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E€eAifeic PA

- Karavonoape kaAUtepa Tnv maBoyéveia Tnc PA

BioAoyikoi wapayovreg

+  AvTiowpara

- AvaOewpnuéva Kpitnpia

«  2T7pdTnyikn Ogpanciac



ACR Kpithpia Peupatoeidouc ApBpitidac (1987)
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Arnett FC et al. Arthritis Rheum. 1988;31:315-324
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* Peupartika olidia
+ Peuparoceidne mapdyovrag
« AKTIVOAoYIKd eUupApaTa
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AvaBewpnuéva KpITApid

Ta kpiTApia Tou 1987 mpoépxovTal amd PA aoOeveic
HE KEYKATEOTNHEVN» VOOO

« Xpovia d1aPpwTIKA VOOOC

Aduvapia avayvwpiong Kai Tafivopnong mpwipng PA

Néa «avTiAnyn» yia PA

* Ymoopdda acOevwyv pe Tpwipn adidgopoTointn

upeviTida = mBavn PA
Avayvwpion agOevwyv «uynAol KivoUuvou» yid
eHpéEVouaa R d1aPpwTIKA VOO —> TTpWwIHNn d1dyvwon

Aletaha D, et al. Ann Rheum Dis 2010 Sept; 69(9):1580-8.



2010 ACR/EULAR Classification Criteria for RA

1 large joint 0
2-10 large joints 1
1-3 small joints (large joints not counted) 2
4-10 small joints (large joints not counted) 3
=10 joints (at least one small joint) 5
Negative RF AND negative ACPA 0
Low positive RF OR low positive ACPA 2
High positive RF OR high positive ACPA 3
SYMPTOMDURATION®)
<6 weeks 0
=>=6 weeks 1
ACUTE PHASE REACTANTS (0-1)
Mormal CRP AND normal ESR 0
Abnormal CRP OR abnormal ESR 1

- Definite RA: score of > 6/10

Aletaha D, et al. Ann Rheum Dis 2010 Sept; 62(9):2569-81.



PeupaTocidcic apdyovrec

autoantibody against

B reginal: of Tie PeuuaTtocideic Tapdyovrec

1 P am 1| { j I::r‘_:r-:l"f'“-..-h T P A ~ 75_ 8 50/o
o A 4/ B el RF (+) 50% o1o 1° e€dpnvo
I' d *ﬁ/ \ Serum l::ﬂnt;hing 850/0 oTn 6|8Tia

rheumatoid factor

Pa.rtlcﬂas coated
with IgG

autodvood peupdaTikd
voonuara

oapkoeidwan

S UXVOTHTA WeudWe (+) RF XPOvieg Aoipwieig

20-60 eTwv 2-4% TIVEUHOVIKA ivwon
60-70 etwv 5% TPWTOTIABNC XOAIKA Kippwaon
>70 eTWV 10 - 25%

NAIKIWHEVA dTopa KAT



PA - Avti-CCP avTiowpara

® AvTiowHdTd £vavrTi
KITPOUAAIVOTTOINHEVWY TTETTTIOIWY
(Cyclic Citrullinated Peptide)

e H KITpouAAivn civai éva apivolu,
TPOEPXETAI ATTO ThV eVCUHATIKA

TPOTIOTT0iNGN TOU Hopiou TRG

apyivivng




AvTiowpaTa évavti CCP

- Eidikoc diayvwoTikoc opoAoyikoc deikTne PA

- TTapaTtnpeitai oc > 70% aoBeveic pe PA
- TTapaTtnpeitar oAU tpwipa (mpiv va ekdnNAwOBei n voaoc)

* YynAd emtitteda
- TTpoyvwoTikocg deikTng d1aPpwWTIKAC voagou

- TTi@avév xphoipoc d€ikTNC oTh O1dPOopPIKA
diayvwon PA kai aAAwv TtoAuapOpikwyv
oUVOPOHWY

Sebbag M et al .J Clin Invest 1995; 95:2672-9
Schellekens GA et al. Arthritis Rheum 2000; 43:155-63
Kroot EJ et al. Arthritis Rheum 2000; 43:1831-5
Nishimura K et al. Ann Intern Med 2007, 146:797-808



Percentage of positive patients

Autoantibodies may precede clinical
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Nielen MMJ et al. Arthritis Rheum 2004, 50(2): 380-6.



anti-CCP in RF-associated diseases

Anti-CCP (Units/mL)
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HCV  Cryoglobulinemia RA, RF- RA, RF+
Clinical Group

Wener MH. Arthritis Rheum 2004, 50(7):2305-8



PA - Avti-CCP avTiowpara

\

e TTapdpoia cuaiaBnaia (55-65%) | o¢ oxéon pie Tov RF

YynAoTepn cidikotnta (> 90 %)

7

Evaio6noia EidikéTNnTa
Anti-CCP 56% 90%
IQM RF 730/0 820/0

Anti-CCP+ RF+ 80% 99%

Lee DM, Ann Rheum Dis. 2003;62:870-874
Avouac J et al Ann Rheum Dis 2006, 65:845-51



2. T0X0C ThC BOepameiac PA

Meiwaon onpeiwy Kai
OUUTITWHATWY
BeATiwaon AcIToupyIKAC
IKAvVOTNTAC

TTpoAnyn apBpikAg
KATAOTPOYPNC Kal
avamnpiac

Meiwon voonpoTnTac Kai
OvnToTnTAC

Avayvwpion Kai Ogpareia
ouvoonpoTNTAC

2. TPATNYIKA YId ETITEUEN OTOXWV

TTpwiun diIayvwon

TTpwiyn emIOeTIKA
wapépupaon pe DMARDs

- 2uvduaopoc DMARDs

BioAoyikoi mapayovreg

- “Evrarikq mapakoAouOnon”

ToU BepatmeuTIiKOU
amoTeAéoNaToC

AVTIKEIUEVIKOI OEIKTEC
EVEPYOTNTAC VOOOU KAl
OepaTeUTIKAC
AvTATTOKPIONG



OepaTmeUTIKOI OTOXO!

» H ékpaon ThC vooou PeATiwveTal oTav
uUTtdpX €1 kKaBopiopévog aToxoc Oepameiag

+ O oToxoc T™nc Oeparciac PA = Uyeon
R U EVEPYOTNTA VOOOU



Clinical Measures of RA Disease Activity

Thresholds of Disease Activity

Instrument Remission Low Moderate High
DAS28 <2.6 <3.2 >3.2 and <5.1 >5.1
SDAI <2.8 <11 >11 and <26 >26
CDAI <2.2 <10 >10 and <22 >22
RADAI <2.2 >2.2 and <4.9 >4.9"
PAS or PASII <1.9 >1.9 and <5.3 >5.3
RAPID <6 >6 and <12 >12

*Median. DAS = Disease Activity Score 28-defined remission; SDAI = Simplified Disease Activity Index; CDAI = Clinical Disease Activity Index;
RADAI = Rheumatoid Arthritis Disease Activity Index; PAS = Patient Activity Scale; RAPID = Routine Assessment Patient Index Data.

Saag KG, et al. Arthritis Rheum. 2008;59(6):762-784.



DAS28: EvepyoTnTta vooou

© ApIBuo6c emwduvwy apBpwoswyv

ASiKTﬂC_: * Ap1Ouoc¢ dloykwpévwyY apBpwaswyv
D - TKE (mm/h)
- TevikA katdoTaon vyeiag (VAS)

>oBapn

5.1

3.2 -

2.6 Mikon
Ypeon

DAS 28 (4peTapAntéc)=0,56*TE28+0,28*SW28+0,7*ESR+0,014*GH




AvTamokpion katd EULAR

AvTtamokpion katd EULAR onpaiver: peAtiwon tng
OpaoThp10TNTAC VOOOU Kdl XAHNAOTEPO £TTiTTEDO
EVEPYOTNTAC

KaAn avramokpion:>1,2 peAtiwon DAS améd Tigun avapopdc
kai DAS katd To follow-up <2,4

DAS at Improvement in DAS DAS28 at Improvement in DAS28
Endpoint From Baseline Endpoint From Baseline

>1.2 >0.6and £1.2 <0.6 >1.2 >0.6and=1.2 =06
<24 £3.2
>2.4and £3.7 Moderate >3.2and 5.1
> 3.7 > 5.1




BioAovyiKkoi
TTAPAYOVTEC
oTNV KAIVIKAQ

Tpden

Smolen JS et al Lancet 2007;370:1861-74
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Tumor Necrosis Factor (TNF)

Scott DL, Kingsley GH. N Engl J Med. 2006 Aug 17,355(7):704-12.



Mechanism of Action of Abatacept
Inhibiting T-Cell Co-stimulation

Without Abatacept With Abatacept




Mechanism of Action of Rituximab
(RTX): Targeting B Cells

Rituximab
‘ Inflammation
Antibodies Y YA — TNE
Y IL-1
IL-15

TNF

Antigen
IL-10 5

Presentation
Antigen




TTwc emiTuyxdvovrai o1 OgpameuTiKoi OTOXO!I,
"2 T1evl mapakoAouOnon” Tnc PA

Table 1 Characteristics of the tight control studies
Medicafion Disease
Study Interventions / groups n at the start Frequency of assessment Inclusion eriteria duration
| FIN-RACe | Combination therapy® 27 557 MTX, HCG, 3 menths (variable) ARA, eriteric RA, 18-85 yr, <2 yr
predn symptoms <2 yr, ocive diseose =3 5) and 3 of:
Mono therapy P8 552 + predn 34 & months [clinical =28 mun/h ESR or =19 mg/] CRF, =29 min/ms,

TCORA | Intensive monogement® e

Routne managemsant 43  CMARD mono

Saquamid rans theropy® 124  MTX
Step-up combination feropy® 121 MTX
Initial combination theropy + h.d. 133 MTX, 552, predn
predn*
Initial combination tharopy + 128 MTX, inHiximah
infizimek®

CAMERA |Intensive strotegy group® 151 MIX

Convenfional strafegy group 148  MTX

EMARD, i.o. stercid

decision/variable)

1 month [DAS)

3 months [clinical
decision)

3 menthe [DASA4)

3 months [DAS44)
3 months [DAS44)

3 months (DAS44)

1 month [computer
decision program]
3 months (clinical

decizion)

=58 er=101)

18-75 yr, disease duration
<5 yr, octive diseasa [DAS>=2.4)

=3 §T

ACR eriteria RA, =18 yr,
diseose duration = 2 yr, octive
disease: =6 of &6 5), =6 of 48
T), =28 mm/h ESR, =20 mm
VAS global haalth

<2 yr

ACR criteria RA, =16 yr, sarly
BA <1 yr}

‘:-'1:,'T

Bakker MF, et al. Ann Rheum Dis 2007;66 (Suppl 111):iii56—iii60



B . 2uvnén mapakoAouBnon ‘

TICORA  AmroTeAeopdTIKOTATA TNC OUGTNHATIKAC
TapakoAouOnonc pdoel Tou DAS

Single-blind, 18-month, controlled trial, including 110 patients with RA

<5 years, randomized to either intensive management of protocol-based escalation of DMARDs or routine care

Sulfasalazine 500 mg daily, increasing every week to target
dose of 40 mg/kg per day (or maximum tolerated dose)

h

A. Evrarikri maparkoAouBnon et era 75 1o o ek

Folic acid 5 mg per week

° EKTi“no'n DA S /uhva Hydroxychloroquine 200-400 mg per

day (<6-5 mg/kg per day)

r

- DAS>2.4 - T aywyr ‘
vwyas

Triple therapy with monthly increments of methotrexate dose by
2.5-5.0 mg per week (maximum 25 mg per week)

| e

«

y

Triple therapy with weekly 500 mg increments of sulfasalazine
dose (maximum 5 g per day in divided doses if tolerated)

h

y

Addition of prednisolone in enteric-coated tablets 7-5 mg daily

Change triple therapy to:

EkTiunon /3uAveg Ciclosporin 2-5 mg/kg per day
Tpomomoinon aywyh¢ pdaocel

L

Folic acid 5 mg perweek
TNC YVWHNC TOU IdTpoU ‘

Change to alternative disease-modifying antirheumatic drug
therapy (leflunomide or sodium avrothiomalate)

Grigor C, et al. Lancet. 2004,364(9430):263-9.




ATIOTEAEOUATIKA N CUCTNUATIKA TTdpakoAouBnon
Kdl TpoTroTroinon The aywyng pdaoceil tou DAS

. MeAéTn TICORA
—0— Routine Group
5 & Intensive Group

Month

Grigor C, et al. Lancet. 2004;364(9430):263-9.



AKTIVOAOYIKA €€ EAIEN

Median change in erosion, joint space narrowing and total
Sharp score between O and 18 months

9 - 8,5

[ Routine
7 7 Bl Intensive

*%k
0,5

Erosion score Narrowing score Total Sharp score

*P <0.02, **P <0.002, Mann-Whitney Grigor C, et al. Lancet. 2004,364(9430):263-9.



Peupatoecidng apOpiTida

TTpwipn ep@dvion akTIVOAOYIKWY EUpNHATWY

Ultrasound




MeAéTn « TICORA»

Intensive Routine  Oddsratio p*

group group (95% Cl)

(n=55) (n=55)
EULAR good response 45 (82%) 24 (44%) 5-8(2:4-13-9)* <0-0001
EULAR remission 36 (65%) 9 (16%) 9-7(3:9-23-9)* <0-0001
ACR 20 response 50 (91%) 35 (64%) 5-7(1-9-16-7)* <0-0001
ACR 50 response 46 (84%) 22 (40%) 6-1(2-5-14-9)* <0-0001
ACR 70 response 39 (71%) 10 (18%) |11 (4-5-27)* <0-0001

Intention-to-treat analysis of all patients randomised, including those who died or
withdrew from the study. Analysis of patients completing the study is very similar

(data not shown). *Mantel-Haenszel procedure used.

Table 2: Number of patients responding at 18-month assessment

H ouoThuaTikh TTapakoAoUBnon kai Tpomomoinon ThG aywyng pdoel
TIHWYV oTOXWYV Tou DAS:

Eivar e@ikTh

EAEyxel ammoTeAeouaTIikd TN VOOO

TTepioagdTepol aogBeveic oe TARPN Upeon
BeATiwvel T AciToupyikoTNTA
EAaTTwvel Tnv €€€AIEN Twy apBpikwy diappwaocwy

Grigor C, et al. Lancet. 2004,;364(9430):263-9.



RA Pathogenesis

Rheumatoid factor (RF),
anti—cyclic citrullinated peptide
Antigen-presenting IL-4 (anti-CCP) :ntibodies

— B cells \ g VA .

— Dendritic cells
— Macrophages

IL-6, TNF,

|
IFNy, IL-10, Lymphoto_.x"
",
IL-17 Immune complexes
RANKL TNE L1 L6 > Complement fixation
= TS Attract inflammatory
Pannus Me aIIoprotemEes cell infiltrates
£ . ’
"‘f’ : Tegl s S LN
- Syﬁ‘ﬁ L o
: = .o # ¢ n RS Adapt‘éd from Smolen
© S % S andgteindr. Nature Rev
. Oy o e & ¥ Drug Discovery.
y - 2003;2;47%Choy andl '@
- - Panayi. N EAglJ M&Y. -
g Production of metalloproteinases and other effector molecules 2001;344:907.,
Articular Migration of polymorphonuclear cells Silverman and Carson.

q X X Arthritis Res Ther 2003;
cartilage Erosion of bone and cartilage 59(suppl 4):51




Pathogenesis & Targets of RA Therapy

Antigen-presenting Rheumatoid factor (RF),
anti—cyclic citrullinated peptide

cells (APC) (anti-CCP) antibod
IL-4 anti- antibodies

— B cells e ®

— Dendritic cells

— Macrophages

IL-6, TNF,
IFNy, IL-10, Lymphoto:ild’
o

TNF, IL-1, IL-6, Immune complexes
Nlﬁfallo oteméies Complemgnt fixation
Attractinflammatory cells
‘ésw“ Synoviocytes o ©

v Chondrocytes
»~ .
S Adapted from 1. Smolen JS,
Steiner G. Nat Rev Drug Discov.

Production of metalloproteinases and other effectof molecules 2003;2;473-488.
2. ChoyEH, Panayi GS.

Articular Migration of polymorphonuclear cells N EnglJ Med. 2001;344:907-916.
; Erosion of bone and cartilage 3. Silverman GJ, Carson DA.
carti Iage 8 Arthritis Res Ther 2003; 5(suppl

4):51-S6.



Rheumatoid Arthritis Therapy 2010

* Traditional DMARDs * Biologic therapies
+ Methotrexate-MTX * Adalimumab
- Early aggressive dosing . E’rar}ercep’r
» Sulfasalazine ' Infllxum ab
: » Certolizumab pegol
» Leflunomide :
. Hvd . , * Golimumab
yaroxycnioroquine - TIL-1antagonist
- Combination therapy . Anakinra
* Dual therapy - T cell Costimulation
+ Triple therapy modulation
- Abatacept
. - B cell depletion
Glucocorticoids . Rituximab

- Combined with DMARDs - IL-6 antagonist

- Tocilizumab



AvTi-TNFa proAoyikoi TapdyovTeg

Human recombinant
receptor/Fc fusion
protein

()
Receptor

Constant 2
Fc
Ig61
Constant 3
\
Etanercept

Chimeric Human
moTr}tc;cl(;)nal monoclonal
anmibody antibody
' _/CH \
N\ \#
) vV v v
\Ne 7/
/ Ig61 \
Infliximab  Adalimumab

Murine components

B Human components

Humanized
Fab' fragment

\\\
(i

"y

Certolizumab
pegol
Human

monoclonal
antibody

\  Fa
N\

Golimumab

Hanauer SB. Rev Gastroenterol Disord. 2004;4(suppl 3):S18-S24.



Taxeia OgpaneuTikn aravrnon ACR20
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Infliximab+MTX vs Placebo Etanercept+MTX vs Placebo Adalimumab+MTX vs Placebo

Lipsky PE et al. Arthritis Rheum. 1999
Weinblatt ME et al. N Engl J Med. 1999,340:253-259.
Keystone EC, et al. Arthritis Rheum 2002;46(Suppl.):Abstract 468.



BeAtiwon HAQ karta tnv didpkeia Tng Oepameiag
TNF avaoTtoAcic + MeBoTpeldrn

Infliximab Etanercept Adalimumab

102 eBOouadEg 24 gBdopadeg 24 & 52 eoouadeg

Lipsky PE, et al. Arthritis Rheum 2000,;43(Suppl.):S269.
Weinblatt ME et al. N Engl J Med. 1999;340:253-259
Welborne F, et al. Arthritis Rheum 2002;46 (Suppl.):S518.



Makpoxpovia diatnpnon KAIVIKOU droTEAEOHATOC
ACR20/50/70 OepaneuTikn aravrnon

Infliximab
ACR-20

Etanercept Adalimumab
Open-Label Extension Open-Label Extension
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Lipsky PE et al. Arthritis Rheum. 2000,;43 (suppl):S269.
Moreland LW, et al. Arhritis Rheum. 2002;46(suppl):S532.

Breedveld FC et al. ACR 2003



TNF Antagonists Added to MTX

H ACR20 B ACR50 O ACR70

Patients Responding (%)

Mrx STy, MTx 398,708,  MTx Y0q, n rx 122002400, rx 122002400, Yx Stmigtmsg i

7;(001-1"7)(
Etanercept Infliximab  Adalimumab Certolizumab Certolizumab Golimumab
Weinblatt! ATTRACT? DE0193 RAPID14 RAPID 25 GO-FORWARDS®

Weinblatt ME. NEJM 1999; 2. Lipsky PE. NEJ M 2000; 3. Keystone EC. Clin Exp Rheumatol 2003 ; 4. Keystone EC. Arthritis Rheum 2008; 5.
Smolen JS. Ann Rheum Dis 2009. 6. Keystone E Ann Rheum Dis. 2009.



TNF Antagonists Inhibit Radiographic
Progression in RA
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ERA' COMET? ASPIRE® ®REMIER* TEMPO® ATTRACT® D019’ RAPID2& RAPID 1°

Etanercept Infliximab Adalimumab  Etanercept Infliximab Adalimumab Certolizumab

1. Bathon JM et al. 2000; 2. Emery P et al. 2008; 3. Smolen JS et al. 2006; 4. Breedveld FC et al. 2006; 5. Klareskog L et al.
2004; 6. Lipsky PE et al. 2000; 7. Keystone EC, et al. 2003; 8. Keystone EC et al. 2008; 9. Smolen JS et al. 2009.



NeoTepol PloAoyikoi TTapAayovTeg

Anti-CD20 CTLA4-Ig Anti-IL6 Receptor

Chimeric Humanized

monoclonal
antibody l !
A A

-
F F
-4

LJ w

Rituximab Abatacept Tocilizumab



Therapy Added to DMARD
Other Biologics

Patients Responding (%)

Anakinra’ Abatacept Rituximab Rituximab Tocilizumab Tocilizumab
(AIM)? (DANCER)3 (SERENE)* (OPTION)® (TOWARD)®

1. Cohen SB, et al. Ann Rheum Dis. 2004; 2, Kremer JM, et al. Ann Intern Med. 2006; 3. Emery P, et al. Arthritis Rheum. 2006; 4.
Emery P et al. ACR 2008. Abstract # 364. 5. Smolen J, et al. Lancet. 2008; 6. Genovese M et al. Arthritis Rheum. 2008.



TTwc emTuyxdvovTal o1 BepameuTiKoi OTOXO!;

- "2ZTevn mapakoAoUOnon” tnc PA
+ Tlpwipn emiOeTikn mapéupaon
- 2uvduaopoc DMARDs

- BioAoyikoi mapayovreg



4 Treatment Strategies in Early RA

BeSt study N=008 Initial MTX
52 epdopadecg Thitial .

Seqguential Step-Up Combination Biologic

Monotherapy  Therapy Therapy Therapy
n=125 n=128 n=133 n=128
MTX MTX X S5i MTX + biologic
45% 41% PRED 86%
| 81% l
SSZ MTX + SSZ | SSZ
21% 30% MTX + CSA + 8%
| | PRED |
LEF MTX + SSZ + 1% LEF
19% HCQ l 6%
| 16% MTX + biologic
MTX + biologic l TreaS’r:{c\,en’r adjustments were made
15% MTX + 557 every 3 mon’rhs:l in an effort to obtain
+ HCQ + PRED low disease activity

o
13 /° De Vries-Bouwstra JK, et al. Arthritis Rheum. 2003;48:3649.



BeSt

% TWV aoBevwv Xwpig Kapia
TPOO0DSO0 OTIG OOTIKEG AAAOIWOEIG

H Oepameia ouvduaopou avéaTelAe
ONPAVTIKA TV dKTIVOAOYIKA €CEAIEN

Group 3

Goekoop-Ruiterman YP, et al. Arthritis Rheum. 2005;52:3381-3390



BeSt study: number of patients with continuous
clinical remission* or clinical failure¥

Initial monotherapy (n=247)

M Initial combination therapy (n=261)
1 % of patients with radiographic progression

50 p=0.006

40

40

(U8
-

()
-

Patients (n)

[
-

Remission Failure

*DAS<1.6; 1 x DAS21.6 allowed. ¥DAS>2.4; 1 x DAS<2.4 allowed

De Vries-Bouwstra et al. EULAR 2006 (Abstract)



Addition of infliximab compared with addition of
sulfasalazine and hydroxychloroquine to methotrexate in
patients with early rheumatoid arthritis (Swefot trial):

1-year results of a randomised trial

RF vanVellenhoven, SEmnestam, P Geborek, | F Petersson, L Céster, EWaltbrand, A Zickert, | Theander, A Tharner, HHellstrém, A Teleman,

C Dackhammar, FAkre, K Forsling, LLjung, R Oding, A Chatzidionysiou, M Wérnert, | Bratt

Lancet 2009; 374: 459-66

Methot rexate +infl xirmab (— etanercept) (n=128)

¢ Methot rexate +sulfasalazi ne+ ydrog ch koroquine (—cicksporind] (n=130)

[
i
Methotrexate monotherapy [
fhewmatoid arthet 20 g perwiesk .-"I
IpLoms < 1y ear -4 maniths .-"l
O LT T RO e :I'
[ASZE =32 \
in=427)
3 months

4 )

Sereening and inclusion Fandornisation CNgatients
ith DAS2E =32

12 rmiarths 24 moniths
Primary endpoint: proportion of Re- randornisation of patients
patientswitha good response with low disease-activity orin
according to ELILAR criteria remission

van Vollenhoven RF, et al. Lancet 2009; 374: 459-466



SWEFOT: Zxediaopoc HEAETNC

487 ERA <1 ¢tog

MTX éwmg 20 mg/spd. MTX + HCQ 400mg gD + .
péxpr v £po. 4 SSZ 1000mg BID + (n=130)* 5 N=90
/ . (70%)
N=258
MTX + IFX 3mg/kg 0, 2, 6 ko
\ q 8 wks (n=128)** £ N=T4
*. (57%)
l ] | |
1 | I 1
BL 3 pveg 1 étog 2 ¢t
Hpotapko teMko onueio, Ko Av DAS <3.2
OVTOTOKPLOT GOULPMVO. IE TO amoovpon) (EKTOC
kprripro. EULAR MTX) 1] ovvéyon

Inadequate responses: * SSZ could be increased to 1500mg BID
** JFX frequency could be increased to q 6 wk.
Intolerance: * SSZ or HCQ could be reduced or discontinued. Both SSZ and HCQ could be replaced by
CyA (2.5 -5 mg/Kg/d)
** IFX could be replaced by ETA 50 mg/wk

Van Vollenhoven et al, MO1010, ACR 2009 and Lancet 2009



| 4973 screened for inclusion

£ screening failure |1—

hd
7 enrclied and treatadwith
rmethotresats for 3-4 months

145 gesponded favourably to metho trexate
treatrment (DASIE 3.32)
27 intolerant to methotrexate
gutherillness
48 other reasons

v v

F 3

133 randomby allccated sulfasalazins and 128 rardomly allocated infliimab
hwdroey chlomsquine (primary analky ses) {primary analyses)
& never received mndomby . .| & awitched to cicksporind & never received randamby PR & switched to etareroept
allocated drug - v allocated drug
125 inchaded in rmcdified 120 inchded in rredified
intzntion-to- treat population intentior-to-treat population
{secondary anakyses) {==condary anakyses)
41 discontinued before 1-vear I discontinued before 1-vwear
follzes-up folloes-up
18 k kofeffectiveness 4 3 lack of effectiveness +—
14 acheerse event 10 adverse event
Qather 10ather
r o L
lﬁg}mplet&d 1-year folkw-up [ 1-:|E)-J|npleted 1-year folles-up |

van Vollenhoven RF, et al. Lancet 2009, 374: 459-466



SWEFOT Trial: Early RA (ERA) Patient -
Outcomes in Initial MTX Responders

N=487 with ERA (symptom duration < 1 year) for SWEFOT trial
All started MTX with rapid dose escalation o 20 mg/week

After 3-4 months, 144 patients with DAS28<3.2 continued on MTX & did not enter
controlled portion of SWEFOT trial

6 months 9 months 12 months

DAS28 values (mean £ SEM) 2.4 £0.09* 2.43 £0.12* 2.53 +0.10*

% patients with DAS28 < 2.6 61%* 59%* 60%*

*p<0.001, compared with all other patients in SWEFOT trial analyzed as one group,
including those intolerant to MTX

AdBeveic pe mpwiun PA, Tou avtamokpiOnkav apxikd emITuxWwe oTn Oepameia pe
MTX (DAS28<3.2) ouvexilouv va éxouv TToAU KaAR BepameuTIKR atdvTnon KaTtd Tn
d1dpKela evog £Toug TtapakoAolBnong pe povoBepareia pe MTX

van Vollenhoven RF, et al. Ann Rheum Dis 2008, 6 7(Supp/ IT).62 Abstract OP-0043 (EULAR 2008)



SWEFOT
ACR 2010 Take Home Message

= AoOceveic mou avramokpiOnkav oe MTX DAS<3.2 peTd
3-4 pynvecg

= KAMivikA Upeon: 61-72%
= AKTIVoAoyIKA emideivwon: 80%
= ToPaph: 15% (KAIVIKA ONPavTIKA)
= AiyoTepo coPpaph akTivohoviki e€EAEN o1 RF (<)

= H kaAh kKAIVikR avtamokpion oth MTX dev
mpoAapupdavel Thv akTivoAoyikh e€EAIEN



SWEFOT Trial: Addition of DMARDs vs. anti-TNF
Therapy in ERA Patients who Failed Initial MTX Therapy

Arm A: Sulfasalazine 1000 mg BID + hydroxychloroquine 400 mg QD (N=130)
Arm B: Infliximab 3 mg/kg/infusion given at O, 2, 6 weeks, then q 8 wks (N=128)

EULAR Good Response at 12 Months ACR Responses at 12 Months
*
50 50 49
* (p<0.01 vs. Arm A) = Arm A
40 40 EArm B
33 * (p<0.01 vs. Arm A)
29°*
30 30
20 20
13

: : “

0 0

Arm A Arm B ACR20 ACRS0 ACR70

H mpoaBnkn anti-TNF oe aoBeveic pe PA, kai avemapkh amdvrnon oe
MTX, utepéx el Tou ouvduaopoU kAaoikwv DMARDs
van Vollenhoven RF, et al. Ann Rheum Dis 2008, 6 7(Supp/ IT): Abstract LBOOO! (EULAR 2008)



SWEFOT , , ,
AvaoToAn TNC akTIVOAOYIKAC €€ EAIENC:

MTX+Infliximab vs MTX+SSL+HCQ

§ 8 - —-2uvduaocués DMARDs -l MTX + INF
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€
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* D from bl to 24 months between groups (p=0.009), JE (p=0.039), JSN
(p=0.026). The D between 12 and 24 months (p=0.011)

ITT analysis - No extrapolation or imputation applied Vallenhoven R et al., ACR 2009; Abstract #1010



TTepiopiopoi-AopdAcia

+ IoTopikd AavBdvouoag pupartiwong (Mantoux BeTIKRA)
XnuelompopUAain

Evepyoc ocia h xpovia Aoipwén **
TTpoowaTn kakonBeia

AAAepyikh avTidpaon ato PloAoyiko TtapdyovTtd

+ TIoTopiké amopueAvWTIKAG vooou (oKARpuvon Katd

TTAGKAC, OTITIKA VeUpiTIdA)

2. opapn Kapdiakh avemdpkeida



MeilovekTAHATA

Aunpévocg Kivduvoc yia Aotpwéeic |

AAMepYIKEC avTIOpdaEIC

2 UOXETION HE KAKONBeIeC N AeppwpaTa?

MTopei va emideivwwoouv tpoUmdpxouoa Kapdidkh aveTtdpKeld
Emaywyh autoavooiac?

TToAU uynAod To KOOTOC



2. TOX0I OepaTteiac pevparoeidouc apOBpiTidag

TTpwipn diayvwon TTpwipyn Bepameia
)=
‘EAeyxoc¢ onpeiwy Kai , , ,
UL TWATWY TTpoAnyn apBpikAg PAAPNC

ThG vOOOU

\ /

Aiathpnon AsiToupyikdTATAC
KAI
TToiéTnTa Cwng

? = YREZH



KateuBuvtnpiec Odnyiec EULAR : &don I
Néoc aoBeving pe PA
$aon I

Xwpic avrévdeifn KAivikn
i otn MTX diayvwon PA

AcpAouvopidn,
Xpuooc EM n

Zuvduaopog e oovApacaAadivn

Ppaxciac didpkelag
XapnAn i uynAn
doon
YAUKOKOPTIKOEIDWY

ArnoTuxia

$aong I: EriteuEn oTdxou ’
OUVEXElA OTN EVTOC 3-6 pnvwv W Aiaripnon

$aon IT

2T10X0C TNC Oepameiac cival N KAIVIKA Upeon. e wepinmTwon mwou dev cival emTeUE I, oTOXOC

gival TOUAGXIoToV N XapunAn evepyoTnTa vooou
Smolen J et al. Ann Rheum Dis 2010,69:964-75



KateuBuvtnpiec Odnyiec EULAR : &don IT

AoOevnc pe avewapkn avranokpion oth MTX
$aon II

TTapouagia duopevv

ian é Amoucia SUoPEVIDV
TPOYVWOTIKWY EIKTWV® AmoTuxia n €AAeiyn

awoTeAeoparikoTnTag N/ ﬂpoavvwaymwv 7
kal To§ikoTnta oTn &daon I EIKTWV

poaOnkn PiroAoyikNG

Ocpanceiac (Kupiwg Evap&n delTepou

avti-TNF) Exiteugn oTéxou WVGAET':OL: DQSMRD:
evrog 3-6 pnvaiv P gpAouvopion,

oouAcpaaaAaan MTX n
Xpuool EM wc¢
pHovoOeparneia N TeAika wg
98pC(1t€lC( ouvduaopoU (pe N
xwplg YAUKOKOPTIKOEION,
onw¢ otn &aon I)

EwriTteuén otdxou

evroc 3-6 pnvwyv Aariipnon

ATmoTuxia
$aonc II:
OUVEXEIAd OTN
$aon III

* RF, ACPA Biaitepa oc uynAoUc TiTAOUG, UYNAR evepyoTnTa VOOOU

DAS, DAS28, SCDAI, CDAI, SJC, CRP), wpwiun apOpikn PAa
( ). mpdnpn apBpikh PAGPR Smolen J et al. Ann Rheum Dis 2010;69:964-75



KateuBuvtnpiec Odnyiec EULAR : &don ITI

AoOevinc mou anéTuxe oc avri- TNF

$aon III
\
BioAoyikdc TTapdyovrag + Amotuxia A ?Me"l’n'
ouvBeTIKO DMARD aroTeAeoparikoTnTac n/
kal ToikoTnTa otn ¥aon

IT
AAAayn Tou PioAoyikoU mapayovra:
aAAayn o deutepo avTi- TNF
~ (+DMARD)
n
AvTtikardoTtaon Tou avti-TNF arno:

Abatacept (+ DMARD) n
Rituximab (+ DMARD) n
Tocilizumab (+ DMARD)

Eniteuén oTdxou
evroc  3-6 punvwv in

Aiatipnon

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



