Ta DMARDs otnv enoxn twv BloAoylkwv Beparmneilwv:

To napadeitypa tnc AepAovvouidng

Kwvotavtivog lrewpyavag
PeupatoAoyoc



Peupartostébnc ApBpitida

AyvwoTtng attloAoyiog

Xpovia pAeypovwdnc voooc
TwWV apOpwoewv Mov MPoKaAei

— Koataotpodikec BAABEC

— AELTOUPYLKA aviKovoTnTa

J
— Meiwon nowotntag {wng
— Meiwon npoodokipouv Lwng




O¢epamneia Peupatostdbouc ApOpitidac

H e€amAwon tng xprniong Blodoykwv tnv nmepacpevn 10etia,
£depe emavaotoon otn Beparmeio tng PA

Moapa tn onpavtkn autn mpoodo, ta mapadooLokd
TPOTIOTIOLNTIKA NG vooou dappaka (DMARDs) e€akoAouBouv
va amoteAouV Baolko HEPOC TNC Bepareiog

H peBotpetatn (MTX) amoteAel To ocuxvoTEPA XOPNYOUEVO
DMARD

EvaAAlaktikd DMARDSs €xouv emiong onUavTiko poAo, e
KupLotepn th AepAouvopuidn (LEF)



H €ykaipn Oepameutikn avIlLeTWnion entBpaduvel
TOo PUOMO €€€ALENC TV apOpikwVv BAaBwv

MetaavaAuon 12 peAeTwV HE TPWLKN EvavTl KaBuotepnUEVNG Evapéng
DMARDs & KOpTLKOELS WV

AkTIVOAOYIKEG BAGBEG

Xpovog Xpoévog
KaBuoTtépnong:

9 pAveg (MO)
Finckh A et al. Arthritis Care Res 2006;55(6):864-872



Tight disease control

“Tight control may be defined as a treatment strategy tailored to the disease
activity of individual patients with RA with the aim of achieving a predefined

level of low disease activity or preferably remission within a reasonable
period of time”

COBRA BeSt

CIMESTRA Study FIN-RACo

CAMERA TICORA study

COBRA 1997; FIN-RACo Lancet 1999;353:1568-73; TICORA 2004; BeSt 2005; CIMESTRA 2006; CAMERA 2007;



TICORA: H otevi mapakoAouOnon tn¢ vooou odnyei o€
KaAvtepa OepameuTiKA anoteAEopata

AAAayR) 0TO CUVOAIKO OEIKTN

6 Mean DAS Sharp péxpi Touc 18 PAVEC
10
c pP<0.0001 peTd atmrd 3 HVeEg 8.5 p=0.02
n
37 57
-
1
0 —————— 0
0 6 9 12 15 18
Mnjveg
n=111

B ZupBaTikni TTapakoAotbnon

[] 2TEVH TTApaAKoAouBbnon

Grigor C, et al, Lancet 2004;364:263-9



NMNoocooT16 aoBevwv pe

TICORA: AntwAsiLa Udeonc xwpic otevn napakoAovOnon

18 pRve ,
MNVEG 5 éTn
(Trepiodog HEAETNG)
OUMBOTIKA VS OTEVN OAolI ouvéxIoaV JE
TTapaKoAoubnon OUMBATIKA TTaOpakKoAouBnon
< 100 100
o
S 75 68 75
D)
L p=NS
\c ] i
50
§ 50 29 34
o | 18 ]
: - i -
2 P 3
D
0 o—

B ZupBariki TTapakoAouBnon, n=34

[ Zrevn mapakoAouBnon, n=39

Grigor C, et al, ACR 2006. Abstract 677



Oeparmnevtikol Ztoxol otn PA

MpooopuUOOTE TN
Beparneia
oUpdwvO UE TNV
EVEPYOTNTA
NG vooou

Afloloynote Tnv

EVEPYOTNTA TNG VOOOU

KaOe 1-3 prveg

v

=

- Reconmendaions

o

EDITOR'S
CHOMCE

Treating rheumatoid arthritis to target:
recommendations of an international task force

Josef S Smolen, 2 Daniel Aletaha,! Johannes W J Bijlsma,? Ferdinand C Breedveld,*
Dimitrios Boumpas,® Gerd Burmester,® Bernard Combe,” Maurizio Cutolo,® Maarten
de Wit, Maxime Dougados,'® Paul Emery,"" Alan Gibofsky,™? Juan Jesus Gomez-
Reino,' Boulos Haraoui," Joachim Kalden,'® Edward C Keystone, '8 Tore K Kvien,'?
lain Mclnnes,"® Emilio Martin-Mola, ' Carlomaurizio Montecucco,” Monika Schoels,
Desirée van der Heide,” for the T2T Expert Committee

2

MpoocopuUOoTE TN
Beparneia
oUUPwWVA UE TNV
EVEPYOTNTA
TN¢ vOoou

Awatipnon

Udeong

Aflohoynote tnv
EVEPYOTNTA TNG VOOOU
KaBe 3-6 UAVEC

Awatripnon
XOUNANG

* 'Yoeon: anovoia GNUELWV KOL OUUITTWLATWV

onnavtikng pAsypovwdoug diepyaoiog

EVEPYOTNTOC
vOoou

Smolen JS, et al, Ann Rheum Dis 2010;69:631-7



1“ d)d()'l‘] Phase |

No contraindication for methotrexate Clinical diagnosis Contraindication for methotrexate A R D
of rheumatoid

arthritis

Combine with

short-term low or
h dose

glucocorticoids

Start leflunomide,
intramuscular gold or
sulfasalazine

Start methotrexate +

EULAR

el T B B R e e recommendations

o~

M phon [t ] T~ on rheumatoid

Prognostically unfavourable Prognostically unfavourable
Failure or lack of
factors present efficacy andlor factors absent
such as RF/ACPA, esp. at high levels; toxicity in phase | -
very high disease activity; arthrltls
sarly joint damage

Add a biological drug

Achieve target*
(especially a TNF-inhibitor)

<+— N° | € yithin 3-6 months

management

ly
combination therapy
{with or without. addtion of

glucocorticokds as above)
Failure phase |I: Achieve target*
go to phase Il <—| No | € yithin 3-8 months [P Yot fp| Continue
3" paon Phase i TR
Biological agent + synthetic DMARD Failure or lack of

efficacy and/or
toxicity in phase |l

Change the blological treatment:

Switch to second TNF-blocking
itk datel Achieve target*
w ~
Roplace TNF-blocking drug by within 3-6 months [ | Yes
abatacept (+ DMARD) or
rituximab (+ DMARD) or
tocilizumab (£ DMARD) l l

T No Continue

* The treatment target is clinical remission or, If remission Is uniikely to be achlovable, at least low disease activity

Smolen J S et al. Ann Rheum Dis 2010;69:964-75



Odényiec EULAR 2010 ywa tn Oepamneia tng PA
PoAoc twv ocuvBetikwv DMARDs

1" paon: MTX R, el avtevdeiéewv, aAho DMARD

2" ¢paon:
— Eni mapouoiag SUCUEVWY TTPOYVWOTIKWY TIAPAYOVIWY,
npooBnkn 1°¥ BloAoyikou

— Enti amovuoioc SuopevwyY TPOYVWOTIKWY TIOPAYOVIWY,
novoBepareia pe aAAAo DMARD n teAkd cuvOUAOHOG
DMARDs. Enti amotuyiag ntpocOnkn 1°¥ BloAoykou

3" ¢paon: AANayr BloAoykou......

Entl amotuylag evog oxnuatog, LetaBaon otnv emopevn ¢paon.
Y€ OANeC TIC PAOELC: £ KOPTLKOELON

Smolen J S et al. Ann Rheum Dis 2010;69:964-75



PA: Aucpeveic NMpoyvwotikol Mopayovteg
MNoapovoia avtoaviiocwpdatwy (RF katy/n avti-CCP)

YPnAn evepyotnta VOOOU, OTIWG LETPATOL UE

2UVOEeTOUC SELKTEC EVEpPYOTNTOC (DAS, DAS28, SDAI, CDAI)

ALOYKWHEVEC apOPWOELC

Epyaotnplakouc deikteg oésiac paonc (TKE, CRP)

Npwiun epdavion dtoBpwoswv

Smolen JS, et al, Ann Rheum Dis 2010,;69:964-75



PoAog twv Koptikoelbwv otn PA

Mukpéc 60oeLc kopTikoeldwv (£10mg/nu.)

— Mewwvouv tn pAeypovn Twv apBpwoswv
— Mewwvouv tn xprnon MZA® kat avaAynTikwy

— Mewwvouv TIc 0oTIKES PAABEC



Tponol Xpriong twv DMARDs otn Oegpaneia tnc PA

1 DMARD * Koptikostdn (ocuvridng apxikr Ospameio PA)

2uvduaopoi 2 3 DMARDSs * Koptikoedn

|_|XZ -MTX + KUKAOGTIOPLVN-A (TugwellP, et al, N Engl J Med 1995;333:137-41)
-MTX + AedAouvouidn
-MTX + 23Z + YOpo&uxAwpokivn (A empepouc cuvduaopotl Touc)

(O’Dell JR, et al, Arthritis Rheum 2002,;46(5):1164-70)

Juvbuacopoi DMARDs pe BloAoywka + Koptikoetdn



MovoOepaneia i Zuvéuvacuoi DMARDSs;

2e aoBOeveic tov dev £xouv Eavanapst DMARDs:

— Otouvbduaopol bev uneptepouv TN povoBepareiag Kat
ocuvodevovtal ano avénon tng dtakomng Beparmeiog Aoyw
TOELKOTNTOG

2e aioBeveic pe avenapkn avranokpion o 1 DMARD:

— Ta ocuumnepaopata eival acadn: ol cuvbuacpol mapouvotlalouvv
HEYaAUTEPA TTOOOOTA OVTATIOKPLONG, AAAA £xOUV cuvnBWC
neyaAutepa mooootd SLakormn ¢ AOyw ToELKOTNTOG

Katchamart W, et al, Ann Rheum Dis 2009;68:1105-1112



MeAétn CIMESTRA: MTX vs MTX+CsA

MNpwwun PA ywpic mponyouuevn

Afijn DMARD

80 MTX — 80 MTX+CsA

EvoapBpikd CG o PpAeypaivouoeg
apBpwoEeLC

139 oAokAnpwoav 5 €tn

H npooOnkn CsA otnv apxtkn
Oepaneia dev avénoe tnv
KALVIKA] avTamnokplon

Mean change in ragiographic score since baseline

EEEALEN akTvOAOoyIKWV BAaBwv

<
Delta TSS (initial monotherapy)

Delta TSS (initial combination therapy) |  Total Sha rp ‘score

Delta ES (initial monotherapy)
- OI I
7 &= Ja)

Delta ES (initial combination therapy)
— Erosionscore

betete

Delta JSN (initial monotherapy)
Delta JSN (initial combination therapy)

Time since beginning of treatment (years)

Hetland ML, et al, Ann Rheum Dis 2010;69:1789-1795



COMBINATION THERAPY WITH CYCLOSPORINE AND METHOTREXATE IN SEVERE
RHEUMATOID ARTHRITIS

PeTER TucweLL, M.D., THneopore Pincus, M.D., Davip Yocum, M.D., MicaaerL StemN, M.D.,
Oscar Gruck, M.D., Gunvar Kraac, M.D., RoerT McKENDRY, M.D., Joun TESSER, M.D.,

Puirir BAKER, B.Sc., AnD GeEorcE WELLS, PH.D.,

FOR THE METHOTREXATE—CYCLOSPORINE COMBINATION STUDY GROUP*

The NEW ENGLAND

JOURNALf MEDICINE

Table 3. OQutcomes of Treatment during Six Months of Study in Patients with Rheumatoid Arthritis.*

OuTcoME MEASURE

CYCLOSPORINE

No. of tender joints 189+12.1
No. of swollen joints 152+95
Global assessment
By physician 3.0x07
By patient 29=08
Pain 40.8+23.1
Degree of disability 1.4=06

Erythrocyte sedimentation rate (mm/hr) . 31.4=22.5

Base LINE

PLACEB( CYCLOSPORINE
medan 280D
204=137 —-7.5=113
173120 —5.7+69
3.1=08 —0.76=0.78
29=08 —0.64=0.95
451231 —12.1£273
1.4=0.7 —0.25=0.42
362251 42+19.1

CHANGE AT 6 Mo

PLACERBD

—-2.7=13.7
—1.9=8.5

—0.19=0.85
—0.04=1.03

—-2.6x28.2
0.03=0.50
—4.8x20.1

EFFECT OF TREATMENT P VALUE

mean (95% CI)
—4.8(—8.9 to —0.7) 0.02
—318(—63t0 —1.3) 0.005

—0.57 (—0.84 to —0.30) < 0.001
—0.60 (—0.92 to —0.28) < 0.001

=95 (—18.61tw —04) 0.04
—0.28 (0.43 to —0.13) < 0.001
9.0(2.6t0154) 0.006

*Megative values indicate improvement, and positive values worsening, in the patients” disease activity. Possible scores ranged from O to 68 for the number of tender joints:
from 0 to 66 for the number of swollen joints; from 1 (very good) to 5 (very poor) for the global assessments; from O (no pain) to 100 (maximal pain imaginable) for pain,
measured on & 100-mm visual-analogue scale; and from O (no disability) to 3 (high disability) for degree of disability. on the Health Assessment Questionnaire.® Measures

are based on Outcome Measures in Rheumatoid Arthritis Clinical Trials.™ CI denotes confidence interval.

20Bapn PA ue pepikn avtattokpion otn MTX

(n=148)

N Engl J Med 1995;333:137-41



TREATMENT OF RHEUMATOID ARTHRITIS WITH METHOTREXATE ALONE, SULFASALAZINE
AND HYDROXYCHLOROQUINE, OR A COMBINATION OF ALL THREE MEDICATIONS

James R. O’DELL, M.D., CLAIRE E. HAIRE, R.N., ML.S.N., NiLs ERIKSON, M.D., WALTER DRYMALSKI, M.D.,
WILLIAM PALMER, M.D., P. JamES ECKHOFF, M.D., VERNON GARWOOD, M.D., PIERRE MALOLEY, PHARM.D.,
LYNELL W. KLASSEN, M.D., STEVEN WEES, M.D., HARRY KLEIN, M.D., AND GERALD F. MOORE, M.D.

T NEW ENGLAND
JOURNAL o MEDICINE

n=102 Patients with Good Responses

— MTX
100— . __
— HCQ + SSzZ - ool T == __Allthree drugs
Q —~ 801 - D T
— MTX + HCQ + SSZ §& 7ol [ |
£ % 60 - \ Sulfasalazine and
= E 50 - hydroxychloroguine
, , 28 4o — —
O tpLTAOC cUVOULAOHOC @E 30 vethoroate
’ [us} 204
QTTOTEAECUATLKOTEPOC ©  10{ P=0003bylogranktest
°% 6 12 18 24
’ Month
Ol ouvduaopol 6ev e : y 2 y :
avénoav TNV tofKoTNTA “and oy
A{I:I tt?r[sg ZIHJZS 31 29 27 25 24

N Engl J Med 1996;334:1287-91



Treatment of Rheumatoid Arthritis With Methotrexate and
Hydroxychloroquine, Methotrexate and Sulfasalazine, or a
Combination of the Three Medications

Results of a Two-Year., Randomized, Double-Blind, Placebo-Controlled Trial

n=171
— MTX + HCQ
— MTX + HCQ + SSZ
— MTX + SSZ

O tpLTAOC cUVOULAOHOC
QTTOTEAECULOATLKOTEPOC

Xwplic dtadopad otnv
ToélkOTNTO-aVOXN

ACR Responders: Two Years

100
ACR 20 ACR 50
B Ty & oo
[ raTx. HCD, & 552
ETE' B roxs sz
g
3 ACR 70
£ 50
a
2
2
257
L

P=05 P=.002 P<040 P=0.008 NS
Figure 1. Patients with American College of Rheumatology (ACR)
209%, 50%%, and 70% responses at 2 years, by treatment group. MTX =
methotrexate; HCOOQ = hydroxychloroquine; 55Z = sulfasalazine;
NS = not significant.

O’Dell JR, et al, Arthritis Rheum 2002,46(5):1164-70



Multinational evidence-based recommendations for
the use of methotrexate in rheumatic disorders with
a focus on rheumatoid arthritis: integrating

NMowa evoll n systematic literature research and expert opinion of a
,A 5 ’ broad international panel of rheumatologists in the 3E
BeAtiotn doon Initiative
< . K Visser,' W Katchamart,” E Loza,” J A Martinez-Lopez,* C Salliot,® J Trudeau,’
MeBotpegatng; B o 5 b e 1o ot 07

H Canhao,' C J Edwards,"” V Hamuryudan,'” T K Kvien,” B F Leeb,' E M Martin-
Mola,” H. Mielants,'® U Miiller-Ladner,’” G Murphy,’® M @stergaard,'® | A Pereira,?
C Ramos-Remus,”" G Valentini,?? J Zochling,”* M Dougados®

Ann Rheum Dis 2009;68:1086—-93
Apxky 6on MTX 10-15mg/eB0S. peros, pe avénon kKatd 5mg

KaOe 2-4 €B6. pexpL ta 20-30mg/eBH6., avaloya PE TNV
QIOTEAEOMATLKOTNTA KAL TNV AVOXT).

AAN\ayn] 0€ TTAPEVTEPLK XOPrRynon Emi avenapkoug
amnoteAeopatoc N duocaveéiac.

>tnv EAAada ocuvnBwc xpnolpomoLlouvTal ULKPOTEPEC ATIO TLC
AVWTEPEC CUVIOTWUEVEC OOOELC.



Current evidence for the management of rheumatoi
arthritis with synthetic disease-modifying
antirheumatic drugs: a systematic literature review
informing the EULAR recommendations for the
management of rheumatoid arthritis

Cécile Gaujoux-Viala,'Z Josef S Smolen,? Robert Landews,* Maxime Dougados, ?
Tore K Kvien,® Emilio Martin Mola,E Marieke Scholte-Vioshaar,” Piet van Rigel 2

d ARD

Laure Gossec?

20ykplon MTX pe aAAa DMARDs
MTX amoteAeoATIKOTEPN ATTO TA

Efficacy on swollen joint count:
MTX vs other DMARDs

aAAot DMARDs (w¢ oUvoAo)

MTX: ArmoTEAECUATIKOTEPN ATIO
KukAoomopivn-A, AlaBelompivn,
YSpo&uxAwpokivn, Aoupavodivn,
TetpakuKALVEC

MTX: mapopoLla
QTIOTEAECLOTIKOTNTA UE

MTK other DMARDs Stl. Mean difference Sid. Mean difference
Study or subgroup  Mean  SD Total Mean  SD Total weight (%) IV, Ranidom, 95% C1 I, Randod, 95% CI
27.1.1 Leflunomide
Bao 2003 BE1 4322 213 653 467 291 115 002{016w013)
Emery 2000 8 73 489 €8 T3 495 118 0.30{0.18 %0 43}
Reece 2002 48 T M 48 TA 18 108 0.00(-0,63 0 063} -
Strand 1939 54 55 180 &7 65 182 115 -0.05(-0,26 % 0 16)
Sublotal (05% CIy 003 agG 454 0.08{-0.12 1w 0.30)

Halerogenaity o =0.03; 3 =11.53, df=13 (p=0008); F=74%
Testfor averall effect Z=0.87 (p=0.38)

27.1.2 Sulrasalazine

Dougados 1999 39 091 69 45 079 B8 N3 0.700-1.051t0-0.35) ad
Haagsma 1397 58 07 35 48 02 34 1049 1.9101.33 10 2.48) =
Subtotal (95% CI 104 102 223 0.59 {-1.96 tc 3.15) g

Helerogenaity 8 = 3.34; 3® =58.15,df=1 (p=0.00001); F= 88%
Teet for overall efiect Z=0.46 (p=065)

27.1.3 Auranofin
Weinblatl 1290 1148 082 112 62 081 85 107 B.02(5, 35w 6.68) =
Subtotal (95% C1 112 85 1.7 6.02{5.35 10 6.68) L 2

Heterogenaity. Mot applicable
Test for overall efiect Z=17.78 (p<0.00001)

27.1.4 Azathioprine

Jeurisgen 1901 43127 AN 0 148 33 105 307(2.34 103 B1) i
Willkens 1982 6 153 67 2 1453 3 1.2 2600215 to3 05) iy
Subtotal (05% CI a8 06 24.7 274(2.32 10 347 ) [

Heterogeney:t = 0.01; 32 =115,dr=1(p=0.28); "= 13%
Test for overall effect Z=12.62 (p<0.00001)

Total (95% CI) 1297 1279 100.0 1.4210.65 o 2.18) *»

(16 A Aadi

/\ )\ Heterogeneity © = 1.32; 37 =521.31, df =8 (p<0.00001); = 36% ! . i {

Ed) OUVOHL rl’ zOU d)aoa azlvnl Testior overall effect Z2=3631 (p=0.0003) Fm:”i .,1,.,”;,"5,_-;”: :H,,m,,qim 10
’

E M X p U 00 Figure 1 The afficacy on swollen joint count of mathotraxate (MTX) versus others synthatic diseasa-modifying antirheumatic drugs (DMARDs).

C Gaujoux-Viala, et al, Ann Rheum Dis 2010;69:1004-9




2Uykplon povoOepaneiac pe MTX R AedbAouvouidn

11 peAetec ka 2 petaavaAvoelg dSeiyvouv napopola
QATMOTEAECHATLIKOTNTA TNG HovoBepameiac pe LEF 4 MTX (7,5-
15mg/w) yla touAaxLoto 2 €tn mapakoAouBnonc:

— 0€ KAWVIKOUC OelKTeC:

(ACR 20-50-70, dloykwpeveg apBpwoelg, TKE, HAQ)
KOl

— OTNV AKTLWVOAOVYLKN EKPaon

Osiri M, et al, Cochrane Database Syst Rev 2002:CD002047
Gaujoux-Viala C, et al, Ann Rheum Dis 2010;69:1004-9
Gaujoux-Viala C, et al, Ann Rheum Dis 2010;69:Suppl 3:684
Fedorenko E, et al, Ann Rheum Dis 2010;69:Suppl 3:214
Kellner H, et al, Clin Rheumatol 2010; 29:913-20



MeA€tn RELIEF: AedpAouvopidn otn PA
AU¢non avtanokpiong (DAS28) pe tTnv NAPodo Tou XPOVOU W TOUG 6 UAVEC

80 -
20 . 69.5
61.7
=2 60 - 55.8
@
= 49.7
€ 50
2 43
E 40 -
[14]
E 295
@ 30 -
w
<
Q 20
10
u N T T T T
4 8 12 16 20 24
Week
RELIEF:

MoAUKEVTPLKNA avoLKTr mopepPatikr peAETn 48 eBdopadwyv os 969 aoBeveic pe PA umo
AedAouvouidn. AmoteAEopata aVTAmMOKPLONG £wc Ti¢ 24 Bdopadec Beparmeiag

Dougados et al, ] Rheumatol 2003;30:2572-9



NMocoota snitevénc ACR20 otic HEAETEC TNC

NepAouvouidnc
US301 MN301 MN302
12 unveg 6 UNVES 12 unveg W LEF
p<0,0001 B MTX
= ns m PBO
§ ns ’ 57% W SSZ
w ’ 49%*
D 45%* 9
b 41%* i 44%
o 35%*
X 29%
o 19%
N
(a'd
&)
<
n=482 n=350 n=999
MN302: MTX xwpig dUAALKO 0L
* statotkd ONUAVTLKO Vs placebo Emery P, et al, Rheumatology 2000; 39:655-65

Aoon MTX: 7,5-15mg/w,
YT1¢ 9 eBdopadeg 53-60% Twv acBsvwv enatpvav 15mg/w Arava, 08nyieg bappakou



MetaBoAn Total Sharp Score (TSS) otic LeEAETEC TNG

NepAouvvouidnc
US301 MN301 MN302
12 unRveg 6 UAVES 12 unRveg = LEF
B MTX
5,88 W PBO
L INNY4

MetapoAn TSS

n=482 n=350 n=999

* . .
JTATLOTIKA CNUOVTIKO Vs placebo

Aoon MTX: 7,5-15mg/w,
2tic 9 efdopadec 53-60% twv acbevwyv ematpvav 15mg/w Arava, oSnyiec dbappdkou



NedpAouvopidn kol akTtivoAoyilkec BAABEC

Long term evaluation of radiographic disease progression
in a subset of patients with rheumatoid arthritis treated with
leflunomide beyond 2 years

D van der Heijde, J Kalden, D Scott, J Smolen, V Strand

128 amo 824 aocBeveic pe PA 3 Etiiolog puBpog aktvoloykig emibeivwong

IJE)\EI(DV nou E)\aBaV LEF vl 4’3 or [ Yearly adjusted rate before treatment
étr] - Il Yearly adjusted rate during treatment
£ 8
3
(o) I 4 7 ti_ &
72%: HEWWON ETNOCLOV pUGHOU 5
16%: av&non strioou pubpuoU 8 ‘I
Avo.oToAn aktivoAoylkwv BAaBwv o | l | . B
Historical Total score Erosion score Joint space
— 33% autwv Tou eixav apxko TSS>0 control narrowing score
— 94% QUTWV OV EixaV aleKé T55=0 Figure 2 Rate of disease progression before and during leflunomide

treaiment compared with a historical confrol.*

vd Heijde D, et al, Ann Rheum Dis 2004;63:737-739



Makpoxpovia anoteAsopatikotnta AspAouvvouidnc:
Avtanokpion kata ACR-20-50-70

100

4

&

=

ugz' BACR20

g

n: BACR50

g

= WACRT70

6 months 1 Year 2 Years 5 Years

6 months — 1 year 2years 5 years N
Smolen JS, Lancet 1999;353(9149):259-66 Cohen S, Arthritis Rheum 2001;44(9):1984-92 Kalden JR, Arthritis Rheum 2003;48(6):1513-20
Emery P, Rheumatology 2000;39(6):655-65 Scott DL, AnRheumDis 2001;60(10):913-23

Strand VArch Intern Med 1999;159(21):2542-50 Kalden JR, J Rheumatol 2001;28(9):1983-91

Jones P, White D, Open Access Rheumatology: Research and Reviews 2010:2 53-71



H anoteAeopatikotnta twv Avti-TNF napayoviwv
glval peyoAUtepn otav cuvéualovtot pe MTX

2TNV KALVIKA OVTOmOKpLon
2T AELTOVPYLKA LKaVOTNTA

2tnv e€€ALEN TV apOpikwv BAaBwv

[1x: Etanercept, peAétn TEMPO
Total Sharp Score

e Methotrexate =210

=g Etnnercept~211
—— Combinstion=217

Change from Baseline (Mean+/- SE)

-;;1+4 % |

o0 ACRS0
80
70
60
50
40
30
20

Patients (%)

an— ACRTO
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Figure 2: Proportion of patients with rheumatoid arthritis who

had improvement relative to baseline according to ACR criteria
Error bars are 95% Cls.



2uvduaopoi avti-TNF pe MTX i pe AedpAouvopidn:
TLOPOLOLO OLTTOTEAECUOTLKOTNTA

RABBIT (Feppoviko untpwo BloAoylkwyv Beparmelwy):
* 1769 aoBeveic PA (MTX+aTNF vs LEF+aTNF):

e mapopola anoteAeopatikotnta (DAS28, HAQ) otoucg 6, 12 kat 24 HAVEC

(oL aoBeveic pe LEF giyav apywad Bapltepn voco)
Strangfeld A, et al, AnnRheumDis 2009;68:1856-62

SCQM (Swiss Clinical Quality Management Database):
* 1218 acBbeveic PA (MTX+aTNF vs LEF+aTNF vs aAAo DMARD+aTNF):

¢ ywpic dtadopa anoteAeopatikotntac oe DAS28, HAQ, aktwvoloyikn
éKBaor] Finckh A, et al, AnnRheumDis 2009;68:33-9

[MPOOTTLKN LEAETN: oe 120 acBeveic PA pe amotuyia MTX A LEF,
npootednkav aTNF napayovrec:

e ywplic dStadopa amoteAeopatikotntag oe DAS28, ACR20, ACR50, ACR70

De Stefano R, et al, Clin Rheum 2010;29:517-24



2UyKpLon enBiwong Oepaneioag 1° aTNF o cuvduaouo
ne MTX n AedpAouvopidn n aAAo DMARDs

BSRBR (Bpetaviko puntpwo BloAoylkwv Beparmeitwv):

MpoortikA peAeétn napatipnong 10.396 acBevwv PA mtou dpylooav tov 1°
aTNF mapayovta

ANOTEAEZMATA
2€ oX€on ME Tn ocuyxopnynon MTX:

HeyaAUtepn mBavotnta dtakomn¢ tou 1°° aTNF av ywvotav cuyyopriynon
LEF ) SSZ (e e€aipeon SSZ+ETN), 1 av dev xopnyeito DMARD

HIKpOTEPN TBavaTnTa dtakomig tou 1°V aTNF av ywvotav cuyxopriynon
ocuvbuaopol DMARDs (MTX+SSZ, MTX+HCQ, MTX+SSZ+HCQ)

OL Sladpopéec odeilovtayv og Slakorn AOYyw oVATTOTEAECUATLKOTNTAC KoL AOYW
TIOLPEVEPYELWV

Soliman MM, et al, Ann Rheum Dis 2011; 10.1136/ard.2010.139774



2uvduaopocg Rituximab pe MTX i pe AepAouvouidn:
TLOPOLOLO OLTTOTEAECUOTLKOTNTA

CERRERA Collaboration (5e6opéva 10 Eupwnaikwv pntpwwyv BLOAOYLK®V):
— 1901 aoBeveic PA (1026 MTX+RTX / 146 LEF+RTX / 429 RTX uévo):

KaAUTtepn armoteAeopatikotnta (katd EULAR) otouc 6 kat 12 pAveg pe
LEF+RTX (umopel va euvonBnke amnod tn pkpn péon 66on MTX=14,4mg/w, n
aTtO TO UKPOTEPO aPLOUO ponynBEvTwy Blodoyilkwy otnv opdda tng LEF:
1,1+1,1/0,841,1/1,2+1,2 avtiotowya) Gabay C, et al, ACR meeting 2010, Abstract #1802

AvadpouLkn LEAETN 77 acBevwv PA: (45 MTX+RTX / 32 LEF+RTX)

— xwplic dStadopa anoteAeopatikotntac o DAS28, Udeon, avtamokpLon
KCXTC’X EULAR OTOou(C 6 IJ.rI]VEC Narvaez J C, et al, ACR meeting 2010, Abstract #1796

AvodpoLKr) OELPA 10 aoBeviv: pakpoxpovia PA-peydAn evepyotnta:
LEF+RTX: 70% kaAn N HETPL avTamokplon katd EULAR otoug 6 punveg

Henes JC, et al, Rheumatol Int 2010;30:709-12



2uvduaopnocg Anakinra pe MTX i LEF i CsA:

AVOLKTI) T(POOTTTLKN) LEAETN . -LEF  -9-CsA  —o-MX
P=0.0019

48 EBGOHd6wV 70 .
HPOGGI"]KI'] anakinra os 50 =
- MTX (n=48) 30 T~ .

— LEF (n=42)

VAS (mm)
f
f
I

i P=0.0124
— CsA (n=38) J
i 5 \\1*::% e
3 o
4
KaAUtepa mocootd X | |
Baseline 24 weeks 48 weeks

Fic. 3. Improvement of DAS28 and pain assessed by VAS from baseline to 24 and

avtanokptong ACR 20-50-70
. 48 weeks of adjunctive treatment with ANK in subgroups of patients with active RA
HE LE F+a Na kl Nnra despite MTX, or LEF, or CSA monotherapy. Pvalue denotes the presence of

significant difference in subgroup comparison.

Karanikolas G, et al, Rheumatology 2008;47:1384-1388



2uvduaopog MTX pe AepAouvopién
AnoteAecpatikOTNTA

0 ocuvbuaopoc MTX+LEF
elvall AMOTEAECUATIKOTEPOC

armo tn povobeparmeia e
MTX 1,2,3,4

Osiri M, et al, Cochrane Database Syst Rev 2002:CD002047
Kremer JM, et al, Ann Intern Med 2002;137:726-33
Kremer JM, et al, ) Rheumatol 2004;31:1521-3

Amit M, et al, ] Rheumatol 2006;9(Suppl 1):A190

PwNPRE

Response rate (%) at 6 months
m MTX+Plac (n=133)

<0.001
o . P 162 m MTX+LEF (n=130)

< 0

9;40 0<0.001
)

© 30 - 26,2
Q

(7,]

c

(@]

Q.

(7,]

Q

(a'

ACR 20 ACR 50 ACR 70

Kremer JM, et al, Ann Intern Med 2002;137:726-33

= Tuyxaiomolnpuévn SUTAAG TudAn HeEAETN
= MpocOnkn LEF 1) placebo ce evepyo PA
napd tn AnPn otabepric 66ong MTX

= MapOpolo MocooTO AMOCUPCEWV &
TIOPEVEPYELWV




2uvduaopog MTX pe AepAouvopién
Toékotnta

Apketec peAetec kat 1 petavaluvon dev deixvouv avénon
toékotnracl-?34

! RA patients (n= 1953)
To untpwo CORRONA> P
, , Proportion with AST Proportion with AST
ESEL&E augno-n or ALT =1 ULN (%) or ALT =2 x ULN (%)
! MTX alone 22 1
nnaTOTOELKOTntaq juely LEF alone 17 2
! ! 1 MTX+LEF N 5
GUVGUQGHOU’ n ornowa ntav Neither MTX nor LEF 14 2
avd)\ovn IJ'E '[n Séo'n an p Value for column =0.01 =0.01
1. Osiri M, et al, Cochrane Database Syst Rev 2002:CD002047
2. Kremer JM, et al, Ann Intern Med 2002;137:726-33
3. Kremer JM, et al, ] Rheumatol 2004;31:1521-3
4. Bird P, et al, ACR meeting 2010; abstract #319 (SMILE)
5. Curtis JR, et al, Ann Rheum Dis, 2010;69:43-7 (CORRONA)



MTX vs AepAouvopuidn: Toéikotnta-Avoxn

Napopola £i6n napevepyeLwv:
— NTTOTLKEC, YOLOTPEVTEPLKEC, AAWTIEKLA, AOLUWEELG, TEPATOYEVEDN

ZUXVOTNTO MOPEVEPYELWV: AVTLKPOUOMEVO SESOMEVQL
— OPLOMEVEC HEAETEC OELXVOUV OCUXVOTEPEC APEVEPYELEC TNG LEF,
eVw AAAEC OxL
— pelwon toélkotntag tng LEF otav dev xopnyeital 66on ¢optiong

Mepikéc delxvouv ocuyvotepn dtakormn twv aTNF og
ouyxopnynon pe LEFY?, evw ailAec o3

1. Strangfeld A, et al, AnnRheumDis 2009;68:1856-62 (RABBIT)
2. Soliman MM, et al, Ann Rheum Dis 2011; 10.1136/ard.2010.139774 (BSRBR)
3. Finckh A, et al, AnnRheumDis 2009;68:33-9 (SCQM)



NepAouvopnidn: Toéikotnta-Avoxn

FDA, AERS database-DILIN (Drug Induced Liver Injury Network) :
Y€ 49 meputtwoelg coBapng nratotoélkotntog armo LEF:

e 27 NTOTLKN OVETIAPKELQ,
* 88% cuyxopnynon Ke NTatotoélka papuoKa,

* 24% mponyoupevn Aolpwén amo Louc nratitidog
Gibert JL, et al, ACR meeting 2010, abstract #75

Obényiec napakoAouOnong:
— 'EAeyxoc wv nratitidog mpLv tnv evapén,

— [poooxn otn cuyxopnynon NTMATOTOELKWY GAPUAKWY,

— TOKTIKA LETPNON TPOVOOULVAOWVY,

— AvtioUANYN! (o evepyoc petaBoAitng mapapevel ya 2 €tn)

— Eni ooBapnic mapevepyelac n embupiog kunong, EkmAvon LEF pe
» XoAeotupapivn: Sach Vasosan-P 8gr x3 yia 11pépeg, n
* Evepyo avBpaka oe okovn 50gr x4 yia 11 pepeg



JUMTTEPACHOTO

Tnv enoxn Twv Bloldoykwy, ta cuvBetika DMARDs cuvexilouv va
amoteAoUV KUPLO HEPOC TNC Beparmeiag tng PA

Y€ OAEC TIC LEYAAEC KAWVIKEG LEAETEG, 0 cuvOUaOoUOC MTX e
BloAoywka amodeiyOnke amoTEAECUATIKOTEPOC OO TLG OVTIOTOLYXEC
novoBepareieg

H AedpAouvopuidn we povoBepareia €xeL mapouoLa
amoteAeopatikotnta e tTn MTX (7,5-15mg/w) kat amoteAel oAU
KoAn evaAAakTiky Abon entt avievdeiéewv n duoavetiog otn MTX

H AepAouvopidn oe cuvbuaopo pe aTNF ntapayovteg i Rituximab
N Anakinra €xeL mopopoLa ATTOTEAECUATIKOTNTA UE TOUG
avtiotolyoug cuvduaopouc tng MTX









PA: AeiKTEC EVEPYOTNTOC VOGOU

Napapetpog DAS28 SDAI CDAI
EvaioBntec apBpwoelg 0.56 X sq rt 0-28 0-28
ALOYKWUEVEC apBPWOELC 0.28 X sq rt 0-28 0-28
Jpalpkn extipnon watpov (2EI) 0 - 0-10 0-10
dalplkn extipnon acBevoulg (2EA) 0.014 x ZEA 0-10 0-10
CRP 1j TKE 0.7 X TKE 0-10 (CRP)

e o i | 094 | 0w | o7

A§LOAGYNoN DAS28 SDAI CDAI

‘Yoeon <2.4 <3.3 <2.6

XapunAn evepyotnta <3.2 <11 <10
Méon evepyotnta >3.2-5.1 >11-26 >10-22

YynAn evepyotnta >5.1 >26 >22

http://www.nyurheumhighlights2010.com



ACR/EULAR definitions of remission in RA clinical trials

(March 2011)

Boolean-based definition:
At any time point, patient must satisfy all of the following:
— Tender joint count <1
— Swollen joint count <1*
— Creactive protein <1 mg/dlI
— Patient global assessment <1 (on a 0-10 scale)?

Index-based definition:

At any time point, patient must have a Simplified Disease Activity Index
(SDAI) score of <3.3%

<* See text and tables 2 and 3 for recommendations regarding assessment of remission in clinical practice settings.

<t For tender and swollen joint counts, use of a 28-joint count may miss actively involved joints, especially in the feet and ankles, and it is preferable to include feet
and ankles also when evaluating remission.

<% For the assessment of remission we suggest the following format and wording for the global assessment questions. Format: a horizontal 10-cm visual analog or
Likert scale with the best anchor and lowest score on the left side and the worst anchor and highest score on the right side. Wording of question and anchors: For
patient global assessment, ‘Considering all of the ways your arthritis has affected you, how do you feel your arthritis is today?’ (anchors: very well-very poor). For
physician/assessor global assessment, ‘What is your assess- ment of the patient's current disease activity?’ (anchors: none- extremely active).

<§ Defined as the simple sum of the tender joint count (using 28 joints), swollen joint count (using 28 joints), patient global assessment (0—10 scale), physician global
assessment (0—10 scale), and C reactive protein level (mg/dl).

Felson DT, et al, Ann Rheum Dis 2011,;70:404-413


http://ard.bmj.com/content/70/3/404/T6.expansion.html
http://ard.bmj.com/content/70/3/404/T6.expansion.html
http://ard.bmj.com/content/70/3/404/T6.expansion.html
http://ard.bmj.com/content/70/3/404/T6.expansion.html
http://ard.bmj.com/content/70/3/404/T6.expansion.html
http://ard.bmj.com/content/70/3/404/T6.expansion.html
http://ard.bmj.com/content/70/3/404/T6.expansion.html
http://ard.bmj.com/content/70/3/404/T6.expansion.html

2x€on Evepyotntac Noocou, ApBpiknc Kataotpodnc kat
Avikavotntog o€ (A) Mpwiun kot (B) Mpoxwpnuévn PA

A. Npwiun Néoog

Avikavotnta

vepyotnTa
Noocov

|

ApBpkn
Kataotpodn

B. Mpoxwpenuévn Nocog

Evepyotnta
Noocou

N\

ApBpkn
Kataotpodn

van der Heijde D Ann Rheum Dis 2001;60:iii47-iii50



AnoteAeopatikotnta Oeparneiog o HEAETEC a0OEVWYV
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et al. ¥ et ElE etal ¥  etal®  etald®  atal®  atalbe

Study

Responses to Drug Therapy in Seven Studies Involving Patients Receiving Methotrexate.
All the patients in these seven studies were already receiving methotrexate, to which the other medication
was added. Responses were measured in terms of an improvement of at least 20 percent in symptoms, as
defined by the American College of Rheumatology (ACR 20). Numbers above the bars are response rates.

JR O’Dell, N Engl J Med 2004,350:2591-602



Design of the seven core clinical trials.

Trial Groups Target
(A) TICORA |Targeted DAS<2.4 LDA
study; Grigor
et al, 200425 | Routine '‘Opinion of treating rheumatologist’ ; synovitis, ‘lack of efficacy'
Response criteria: >20 % improvement compared to previous visit of SJC and

(B) CAMERA Tarcetad 2 out of 3: ESR, TJC, PGA
study; 9 <50% improvement compared to baseline of SJC and 2 out of 3: ESR, TJC,
Verstappen PGA (inadequate response)
et al, 2007%7

Routine SJC + ‘opinion of treating rheumatologist’
(C) Fransen Intensive DAS28<3.2 LDA
etal, 2005%° | g ine ‘opinion of treating rheumatologist’

suppressing clinical and laboratory evidence of joint inflammati on: SJC & TJC

(D) Symmons | Targeted = 0, CRP less than twice the upper limit of the normal range.
et al, 200529
Routine ‘symptom control’
(eEt);,dmonds Targeted | CRP normal range
et | Targetedll  |suc<a
(F) van Tuyl Targeted | DAS28<3.2 LDA
etal,2008% |1, 0010411 | Cartilage degradation (CTX-II<150in ELISA)
(G) Stenger Targeted CRP decrease<50%
etal, 1998% o tine ‘opinion of treating rheumatologist’

Schoels M et al. Ann Rheum Dis 2010;69:638-643

©2010 by BMJ Publishing Group Ltd and European League Against Rheumatism



Design of the seven core clinical trials.

A TICORA%*

Intensive ) )

DAS<2.4 LDA

DMARD step up to trippietherapy; SPZ, MTX

HCQ steroids, LEF, sod, aurothiomalat

1 month

Routine “Opinion oftreating rheumnatologist

18 months

3 months (#)

if active synovitis, o LOE ortoxicity,
DMARD swich of monotherapy, stepup;
steroids (#)

B CAMERA? panse Criteria*

Intensive ' ' ' '

MTX dose adjustments s.c application add
of cyclosporing

1 month

Routine SJC +opinion of treating theumatologist

;‘(—L‘(—H_H__V_J

2 years

3 months (#)

MTX dose adjustiments s.c application add
of cyclosporine (=)

C Fransen?

DAS28<3.2 LDA

Intensive . ' ' DMARDs
A 57
NS ~"
1 month 2 months 3 months 24 weeks
Routine ‘Opinion of treating teumatologist’
~ N ~ - DMARDS (s}
1 month 2 months 3 months (s}

F

van Tuyl®°

DAS28<3.2 LDA

week 8: DMARDs (COBRA treatment including
MTX, SPZ, HCQ precnisolone),

Intensive | week 21: add IFX
~— A g
VT e 18
8 wooks 13 weoks 40 weeks
Cartilage degradation (=)

Intensive Il '
R B week 8: DMARDs,
8 weeks 13 weeks (=)

week21: IFX (=)

G Stenger?

tal

CRP décrease 50%"*
DMARDS, stopup”. agoressive

high risk \C

AN J

5, 9%
8 wooks after MTX, SPZ. AZA

2 years
& months aher Lm gold ¥

NSAIDs only, DMARD monotherapy(«)

Control high risk

= ‘Opinion of treating theumatologist’

Expenmen‘l‘a‘l

low risk " 11.4% NSAIDs only, DMARD monather. (#)
Trial Groups Target
(A) TICORA | Targeted DAS<2.4 LDA

study; Grigor

D symmonszg CRP below twice upper limit of normal

DMARDs inci.Cyclosporin, Cyclophosphamide,

symptom control

» (+SJC symptoms)” i
| JC sympto ' paronteral storoids (m, v)
At least every4 months 3 years
Routine NSAIDs. DMARDS, storcids{«)

4 months{«)

E Edmonds?!

CRP normal range

Intensive | . l

1 month

Intensive Il ' ' ' '

»
4
o

)

2 years

1 month

et al, 200425 | Routine ‘Opinion of treating rheumatologist’ ; synovitis, ‘lack of efficacy’
Response criteria: >20 % improvement compared to previous visit of SJC and

(B) CAMERA Tarceted 2 out of 3: ESR, TJC, PGA
study; ¢! <50% improvement compared to baseline of SJC and 2 out of 3: ESR, TJC,
Verstappen PGA (inadequate response)
et al, 2007%7

Routine SJC + ‘opinion of treating rheumatologist’
(C) Fransen Intensive DAS28<3.2 LDA
et al, 20052 Routine ‘opinion of treating rheumatologist’

Targeted suppressing clinical and | y evidi of joint i i on: SIC & TJC
(D) Symmons g¢! =0, CRP less than twice the upper limit of the normal range.
et al, 2005%°

Routine ‘symptom control'
(eE');dmonds Targeted | CRP normal range
o) |Targetedll [ suc<a
(F) van Tuyl Targeted | DAS28<3.2 LDA
etal, 2008% 4 ge10411 | Cartilage degradation (CTX-11<150in ELISA)
(@) Targeted CRP decrease<50%
et al, 1998% Routine ‘opinion of treating rheumatologist'

©2010 by BMJ Publishing Group Ltd and European League Against Rheumatism

Schoels M, et al. Ann Rheum Dis 2010;69:638-643




Effect of a treatment strategy of tight control for

rheumatoid arthritis (the TICORA study): a single-blind
randomised controlled trial

Catriona Grigor, Hilary Capell, Anne Stirling, Alex [ McMahon, Peter Lock, Ram say Viallance Wilma Kincaid, Duncan Porter

Lancet 2004 ; 364: 263-69

A TICORAZ
DMARD step up to trippletherapy; SPZ, MTX,
DAS<2.4 LDA HCQ,steroids, LEF, sod. aurothiomalat
Intensive ¥ ¥ ' ' ' .
N\ A A A ) g
Y Y Y Y
1 month 18 months
Routine ‘Opinion oftreating rheumatologist’ -
— A _ "
—-..V-—— _"v'_
3 th if active synovitis, or,LOE"ortoxicity,
months () DMARD switch of monotherapy, stepup;
steroids (#)

Grigor C, et al, Lancet 2005;364:263-9
Schoels M, et al, Ann Rheum Dis 2010;69:638—-43



NepAouvvopidn: KALVIKEG MEAETEC

3 TUXOLLOTTOLNMEVEC KALVLKEC MEAETEC
— MN301, 6 uivec: SSZ / LEF / placebo
— US301, 12 pAvecg: MTX / LEF / placebo
— MN302, 12 piveg: LEF / MTX

— MEéon SldpkeLla vooou ~ 7 €1n
— OpobBetikol ~ 60%
— [ponyoUpuevn Beparmneia pe MTX: oxL

Oepamnevtkoi otoxoL:
— ACR20 oto téA0C TNG LEAETNC
— MetafoAn total Sharp score
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Kirwan JR. J Rheumatol. 1999;26:720-725.



ULTRA trial (MTX vs LEF)
BeAtiwon oto score HAQ ota 2 €1n

0.1 - mLeflunomide

B Methotrexate

MetaBoAR oto Score HAQ
O
N

BeATiwon

P =0.005 vs MTX

12 Months 24 Months

Cohen S, et al, Arthritis Rheum 2001;44(9):1984-92



