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Sir William Osler
(1849-1919)

"When an arthritis patient walks in the front door, | feel like
leaving by the back door."
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Tpononowntika papuoaka otnv Bepamneia tng PA

Juppatikd cuvOeTiKA TpoTtomoLnTka dappoaka (csDMARDS)

BloAoyka tportomnotnTtikad pappaka (0DMARDs)

JTOXEVUEVA OUVOETIKY TRoTRoOTIOLNTIKA dappaka (tsDMARDS)

Blo-opoloeisy; (biosimilars)




‘Evapén Bepamneiac

AMECWC HETA TNV dLdyvwon



NapakoAovOnon acBevwv

Evepyog PA
ava 1-3 pAveg

Meta tnv enitevén tou Beparmneutikol cTOXOU
Kol Tnv ota@epormoinon tov acBevouc
ava 6-12 PAVEC



AAAayn Bepaneiag

Meta 6 Av 8ev enuteuxOei o

’ OEPAMEVUTIKOC OTOXOC -
HNVEG Tpomomnoinon
Meta 3 Av 8ev napatnpnOei Gspansiaq

pr']vsg BeAtiwon



Mpwtn Oeparmnevtikn emloyn

MTX should be part of the first treatment strategy in
patients with active RA (4)

» AcOeveic pe evepyo vooo
» Mn ekteBévtec otn MTX

MTX

Y®OEZH R XAMHAH APAZTHPIOTHTA
25%



EXTENDED REPORT

Clinical, functional and radiographic consequences of
achieving stable low disease activity and remission
with adalimumab plus methotrexate or methotrexate
alone In [early rheumatoid arthrifis: 26-week results
from the randomised, controlled |[OPTIMA |study

Arthur Kavanaugh,' Roy M Fleischmann,? Paul Emery,® Hartmut Kupper,* Laura
Redden,” Benoit Guerette,” Sourav Santra,® Josef S Smolen®

Ann Rheum Dis 2013;72:64-71. doi:10.1136/annrheumndis-2011-201247



H povoOepaneia pe MTX yia 6 piivec odnyei oe xapnAn
dpaotnpLotnTa VOGOoU TO Y TwV acBevwv HE TIPWLKN EVEPYO PA
HNn eKTEBEVTIWY otn MTX

100 - B ADA+MTX (n=515)
a0 + PBO+MTX (n=517)

47 48

% of Patients
on
o
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DAS28 <3.2 SDAlI=11 DAS28<i6 SDAI=33
Ann Rheum Dis 2013:72:64-71. doi:10.1136/annrheumdis-2011-201247
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MpolmoBeoelc AMOTEAEOHATIKOTATOC TNG
novoOepamneioc pe MTX

BeAtiotonoinon tng 00n¢ o€ XPOVIKO SLACTNUOL LEPLKWV
eBéopadwyv

TeAwkn 66on 25-30mg /<Bd
Awotipnon vPnAwv docswv yia 8 eBdopadec
AVOLLOVI] TOU HEYLOTOU OTOTEAECUOTOC META 4-6 UNVEC



MTX should be [part of the first treatment strategy|in

patients wit(4)

e LLlovoBepareia
® + KOPTLKOELON
e + csDMARDS

MéEpo¢ tnG mpwINg
OepaMEVTIKAC
emAoync¢

® Y& a0Beveic pe pn evePyo VOCO
EVOANOKTLKA UTTOPEL VO
xopnynBouv aAAa scDMARDs

AocOeveic pe evepyO
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Enavodoc tnc Oepaneioc cuvéuacuou
csDMARDs

2013
In DMAARD-naive patients, irrespective of the addition of
glucocorticoids, csDMARD monotherapy(or combination |
therapy of csDMARDs should be used.(6)

2010
In DMAARD-naive patients, irrespective of the addition of
glucocorticoids, SDMARD monotherapy rather than
combination therapy of SDMARDs may be applied. (5)

1. van Vollenhoven RF, Geborek P, Forslind K, et al. Conventional combination treatment versus biological treatment in methotrexate-refractory early rheumatoid arthritis: 2
year follow-up of the randomised, non-blinded, parallel-group Swefot trial. Lancet 2012;379:1712-20.

2. de Jong PH, Hazes JM, Barendregt PJ, et al. Induction therapy with a combination of DMARDs is better than methotrexate monotherapy: first results of the tREACH

trial. Ann Rheum Dis 2013;72:72-8.

3. Moreland LW, O’Dell JR, Paulus HE, et al. A randomized comparative effectiveness study of oral triple therapy versus etanercept plus methotrexate in early aggressive
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4. Leirisalo-Repo M, Kautiainen H, Laasonen L, et al. Infliximab for 6 months added on combination therapy in early rheumatoid arthritis: 2-year results from an investigator-
initiated, randomised, double-blind, placebo-controlled study (the NEO-RACo Study). Ann Rheum Dis 2013;72:851-7.

5. O’Dell JR, Mikuls TR, Taylor TH, et al. Therapies for Active Rheumatoid Arthritis after Methotrexate Failure. N Engl J Med 2013;369:307-18.



Oepaneia cuvduvaopov pe csDMARDs ylarti...

* glvoll AMOTEAECUATIKOTEPOC TNG HovoBepameiog pe MTX

* gival €€’ looU ATOTEAEGUATLIKOC HE TLC BLOAOYLKEC Depareiec
(nepkEC peAETEC)

MpoimndBeon
2tov cuvduaopd csDMARDs onwodnnote MTX



EXTENDED REPORT

Induction therapy with a combination of DMARDs 1s

better than methotrexate monotherapy: first results
of the tREACH trial

P H de Jong,' J M Hazes,' P J Barendregt,”> M Huisman,® D van Zeben,
P Avan der Lubbe,” A H Gerards,* M H de Jager® P B de Sonnaville,” B A Grillet,”
J J Luime," A E Weel'2

PA pe peydain
mbavotnta §EALENG
o€ EMUEVOUCa
apBpitida

A B
MTX+SSZ+HCQ,
+oral GCs

n=93

C
MTX+oral GCs
n=97

MTX+SSZ+HCQ
+imGCs
n=91

Ann Rhewm Dis 2013:72:72-78. doi: 10.1136/annrheumdis- 201 1-201162



Oepaneia cuvéuacpol pe csDMARDs eivat
OLTTOTEAEGULOTLKOTEPOC TNG LovoBeparneiac pe MTX

COMBO vs MONO (3 MHNEZ)

J DAS28 -0,39
DAS28<2,4 78% vs 60%
Amnotuyia emaywyng 22% vs 40%
vdeong

Ann Rheun Dis 20013 72:72-78. doi: 10.1136/nnrheumdis-2011-201162

COMBO vs MONO (12 MHNEZ)

DAS over time per treatment arm HAQ over time per treatment arm

A: MTX+SSZ+HCQ +imGCs B: MTX+SSZ+HCQ +oralGCs C: MTX+oral GCs

PH DE Jong et al Ann Rheum Dis 2013;72(Suppl3):113



EXTENDED REPORT

Targeted treatment with a combination of
traditional DMARDs produces excellent clinical

and radiographic long-term outcomes in early
rheumatoid arthritis regardless of initial infliximab.
The 5-year follow-up results of a randomised clinical
trial, the NEO-RACo trial

Mpwiun evepyog
PA

6MHNEZ
MTX+SSZ+HCQ
+7,5mg PRD
+INFL

6MHNEZ
MTX+SSZ+HCQ
+7,5mg PRD

2ETH 2ETH
MTX+SSZ+HCQ+PRD MTX+SSZ+HCQ+PRD

Rantalaiho V, et al. Ann Rheumn Dis 2013:0:1-8. doi:10.1136/annrheumdis-2013-203497



‘Eykatpn Evapén aywync pe cuvéuaocpo csDMARDs + 7,5mg
npedvi{oAovn odnyei tnv npwipn evepyo PA o KAwikn Udeon,

napopola tnec BloAoyikne Oepaneiog

AfLoAoynon o€ 5 £Tn, GUYKPLON KAWVLIKAC QIAVTNONG
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2tnv npwipn PA o cuvduaopdc csDMARDs + 7,5mg
nPedvi{oAovn HELWVEL TNV €EEALEN TWV aKTVOAOYLIKWV BAaBwv
o€ BaOuo ouykpiolpo tnc BloAoylkng Oepamneiac

AfLoAoynon o€ 5 £€tn, cUYKPLON OKTIVOAOYLKAC OLTTAVTNONG
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H avafadpion twv KOpTIKOELO WV

2013
Low-dose glucocorticoids should be considered as part of the
initial treatment strategy (in combination with one or more
csDMARDs) for up to 6 months, but should be tapered as rapidly
as clinically feasible. (7)

2010
Glucocorticoids added at low to moderately high doses to
sDMARD monotherapy [or combinations of sDMARDs] provide
benefit as initial short term treatment, but should be tapered as
rapidly as clinically feasible. (6)



Table 1 Randomised controlled trials of glucocorticoids added to DMARDs in early arthritis

Trial Results in Results in
duration glucocorticoids control
Study N Glucocorticoid regimen (years) Qutcome group (%) group (%) p Value
Machold, 383 Single IM 120 mg methylprednisolone 1 Drug-free persistent dinical 16.2 17.8 0.685
2010° remission (both at 12 and
52 weeks)
Fedorenko, 141 Prednisolone 10 mg/day or 1 ‘Clinical EULAR remission’ 21.3 (oral GO) 3.1 0.027
20117 Prednisolone 10 mg/day at 12 weeks* 28.6 (oral GC+IV GC) 0.006
+methylprednisolone 1 g IV first day ‘Clinical EULAR remission’ 37.5 (oral GO) 11.4 0.012
at 52 weeks* 29.4 {oral GC+IV GC) 0,133
Montecucco, 220 Prednisone 12.5 mg/day for 2 weeks 1 DAS28<3.2 at 52 weeks 80.2 75.5 0.44
2012" tapered to 6.25 mg/day for the DAS28<2.6 at 52 weeks 44.8 278 0.02
Todoerti, follow-up periodt
2010™
kker, 2012* 236 Prednisone 10 mg/dayt 2 ACRT0 at 104 weeks 38 19, 0.002
SHS erosion score at 104 weeks 0 (0-0) 0(0-2) 0.022
SHS total score at 104 weeks 0(0-3) 0 (0-4) 0.32

Studies were of glucocorticoids added to MTX except for the study of Machold et al concerning glucocorticoids added to no other therapy, NSAIDs or DMARDs at the investigators'
discretion.

*Study only reported as an abstract at the 2011 EULAR congress: definition of ‘Clinical EULAR remission” unclear.

Tight control, treatment to target.

DAS28, Disease Activity Score in 28 joints; DMARDs, disease-modifying antirheumatic drugs; GC, glucocorticoids; IM, intramuscular; IV, intravenous; MTX, methotrexate; NSAIDs,
non-stemidal anti-inflammatory drugs; SHS, median Sharp-van der Heijde score (interquartile range).

Gaujoux-Viala C, et al. Ann Rheum Dis 2014,73:510-515. dei:10.1136/annrheumdis-2013-204588



Annals of Internal Medicine ORIGINAL RESEARCH

Low-Dose Prednisone Inclusion in a Methotrexate-Based (Tight Contro
Strategy for Early Rheumatoid Arthritis

A Randomized Trial

Marije F. Bakker, PhD; Johannes W.G. Jacobs, PhD, MD; Paco M.). Welsing, PhD; Suzanne M.M. Verstappen, PhD; Janneke Tekstra, PhD,
MD; Evelien Ton, MD; Monique A.W. Geurts, MD; Jacobine H. van der Werf, MD; Grietje A. van Albada-Kuipers, MD; Zalima N.
Jahangier-de Veen, PhD, MD; Maaike J. van der Veen, PhD, MD; Catharina M. Verhoef, PhD, MD; Floris P.J.G. Lafeber, PhD; and Johannes
W.J. Bijlsma, PhD, MD, on behalf of the Utrecht Rheumatoid Arthritis Cohort Study Group*

Npwiwun PA

(CAMERA I1)

10mg PREDNISONE PLACEBO
N=117 N=119

Ann Intermn Med. 2012;156:329-339.



O pkpec dooeig kopt{ovng o€ cuvduaomuo pe MTX
BeATLWVOUV TNV TPOYVWON TNC Itpwipnnc PA
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O pkpec doaoerc kopt{ovng o€ cuvduaopo pe MTX
otnv tpwtiun PA emBpadivouv tnv
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‘Evapén Oepamneiac pe BLoAoylkoUc apOlyOVTEC
vee e JIEPLOOOTEPEC EMLAOVYEC

2013
In patients responding insufficiently to MTX and/or other
csDMARD strategies, with or without glucocorticoids, bDMARDs
(TNF inhibitors, abatacept or tocilizumab, and, under certain
circumstances, rituximab) should be commenced with MTX. (9)

2010
Current practice would be to start a TNF inhibitor



EXTENDED REPORT

Head-to-head comparison of [subcutaneous)
abatacept versus adalimumab for rheumatoid
arthritis: two-year efficacy and safety findings
from AMPLE trial

Michael Schiff,' Michael E Weinblatt,” Robert Valente,” Désirée van der Heijde,*
Gustavo Citera,” Ayanbola Elegbe,® Michael Maldonado,® Roy Fleischmann’

Schiff M, et al. Ann Bheumn Dis 2014:73:86-94. doi:10.1136/annrheumdis-2013-203843



Adalimumab (40mg/bi-w) — Abatacept (125mg/w sc)
Head to head oUykpion
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* (6La amoteAeopaTIKOTNTA
» KAWLKN €kBaon

» AELTOUPYLKOTNTA

» OKTLVOAOYLKN €EEALEN

e idLa cuxvotnTa

» avermBuuntwyv evepyewwv (AE)
» dlakomnc Bepareiac Aoyw AE
» oofopwv Aolpweswv

Schiff M, et al. Ann Rheum Dis 2014:73:86-94. doi:10.1136/annrheumdis-2013-203843



Rituximab: mpwtn emtAoyn uno NPoUTOOECELC

2013
In patients responding insufficiently to MTX and/or other
csDMARD strategies, with or without glucocorticoids, bDMARDs
(TNF inhibitors, abatacept or tocilizumab, and, under certain
circumstances, rituximab) should be commenced with MTX. (9)

Npoodato LoTopLko AP WHATOC
NavOavouoa dupatiwon, otav avrevdeikvutal xnpuetonpodpuAaén
loTOPLKO ANMOMUEAUVWTLKAC VOOOU
Npoodarto LotopLko KakonOeLag
1.Tak PP et al. Ann Rheum Dis 2011;70:39-46.
2. Emery P et al. Arthritis Rheum 2006;54:1390-400.
3. Buch MH et al. Ann Rheum Dis 2011;70:909-20.

4. Strangfeld A et al. Arhritis Rheum 2013; (ACR 2013 Abstract online
https://ww2.rheumatology.org/apps/MyAnnualMeeting/Abstract/36584).



MovoOepamneia pe BloAoyLlKo mopayovra:
ylati;

O AvemriOupunTeg evépyeleg Twv DMARDs

d To&IKOTNTA (MTX KaI NITATIKA VOOOG, Traxucapkia, ZA, ATria
VEQPPIKN OVETTAPKEIA)

0 AAAnAemTidpaon pE CouyXopnYOUMEVA PAPMAKO

> N SSZ peiwvel Ta €TITTedA TNG SAKTUAITIONG

» n LFL au&avel Tnv dpdon tng warfarin

0 Mpotipnon Tou acBevoug

2YMMOP®Q2H TOY A2ZOENOYZ

l

AMNOTEAEZMATIKOTHTA THZ OEPATIEIAZ

C Salliot et al Ann Rheum Dis 2009;68:1100-1104
Goudie CT et al Arthritis Rheum 2012; 64 (10 suppl): S560. abstr 1306
Cannon GW et al Arthritis Care Res 2011; 63: 1680-90



BloAoyiKol mapayovteg HE EvOeLEn povoBepamneiac

v Etanercept (ETN)
v' Adalimumab (ADA)
v' Certolizumab (CZP)
v" Tocilizumab (TCZ)

Motwa givat n BAtiotn povodeparmneio;



ACT RAY

pnovoOepamneio pe TCZ vs TCZ+MTX
(2/eTRg SuMAR TudAR, TuXaomotnpévn, paong lll pelétn)
556 aoBeveig pe evepyo PA MTX-IR
‘add on or switch to strategy’

TCZ 8 mg/kg IV q4w
TCZ 8 mg/kg IV q4w
placebo

Dougados M, et al. EULAR 2012; Abstract THU0093



ADACTA
MeAETN AVWTEPOTNTOLG
TCZ 8mg/kg/aw IV vs ADA 40mg/bi-w SC




neAétn ADACTA: povoOepaneia pe TCZ vs ADA

TLOAUKEVTPLKN, TUXaLOTtoLtNEVN, SIMAR TUdAR, Paong 4, LEAETN AVWTEPOTNTAC

325 aoBeveic pe avtevdetn n un avoxn otn MTX
KUpio TeAIKO onpeio atroteAeocpaTikOTNTAG: ADAS28(ESR)

KAivik amrékpion tnv 24" ¢doudda
(neTaBoAR atrd TO onpeio ekkivnong Tou DAS28(ESR)
0 -

-0,5 -
-1
H povoOepartreia pe TCZ utrepéxel
% 15 NG povoBepartreiag pe ADA oTn BeATtiwon
Q o TWV CNUEIWV KAl CUMTTTWHATWY TNG VOoOU
@ . ®TCZ (n=163)
3 = ADA (n=162)
(<=3
E 7
=35 .33
4 -
45 | ADAS28 (95%Cl)=-1,5(-1,8 to -1,1)
’ p<0,0001

Gabay C et al Published Online March 18, 2013 http://dx.doi.org/10.1016/S0140-6736(13)60250-0



pneAetn ADACTA: povoOeparneia pe TCZ vs ADA

OL aoBeveic untd povoBepareia £xouv 5 popeg peyaAltepn nmibavotnta
va elituyouv Udeon N XapnAn 6paocTnPLOTNTA COE OXECH LE TOUG

acBeveic uno ADA
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10 - 5,70 (3,1-10,3) 4,5(2,7-4,5)

DAS28<2,6 DAS28<3,2
P<0,0001

Gabay C et al Published Online March 18, 2013 http://dx.doi.org/10.1016/S0140-6736(13)60250-0



pneAetn ADACTA: povoOepaneia pe TCZ vs ADA
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Gabay C et al Published Online March 18, 2013 ttp://dx.doi.org/10.1016/S0140-6736(13)60250-0



pneAetn ADACTA: povoOepaneia pe TCZ vs ADA

AvemOupunTeg Evépyeieg (A.E.) % %
AcO¢eveig pe pia TouAayxiotov A.E. 82 83
2oBapég A. E. 14 13
2oBapég Ao1pwieig 4 4

® aU{NoN TWV EMMESWV TWV TPAVOAHLVOOWV Kat TG LDL, kat peiwon tov aptBpol twv oudetepddpAwvy
epdaviotnkav Kat ota U0 okéAn. YYnAotepo nocootd acOevwv pe pn GuoLloAOyLKEG TLUEG
napatnpnOnke oto okéAog tou TCZ

® JuvoAwa avadipOnkav 2 Bavartot kat ot U0 oto okéAog tou TCZ : évag awdvidiog Bavarog Kat Evag ano
UnepS0coAoyia VOPKWTLKWY OUCLWY .

Gabay C et al Published Online March 18, 2013 http://dx.doi.org/10.1016/S0140-6736(13)60250-0



Thus, if biological monotherapy must be initiated,
tocilizumab has some supportive evidence, but taken
together, the data strongly support the use of all
biological agents in combination with MTX.



bDMARDSs ntpwv taa csDMARDSs;;;

2010
DMARD-naive patients with poor prognostic markers might be
considered for combination therapy of MTX plus a biological

2013
With the current decision, the use of bDMARDSs before
trying a csDMARD approach is even more strongly
discouraged than signified by the 2010 recommendation.



Mati oxe;

. T2T

eNi anotu)iag tkavomnoinong tov otoxou o aacBevng Oa mapet bDMARs
O€ 6UNVEC

*  YnAapxouv HEAETEG IOV AMOSELKVUOUV OTL tapatnpeitat idta KAWLKA
BeAtiwon Ko pE TIC SU0 CTPATNYLKEC

v' HIT HARD
v Best (5 £tn)
v IMPROVED

.....Nevertheless, there may still be an exceptional patient in whom the use
of a bDMARD in combination with MTX as the first DMARD strategy is
considered appropriate



Elvat epikti n drakomn twv bDMARDSs;
“biologic treatment holiday”’

If a patient is in persistent remission after having tapered glucocorticoids, one
can consider tapering bDMARDs, especially if this treatment is combined with
a csDMARD. (12)

Meiwon tng 66on¢ twv bDMARDs

1. Moakpoxpovia Udeon: 6-12 PAVEG

2. Ogpaneia cuvbuacpoL pe csDMARDs
3. Meiwon tng 66ong twv GCs



Awakornt bDMARDs

Slakomnn pHeiwon Sdlakomn Slakomnn
RRR INF RPESERVE ETN TNF20 INF EMPIRE ETN
HONOR ADA Best INF
CERTAIN CTZ OPTIMA  ADA
ORION ABA HIT HARD ADA
DREAM TCzZ IDEA INF

PRIZE ETN



Awokort) bDMARDSs otnv eykateotnuevn PA

PRESERVE STUDY (MTX-IR)

A

100~ -@- 50 mg etanercept plus methotrexate
—— 25 mg etanercept plus methotrexate
~+- Placebo plus methotrexate
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*p<0,0001 ETN 50mg+MTX vs MTX
T p<0,0001 ETN 25mg +MTX vs MTX

» VPNAO MOCO0OTO EEAPOEWV HETA TNV
v dtakonn twv bDMARDs

» £PIKTOC 0TOXOG: peiwon tng doong
tou bDMARDs

1. Tanaka Y et al. Clin Exp Rheumatol 2013; (in press).

2. Kavanaugh A . Clin Exp Rheumatol 2013;(in press).

3. Tanaka Y et al. Ann Rheum Dis 2010;69:1286-91.

4. Chatzidionysiou K et al. Arthritis Rheum 2012;64(Suppl):S336.
5. Smolen JS et al. Lancet 2013;381:918-29.



Awokont bDMARDSs otnv npoodatng Evapénc PA
pneAéetn HIT HARD

Clinical and epidemiological research

EXTENDED REPORT

Induction therapy with adalimumab plus
methotrexate for[24 weeks Jfollowed by methotrexate
monotherapy up to week 48 versus methotrexate
therapy alone for DMARD-naive patients with

early rheumatoid arthritis: HIT HARD, an
investigator-initiated study

Jacqueline Detert,' Hans Bastian,’ Joachim Listing,? Anja WeiR,?

Siegfried Wassenberg,® Anke Liebhaber,* Karin Rockwitz,> Rieke Alten,® Klaus Kriiger,”
Rolf Rau,® Christina Simon," Eva Gremmelsbacher,' Tanja Braun," Bettina Marsmann,’
Vera Hohne-Zimmer," Karl Egerer,’® Frank Buttgereit,' Gerd-R Burmester'

Ann Rheum Dis 2013;72:844-850. doi:10.1136/annrheumdis-2012-201612



Awokont bDMARDSs otnv npoodatng Evapénc PA
pneAéetn HIT HARD

Npoodatng

gvapéng
gvepyoc PA

ADA+MTX MTX+PLO
24w 24w
MTX MTX

48w 48w

Detert J, Ann Rheum Dis 2013;72:844-850



DAS28 DAS28 Remission (%)

HAQ

ueAétn HIT HARD

MIPWTEVWV TEALKOC OTOXOG: neiwon DAS28

60

501

401

301

20

Placebo-controlled *

% p<0.05 %% p<0.01 %%% p<0.001

MTX alone

®

8 16 24

32 40 48

Placebo-controlled

% p<0.05 %% p<0.01 %%% p<0.001

MTX alone

0

8 16 24

32 40 48

Placebo-controlled

% p<0.05 sk p<0.01 sk p<0.001
T

MTX alone

©

0

Group

8 16 24
Week

ADAMTX (n=87) -

32 40 48

- PBOI/MTX (n=85)

NPQTH PAZH
»MeyoaAUtepn KAWLIKNA BeAtiwon
otnv opada tou ADA
AEYTEPH ®AZH
»Aev Slatnpeltol Hetd tnv SLOKOT Tou

Detert J, Ann Rheum Dis 2013;72:844-850



neAétn HIT HARD
SeuteEPELWV TEALKOG OTOXOG: AVAOTOAN OLKTIVOAOYLKAC €EEALENC

15 1 ©

10 p=0,012

0 10 20 30 40 50 60 70 80 90 100
Cumulative Probability %
Group ADA/MTX (n=87) PBO/MTX (n=85)

Change in Total Sharp vdHeijde Score

Napatnpeitat peyaAUTEPN AVAOTOAN TNG OKTLVOAOYLKAG £EEALENG OTNV
opada touv ADA, tou datnpeitat ko peta tnv Stakomnn tov poppakou

Detert J, Ann Rheum Dis 2013;72:844-850



Awokortl bDMARDSs otnv npocdatnc evapénc PA

Best study: T2T(DAS28<2,4)

Sequential monotherapy

Step up combination

Initial combination with

Initial combination with

therapy prednisone infliximakb

| MTX 15 mg | MTX 15 mg | [MTX7.5mg+SSA+pred|  |[MTX15mg+ IFX 3 mgikg|
L I} |

| MTX 25 mg I MTX 25 mg | |[MTX25mg+SSA +pred|  |[MTX25mg+ IFX 3 mgikg|
. L l

| SSA | | MTX + SSA | | MTX+CSA+pred | L
L I} )

| Leflunomide | | wmixs+ssa+Hca | MTX 25 mg + IFX 3 mglkg | MTX +IFX10mgkg |

|MTX 25 mg L IFX3 mglkg |

“

| MTX s IFX10mghkg |

L.

| Gold |

L

| MIX+CSA+pred |

|

AZA+ pred
| |

L | T
[MTX+ SSA + HCQ + pred]| ! | SSA |
L L L
[MTX25mg+IFX3mgkg || || MTX +IFX10mgkg | | | Leflunomide |

o

k)

l

| Leflunomide | | MTX + CSA + pred |
L

| MTX +IFX10mghkg || | Gold | Gold |
T L

| MIX+CSA+pred | | AZA + pred | AZA + pred |

|

| Gold |

|

AZA + pred
| |

Naomi B Klarenbeek et al Ann Rheum Dis 2011;70:1039-1046




Awokont bDMARDSs otnv npoodatng Evapénc PA
Best study: T2T (DAS28<2,4)

Meta 5 €tn
»Udeon (DAS28<1,6): 48%
»Udeon eAevOepn INF: 14%

Best study: Aiakornn INF

OMAOEG AoOeveig (N) Awakonn INF EAeUOepol INF Emavayopriynon
% (n) t=2¢tn %(n) INF *

1-3 109 25 (27) 32 (9/27) 59 (16/27)

a4 120 64 (77) 53 (41/77) 44 (34/77)

* emdvodog oe XapunAR 3pacTnEIdTHTA VOGOU
DAS28<2,4

Naomi B Klarenbeek et al Ann Rheum Dis 2011;70:1039-1046



Elvat epikti n drakomn twv bDMARDSs;
“biologic treatment holiday”’

Awokorti bDMARDs
 Eykateotnuévn vaoooc (MTX-IR)
»duvatn n dtakomn ywa pepkouc aoBeveic (lamwveg)
PETUTUXAC N MElwon Tng doong
s MPWLUN voooc (MTX-naive)
» 60-70% Twv aoBevwv Tou Bpiokovtal o€ pakpoxpovia Udeaon



Etvai epiktn n dSrakomn twv csDMARDs;

Table I. Relative risk of a disease flare in individuals continuing DMARDs compared to
those in whom DMARDSs were withdrawn.

Study Year DMARDs Patients Relative nisk

Ahern et al. (11) 1984 Penicillamine 38 0.13 (0.04,0.50)
De 5ilva and Hazleman (12) 1981 Azathioprine 32 011(002,073)
Gotzsche ef al. (13) 1996 Mixed 112 0.25(0.13,049)
Kremer er al. (14) 1987 Methotrexate 10 027(0.07,1.11)
ten Wolde et al. (15) 1996 Mixed 285 057 (039,0.84)
Van der Leeden et al. (16) 1986 Gold 24 1.18 (008, 16 8)
Ovwerall 501 031(0.16,0.57)

O’MAHONY R et al. Ann Rheum Dis 2010; 69: 1823-6.

Awakort) DMARDs o aoOeveig pe PA o€ Udeon
DMARDs+ DMARDs-

E€apoerg (%) 17 46

I.C.Scott et alClin Exp Rheumatol 2013; 31 (Suppl. 78): S4-S8.



Eivan ekt n peiwon twv csDMARDs otic Oeparneieg
ocuvéuvacuov (step down);

Eykateotnpévn PA MNpwiun PA
COBRA MTX+SSZ+GCs->SSZ  CLEGG DO (1997) MTX+HCQ > HCQ
FIN-RACo MTX+SSZ+HCQ+GCs=>
SSZ+HCQ
Best

»H “step down” Bepamneia pe csDMARDs givol armoteAecpATIKNA
»2tnv npwipn PA n Odeon dratnpeiton pokpoxpovia

BOERS M et al.: Lancet 1997; 350: 309-18.

MOTTONEN T et al.: FIN-RACo trial group. Lancet 1999; 353: 1568- 73.
KLARENBEEK Nbet al.: Ann Rheum Dis 2011; 70: 315-9.

CLEGG DO et al.: ] Rheumatol 1997; 24: 1896-902.



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

Josef S Smolen,’? Robert Landewé,* Ferdinand C Breedveld,” Maya Buch,®’

Gerd Burmester,®? Maxime [}Gugadﬂs,m Paul Emeryr,ﬁ'? Cecile Gaujﬂux—\.f’iala,”
Laure Gossec, ' Jackie Nam,®” Sofia Ramiro, ' '* Kevin Winthrop, '

Maarten de Wit,'® Daniel Aletaha,’ Neil Beﬁeridge,'ﬁ Johannes W J Bijlsma,”
Maarten Boers, '® Frank Buttgereit,®? Bernard Combe,'® Maurizio Cutolo,?”

Nemanja Damjanov,?’ Johanna M W Hazes,?* Marios Kouloumas,'® Tore K Kvien,?
Xavier Mariette,”* Karel Pavelka,®® Piet L C M van Riel,?® Andrea Rubbert-Roth,?’
Marieke Scholte-Voshaar, '® David L Scott,?® Tuulikki Sokka-Isler,?®" John B Wong,*'
Désirée van der Heijde”

Smaolen 15, ef &l Ann Rhewn Dis 2013,0:1-18. doi: 10.1136/annrheumdis-2013- 204573
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EmAoy£cg oto mAaiolo tTwv KatevBuvinpiwv
odnywv 2013. Tw vewtepo;

T2T

MTX

Baon tng OeparmeuTIKAC LOC OTPATNYLKAC
YynAéc booelc o cuvtopo dlaotnua
2uvduaouog csDMARDs: enti anotuyiog MTX
AmntoteAeopatikotepoc MTX

Epapihoc bDMADRS o€ OpLOUEVEC TTEPLITTWOELC
MKpEC SOOELC KOPTLKOELO WV

edupa

EntiBpaduvon aktivoloykwv BAaBwv

Evapén bDMARDs: TNFinh, TCZ, ABA

MovoOepaneia bDMARDSs: TCZ

Sdrakomn N peiwon 66ong csDMARs kat bDMARDs: npoocdatng Evapé§ng
PA og pakpoxpovia Udeon;



Table 1 2013 Update of the EULAR recommendations (the table of 2010 recommendations can be seen in the online supplement or the
original publication)

B. Flha.m'l.ahlugsls are the q:acnalsls who should primarily @re for RA pata'lis
€. RA incurs high individual, sodetal and medicl costs, all of which should be considered in its management by the treating rheumatologist

Kown amodaon =peyoAutepn cuppopdwon

The good physician treats the disease; the great

physician treats the patient who has the disease.
William Osler




