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2UYKPOUOT CUNPEPOVTWV

NMapouoca Trapouciaocn : TIMNTIKA apoiIfl atrdé Menarini yia TNV CUYKEKPIMEVN OMIAIO

EKTTAIOEUTIKEG-EPEUVNTIKEG-OUUPBOUAEUTIKEC ETTIXOPNYNOEIC TNV TEAEUTAIA DIETIA!
UCB,Janssen, Lilly, AEnorasis, Genesis-Pharma, Pfizer, Abbvie,
Mylan, Novartis, Amgen , GSK,
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2UXVN Kal «aKpI» vOOOG

Prevalence of common forms of
arthritis in the US (in millions)'>?

Baut Osteoarthritis
m Psoriatic arthritis PR

ity

RA: rheumatoid arthritis; JIA: juvenile idiopathic arthritis (juvenile rheumatoid arthritis);
PMR: polymyalgia rheumatica.

https://vitamindwiki.com/tiki-index.php?page_id=3622
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EmmroAacpoég, ava 1.000 droua
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Diet and nucleotide turnover
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J Clin Invest. 2010;120(6):1791-1799. https://doi.org/10.1172/)Cl42344.
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NMwg opideTal n UTTEPOUPIXAIMIA ;

e 2 ¢ uttépPaacn Tou opiou diaAutoTnTag (>6,7mg/dl), To
OUPIKO 0EU oxnuaTiCel KOPUOTAAAOUC OUpPIKOU PovovaTpiou
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NMapdayovTteg KIvOUVOU yia TNV OUpPIKA apBpiTida
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Richette P, et al. Nat Rev Rheumatol 2014:10:654-661.



% with hyperuricaemia
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Figure 2. Random effects analysis of multivariate risks of coronary heart disease morbidity associated with
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Figure 2. Forest-plot of the meta-analysis of cohort studies that investigared the association of UA levels and
CKD incidence.
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ACUTTTWUATIKI UTTEPOUpPIXaIuia ... to treat or not to treat
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ACUTITWMATIKA UTTEPOUpPIXAIUIa ... to treat or not to treat

e 2UOTACEIC VIO TNV ACUUTITWHATIKI UTTEPOUPIXAIYIQA:
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OrtroU €ival duvaTdv TPOTTOTTOINCN UTTAPXOUCOC aYWYNS




ACUTITWMATIKA UTTEPOUpPIXAIUIa ... to treat or not to treat

« Q¢parreia divoupe o¢€ .

loTopIKO VEQPOAIBiIaoNC

XnueloBeparreia, akTivoBoAia (@aivouevo Auong Oykou)

YwnAad emritreda 12-13 mg/dL avrtpec 10 mg/dL yuvaikeg

loTOPIKO OUPIKAG aPBPITIDAC, TOPWYV, ATTIAC VEPPIKNG DUCAEITOUPYIOC

Kataxpnon aAkKoOA



AVTIMETWTTION TNG OUPIKNC ApBpiTIdag

IN PATIENTS WITH GOUT

Treat as early as possible ()

Education about the disease ()
Individualised lifestyle advice (®)
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—— e
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(1 mg followed (classic or coxibs »@30—35 mg/d for S L (for instance

= 1 Y ﬂ_

Resolution of flare

A4
Educate to self-medicate (V)
Consider initiation of ULT &

ylaxis)

P Richette et al. Ann Rheum Dis 2017;76:29-42



AVTIJETWTTION TNG UTTEPOUPIXAIUIOC 0€ aoBevEIC e oupikn apOpiTIda

Determine the SUA target (®
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Adapt the dosage to the renal function @
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i ~dosage
No <——— Achieve targetl®® ——= Yes - Continue 7
Achieve target® /]\
\ Consider a \?c/
No ——> combined therapy D No <—— Achieve target(®—= Yes

(XOI and a uricosuric) %
Yes
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Continue (7}

P Richette et al. Ann Rheum Dis 2017;76:29-42



O pbéAog TNC PePOUCOOTATNG OTNV AVTIMETWTTION TNG OUPIKAG VOOOU

e ATTOTEAECHATIKOTNTA- KAIVIKO TTPOYPOMMA
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APEX
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(Richette 2015)
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(Tausche 2014)
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Schumacher HR. Rheumatol 2009448 186-94.

Becker MA4. J Rheumatol 2009 36127 3-82

Becker MA. Arthritis Res Ther 2010:12:R63

Richeffe P et al. Eur Rev Med Pharmacol Sci 2015, 19:630-9.

Tausche A-¥, et al. Int J Rheumatol 2014 20141234103,



O pbéAog TNC PePOUCOOTATNG OTNV AVTIMETWTTION TNG OUPIKAG VOOOU
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O pbéAog TNC PePOUCOOTATNC OTNV AVTIMETWTTION TNG OUPIKAG VOOOU
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O pbéAog TNC PePOUCOOTATNC OTNV AVTIMETWTTION TNG OUPIKAG VOOOU
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O pbéAoc TNC PePOUCOOTATNC OTNV AVTIMETWTTION TNG OUPIKAC VOOOU
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Cardiovascular Sa<+< ~€ 7-b-m-ems
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William B. White, M.D., Kenneth G. !
Jeffrey S. Borer, M.D., Philip B. Gor
Barbara Hunt, M.S., Majin Castillo, M.D.,
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Update of sections 4.4, 4.8 and 5.1 of the SmPC in 27/06/2019 31/07/2019 SmPC and PL Based on these results sudden cardiac death was added as
order to include the results of the post authorisation a rare adverse reaction e following recommendation —
safety study CARES (TMX-67_301) to compare the ade: Treatment with febuxostat in patien Gt
cardiovascular outcomes of febuxostat and existing major cardiovascular diseases (e.g. myocardial 72
allopurinal in subjects with gout and cardiovascular infarction, stroke or unstable angina) should be avoided,
comorbidities. This was a Multicenter, Randomized, no other therapy options are appropriate, e
Active-Control, Phase IIIB Study conducted at the i . o e C —
sor - O A 18 24 30 36 42 48 54 60 66 72
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Month
No. at Risk
Febuxostat 3098 2828 2552 2179 1928 1666 1447 1251 1038 840 631 487 289
Allopurinol 3092 2812 2540 2161 1906 1648 1444 1215 1015 842 650 489 288
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Long-term cardiovascular safety of fe
with allopurinol in patients with gou
prospective, randomised, open-label,
Isla S Mackenzie, lan Ford, George Nuk, Jesper Hallas, Christopher ] Hawkey, John Webste

Michele Robertson, Raffaele e Caterina, Evelyn Findlay, Fernando Perez-Ruiz, John | V Mi
Study Group*
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C.1.4 - Update of sections 4.4, 4.8 and 5.1 of the
SmPC based on the final results from study FAST
(Febuxostat versus Allopurinol Streamlined Trial)
listed as a category 3 study in the RMP; this is an

A Pnmary endpoint, on-treatment analysts
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interventional study investigating the cardiovascular

safety of febuxostat in comparison with allopurinol in

patients with chronic symptomatic hyperuricaemia.
The Package Leaflet is updated accordingly. The RMP

version 8.0 has also been submitted. In addition,

the

MAH took the opportunity to update the list of local

representatives in the Package Leaflet and to upd
the warning relevant to the content of sodium
according to the Annex to the European Commissi

ate

ion

guideline on " Excipients in the labelling and package

leaflet of medicinal products for human use'.

C.1.4 - Change(s) in the SPC, Labelling or PL due
new guality, predinical, clinical or pharmacovigila

to

e

MEDICINES

MNumber at risk

Febuostat 3063
Allopurinol 3065

HEALTH

SmPC and PL

2425
2966

o

FAST study was a prospective, randomised, open-label,
blinded-endpoint study comparing the cardiovascular (CV)
safety profile of febuxostat wersus allopurinaol in patients
with chronic hyperuricaemia (in conditions where urate
deposition had already occurred) and CV risk factors (i.e.
patients 60 years or older and with at least one other CV
risk factor). In this study, treatment with febuxostat was

not associated with an increase in CW death or all-cause

=
&

395
444

’

death, overall or in the subgroup of patients with a baseline _—

history of myocardial infarction, stroke or unstable angina.
Mewertheless, considering that a higher number of fatal

cardiovascular events were observed with febuxostat when

compared to allopurinol in patients with pre-existing major

product and in one post registrational study {CARES]),
treatment of this patient group should be exercised
cautiously and they should be monitored regularly. For

Beiaiarmotion. please refer to th or Product
Characteristics
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Association.

RESEARCHLETTER ) ﬁ Amarican
Heart

Updated Assessment of Cardiovascular Risk in Older Patients
With Gout Initiating Febuxostat Versus Allopurinol

Ajinkya Pawar, PhD {2 ; Rishi J. Desai, MS, PhD @2 ; Jun Liu, MD, MPH; Erin Kim, BS; Seoyoung C.
Kim, MD, ScD, MSCE (2

Aebopéva KaBNUeEPLVAC KAWVIKAC TIPAENC
» 27 881 febuxostat evapéelc - 83 643 allopurinol evapéelc.

* Méon nAwia > 65, 30% - kapSLayyELOKO LOTOPLKO

* Méon napakoAouBOnon -8-10 pARVEC

* Primary outcome : n mpwtn eninttwon OEM, AEE, Bvnolpuotnta

[Tapopola ETTITTITWON KAPOIAYYEIOKWY

OUMBaNATWY Kal oxedov idia Bvnoiyotnta
ueETACU PeBoucooTatnc Kal AAAOTTOUPIVOANG

- rat purs Febuxostat vs
{n=2T 881} (=83 643} Al incl, HR (95%
Population Ourtoome Incidence Rate/10F) Patient-y {35% Cl) '::Il
Owerall MACE 49 96 4522 055 {0.53—1.04)
(47 B5-5Z 18) (48, 12-50.35)
Mhyocardis] 20.58 20.599 055 {0.86-1.03)
infarction (15, 25-22.00) (20, 28-21.73)
Stroks 1.2z 10,63 1.08 {0.53—1.20)
(10.25-12.28) {10.13—11.18)
Coronany 15.18 159,43 0.59 {0.85-1.08)
rew ascularization {(1T.87-20.54) {18.74-20.15}
Cardiowascular 23.40 ZZ2.453 1.01 {0.52-1.10)
death (21.55-24.50) (£1.7T8-23.25)
All-zauss desth 49 168 565 0.52 {0.87-0.57)
(47.05-51.32) {45 EE-51.75)
Mo history of HF | HF hospitalization 5E5.74 B4 B1 1.03 {0.598-1.10)
{55, D5-61.68) {53, 41-56.25)
Prior history of 406 3T 404 53 054 0. 500 58)
HF {254 0341510} (287.82-411.38)
Fatiznts with mo MACE 26,53 7.0 057 {0.85-1.05)
bassline CVD {24 81-35.1T) {35, 57—38.25)
Mhyocardisl 15.11 15,36 0.53 {0.81-1.08)
infarction {13 T8—16.58) {14.86-16.11)
Stroks BB (7T.83-5.55) 9.07 {B.53-5.65) 054 {0.75-1.10)
Coronany i13.85 14 .55 052 {0.80-1.04)
rew ascularization {12.58—15.25) {13.85-15.33)
Cardiowascular 15.84 16.23 1.04 {0.52-1.17)
death (15441835} {15.50—16.55)
All-causs desth 3852 4031 054 {0.87-1.032)
{25 TT—41.20) (38, 154150}
Fatients with MACE B4 0D 83.54 054 {D.85-1.032)
bassline CVD (T8 3055 48) {80, TS5 38)
Mhyrocardis] 49T 3531 051 {D.75-1.04)
infarction [31.54-38.34) {33 56-37.18)
Stroks iT.2T 1715 0.54 {0.78-1.14)
{15.05-15.82) (15951844}
Coronany 32.8T7 24 21 0591 {0.78-1.04)
rew ascularization {25 80-35.48) (32.48-35.08)
Cardiowascular 40,30 2867 0.58 {0.86-1.11)
death (25854407} {25, B5—40.58)
Allzauss desth TE.14 TETE 0,50 {0,820 58)
{70 37-80.23) {78, 17-51.48)

25 Mar 2021hof the American Heart Association. 2021;10:e020045
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* H oupikr vooocg dev gival yia atrAn «Bioxnuikn» diatapaxn aAAG pia ouvBETn TTOAU-TTAPAYOVTIKH VOO OC

Take home notes...

* H aoUUTTTWMPATIKA UTTEP-OUPIXAIUIa OEV TTPETTEI VA AVTIMETWTTICETAlI QAPUAKEUTIKA ( EKTOC EIOIKWV
TTEPITITWOEWV)

* H @eBoucooTdrn cival Evag I0XUPOS QVTI- UTTEPOUPIXAIUIKOC TTAPAYOVTAC , MEILVEI YPHYOPQ TO OUPIKO
0¢U Kal ETTITUYXAVEI AIYOTEPEC UTTOTPOTTEC OUPIKAGC apBpiTIdag

* H peBouooTdrn dev Xpeldletal TTpOoCapUOYn TNG 000NGS OTNV VEPPIKH dUCOAEIToUupYia , aAAG XpNdel
au¢nMEVNG TTapakoAouBnong oe aoBeveic pe kapdiayyeiakd vooo
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