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PeupaTosidnc ApOpiTida
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i PA — OgpaneuTikoi ZTOXO!

Ypeon N HIKPR EVEPYOTNTA VOOOU

ZTPATNYIKOiI GTOXOI * AHECOC KAl OTAOEPOG EAEYXOGC (PAEYHOVIG

Npwipn epappoyn DMARDs



i PA OgpaneuTiKEC APXEC

= Mpwipn avayvwpion — diayvwon
= AvTIHETONION ano £101KO

= Mpwiyn xpnon DMARDs

= Tight control

= ZUMNANPWHATIKA HOVO Xprion MZA® —
KOPTIKOOTEPOEIOWV

Anderson et al, Arthritis Rheum 2000
Schoels et al, Ann Rheum Dis 2010



PA
i EnAoyn OepaneuTiknG Aywyng

« EEapTaTrar ano
= EVEPYOTNTA VOOOU

= 0TAOI0 VOOOU
= OI0IKNTIKOUG NEPIOPICHOUG

= NPOTIHNON ACOEVOUC
Goekoop-Ruiterman et al, Arthritis Rheum 2005



PA - ZuvOeTika DMARDs

= MegOoTtpetarn

= YOpo&uxAwpokivn
= 20UAQpacaAalivn
= AgpAouvopidn

= KukAoonopivn



PA
i Apyikn AvtigyeTonion Evepyou Nooou

= MTX
= av aduvapia Anwng MTX

= AE(PAOUVOHION

= oouA@aocaladivn

= HJovoOepaneia ye avriTNFa

= CUHNANPOMATIKA — MzA®-kopTIKOOTEPOEIDT



PA
i AVTIHETONION EVEPYOU VOOOU

= Av avenapkng EAEyXOC HETA 3-6 m
MTX povoOepanegia

= ZUVOUAQOoMEVN Oepansia



!'_ 2uvOeTika DMARDs

Peuparosidnc ApOpiTida



!'_ MeBoTpeEaTn



‘L MeBoTpeEarn

= ApXikn Oepaneia ekKAoync oTnv
evepyo PA

a Eivar To pdpuako Laorc



i MeBoTpeEarn

= AVTEVOEIEEIC
« EmMOupia kunong
= Kunon

= HnaTikn voooc n unepBOAIKn Xpnon
alcohol

= Ne@ppikn BAaBn GFR<30 ml/min



MeBoTpetamn
i Aoocoloyia

= Apxikn doon 7.5 mg/wk — 15
mg/wk
= T KATA 2.5-5 mg/wk pera 4 wks




i MeBoTpeEarn

n ZE APXIKEG HEAETEG HE TAXEIA
auv&énon doonc MTX o 20 mg/wk
karoniv Ogpaneia €ni 3 m 30% TWV
aocfsvwyv eneTuyav DAS28<3.2




i MeBoTpeEarn

= 2€ ao0eveic pe duoavetia MTX ano
TO NENTIKO N oral MTX un
anoTeAeopaTikn unodopia MTX




i MeBoTpeEarn

= MapakoAouOnon yia aveniOUUNTEC
EVEPYEIEC ANO HUEAO OOTWV, NNAP,
NVEUHOVEC




MeBoTpetaTn
i ZUykpion pe aAha DMARDs

» TayuTepn evapén o0paonc

= MeyaAUTEPN ANOTEAECHATIKOTNTA

= MeyaAuTepn avoyn

= MeyaAuTepn acpaleia
HAKPOXPOVIa

=« BeATiovel TNV emBiwon

=« BeATi®vel OvnTOoTnTA ANOG

KapOIayyEIako Kal CUVOAIKN
évnroTnTa




MeBoTpeEarn
i 2uvouaouog

= Mnopei va ouvduaocOei Je
= SSZ
= HCQ
« SSZ+XCQ
= BioAoyixko DMARD




A randomised controlled trial of etanercept and

methotrexate to induce remission in early
inflammatory arthritis: the EMPIRE trial.

Nam et al, Ann Rheum Dis 2014




i The Empire Study

OBJECTIVE To compare the efficacy of etanercept (ETN)
and methotrexate (MTX) versus MTX monotherapy for

remission induction in patients with early inflammatory
arthritis.

METHODS 1n a 78-week multicentre randomised placebo-controlled
superiority trial, 110 DMARD-naive patients with early clinical synovitis (=1
tender and swollen joint, and within 3 months of diagnosis) and either
rheumatoid factor, anticitrullinated protein antibodies or shared epitope positive
were randomised 1:1 to receive MTX+ETN or MTX+placebo (PBO) for 52 weeks.
Injections (ETN or PBO) were stopped in all patients at week 52. In those with
no tender or swollen joints (NTSJ) for >26 weeks, injections were stopped early.
If patients had NTS] >12 weeks after stopping the injections, MTX was weaned.
The primary endpoint was NTSJ at week 52.

Nam et al, Ann Rheum Dis 2014



i The Empire Study

= RESULTS no statistically significant difference was seen for the

primary endpoint (NTSJ at week 52 (32.5% vs 28.1% [adjusted OR
1.32 (0.56 to 3.09), p=0.522]) in the MTX+ETN and MTX+PBO groups,
respectively). The secondary endpoints did not differ between groups
at week 52 or 78. Exploratory analyses showed a higher proportions
of patients with DAS28-CRP<2.6 in the MTX+ETN group at week 2
(38.5% vs 9.2%, adjusted OR 8.87 (2.53 to 31.17), p=0.001) and
week 12 (65.1% vs 43.8%, adjusted OR 2.49 (1.12 to 5.54),
p=0.026).

= CONCLUSIONS In this group of patients with early inflammatory
arthritis, almost a third had no tender, swollen joints after 1 year.
MTX+ETN was not superior to MTX monotherapy in achieving this
outcome. Clinical responses, however, including DAS28-CRP<2.6,
were achieved earlier with MTX+ETN combination therapy.

Nam et al, Ann Rheum Dis 2014



!'_ As@Aouvopiodn



i As@pAouvopiodn

= Mnopei va xpnoigonoin0ei wg
HovoOepaneia n o€ CUVOUAOUO HE
MTX




I\scpAouvouﬂSn

= LEF + cyclosporine
= LEF + avTiTNFa

= LEF + rituximab



!'_ ZouA@aocaAadivn



i SSZ

= Mnopei va xpnoiponoinOsei eni
duoaveiiag otn MTX

= 2€ oUVOUAOouO pe MTX




!'_ YOpo&uxAmwpokKivn



i HCQ

= Mnopei va xpnoiponoinOsei eni
duoaveiiag otn MTX

= 2€ oUVOUAOouO pe MTX




!'_ KukAoonopivn



i KukAoonopivn

= O guvduaopoc MTX+kukAoonopivn
NIO ANOTEAECHATIKOC ANO €va
£KAOTO TOV PAPHAKWV HOVO TOU

=« Mpoooxn oTn VEPPIKN AsITOUpYIQ







H psAetn QUEST-RA: H p=Botpstarn yiveral to mpwto DMARD
nou cuotnveral of acBbeveic ps psuparosdn apbpitiba
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Soidca et al. Ann Rheum Dis 2007 :66:14591-14565



H peBotpefarn arotsAsl tn Paocn g Bspansiacg g
psuparosidouc apBpitidac

“Methotrexate is considered the anchor drug in

rheumatoid arthritis”

Recommendations

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

Smolen et 3l. Ann Rheum Dis 2010;69:564-575



Systematic Review: Comparative Asaale '“ Internal Medicine

Effectiveness and Harms of Disease-
Modifying Medications for Rheumatoid
Arthritis

Katrina E. Donahue, MD, MPH; Gerald Gartlehner, MD, MPH;

Daniel E. Jonas, MD, MPH; Linda J. Lux, MPA; Patricia Thieda, MA;
Beth L. Jonas, MD; Richard A, Hansen, PhiD; Laura C. Morgan, MA; and
Kathleen N, Lohr, PhD

* Aebopeva amd 23 ouykpLTIKEG PEAETEC PE TouhdyLoTov 100 acbeveic ko 12
eBfSopabec mapakchovBnon n kabepia

H povoBepomeia pe peBotpetarn, Aedhouvouidbn kol covAdaooahalivn epdaviiel
yuora KAwLKR omoteAeoporikotnTa n omola bev buadEpeL amo T
pomeia pE PfrodoyLKoUc MapayovTEC

cuvbuaouoc twv frodoyiKwy mapayovTwy JUe tn peBotpetarn ou
UTEPN KALVLKR omOTEAECUOTLKOTNTO EVaVTL TNC povobEe
xtn Eite pE PfrodoyLKo moapayovTa

’

Donahwe ot al. Ann Intern Med 2008 148:124-134



Ve
OPEN G ACCESS Froely available online January 2012 | Volume 7 | Issue 1 | €30275 “ PloSone

Systematic Review and Meta-Analysis of the Efficacy and
Safety of Existing TNF Blocking Agents in Treatment of
Rheumatoid Arthritis

Kalle J. Aaltonen’, Liisa M. Virkki®, Antti Malmivaara®, Yrjo T. Konttinen®**, Dan C. Nordstrom®, Marja
Blom®

1 Facultien of Pharmacy and Maedicine, University of Melunkl Mehinkl, Finland, 27 aculty of Medicime, Univenty of Metunkd, Mesrhl, Finland, 3 Contre Sor Moalth and Socis
EConomica, National Imteute foe Hoalth aod Wellare (THLL Melumiki Findand, 4COKA Howital for Jont Replacemens, Tampote, Findund S Helunld Universzy Centrad
Mospetd MUO, Melunkl Finland, 6Facdty of Pharmucy, Universty of Meluril, Melynk| Finland

* Meta-avahuon 26 SutAwv TUdAWV TUXALOTIOLNUEVWV UEAETWV

* H povoBepameia pe MTX Sev Sradépel 0 KALWVLKA COTOTEAETUATIKOTNTA
(ACR20, ACR50, ACR70) amo tn povoBepameia pue BrohoyilkoUg MApayoOvIES

« “MTX performs nearly identically considering both efficacy
and safety aspects with a margin of costs”




Efficacy of methotrexate in comparison to biologics
in rheumatoid arthritis

R. Rau

* H povoBepameia pe MTX dev Stadépel 08 KAWVLKN QITOTEAEOUATIKOTNTA Qoo
N HovoBepameia pe BroAoyilkoUg MapayovTEeS

* H évapén tnc MTX amo moAU xapnAéc dooeig (7.5-10 mg/eBdopada) kaln
Bpabeia avodoc tne o unAotepeg Sooelg kaBuaotepoluy TNV epdavion TN
KALVLKNC TNC COTOTEAEOHATLKOTNTAC

“n onoTEAECHOTIKOTNTA THE MTX 10WC EXELUTTOEKTIHNBEL
Aoy T oAU yapnAng apxikne e doong”

Cin Exp Rheumato! 2010:28{5 Suppl 61)558-564



Multinational evidence-based recommendations for
the use of methotrexate in rheumatic disorders with
a focus on rheumatoid arthritis: integrating
systematic literature research and expert opinion of a
broad international panel of rheumatologists in the 3k
Initiative

* 751 peupartcAoyol amo 17 ywpec (Eupwrnn, Auepikn, Avotpoiia)
kateBeoav TIC ammoELC TOUC OXETLKA ME TN Xpnon tTng MTX otn
pevparoetdn apbpitidba peta ano Siefodikn épeuva tne BLAoypadiag
» KatéAnéav o0& Kowa ommoOEKTEC CUOTAOELC HETA oo METAEU TOUC
guZAtnon

Visser et 3l Ann Rheum Dis 2009,68:1056-1023



ZuHnEpACHOTO
» YnAotepeg apyikég dooeg MTX (12.5-20 mg/eBbdopada) Exouv
amobexBel MEPLOCOTEPO COTOTEAECOUATLKEC OO HLKpOTEPEC Sooewg (5-10

mg/eBoopada) xwpic mpoocBen todikoTNTA

* H KAWLk amoTeEAeopaTikoTnTa tne MTX eivar doco-sfaptwpsvn




H psAstn MENTOR (Methotrexate SC Evaluation of
Norwich Treatment Outcomes in RA)

» AvaSpopwkn avaioon 150 acBevwy PE pEUROTOELSN apbpitubo

* 0L aoBeveic amo per os MTX mépaooy otny G 500n metoject efmurinc elte
ovemBopunTwy evepyeuwy (1,/3) it ovenoprkoUc amoteEdecspoTkoTnToc (2,/3)

* EKTLUABNKE N KAVIKR CVTCIOKPLON KOL N GU R POopbwon Twy acBevwy pPeTd Tnv addayn
tnc obol yopnynonc tnc MTX

N CULLIOORION I 24 ET) CPENOUS TR,
LTy

802% tuv aoBzviv ouveyLlouv
tn Bepomeia pe metoject® yua
MEPLOTOTEPO omo 4 TN
OUVEXCUG XOPAYnong

etoutioc Tow EUKoAOU TPOTIOU
YOpPAYNoNC, Tou amAol
SogohoyLKOU OXAUOTOC KOL TNC
ECHLPETLED KOAAC OOVOYAC TOoU




USE OF PARENTERAL METHOTREXATE SIGNIFICANTLY REDUCES
THE NEED FOR BIOLOGICAL THERAPY

AcoBeveilc mou amoTuyyOvouv apyLKwe atnv per os MTX etoltioc Eite
OVEMOPKOUC KALVLKAC OMOTEAECUOTLKOTNTOC ELTE avEMIBUUNTWY EVEPVELLIV
KoL kpivovtal umonduol yua ocuyyopnynon Brohoywoo DMARD...

Meeooomounny ek 230 oSireary' LB o SeaaKend wooow 13 .3 = now Sernodeay oy peer o MTX Samac
T OV ETIOO I ANTONONION: (K= | BT o TS T e (=T
mpo metoject P o B prvec o= metoject
B ot wredithoe s Buchesd DR ™ m =S wmededum s Bushepund IWRTT 4
W momadehn P B 2 wmmaddivho

AL T T A ckeh Toclety Mo Breasmasaig .
QoooVTaL amo Tn ouyxoprynon BioAoyikow DMARD METO TN
jects o unAéc booewe (Ewe KoL 25 mg,?EBED

Tharrbom =t al. Ehaumaholog)y SO0E4 71458



QapuakoKivnmkKn The MTX

« HMTX perafobiisTal svBokuTTapla ama Thv ToAuyAouTau oAUOUVBETaon O
TohuyhouTapika mapaywya (MTXPGs)

» O¢ e TOUTOU 2-7 yAOUTOUVIKO TApaywyd TpodTiBswTal OTo apYIko gdpuako

«Avahoya pE TOV aplBud Twy Tapaywywy iAaps yia MTXPGs Bpaysiac ahdaou
(1-2), pakpac adigou [ 3 ) Ka oAl akpadc ahiaou (4-5).

*H Gpaomikornratne MTX sfapTarm amd Tnv ouykaTpwan Twy MTXPGs aTo
SOWTERIKD TOU KUTTApOU QAT KOl amo To pEyEBoc TN aligou.

+0) ypovoc mapapovnc Twy MTXPGs oTo s0wTEpiko ToU KUTTapou sEapTdaral
. Omo To PEyEBoc me ahugou. Dao |..IE'I|I'III.i'I.I..ITE|:I[I TO PEYEBOC TNC TOOD I:IuE,mrEim{:-
pOVOC TAOPAPOVAC TNG HETT TF QUTO. 4

I Kremer, Arthtitis & Reumatism 2004 fThiery Dervieux, Rheumatology 2010 f L. Stamp | Jounal of Reumatolozy 2011



The process of MTX polyglutamation is a function of dosage intensity and
route of administration. An early aggressive parenteral MTX dosage

enchancing the polyglutamation of MTX to MTXPGs may improve the anti-
inflammatory effects of MTX

\_ 4

Mymmmmmo



ZupnEpacpaTa




Does Rheumatoid Arthritis Equal Diabetes
Mellitus as an Independent Risk Factor for
Cardiovascular Disease? A Prospective Study
MIKE | L PETERS," VOKKO P, van HALM." ALEXANDEE £ VOSKUYL" YVO M. SARULDEXS. "
MAARTEN BOEKS.* WELLEM F. LEMS.* MAKJOLEIN VISSER." OOEN DA STEHOUWER®

JACQUELINE M. DEXKIR." GIEL NIUPELS" ROE MEINE' BEN A, C. DIIKMANS, oo
MMIALL T, NURMOMANMIDH
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H kapbiayysiakn vooocg sival n cofapotspn smumAoKn Tnc
psupcrosibouc apbpitibac

aH peuparosrdbne apBpitiba dev eival vooog povo Twy apbpwoswy, ol
mpoKoAEL EMLONC oCuOTNUOTLER dAEyuovh, obnyuvTo, OF EMUMAOKES amo
TO KoapbLayyELOKD TUOTN U

«OL KopOLOYVELOKEG ETILMTADKEG ELVOLL N TILO CUXVH CLLTLOL

Boavarov Twv aocBevwy BE peupatoeldn apBpitibo»

Professor Markus Gaubitz
Head of Rheumatology
University Hospital, Minster, Germany

EULAR Satelite Symposium 2011

Thursday 26th May 2011
ExCel, London



H MTX obnysl o£ onpavtikh sAatTwon Tou Kapdlayysiakou
Kivduvou kara 35%
ot avrBeon pe alka DMARDs ko frodoyikous o payovTeEr
or aofevelr mow meoyory ano peeuarosndn apfoitiba (N=16752)
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H MTX obnysl o£ onpavtikh sAatTwon Tou Kapdlayysiakou
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H MTX obnysl og shattwon ¢ KapdiayysLiakng
Bvnowpotntoc kara 70%

oz arfevell mow mroyowry @oe peuvparon sy apfpimida (N=1240)

Articles

3 Methotrexate and mortality in patients with rheumatold
arthritis: a prospective study
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Ohoil et all. Lonoet 200F,335:1173-1177



“MTX use is associated with a reduced risk of CVD eventsin patients with RA"

CVD mortality
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“MTX use is associated with a reduced risk of CVD eventsin patients with RA"

, Risk of HF Risk of
_ Risk of M hospitalization stroke
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Research aricle Open Access
Methotrexate therapy associates with reduced prevalence of the
metabolic syndrome in rheumatoid arthritis patients over the age
of 60- more than just an anti-inflammatory effect? A cross

sectional study
Tm:n-:ll E Toms!'3 Vaskesss F Panoulas®, H-:-I‘:,l John!, Karen M) Douglas! and Gednge D Kitasia
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“The prevalence of the metabolic syndrome in RA varies according to
the definition used. MTX therapy, unlike other DMARDs or
elucocorticoids, independently associates with a reduced

propensity to metabolic syndrome, suggesting a drug-specific

mechanism, and makes MTX agood first-line DMARD in RA

patients at high risk of developing the metabolic syndrome,
particularly those aged over 60 years”

Tomes et al. Anthritis Reseorch & Tharopy 2009, 118110
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Cost-Effectiveness of Biologic Response Modifiers
Compared to Disease-Modifying Antirheumatic
Drugs for Rheumatoid Arthritis: A Systematic

Review

GABRIELLE vax vex VELDE," BA® PHAM.* MARCIO MACHADO,* LUCIANO IERACL?
WILLIAM WITTEMAN.* CLAIRE BOMBARDIER," axo MURRAY KRAHN?

/—

Economic evidence suggests that biologics are not cost
effective compared to DMARDs for RA in adults at a cost-
effectiveness threshold of $50,000 per QALY. There is




Imternastional Journal of Rheumatology
Volusne 2011, Artiche 1D S85496, 6 pages
ol 10, 1155201 17845496

Review Article

Cost Effectiveness Analysis of Disease-Modifying Antirheumatic
Drugs in Rheumatoid Arthritis. A Systematic Review Literature

Maurizio Benucci,' Gianantonio Saviola,’ Mariangela Manfredi,’
Piercarlo Sarzi-Puttini,' and Fabiola Atzeni**®

Conventional DMARDs are much less expensive than
biological DMARDs and, in many cases, can lead to similar
control of discase activity, particularly in early RA. The goal
for all patients should be to obtain remission or at least a low
level of disease activity using the most cost-effective therapy
»ossible.




i Fupnepacpara

= 21N PA n npwipn eicaywyn ouvOeTik@wv DMARDs &ivai
anapaiTnTn yia

= TOV EAEYXO TNG VOOOU
= TNV NPOANYN TNG apOpPIKNG KATACTPOPNG

= H peBoTtpeEarn
= €ivail n Ogpaneia Baong orn PA
= BeATIOVEI TN OUVOAIKN Kal kapdiayyeiakn OvnroTnTa

= H evéoiun pedotpegarn eEaocpalifer Tov EAeyxo TnG
VOOOU HE TPONO
= anodeKTO ano Tov acgBevi
= COMNOTEAECHATIKO
= OIKOVOHIKA anodeKTO



