]
ACE inhibitor andfor 163 (73.4%) 181 (82.6%) 0.02
ARB 10 [2] 13 [1]
Statins 74 (333%) O3 (42.5%)  0.05°
B-Blockers 30 (13.5%) 40 (183%) 0.2
Antidiabetic drugs 52 (23.4%) 46 (210%) 0.6
Diuretics 36 (16.2%) 45 (20.5%) 0.3

Laboratory Results

Serum uric acid, mg/dL 28+0.9 78%09 0.9

Estimated 449+9.7 4532+95 0.7

GFR, mL/fmin/1.73 m*

Serum creatining, 13+03 12+03 0.7

mgidL

Hemoglobin A.., % 61+0.7 6.0+0.6 0.07"

UACR, malg 1205 124.0 ag’

[17.2-517.0] [19.1-525.0]
Smoking status 09"
Current smoker 28 (13.1%) 28 (12.8%%)
Fommer emoker 102 (45.9%) 103 (47.0%) s o ; . .
R . aa s Kimura K. Am | Kidney Dis. 2018,;72:798-810.
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SRR Stable subjects with known coronary artery disease on prior clinically indicated
COranary ¥-ray angiogram
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Coronary endathelial dysfunction on screening MRI? CBF change during IHE
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Febuxostat 80 mg qd Placebo gd

L !

[ A 2 weeks: Follow up physical exam, angina assessment, and blood draw ]
4
AL 6 weeks: Repeat MRI for CEF, repeat blood draw, ETT

Crossover to opposite
study group

Febuxostal 80 mg qd Placebo gd

4 &
At 12 weeks: Repeat MREI for CEF, repeat blood draw, ETT

Hays AG. Am Heart ]. 2018,;197:85-93.
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artery endothelial dysfunction in patients
with coronary artery disease: A phase
4 randomized, placebo-controlled,
double-blind, crossover trial
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P e st b e e, S 3 s

25 -
o)
% 20 - ®mPlacebo
= Study Dirug
%‘ 16 |
E 10+
&
= B
=
5 o b
;“E_ CSﬂ[
B
Placebo Febuostat
P
Parometer n Median 1R Mean SE Madian 1R Mean SE vallue
Exercise fime s} 30 s A50-790 702 304 7o 440-851 713 311 B
Exercise MET: bl i} 7 4.8-9.4 7.6 04 7 4697 7é 04 2
Time to ischemic ECG changes (s} 4 504 358471 514 44 s 230-402 314 22 A5
Maximum 5T ssgment change {mm) 4 10 1.0-1.5 1.3 009 1.5 1.0-2.0 15 o3 34
METs, Matobolic aquivalents.
Placsha Febusxxagat
Parameter n & n )
Angina present & 21% o 3%
Angina closs
CCS doss 1 5 17% & 21%
OCS dass 2 1 3.4% 3 10%
CSdas 3 0 o% o] o%
OCS dos 4 4] o% 4] ox

Hays AG. Am Heart ]. 2018,;197:85-93.
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Febuxostat for Cerebral and
CaRdiorenovascular Events PrEvEntion StuDy

Sunao Kojima'*, Kunihike Matsul®, Shinya Hiramitsu’, Iehiro Hisatome?,

Masako Waki*, Kazuaki Uchiyama®, Naato Yokota', Eilchi Tokutake",

Yutaka Wakasa®, Hideak Jinnouchi®®, Hirokazu Kakuda'*, Takahiro Hayashi'?,
Naoki Kawai'”, Hisao Mori", Masahiro Sugawara ", Yusuke Ohya ",

Kazuo Kimura'”, Yoshihiko Saito'", and Hisae Ogawa'”; on behalf of the Febuxostat
for Cerebral and CaRdiorenovascular Events PrEvEntion Sty (FREED)
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301153 and W763 A3 rwipictialy (1% 0001) Tha oy comppost v als wes syndlarty

™ N conicence vt
(G B392-0701 = 0017) e tha mckt i evert wa en g emant (umostt reu 16.2% -
fobumotat roug: 2035 H 0,744 485 C1 .563- 007, P= 011

Conehsion e

Regasration  CleialTrihgoy (NCTONTA.

Senum wic acid (mg/dL)

049
® Febuxastat group (n=537) E = Febaostat groap :n=57'1"?|
107 © Non-febuxostat group (n=533) z — Nan-febuxostat group (0=533)
= o
5 03 y
B = Hayard ratio={). 750 =)
E "
% CL 0.592-0.950, ol iy e
o 5 (95 =i 1] i —
s
. %
. . . . . . . 2
2]
meant SD
(=l — T T T T T T 5 e
; 5 b = &
S &F & S & gé‘-‘” &F Nt sick Months
it S &> a - P = Febuxostat 537 515 473 429 399 372 209
Time point of blood sample collection Noa-febuxostat 533 s 451 3 370 341 188
Febuxostat Mondebuxostat Hazard ratio (95% P-value
group (n =537) group (n=533) confidence interval)
Primary endpoint
Composite of death due toany cuse, cerebrovascular diseasze, 135 (23.3) 153 287) 0750 (0592-0950) am?
non-ftal coronary artery disease, heart filure requiring
hospitalization, arteri csderctic disease requiring treatment,
reral impairment; and atrial fibrillation
Secondary endpoints
Death due to cerebral, cardiovascular, or renal disease 611 &(1.1) 0958 (0.314-2926) Q540
Cerebrovascular disease 2(1.7) 703 1271 (0479-3371) 0.630
Mon-fatal coronary artery disease 4(07 013 0559 (0.167-1869) 0345
Heart failure requining hospialization (1.0 12(23) 0699 (0290-1689) Q.47
Arteriosclerotic disease requiring trestment 2 (0.4) 304) Q644 (0.107-3873) Qa3
Renal impairment. 87 (162) 109 (205) 0.745 (0.562-0987) 0.041
Atrial fibrillation 4 (07 3o 1.320 (0.292-5968) 0719
Death dueto other causes 4007 a1 0635 (0.179-21253) Q.42
Hard endpoint: composite of death dueto any cause, 3 (43) 16 (49) 0867 (0492-1506) 0.600
cerebrovascular disease, or non-fatal coronary artery disease
Wik are presented 2 n (B]
Cl confidenceintenval

Kojima S. Eur Heart |. 2019;,40:1778-86.



CLINICAL STUDY

Randomized Trial of Effect of Urate-Lowering Agent Febuxostat in
Chronic Heart Failure Fallelll.\ with Hyperuricemia (LEAF-CHF)
udy Design

“Tikash Yokoua! MD. Ar Fukustim MD, Shintaro Kinggeus? MD, Takbiro Okumers.” MD,
foyouki Murohara,” MID and Hiroyuki Tsuésul.”
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Table. Inclusion and Exclusion Criteria in the LEAF-CHF Study

Criteria

Inclusion criteria 1

Exclosion criteria

(]

s

= =~ th A

W oda

&
-
8

Male and female ambulatory paticnts aged 220 years al the time of crrollment with hean failure, or inpaticnts with sla-
bie hean failure when informed consent is obtained.

Paticnts with hyperunicemia, s indicated by 2 serum vne acid level between > 7.0 mg/dL and = 100 mg/dL at the tme
of comilment.

Chronic heart feilure patients with stable NYHA functional class [ 1o I11 with no change in the dose of the bascline
therapies, including ACE-Is, ARBs_ and B-blockers, within 4 weeks prior 1o enroliment.

Paticnts with plasma BNP concentration = 100 pg/mL or NT-proBNP concentration = 400 pg/mL at the time of enroll-
ment,

LVEF = 40¥:, as measured by echocardiography within 8 weeks before enrollment

Eligible patients with a history of admission due to worsening heart failure before enrollment.

Patients who provide written informed consent priog to parmicipation.

Patienis who receive tresiment with anti-hyperoncemic agents, including allopornol, benzbromarone, probenecid, ba-
colome. topiroxostat, end febuxostet within 2 weeks prior to earollment.

Patiznis receiving mercaptopunne hydrate, sxathioprine, vidarabine, and didenosine at the time of enrollmens

Patients with & history of acute coronary syndrome or coronary revasco lafdzation within the last 3 months.

Patients with valvular diseace or congenital heart disesse as the cause of heant failure.

Paticnts with active gowty sophus or those who have symptoms of acute gouty srihrgs wiathin | year prior to enroll-
ment.

Patients who have serious liver disease, renal impairment (eGFR < 30 mL/minute or on dinlysis), or malignancy.
Paticnts with a history of hypersensitivity 10 febuxosiat.

Paticnts who are not appropriate for participation in this study as determined by the investigators.

ACE-] indicstes angiotensin converting enzyme inhibitor; ARB, angiotensin receptor blocker; BNP. B-type natduretic peptide; eGFR, estimated
slomerular filtration rate; LVEF, lefit ventricular cjection fraction; end NYHA, New York Heant Association.

Juasu0> paniojuy

Regis tration/allocation

Febuxostal group

Week 0 Week 4 Week 8 Week 12 Week 16 Week 20 Week 24

¢ Optimal treatment for heart failore 3
Lifestyle modification for hyperorice mia

Yokota T. Int Heart . 2018;59:976-82.



