AEAOMENA TA TH XPHZH TQN
ANTI-TNF MAPATONTQN ZE
AZOENEIZ ME PEYMATOEIAH
APOPITIAA ANO TA EYPQMNAIKA
REGISTRIES



AOMH OMIAIA2

H onupaolo Twv CUCTNHOTIKWY KoTtaypadwy
(registries)

NOLLWEELC
NeomAaolec
KapoLayyelokoc kKivouvoc

2UYKPLTLKA Oedopeva
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Infliximab Etanercept
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adalimumab
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Golimumab Certolizumab
_— Abatacep
RITUXAN' '"weer &
Rituximab (CTLA“Q)
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Kivouvol armo tn xpnon twv ovtl-TNF

What is the greatest medical concern

v  NOLLWEELC you have about biologics?
v 1 Risk for infections
Ne ucb wHata l®:If‘|
(@ Risk for tuberculosis
C 1%%
v NEOT[)\(’IO'U.(XT(I (3 Risk for malignancy (including kymphoma)

(@) Risk for cardiac complications

01%

(5) Risk for autoimmune or demyelinating diseases
[]4%




[MEPIOPIZMOI TQN KAINIKQN MEAETQN
(double-blinded randomized trials)

* EmAeypevol mAnBuopol acBevwv (Alyotepec
ouvoonpotntec, Tt evepyotnta tnc vooou)

* JIXETLIKA ULKPOC APLOUOC CUUETEXOVTWV

* Mwkpn dlapketa mapakoAovBnonc (follow-up)

Peupatoetdnc apbpitda xpovia voooc
le peyaAn diapkela Beparmneiac (1% nAnbucopou)



POWER CALCULATIONS

n = 3
e o — - (log, OR)"

A —
ooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooo 4 /
’ n [ [ s 1
ignifi 0.050
1 or 2 sided test? 2

(log. 3)°
47
- (1.207)

= 39




* OLKAWVLKEC peAETeC Oev elval o€ Beon va
QTTOVTNOOUV €0V N Beparmeia LLEe AVOOTOAELC
tou TNF-a avéavel to kivbuvo ylo Aepdpwpoato
N aAAeC KokonBelec

° ... arnAa yati Ba anattovvtayv nepLtov
15.000 — 20.000 ypovia mapakoAovbnonc os
KaBe okeAocg TnC Beparmeiac yio va
SlarotwBel av avéavetal n ocuxvotnta
QAVATTUENC KOPKLVOU...



KATAIPAOEZ - REGISTRIES

* JUOTNMOTLKA CUAAOYN KALVIKWV
SeS0OUEVWV KOL TIOPOAUETP WV

* A\EMTOMEPNC KaTOypadn
CUYXNTLKWV TTOPAYyOVIWYV -
confounders (bnuoypoadika

OTOLYELQ, EVEPYOTNTA VOCOU, @
OUVOOUPOTNTEC) @
e Yuvexn nopakoAovBnon (Latpoug, \ @

VOONAEUTEC, EAEYKTIKOUC
unxaviopoUc) X
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NOIMQZ=EI2



PEYMATOEIAH2 APOPITIAA KAl
NOIMQZ=EI2

3-5% twv aoBsvwv e PA sudavitouv coPfapn
Aolpwén kaBe ypovo

50%ueyalutepec mBavotnteg yia ondn

AvVOOOAOYIKEC SLOTOPAXEC

2UXVEC ETULOKEYPELC OTO VOCGOKOUELD —
XELPOUPVYLKEC EMEUPAOELC

AVOOOKOTOOTOATIKN aywyn

Doran MF et al Arthr&Rheum 2002



BSRBR — Baseline characteristics

DMARD

All TNF

Characteristic (n=11798)

(n =3598)

Age, mean (s.n.), years 60 (12) 56 (12)

Age, n (%), years

<55 1146 (32) 5206 (44)
55-64 1162 (32) 3825 (32)
65-74 926 (26) 2280 (19)
=75 364 (10) 487 (4)
Gender, female (%) 2982 (72) 8777 (76)
Current smoker, n (%) 847 (24) 2566 (22)
Ex-smoker, n (%) 1425 (40) 4486 (38)
Never smoker, n (%) 1308 (37) 4670 (40)
Diabetes, n (%) 234 (6.7) 675 (5.8)
COPD, n (%) 300 (8) 565 (5)
Disease duration, median (IQR), years 6 (1-15) 11 (6-19)
Baseline steroid use, n (%) 778 (23) 5127 (44)
DAS-28, mean (s.0.) 5.1 (1.3) 6.6 (1.0)
HAQ score, mean (s.n.) 1.5 (0.8) 2.0 (0.6)

Galloway et al Rheumatology 2011
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EMINTQZH TQON AOIMQZEQN (BSRBR)

Results nbDMARD All TNF
Follow—-up, pyrs 9259 36 230
Number of Sls 296 1512

Rate/1000 pyrs (95% CI) 32 (28, 36) 42 (40, 44)

Jnadjustec Ref. . 3, 1.
adjHR® (95% CI) Ref. 1.2(1.1, 1.5)
Follow-up, months
00 Ref. 1.8(1.2, 2.6) |
6-12 Ref. 1.4 (0.9, 2.0)
12-24 Ref. 1.2 (0.8, 1.6)
24-36 Ref. 0.9 (0.6, 1.3)

Galloway et al Rheumatology 2011



MetaBoAn tou kivduvou coBapwv AOLUWEEWV
ue tnv ntapodo tou xpovou (ARTIS data)

Risk of hospitalisation due to

any infection, RR (95% ClI)

2.0

N

N

1.5 -

1.0 -

0.5 {

0.0

o

0 -

+ 1.43

+1.15

* 0.82

2

Years on first anti-TNF

Askling et al Ann Rheum Dis 2007



MetaBoAn tou Kivduvou coPfapwv AoLtpwEewv
LLE TNV AP0 OO0 TOU XPOVOU

“Healthy user effect”
/\/ E

‘Risk’

Time

v OL 0.00eVELC TTOU €XOUV HUKPOTEPO KIVOUVO EPPAVLONC AOLUWEEWY LEVOUV OF
Bepareia

v Ta BTikd amoteAéopata tne Oeparmeiac PeEATWVOUV T AELTOUPYLKHA KATdoTaon Kal
LLELWVOUV TN oUyXopPrnynon avoooKATAOTAATIKWY — KUPLWES OTEPOELOWV

Strangfeld et al Ann Rheum Dis 2011



NAPATONTES KINAYNOY (HELLENIC REGISRTY)

Baseline Characteristics Multivariate
Age (per 10 years) 1.60 (1.36-1.88)  1.65(1.37-2.00)  <0.0001
TIC (> versus < 10) 1.85 (1.21-2.86) 1.86 (1.21-2.86)  <0.01
No use 1,00 (reference) 1,00 (reference)
Glucocorticoid 1.26 (0.73 -
< _
use < 35 mg/week 1.23(0.77 - 1.97) 2.19)
> 35 mg/week 1.60 (1.03-1.17) 1.83 (1.12-2.99) <0.05
INF 1,00 (reference) 1,00 (reference)
/:::(;TNF agent ADA 0.56 (0.37-0.85)  0.62(0.38-1.00)  <0.05
ETA 0.38 (0.22) 0.39 (0.21-0.72)  <0.01

Flouri | et al Semin Arthritis Rheum 2014



[MTAPATONTEZ KINAYNOY (RABBIT data)

45

35 -
30 -
25
20 -
15 -
10

(]

p q.,
o KTV

DMARD NEj

Three

‘ TwoAdd't' |
itiona

One risk factors

DMARD rnE: B
Glucocorticoids: TNFi

none or <7.5mg/d Glucocorticoids: DMARD  TNFi

7.5 -14mg/d Glucocorticoids:
2 15mg/d

Figure 3 Estimated incidences of serious infections in 100 patients per year by treatment and risk profile. Additional risk factors are one or two of

the following: age >60 years, chronic lung disease, chronic renal disease or high number of treatment failures; three risk factors: two of the above
risk factors plus prior serious infections. DMARD, disease-modifying antirheumatic drug; TNFi, tumour necrosis factor inhibitor.

Zink et al Ann Rheum Dis 2014
Strangfeld et al Ann Rheum Dis 2011



Risk of Herpes Zoster in Patients Receiving Anti-TNF-y in

the Prospective French RATIO Registry

Journal o Ivesigative Deanatology (2012) 132, 726-729; oi10.1038/id.2011.383; published onfine 24 November 2011

TO THEEDITOR

Anfidumor necrosis factors (TNF)
drugs (mAbs infiimab (IFX) and
adalimumah (ADA), and soluble TNF-
o receptor eanercept (ETA)) ae used
for heumatoid arthis (RA), spondy-
lrthropathies, psorass, Crohn's dis
ease, and ulcenative colts These
molecule increase the rik of various
pthogens such as Mycobacterum tu-
erculosis (Flymn et al, 1995; Tubach
et al, 2009 or tigger reativation of
vaicela zoster s (V2V) and
subsequently herpes zoster (HZ). The
Spanish regisry showed more frequent
hospializatons  becawse of V2V
infection for patients recefving anti-
TNFat therapy than expected in the
general - population — (Garcia-Doval
et al, 2010}, and the Geman regsty
demonstited an increased 1k of
HZ and severe HZ as well (Srangfeld
et al, 2009). We aimed to-identfy
the risk factrs and describe the out-
come of HZ for patiens eceiving TNF-
o blockers for severe inflmmatory
conditons.

The French RATIO registry was
designed to-prosectively collct all
cases of opportuisic infectons in
metopolitan France fom 1 February
2004 to 31 January 2007 in patients
who were receiving or had received
anti-TNF- treament, Thi regity in-
cludes cases rom clinicans, pharme-
coviglance centers of the French
agency of dhugs (Agence Frangaise de
Securte Snitaire des Produits de
Santé), and companies commercializ
ing anti-TNF- therapy. The methodo-
logical detals have been descrbed
elsewhere (Tubach et al, 2005, 2009)
A commitee of three experts in oppor-
tunistc nfetions (OC, DS-C, and OL)
reviewed detaled stndardized case
report forms and addiional documents
for all epoted HZ cases. We con-
ducted a case-control study o invest-
gate the iskfactors of HZ for patients
receiving ant-TNF4r therapy. Cases
were validaed H cases beng treated
for a labele indication, and controls
were patientsfrom centers involved n
the RATIO"registy who were being

Abbrevitions: ADA, adalimumaby ETA, cancrcept, HZ hees zostes FY, infliimaly RA, theumatoid
arthiis; TNF-, tumor necrosis factory; VEV, varicella zoser virss

726 Jounal of Investigative Dematology (2012), Volume 132

teated with anti-TNF-1 therapy (curent
treatment or stopped for <24 month)
for a labeled indication and never
exhibited HZ during the follow-up
period. The contol pool has been
descibed elsewhere (Selmon-Ceron
et al, 2011). Four contrls per case
were matched by underlying inflamma-
fory disease.

We validsted 24 H cases (18
women, mean age 544 years, 79%
teceiving ant-TNF4t therapy for RA,
mediantime rom onset o latant-TNF
agent o HZ occurrence 11,5 years
(nterqurtle range 42-243). Clinical
characteritcs and outcomes are shown
in Table 1. The last ant-TNF agent
teceived was ADA, IFX, and ETA in
10/(14.7%), 9 (37.5%), and 5 (208%)
cases, respectvely. Eight case, invol
ving a least two disinct epsodes, more
than one dermatome, the central ner-
vous system, or the eye, were consid-
ered severe HZ, a recently defined
by the RATIO group (Salmon-Ceron
et al, 2011): one clinically sympto-
matic. meningiis with positve local
teslts on PCR, four multdermatomal
locations one secondary generalzed
and ecurrent HZ, and hree opihalmic

=
J

w
1

N
1

163

—_—

Risk of shingles, HR (95% CI)

o
1

Patient-years =

| 1 I

All TNF  Monoclonals
6112 3524

DMARD
4291

ETN
2588

Strangfeld A et al JAMA 2009
Gallaway JB et al Ann Rheum Dis 2013



EPMH2 ZQ2THPA2 KAl AEPMATIKE2
NOIMQZ=EI2
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Gallaway et al Ann Rheum Dis 2013



DOYMATIQ2H - BSRBR data

Incident TB
Nelson-Aalen plot
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0% e e st i i i i i i il S
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0 500 _ 1000 1500
Days since registration
Drug Registration 1 5yoar 2 years 3 years 4 years
(entry to study) (365 days) (730 days) (1095 days) (1460 days)

DMARD 3232 2652 1839 742 213

ETA 3913 3474 3051 2363 1020

INF 3295 2694 1918 1392 918

ADA 3504 2457 1531 729 247

Dixon et al Ann Rheum Dis 2010
Tubach et al Arthritis Rheum 2009



OYMATIQ2H — ARTIS data

100.0
89.9

® 216
17.5

11.6

10.0

4.1

Incidence Rate of TB per 100,000 person-years

3.1

1.0
2002-2006 2007-2011 2002-2006 2007-2011 2002-2006 2007-2011

General population Biological-naive RA Biological-exposed RA

Arkema EV et al Ann Rheum Dis 2014



EYKAIPIAKE2Z AOIMQ-Z=EI2

Alotapaxn TNG KUTTAPLKAG avVooiag

Evéokuttapla Baktrpla

*  Aturmn ekdnAwon pn Kowwv maboyovwv
(AlotépLa, AeyewveAla)
*  AouvnBlotn KAWLKN €lKOVO Ao Kowa Baktipla - Kupilwg toug (Slacmaptn Aotpwén amo HSV,

Herpex zoster)



EYKAIPIAKEZ AOIMQZ=EIZ (RATIO data)

*Evdokuttapla Baktnpla
v AeyewVvENa

v MoTtépLa

v'vokapdia

v atuna pukofaktnpibia
*MUKNTEC

e XTOUuC aobBeveic e PA v'PCP

v’ AoTtépyLANOG
v TIVEUMOVLKH TtPOoBOAA °lol

v CMV
v’ Seppatiki pooBoln v'HSV

* 10% ouUXVOTEPEC OTOUC
ooBeveic uno avtl-TNF

e Entntwon 0.1%/ xpovo

‘Napacita
v Aeiopavia

Salmon-Ceron D et al Ann Rheum Dis 2011
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PA KAl KAPKINO2
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AZATHIOPRINE
CYCLOPHOSPHAMIDE
CICLOSPORINE

Mercer et al Rheumatology 2013



ANTI-TNF KAl KAPKINO2

Table 3 Comparison of sk of individual TNFi therapies with SDMARD therapy

ETA INF ADA

N=4073 N=3457 N=4327
Follow-up time (patient-years 214 12319 18027
Follow-up per subject in years. median (IQR) 48(25,50) 39(13,5.0) 35(20,48)
Sold cancers 190 % 139
Incidence rate per 10000 patient-years (95% CI 86 (74 t0 99) 19 (64 to %) 11650 91)
Unadjusted HR (95% CI)* 0.74 (0.59t0 092) 068 (0.53 10 0.89) 0.67(0.53 t0 0.84)
Age and sex adjusted HR (%% CI 100 (0.80t0 125) 087067t 1.12) 0.84 (066 to 1.07)
PD-adjusted HR (95°% CI 0.89 0670 1.19) 0810590 1.11) 0.79(059t0 1.03)

*SOMARD was referent for regression analyses,

ADA, adalimumab; ETA, etanercent; INF, inliimab; PD, propensty Score statfied into decils; sOMARD, synthetic disease modfying antirheumatic drug; TNFi, tumour necrosis factor

inibitors,

Mercer LK et al Ann Rheum Dis 2014
Dreyer L et al Ann Rheum Dis 2013



ANTI-TNF KAl KAPKINO2
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analysis time
, 0 10 20 30 40 8 6 70 80
Number at risk
SDMARD 138 120 103 85 62 27 Time since cancer diagnosis (months)
TNFi 427 399 352 297 241 158
SDMARD ===-- TNFi
No. at risk
. . i . . . Biologies- sed o2 173 8 38 I
Figure 2 Kaplan-Meier survival curves for death following diagnosis Biologies-naive 58 0 194 103 T

with solid cancer in the BSRBR-RA. SDMARD, synthetic disease
modifying antirheumatic drug; TNFi, tumour necrosis factor inhibitor.

Mercer LK et al Ann Rheum Dis 2014 Raaschou P et al Arthritis Rheum 2011



Fraction alive

ANTI-TNF KAl KAPKINO2

04 | |eeee Biologics exposed

0.2' B
° | | | | | ] ° | | | ! | | J ° | | | |
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Time since cancer dlagnosis (months) Time since cancer diagnosis (months) Time since cancer diagnosis (months)
Lung cancer Colorectal cancer Hematological cancer

Raaschou P et al Arthritis Rheum 2011



Malignancies associated with tumour necrosis factor
inhibitors In reqgistries and prospective observational
studies: a systematic review and meta-analysis

Xavier Mariette,! Marco Matucci-Cerinic,? Karel Pavelka,2 Peter Taylor,*
Ronald van Vollenhoven,® Rebecca Heatley,® Claire Walsh,® Richard Lawson,®

Alan Reynolds,’ Paul Emery®8

Ann Rheum Dis. 2011;70:1895-904

Safety of synthetic and biological DMARDSs:

a systematic literature review informing the 2013
update of the EULAR recommendations for
management of rheumatoid arthritis

Sofia Ramiro, '"? Cécile Gaujoux-Viala,> Jackie L Nam,? > Josef S Smolen,®’
Maya Buch,? > Laure Gossec,® Désirée van der Heijde,® Kevin Winthrop,'°

Robert Landewé' 1

Ann Rheum Dis. 2014;73:529-35.



Basal cell carcinoma Squamou:, ccll carcinoma

Hazard estimate

L= T

L
DMARD Anti-TNF Age- and Fully
(N=3515) (n=11,757) sex- adjusted

- adjusted adjusted™

Mercer et al Arthritis Rheum 2009



Hazard ratio

Avtl-TNF - MEAANQMA

m 27

fo T, -

Overall VWomen Men
(Nn=38 events)

Raaschou et al BMJ 2013



KAPAIAATTEIAKO2
KINAYNO2



KAPAIATTEIAKO2 KINAYNO2

* KapdbLayyelokn voonpotnta Kat Bvntotnta:
50% tn¢ mpowpnc Bvntotntac otnv PA

* Mewwpevo tpoodoKLpo emiBlwonc

* KAOLOGLKOL TTAPAYOVTEC KAPOLAYYELAKOU
KlvOUVOU: uTtodLAYVWOoN KoL AVETTOPKNC
Oepaneia

* Emidpoaon TnC XpOVLOC CUCTNHOTLKAC
dAeypovnc oto evOoOnALo kol ta ayyeia



ANTI-TNF KAl KAPAIATTEIAKO2
KINAYNO2

Table 2. Incidence rates of verified first MI in DMARD-treated and anti-TNFe-treated patients*

All patients Male patients Female patients

DMARD Anti-TNFa DMARD AntiTNFe ~ DMARD  Anti-TNFa
m=211)  (n=865) (n = 615) M1=20) (=155  (n=63%)

Person-years 2,893 13,233 831 3,199 2,062 10,034
No_of renarted MIg 17 A3 1) 27 7 h

er 1,000 3.9(34-94) 48(3.7-6.1) 1200821  84(55-122)  34(14-70) 362550
person-years (95% ClI)

Incidence rate ratio Referent 0.81(0.47-1.38) Referent 0.70 (0.34-1.45) Referent 1.06 (047-2.37)

Incidence rate ratio, Referent 1.13(0.65-1.96) Referent 0.92 (0.43-0.98) Referent 1.39(0.62-3.14)
adjusted for age and sex

[ncidence rate ratio, Referent 1.44 (0.56-3.67) Referent 0.96 (0.26-3.55) Referent 2.07(0.62-6.88)

multivariate analysisf

*95% CI = 95% confidence interval (see Table 1 for other definitions).
T Adjusted for age, sex, disease severity, body mass index, social deprivation, smoking history, comorbidity, and baseline drug use.

Dixon et al Arthritis Rheum 2007



MEIQZH TON EMOPATMATQN 2E
A2OENEI2 TTOY ANTANOKPINONTAI 2THN
AlFQI'H ME ANTI-TNF

Table 3. Incidence rates of verified first MI in nonresponders and responders to anti-TNFa treatment™

Nonresponders Responders
(n = 1,638) (n = 5,877)
Person-years 1,815 0,886
No. of reported Mls 17 35
IRate of MIs per 1,000 person-years (950 CI) 9.4 (5.5-15.0) D (2.5-4.
Incidence rate ratio Retcrent 0.56 (U.21-0.
Incidence rate ratio, adjusted for age and sex Referent 0.38 (0.22-0.68)
Incidence rate ratio, multivariate analysisf Referent 0.36 (0.19-0.69)
Incidence rate ratio by sex, multivariate analysisf
Male patients Referent 0.31 (0.12-0.81)
Female patients Referent 0.46 (0.20-1.06)

*95% CI = 95% confidence interval (see Table 1 for other definitions).
T Adjusted for age, sex, disease severity, body mass index, social deprivation, smoking history, comorbid-
ity, and baseline drug use.

Dixon et al Arthritis Rheum 2007



ANTI-TNF KAl KAPAIAATEIAKOZ KINAYNO3
(CORONA REGISTRY)

Table 3 Adjusted risk of composite® cardiovascular events by DMARD
and steroid exposure

Exposure periods (N) HR 95% CI

TNF antagonists 4585 0.39 0.19 to 0.82
Methotrexate 4791 0.94 0.49to0 1.80
Other non-biological DMARDs 1724 Referent -
Prednisone

None 6689 Referent -

<7.5 my daily 3141 1.78 1.06 to 2.96

=>7.5 my daily 1090 2.62 1.29 to 5.31

Adjusted for age, gender, smoking status, diabetes, hypertension, dyslipidemia,
previous myocardial infarction (MI) or stroke and modified health assessment
questionnaire score, aspirin use, naproxen use, non-selective non-steroidal anti-
inflammatory drug use and cyclooxygenase-2 inhibitor use.

*Composite includes MI, transient ischaemic attack/stroke and cardiovascular-related
deaths.

DMARDs, disease-modifying antirheumatic drugs; TNF, tumour necrosis factor.

Greenberg et al Ann Rheum Dis 2011



2YIKPITIKA AEAOMENA



Anti-TNF survival (efficacy-related)

INF
ADA
ETA

ANOTEAEIMATIKOTHTA (HELLENIC
REGISTRY)

g

£

5

o
~
1

0,67
p=0.200
0,64 ~Minfliximab
- Adalimumab
~"'Etanercept
0,4
T T T T T T T T T
0 1 2 3 4 5 6 7 8
Follow up (years)
560 348 221 154 87
435 270 177 107 43
302 185 101 54 3

Anti-TNF survival (safety-related)

0,87

o
~
|

o
(2]
1

p < 0.001

o
L)
1

~Infliximab
-7 Adalimumab

~"'Etanercept

o
FN
1

1 1 T 1T 1T T 1
c 1 2 3 4 5 6 7 8

Follow-up (years)

Flouri | et al Semin Arthritis Rheum 2014



EULAR RESPONSE (DAMBIO data)

ADA vs. INF

ACRTO treatment response
ACRS50 treatment response

Good EULAR response
Good/moderate EULAR response
DAS remission

CDAI remission

ETN vs. INF

ACRTO0 treatment response
ACRS50 treatment response

Good EULAR response
Good/moderate EULAR response
DAS remission

Infliximab

11t ++++++

Patients still on drug (%)

p < 0.0001

CDAI remission

lllllll‘llllllllll'llll!'llllll

ADA vs. ETN 0 24 48 72 96 120

ACRT70 treatment response
ACRS0 treatment response

Good EULAR response
Good/moderate EULAR response
DAS remission

CDAI remission

Time (months)

Withdr awn Patients on drug

185 517 230 108 17 8 Etanercept

FEEEIIT

282 675 307 8 1 —  Adalimumab
622 1134 424 205 78 6 Infliximab

Figure 3. Drug survival rate for each tumor necrosis factor « inhibitor. The number of
0.1 1 10 withdrawals and the number of patients still receiving each drug at different time points are
Odds ratio shown.

Hetland et al Arthitis Rheum 2010



2YTKPITIKA AEAOMENA

v' 8ev unapyouv dtadopEc otnv
QTTOTEAEOUATIKOTNTA METAEL TwV 3 avtl-TNF
TTOLPOYOVIWV

v 70-80% twv aoBevwv napapEvouv os Beparela
ne avtl-TNF mapayovteg touc mpwtouc 12 pAvec

v' 40-50% twv aoBsvwv cuveyilouv Beparmeia peTd
tnv mapodo 5 etwv

>uvyopnynon DMARDS (MTX) silvat cnpavTLKOC
TIOPAYOVTOC VLA TN CUVEXLON TNC Bepareiog

Soliman MM et al Ann Rheum Dis 2011
lannone F et al ] Rheum 2012



2YMIEPA2ZMATA

e O kivbuvoc coBoapwv — eukatplokwyv Aotpweéswv ™ T
otouc acBeveic umo avtl-TNF (€Aeyyoc,
nopakoAovOnon, epBoAlacpot)

* nxopnynon twv avtl-TNF dev €xel ouvdeBel pe
avénon tnc¢ ocuxvotntoc epdavionc kapkivou/
AepPwpATwyY otouc acBeveic pe PA

* O ouvbuaouoc DMARDS kot avtti-TNF avéavel to

XPOVLKO Slaotna oTo omoilo oL acBevelc
TOPOLEVOUV OE aywyn LE Tov tOLo mapayovta.



