H EAANVIKA eumeLplo opyavwong apxelwv acBevwy Kat n aélomoinon
Twv debopEVWY OTNV £peuva Kal otn BeATiwoN TNG TAPEXOUEVNG
neplBaAPney.

Apxeta aoBevwv: Katnyoplec 6edopEvwy Kal N XpNoLLOTNTA TOUC OTNV
avarntuén vewv papuakwyv. H EAAnvikn epmelplo

« H mapaywyn kat aélomoinon twv dedopévwy KaBnuepLvnc KAWVLKNC pakTikn¢ ( real world data) otnv
£PEUVO KoL OVATITUEN TWV PaPUAKWY KABwWC Kol otn PeATIwoN NS tapeXOUevnC iepiBaAPncy».
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Meplypappa

dAsypuovwdels apOplitideg Kal floAoykol TapdyovTeG
AeSopéva oo apyxela KATaypang

- Aocpaielx

— ATOTEAEOUATIKOTNTA

— Iapapoviy otnv aywyn
EAANViKO apyelo kataypa@ns acOevwy e PAEYLOVWOELS
apOpitideg



DOAeypovwdelc apBpitidec: 20 €T ONUOVTIKWY
g&eliéewv otn Beparevtikn

[Tpwiun Stdyvwon: aAdayr SLayvwoTIKWVY KPLTNPpLwV, KAVIKEG TIPWLUT
apBpitidag

Apeon evapén avocoTPOTIOTIONTIKNG YwYNS UE TN SLAYVwoT)
«@Aeypovwdoug apBpltidac»

MeBotpeEdtn kal cuvdvaopol DMARDs: BepameuTiky TpakTikn
Oepamev Tk ZTpatnykn: Eqpappoyn HeTpnouwy BepamevTIKwy
(Opeom /xaunAn evepydTnTa) KL TPOTOTOM 0T TNG AYWYNS LE OKOTIO
™V emitevén Toug

Xpnon Blodoyikwyv Bepamelwy o€ avOekTIKoUG otn Oepameia aoBevelg



BloAoylkol MNapayovtec oTa CUCTNUOTLKA
avtoavooa/PpAeypovwdn vooriuota

DAeyuovwodeic Apdpitidec

e Evdeitelc:
— OAeypovwdelc apBpitidec (1999)

e pevpartosldng apbpitida, omovbuloapBpitidec, veavikn dlomadng apbpitida
— 2EA: (Belimumab, 2011)

— Ooteonopwon: (denosumab, 2010)

e [lOTe:

— o€ aoBeveic pe evepyo vooo mapad thn Beparmeia pe pn-PfLoAoyka
avoooTtpormornontika ¢appoka (DMARDs).



Elcaywyn cuotaoswyv xpnong BloAoykwyv Beparetwv
otn Beparneia tnc PA kat otovdulapBpitidwv:
2010 & 2013

EULAR recommendations for the management of
rheumatoid arthritis with synthetic and biological
disease-modifying antirheumatic drugs

Ann Bheum Dis 2010:69:964

EULAR recommendations for the management of
rheumatoid arthritis with synthetic and biological
disease-modifying antirheumatic drugs: 2013 update

Ann Rheum Dis 2014,73:492




EAANVIKN PeupatoAoyikn Kowvotnta: :
EPE & Apxeio BloAoylkwv Beparmelwyv, CUCTAOCELG
XpNonc BLoAoylkwv mapayoviwy otnv Kabnuepa npaén
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2003, emikaipomoinon 2009 & 2012

EAAHNIKH PEYMATOAOTIKH ETAIPEIA

IYITAZEIE
THE EAAHNIKHE PEYMATOAOTTKHE ETAIPEIAZ o spodudioesaibunobitida

[1A TH OEPATTEIA TON PEYMATIKON

NOZHMATON ME BIOAOTIKOYX IAPATONTEX

EAAHNIKO APXEIO BIOAOTKQN OEPANEION

ENIKAIPONOIHIH TON IYITAZEQN MNA TH XPHIH TON BIOAONKON
AOHNA, ®efipovdpiog 2005 MAPATONTON ITH PEYMATOEIAH APOPITIAA KAl TIZ INONAYAAPOPITIAEL
{2009)

ENIKAIPOMNOIHIH TON IYITAZIEQN MNA TH XPHEIH TON BIOAOTIKQN
NAPATONTON ITH PEYMATOEIAH APOPITIAA KAI TIZ ZNONAYAAPOPITIAEL
(2012)




2uotdaoeig EPE/Apyeiou BO 2012

li

Evoeigeig 'Evaping anti-TNFa
EykateoTnuévn PA
O1 avTti-TNFa TTapAyovteg ouvioTwVTAl YIa TN BEPATTEIQ TNG EYKATECTNMEVNG
PEUMATOEIOOUG apBpiTIdOG 0€ a0OEVEIC OI OTTOIOI £XOUV:
*  EVEPYO VOOO
KAI
*  OTTOTUXEI OTN BepaTtreia Me:

— 22 KAaoolkd DMARDs 13 cuvduaououg auTwy ETTi ATTOUCIAC OUOUEVWYV TTPOYVWOTIKWY
TTAPAYOVTWV

— noge >1 DMARD 1Tapougia QUOUEVWYV TTPOYVWOTIKWY TTAPAYOVTWV

e AUCMEVEIG TTPOYVWOTIKOI TTAPAYOVTEG
o RENanti-CCP

AlaBpwoelc og akpa xEpia r Todla o€ a/a

HAQ>1

[MpooBOAN peydAwv apBpwoewv

EEwapBpikr véoog

@)
@)
@)
@)




apBpltLdeg

Eupwrnaika apyxeio kataypadnc acBevwv pe GAeyHOVWOELC

Table 1 Overview of current European biologicals registers
Type of register/ Inclusion criteria/
Name Started in/by Coordination study sample size

British Society for
Rheumatology Biologics
Register

(BSRBR)Z 6 12 18 27.24
German Biologics
Register (RABBIT)® =%

Swedish Biologics
Register (ARTIS)” **~

Spanish BIOBADASER
register' 10 x2.35%

Danish Rheumatologic
database (DANBIO)**

October 2001 by
British Society for
Rheumatology

May 2001 by
German Society
for Rheumatology

Swedish
Rheumatology
Association

2000 by Spanish
Society for
Rheumatology

2000 by Danish
Society of
Rheumatology
and Institute for
Rational

ARC Epidemiology
Unit Manchester

Epidemioclogy Unit,
German
Rheumatism
Research Centre

Karolinska Institute,
Stockholm

Research Unit of
Spanish Society of
Rheumatology

Hvidovre Hospital

Epidemiological cohort

study

Epidemiological cohort

study

Routine registration

Routine registration

Routine registration in
26 rheumatological
departments

New prescription of
biologicals; 4000 per
drug

New prescription of
biologicals; 1000 per
drug

New prescription of
biologicals

New prescription of
biologicals

New prescriptions

Pharmacotherapy
Norwegian DMARD 2000 by five Diakonhjemmet Routine registration of Treatment start with
register (NOR-DMARD)*"" rheumatology Hospital, Oslo all DMARDs and DMARD or biological
= centres biologicals agent
Dutch Rheumatoid 2003 by 11 Radboud University Epidemiological cohort Start of treatment
Arthritis Monitoring rheumatology Nijmegen Medical study with biological agent
Register (DREAM)* centres Centre
Swiss Clinical Quality 1996 as quality University of Geneva Routine registration Start of treatment
Management Database®™ management with biological agent
e system

Ann Rheum Dis 2009;68:1240




Aedopeva aodpalelac:
RCTs vs Apxeta Kataypadnc

- NoluwEELG
- NeomAaoleg



Avtl-TNFa / PA / NeomAaoleg



Avtl-TNFa / PA / NeomAaoleg

* Meta-avaiuvon 9 RCT (3493 anti-TNF / 1512 placebo): X 3 kivéuvog

Neploplopoc:

Muwpn duapkela mapakoAovOnonc (mean follow-up: 307 days anti-TNF & 285 PCB),

*  MwKpOc aplOuog acbevwv yla omavia cupapapata

— (i.e 24,000 patients required for X4 risk lymphoma)

Effect of Anti-TNF Antibody Therapy vs Control Therapy on Occurrence of 1 or More Malignancies in Patients

With Rheumatoid Arthritis

Source
Lipsky et al,® 2000
Furst et al,® 2003
Weinblatt et al, 1! 2003
Keystone et alf 2004
St Clar stal,” 2004
\van de Putte et al, 2% 2004
Westhovens et al,®4 2004

Total

Test for overall effect:
Mantel-Haenszel ¥ =5.2; P=.02

Malignancies, No./Total

Anti-TNF

20/3192

I Qdds Ratio
Placebo (95% Confidence Interval)
/86 7.57 (0.30-Infinity)
0/318 9.11 (0.40-198.49)
B2 2.29 (0.06-Infinity)
1/200 3.87 (0.51-172.73)
o2 £.58 (0.36-Infinity)
17110 1.01 (0.10-50.39)
1/361 1.50(0.12-79.18)
3/1428 3.29 (1.19-9.08)

0.01 0.1 1.0 10 100
Cdds Ratio (895% Confidence Interval)

1000

JAMA. 2006;295:2275-2285



Avti-TNFa / PA / NeomAaolec:

US National Data Bank for Rheumatic Diseases (NDB)

13,001 /49,000 patient-years (1998—2005)
— BloAoyikn Bepareia: 5,257 (41%)
* Infliximab 4,277 (33.1%)
e Etanercept 3,011 (23.3%)
e Adalimumab 763 (5.9%)
e Anakinra 319 (2.5%).

ARTHRITIS & RHEUMATISM
Vol. 56, No. 9, September 2007, pp 2886



2UOYXETLON VEOTTAOOLWYV ME BLoAoyikn Beparmela
*  OLavtl-TNF mapayovtec oxetilovtal pe Tkivbuvo pun HeEAAVWHUATIKOU KAPKIvVoU
d€ppatoc (X 1.5) aAAd Oxt pe Aspdwpata 1} VEOTTAQCLEC GUUTAYWVY 0PYAVWV

Association of biologic therapy and subsequent malignancy

Subjects OR Users of
Cancer Cases analyzed (95% CI)¥ P biologics
All§ 537 12916 1.0 (0.8-1.2) (.858 6.282
Bladder 20 4.687 0.5 (0.1-1.5) 0.197 1.862
Bone 3 376 0.0 (0=) (),999 102
Brain | 111 8| 9 44
Breast 102 10,541 0.9 (0.5-1.3) 0.560) 5.196
Colon 37 3,795 0.8 (0.3-1.7) 0.506 2.503
Endocrine | 154 9 9 66
Esophagus 10 2,374 0.9 (0.2-5.0) 0.907 1.302
Gall bladder | 1,099 | 3| 555
Head and neck 5 926 0.7 (0.1-5.5) (.757 378
Hudgkin'.\ 4 696 = 1,000 (0-) ().999 264
Kidney 7 2,221 1.8 (0.3-9.4) 0.507 807
Leukemia 24 3,348 1.2 (0.5=-3.1) 0.704 1,367
Liver 6 1,762 0.2 (0.0-2.9) (.256 675
Lung 112 8.627 1.1 (0.7-1.8) 0.630 3.610
Lvmnhoma 45 5.901 LO(05-20) .967 2221
Melanoma 32 3.260 2.3 (0.9-5.4) 0.070 1.394
NON-riodgkin s 32 5087 0.7 (U.3-1.5) .33 2080
Ovary 7 1.416 3.6 (0.6-21.1) 0.153 587
Pancreas 12 1.857 0.5 (0.1=-2.6) ().440 481
Prostate 56 7.511 0.9 (0.4-1.9) ().734 2.884
[Skin# 623 13,584 LS (1.2-1.8) <0001 6591
Soft tissuc 4 806 0.3 (0.0-4.8) (0.378 205
Solid’ 467 12,839 1.0 (0.8-1.2) 0.867 6,238
Stomach 4 806 0.8 (0.1-9.3) ().89] 1,018
Testicular 1 358 0.0 (0.0-) 0.999 63
Uterus 7 742 0.0 (0.0-) (),.998 250
\";lginu 2 960 0.6 (0.0-10.3) (.735 706

Arthritis Rheum 2007:56;pp 2886
Ann Rheum Dis 2005;64;1414-1420




Avti-TNFa / PA / NolpweéeLc:

Registries



Avti-TNFa / PA / NolpweéeLc:

Registries

e Auénuévoc kivbuvoc coBapwv Aotpwéewv (X 1.5-3) og aoBeveic umo avtl-TNF

*  A6pBwon yla AAAoUC TIapAYOoVTEC EAATTWVEL TOV Kivuvo (X2).

* 601 DMARD
* 512 etanercept, 346 infliximab, and 70 anakinra.

Frequency of adverse events in the study patients and controls

Serious adverse events
Lower respiratory tract infections, total
Bacterial skin and subcutancous tissue infections
Skin and subcutaneous tissue infections, total
Bone and joint infections
Other

Etanercepl

1.86 (1.0-3.6)
1.45 (0.7-3.0)
2.07 (1.1-3.9)
1.03 (0.4-2.5)
1.45 (0.7-3.0)

Infliximab

3.38(1.9-6.1)
1.23 (0.3-3.1)
.84 (0.8-4.1)
0,31 (0.01-1.7)
.61 (0.1-2.2)

Control

0.70 (0.2-1.8)
0.35 (0.04~1.3)
(.70 (0.2-1.8)
0,18 (0.004-1.0)
(.70 (0.2-1.8)

ID

0.014

0.12
0.12
0.14
0.51

| Total

6,42 (4.5-9.1)

0.15 (4.0-9.5)

2,28 (1.3-3.9)

0.0010]

Listing ARTHRITIS & RHEUMATISM

Vol. 52, No. 11, November 2005, pp 3403



Avti-TNFa / PA / NolpweéeLc:
Registries (Swedish data)

v44. 496 RA
v4.167 on anti-TNF (7776 person-yrs)

Increased risk during the first year of exposure

30

25 Years on Relative risk for
20 therapy hospitalization (95% Cl )
15 ‘ 1st 1.43(1.18-1.73)

I
10+ + * 2ad 1.15(0.88 -1.51)
0.5} 3rd 0.82 (0.62 -1.08)
0.0

] 2 3

Years on first TNF antagonist

Baseline characteristics associated with hospitalization for infections in

multivariate analysis among anti-TNF users

Age (>64) 2.12 (1.5-3)
HAQ (>1.8) 1.9 (1.2-2.8)
CvD 1.6 (1.2-2.1)
Infection 1.6 (1.3-2.1)

Askling et al. Ann Rheum Dis 2007;66:1339



AedopEVA ATIOTEAECUATLKOTNTAC:
RCTs vs Apyxeia Kataypadng

ACR20, 50, 70 ....... drug survival



DMARDs IR

2UYKPLOLULN OITOTEAECHATIKOTNTO TWV UTtoS0pLwV avtt TNF:
ACR50 =40% @ 24wks

MEeAETEG Un ApEONG CUYKPLONG

100% 4+ Golimumab, GO FORWARD 100% Certolizumab, RAPID 1
80% - m GLM u PBL 80% = CMZ u PBL
60% >9,5% so% | %
(1] (1]
40% 20% 37,1%
20% 20%
0% 0%
ACR 20* ACR 50 ACR 70 ACR 20* ACR 50 ACR 70
0, _ 0, .
100% Etanercept, Moreland 100% Adalimumab, DE019
80% - WETA “PBL 80% m ADA = PBL
59,0% 63,3%
60% 60%
40% 40%
0,
20% 20%
0% .
ACR 20* ACR 50 0%
ACR 20* ACR 50 ACR 70

Keystone E, et al. Ann Rheum Dis 2009;68:789-796. doi:10.1136/ard.2008.099010; Keystone E, et al. Arthritis Rheum 2008;58(11):3319-3329;
Moreland L, et al. Ann Intern Med. 1999 Mar 16;130(6):478-86; Keystone E, et al. Arthritis Rheum 2004;50 (5):1400-1411




Moakpoxpovia rtapopovn otov 1° avit-TNF mapayovia

At the end of the 5-year follow-up 38% of infliximab, 50% of adalimumab
and 55% of etanercept initiators remained on their first drug

100% -

75% -

50% -

25% -

0

| 1 | 1 I

0 1 2 3 4 5
Observation Years

-

Number at Risk (Discontinuations)

Etanercept 3892 (823) 2677 (266) 1924 (151) 1446 (94) 1027 (57) 712
— — — Adalimumab 2349 (632) 1462 (169) 1034 (88) 766 (41) 577 (33) 418
Infliximab 2898 (824) 1730 (320) 1110 (157) 791 (74) 587 (53) 415

Adj. Hazard Ratios (95%Cl) 0-1y >1-1.9y 2-5y 0-5y

-Adalimumab vs Etanercept  1.37 (1.23-1.52) 1.18(.97-1.44) 1.00 (.84-1.20) 1.26 (1.16-1.37)
-Infliximab vs Etanercept 1.48 (1.34-1.64) 2.02(1.70-2.40) 1.70 (1.46-1.99) 1.63 (1.51-1.77)
-Infliximab vs Adalimumab 1.10 (.99-1.23) 1.65 (1.36-2.00) 1.67 (1.40-2.00) 1.28 (1.18-1.40)

Ann Rheum Dis. 2013 Nov 27



Hellenic Registry for Biologic Therapies
Hellenic Society for Rheumatology

e Independent organization under the
auspices of the Hellenic Rheumatology
Society

e Cooperation with the University of Lund,
Sweden

e Structure
- Board of directors

- Investigators (Clinics in university & state
hospitals)

- Center for data entry/analysis (University of Crete)

e Funding: unrestricted grants from pharma
industry through Hellenic Rheumatology

Society
¢



Contents lists available at ScienceDirect

Seminars in Arthritis and Rheumatism

ELSEVIER journal homepage: www.elsevier.com/locate/semarthrit

Comparative effectiveness and survival of infliximab, adalimumab, and
etanercept for rheumatoid arthritis patients in the Hellenic Registry of
Biologics: Low rates of remission and 5-year drug survival™

Irini Flouri, MD?, Theodora E. Markatseli, MD®, Paraskevi V. Voulgari, MD", Kyriaki A. Boki, MD¢,
loannis Papadopoulos, MDY, Loukas Settas, MD¢, Dimitrios Zisopoulos, MD®", Fotini N. Skopouli, MD?,

Alexios Iliopoulos, MD", George K. Bertsias, MD? Pierre Geborek, MD', Alexandros A. Drosos, MD, FACR®,
Dimitrios T. Boumpas, MD?*/, Prodromos Sidiropoulos, MD**

Semin Arthritis Rheum. 2014 Feb;43(4):447



EAANViko Apxeio BloAoyikwv Oepamelwv
XAPAKTHPIZTIKA'ENAP=Hc AZOENQN ME PA




- EykateoTtnUeEVn, LAKPOXPOVLA VOOO
- Aotoyia og oA amAd ouvBetikd DMARDSs

1,028 patients with long disease duration before starting anti-TNF agent
1,297 treatments

Table 1
Baseline characteristics of the RA patients treated with anti-TNF agents (analysis per treatments)

Valid N Infliximab Adalimumab Etanercept
(n = 560) (n = 435) (n = 302)
Gender (female) (%) | 1297 Ly 81° 80
Age (years), median (IQR”) 1296 58 (17) 59 (18) 57 (19)
Disease duration (years), median (IQR) 1296 8.5(127) 78 (12.8) 74 (10.6)
Previous DMARDs (number), median (IQR) 1142 2(1)° 3(2) 3(1)°
Failure of previous anti-TNF agent (%) 1297 7.0 29.7 334°
One anti-TNF agent (%) 50" 280 275°

Semin Arthritis Rheum. 2014 Feb;43(4):447
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OLEAANvec acBeveic pe PA rtouv Aapfavouyv anti-TNFa aywyn € kel

- YYnAn evepyotnta/PpAeyuovi
- EKItwon AELTOUPYLKOTNTOG
- 90% ouyyopnynon cuvBetikd DMARDs

Table 1
Baseline characteristics of the RA patients treated with anti-TNF agents (analysis per treatments)

Valid N Infliximab Adalimumab Etanercept
(n = 560) (n = 435) (n = 302)
Concomitant DMARD(s) (%) 1157 93" 88' 87"
Single DMARD (%) 68 80 75
=2 DMARDs (%) 25 8 12
Methotrexate use (%) 70 65 66
Dose (mg/week), median (IQR) 12.5 (5.0) 15.0 (5.0) 12.5 (5.0)
Leflunomide use (%) 18 20 17
CRP (mg/dL), median (IQR) 816 14 (2.8) 0.9 (2.0)* 1.5 (2.4)°
ESR (mm/h), median (IQR) 972 41 (37) 37 (25) 37 (30)
Patients pain assessment (0-100), median (IQR) 908 70 (24)° 60 (33) 60 (30)"
HAQ (0-3), median (10R) 589 1.0 (0.9) 1.0 (0.9) 1.0 (09)
DAS28 (0-9.35), median (IQR) 963 54 (15) 56 (1.6) 57 (16)
SDAIL median (1QR) 696 32 (19) 31 (20) 33 (20)
CDAI, median (IQR) 817 30 (19) 31 (21) 33 (20)

Semin Arthritis Rheum. 2014 Feb;43(4):447



EAAnviko Apxeio BloAoyikwv Oeparmneiwv

AEAOMENA MAKPOXPONIAG MAPAMONHG¢ ZTHN
ArQrH
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BloAoykol mapadyoviec 5 ypovia:
METpPLO TO TTOOOOTO TtapaovAC otnv aywyn: 30-50% S5etia

1yr 5yrs
infliximab 64% 31%
adalimumab 67% 43%
etanercept 68% 49%
Efficacy-related drug survival Toxicity-related drug survival
104 —— 104 ——
T 09 oo [ _t==so >
Z Il T b =%
g ! 3 — g
g 08" =, § 087 | I
E t....‘..;: I : I
s
s e < |
3 07 e 3 07 I
.z I ........ .E I
; i 1 3 :
n - -
é 06 : § 08 :
, I : I
z | p=020 I g | peooot i
< 057 I ~infliximab 05 I _Minfliximab
1 - Adalimumab 1 _r1adalimumab
I —"'Etanercept I ~"IEtanercept
0.4 ! 04 :
| 1] 1 } E I 1 | 1 1 1 1 ] ! 1 i ] | 1
0 1 2 3 4 5 6 7 8 0 1 2 3 4 5 6 7 8
Follow up (years) Follow-up (years)
INF 560 348 221 154 87
ADA 435 270 177 107 43
ETA 302 185 101 54 3

Semin Arthritis Rheum. 2014 Feb;43(4):447




30-35% twv acBevwv tiBevtal og YapnAn evepyotnta

I
VOOOU
Treatment response to anti-TNFa agents in RA patients.
Infliximab Adalimumab Etanercept
e — i | e —
6 Months 12 Months 6 Months 12 Months 6 Months 12 Months
DAS28 remission
No. of patients' 357 316 220 179 171 137
Remission (N/%) 46/13 47/15 35/16 41/23 27/16 26/19
DAS28 low disease activity
Low disease activity (N/%) 75121 85/27 64/29 61/34 41/24 4231

Semin Arthritis Rheum. 2014 Feb;43(4):447




[MPOYyVWOTIKOL TTAPAYOVTEC ATTAVTNONG OTNV AYWYN:
BnAu dUAo, LkpOTEPN NALKia, XapnAotepo poptio vooou, Xprion oteposldwv

Gender (male versus female)
Age (per 10 years)

RA duration {per 1 year)

SIC-28 ( versius = 7)
[jC-28 ( > versus 10)
CRP ( > versus < 1.4 mg/dL)

VAS global (per 10 units)
VAS pain (per 10 units)
Methotrexate use (yes versus no)
Leflunomide use (yes versus no)
Glucocorticoid use (yes versus no)
Previous DMARDs (per 1 drug)
Anti-TNF agent used

INF (reference)

ADA

ETA

Previous anti-TNF (per 1 agent)

202
(141
0.87
(0.76-0.99)
0.97
(0.94
0.41
(0.26-0.64)
047
(0.30
0.82
(0,53-1.26)
087

2.89)

0.99)"

0.73)"

(0.79-0.95)
085

(0,77-0.93)"
0.98

(0.66-145)
0.98

(0.59-1.64)
1.35

(0,92
081

(0,71-0,93)

1.99)

1.00 (reference)
1,79
(1.22-2.63)"
1.14
(0,70-1.86)
113

(0.78-1.63)

DAS28 LDA

Univanate

1.54
(1L.22-1.95
0.85
(0.79-092
0.99
(0.98-1.01)
040
(0.31-051
0.46
(0.36-0.60
0.90
(0,70-1.15
0.86
(0.81-091)
0.87
(0.82-092
L12
(0.88-143
0.91
(0.67
L43
(1L13-1.81)
0.90
(0.86-1.01)

1.24

10O (reference

1.24
(0.97-1.58
L4
(0.86-1.51
0.96

(0.75-1.22

+

Multivanate

1.33
1.02-1.73

0.50
0.83-099

0.46
0.36-061

0.90
0.85-095

130
1.01-1.68




[MpoyvwoTilkoL tapayovtec coBapwv Aolpweewv:
NAWKLO, EVEPYOC VOOOC, Xprion otepoeldwv, BLOAOYLKOC TTapAywV

Risk factors for first severe infection in RA patients treated with anti-TNF agents

Baseline characteristics Risk for first severe infection

Univariate”

T
Multivariate

Gender (male versus

female)
Age (per 10 years)
RA duration (per 1 year)
S|C-28 ( = versus = 7)
TJC-28 ( = versus < 10)
CRP ( = versus =

1.4 mg/dL)
VAS global (per 10 units)
VAS pain (per 10 units)
Methotrexate use (yes

versus no)
Leflunomide use (yes

versus no)
Glucocorticoid use

No use

= 35 mg/week

= 35 mg/week
Previous DMARDs (per

1 drug)
Anti-TNF agent used

INF (reference)

ADA

ETA
Previous anti-TNF (per

1 agent)

1.07 (0.70-1.65)

1.60 (1.36-1.88)
1.01 (0.99-1.03)
142 (0.94-2.13)
1.85 (1.22-2.79)"
1.16 (0.76-1.78)

0.96 (0.88-1.06)
0.98 (0.90-1.08)
0.82 (0.56-1.22)

1.33 (0.85-2.09)

1.00 (reference)
1.23 (0.77-1.97)
1.60 (1.03-2.50)"
1.03 (0.91-1.17)

1.00 (reference)

0.56 (0.37-0.85)"
0.38 (0.22-0.66)"
0.64 (0.41-1.01)

1.65 (1.37-2.00)

1.86 (1.21-2.86)"

1.00 (reference)
1.26 (0.73-2.19)
1.83 (1.12-2.99)"

1.00 (reference)
0.62 (0.38-1.00)"

0.39 (0.21-0.72)'




EAANVIKO Apxeio BloAoyilkwv Oepamelwv

35% twv acBevwv pe PA eival ynplatplkot

Xapoktnplotika acBevwv pe PA otnv evapén

Mn- pelatpkol

ynplatpkoli p
ZUvoAo aoBOevwv 652 255
Mfuvaikeg 503 (77%) 201 (79%) 0.85
HAwio * 50 (11) 71 (5) 0.001
Awapkeila vooou* 10 (9) 13 (10)
Mpony. DMARDs * 2.8 (1.5) 2.7 (1.4) 0.7
Zuyxopny. DMARDs* 1.1 (0.5) 1.1 (0.5) 0.5
MovoOepansia 59 (9%) 31 (12%) 0.2

*Mean (+SD)

Q'}



Peupatoeldnc ApBpitida:
MeyaAUTtepn evepyoTNTA VOOOU OTOUC ynpLaTpLKoUc acBevelg

Mean SD p
DAS 28 0 6.2 1.1 0.01
1 5.9 1.2
Owsnuoat. ApBp. 0 8.88 7.6 0.09 - 1
1 9.86 6.9 o
Enwduvec apBp. O 11.3 7.5 0.7 =
1 11.53 7.2 b 4
TKE 0 44.5 25.7  0.001 § ——
1 51.9 25.9 S 2
VAS global 0 63.7 20 0.02 adults geriatrics
1 68.6 19.6

0= un ynplatpikoi, 1=ynplatpikol



JUYKPLOLO XOPAKTNPLOTLKA VOOOU acBevwy o€ SLadpopEeTIKA
registries

EA\&Sa | Aavia | OANavéia | Moptoyadia | HMNA | EABetia | ItaAia
HAwia (MO 1) 58 57 551 50.9 59 53 55
Aldpkela vooou (MO, €tn) 8 9 7.7 9.5 8.9 10 11
DAS28 * 5.6 5.4 5.3 5,5 4.5 4.27 54
HAQ ® 1 1.37 13 133 0.5 1.3 1.3
AplBu6C mponyoUEVWY 2.4 3 3 . 0.7 - -
QVOOOTPOTOMONTIKWY
MTX > cuyxopriynon’ 70% 70 % - 79% 68% 74% 78%
Koptilovn ouyxopriynon® 59% 40% - 62% 35% 52% 30%

*MO: Méoog époc.

? DAS28: Seiktng dAeypovwdouc evepyodtntac vooou. Tiun >5,1 .woduvapel pe uPnAn evepyotnta.

* HAQ (Health assessment questionnaire): Seiktng Aettoupykotntac. Tinr >1 wwoduvapel pe copapn
EKTTTWON AELTOUPYLKNC LKAVOTNTAC.

* AplBp6C avoootpomonotnTikwy dapudkwv (DMARDs) mou eixav xpnotpomnownBei mpwv T xprion tou
BLoAoyikou

> MTX: peBotpefdtn

®Nooootd Twv acBeviv ov AapBdvouv Boloyikr Bepaneia o cuvSUAOHO pe GANO GAPHAKO




KUpla eAAelppato otnv KoBnuepvn mpaén

Amovola TTPOYVWOTIKWV SEIKTWV ATTAVTNONG
- 30-40% acBevwv e aveTMApKN ATAVTINON
Maxkpoypovia tapopovny otnv aywyn (50% ota 5 €tn)
Y{YmAoO k006 TOG
[IpocoBacipotnta?



KUpla onpuela

OL CUOTAOELC YLOL TN XProN Toug Kat N dnulovpyia Apxeiwv kataypadnc
ONUOVTLKA BApoTta TNG PEVMATOAOYLKN G KOWVOTNTAC yla TNV BEATIOTN XPAoNn
TOUC OTNV KAONUEPLVH TIPAKTLKN

30-50% napapovr otnv 5etia, 40% noapapevouv og xapunAn dAsypovwdn
gvepyoTnTa

Ta dedopéva armo ta Apxela kataypadnic elvatl CUUTTANPWHOTLKA TWV
KALVIKWV LEAETWV Kol EEQALPETIKAC onuaolag otnv KAWLKN Ttpaén

InUavtikn n otnptén / ouvepyaoia TN LATPLKAC-oKAdNUAIKAC KOWVOTNTOC E
™ Qappoakoflopnxavia otn dSnuioupyla Twv Apxeiwv



