ETHZIO ZEMINAPIO ANOZOINAGOAOIIAZ TIA PEYMATOAOIOY2
KAAABPYTA 23 - 25 OktwpBpiov 2020
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«MAco avamoTeEAECUOTIKOL ELLOOTE TEALKA OTN
Oepancia acOsvwv pe Pevupatostdn ApBpitida;»

Navaywwtng Tpovtiac
MNpoebpoc EMEMY
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Peupatoeidng ApBpitida

TTaBoAoyikn
avoooAoyikn
amavinon
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NaBoloyoduociodoyia tnc PA

IL-12
IL-23

D80
[cnsu and CD86 inhihitursj CDss PNy [Anti-l:[}ll] drugs]

Abacept Rituximab
Complement 7| fRANK J_
receptor IFNy CD20 Lt
IL-17
_ o F.  RANKL TTJlI%;’r Co-stimulation

" receptlilirrl_; CD20L BCR
Mﬂcrnphag&\_/ Immune
IL-18 ﬁa’ @ cumplexe_. IL-6
TNF inhibitors 5& GM-C5F
Adalimumab. certolizumab, etanercept. %
JAK TNFI—&. golimumab and infliximab )
inhibitors IL-1- . “
Baricitinib IL-6H IL-6R inhibitors
and Tocilizumab and sarilumab Plasma cell
tofacitinib - d Autoantibody

Osteoclast
IL-6R
_—

:) RANKL Chondrocyte

JAK
signalling

Smolen et al Nat Rev Dis Primers. 2018 Feb 8;4:18001.



H otpatnytkn oto teAoc tou 20°V alwva:

e Juvbuaopoc dvo N meptocotepwv DMARDs
yLaL TNV enitevén aBpolotikol 1 CUVEPYLKOU

QTTOTEAECLATOC

* Mpwiun evapén twv DMARDs yLa va

npoAndOouvV oL apOpLKEC KATAOTPOPEC



Amoteleopa

* 50% twv a.cBevwv pe PA napouaotalouv

avikavotnta peta 10 €tn
Fries et al. Arthritis Rheum 1996;39:616-22.

* H Bvntotnta elvoll avénNUEVN (RR: 1,27)

Loloitepa Ta mpwta 7 TN
Young et al. Rheumatology (Oxford) 2007;46:350-7.



Treat to Target (T2T)
H cuotnuatikn tapakoAolBnon Kot Tpormornoinon tTng aywyng
LLE BAON TLC TLUEC TWV SELKTWV EVEPYOTNTOC:

— Eivau ekt

— EAEy)EL TOTEAEGUOTIKA TN VOOO

— Neploocotepol acBeveic o MARpn Ldeon

— BeAtwwvel tn Aettoupykotnta

— EAattwvel TtV €€EALEN TV apOpLlkwV SLaBpwoewv

TICORA study




Meta to Millenium......

rl ASYMEOVD)

Ekpnén VEWV YVWOEWV VLO:

* TOUGC MNXOVLOUOUC

* TO UNEVOUVA popLa

* TN CUMMETOXN TWV KUTTAPWV

* TN CUMMUETOXN OAWV TWV OPYAVWYV
*  OMOLOOTOTLKA pUOMLION



EOAPMOIH NEQN OEPANEYTIKQN IAEQN

* AvaotoAn ¢pAsypHovoyovwv mapoyoviwyv

* Evioxvon avtipAeypovwdwv napayoviwv

2TOXEVMEVN- 10K Oepameia tnG GAEYUOVAC




H vea Beparmeutikn aviiAnyn otnv apxn tou 21ov alwva

— Mpwiun Beparmeia

— 2T0XO0C N Udeon Kal N TPOANYN Twv apBpLKWV KAaTAoTPOPwWV

TupupBatikiy
g Oepaneia
(@) Y e - ->
3
>
W
<
e ErBetikn

Oeparncia

Evapén Xpovog

CUMTITTWHATWV

‘Evapén ‘Evapén
ovumtwudtwy  BAaBwv
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8. Oeparneia
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EruBetikn
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Xpovog



2TOXOI

EFKAIPH AIATNQ2H

4

MNPQIMH KAl OPOH OEPATIEIA
(avoocomapeppaon)

4

XAMHAH ENEPITOTHTA
YOEZH THZ NOZQOY



THE 2011 ACR/EULAR DEFINITIONS OF REMISSION IN RHEUMATOID ARTHRITIS

I. For clinical trials

-Boolean-based definition

At any time point, patient must satisfy all of the following:

TIC <1, SIC <1, CRP <1 mg/dl and patient global assessment (PGA) <1 (on a 0—10 scale)
OR

-Index-based definition

At any time point, a patient must have SDAI <3.3

Simplified Disease Activity Index

SDAI=SJC+TJC+PhGA+PtGA+ CRP(mg/dl)

ll. For clinical practice

-Boolean-based definition:

At any time point, patient must satisfy all of the following:
TIC<1,SJC<1, PGA<1

OR

-Index-based definition

At any time point, a patient must have CDAI £2.8

Clinical Disease Activity Index

CDAI=SJC+TJC+PhGA+PtGA




EULAR RECOMMENDATIONS - RA 2019

Disease activity states

Remission ACR-EULAR remission definition (Boolean or index
based)
Low disease activity Low disease activity state according to any of the

validated composite disease activity measures that
include joint counts

Moderate, high disease Respective disease activity state according to any of

activity the validated composite disease activity measures that
include joint counts



BioAoyiKoi TTAPAYOVTEG KOl OTOXEUMEVEG BepaTtreieg oTn PA

Certolizumab

Etanercept Abatacept Golimumab Baricitinib
Infliximab Adalimumab Rituximab Tocilizumab Biosimilars anti-TNFs Tofacitinib

1998 1999 2000 2001 2002 2003 2004 2005 2006 2007 2008 2009 2010 2011 2012 2013 2014 2015 2016 2017 2018

Anti-TNFs Anti-T/APC Anti-B cell Biosimilars Kinase
(5) (Abatacept) (Rituximab) anti-TNFs Inhibitors



2TOXEVOUV TA EEWKUTTOPLKA CUCTATLKA TOU KatappAKTn tTnS GAEYUOVAC

1. BIOAOI'KOI NMAPATONTE2

Secukinumab
Ixekizumab
Brodalumab

Infliximab

Etanercept

Adalimumab | Fornah
Anakinra CE’T""z”mab Sarilumab
Canakinumab | | Golimumab Sirukumab

Macrophage

B cell

Autoantibodies /

TRENDS in Pharmacological Sciences

Koenders et al, Trends Pharm Sci 2015




BLloAoyLKOL TOLPAYOVTEC

MeyaAn Kot TOXELO LELWOT TWV CUUITTWLATWV

ApaoTIKA 0€ TOAAOUC QIO OCOUC OLITOTUYXAVOUV OTH
ocupBatikn Oepamneia

AvaotEAAouUV TNV akTivoAoyikn €EEALEN Ka Tt
AELTOUPYLKNA OVIKAVOTNTA, LELWVOVTOC TNV avamnplo

Mewwvouv tn Bvntotnta
Fevika eival aodpaleic

AkpLBEc Bepameiec aAAa cost-effective otav xopnyouvtat
OTOoUG aoBOevVeiCc TOU £XOUV TIC MPOUTTOOECELC



Cumulative Incidence of Death

ONHTOTHTA oxeti{opevn pe PA

0.200

0.150

— RA 1999-2006 (N=10126)
-=- Comparison 1999-2006 (N=50546)
— RA2007-2014 (N=10769)
- -+ Comparison 2007-2014 (N=53749)

T T T T 1
o 1 2 3 4 5

Years of Follow-up

6

I

PA

+11.1 Béverror/1000 PY

PA

+4.1 Béwvorror /1000 PY

1999-2006

2007-2014

Zhong Yet ai, Ann Rheum Dis2017;76:408-413.



Cumulative probability of work ability gain (%)

60

50

40

30 4

20

10

Anti-TNFs

AoOseveic pe MANpn avannpio tov apxtoov aywyn pe anti-TNFs

Work ability gain >50%

e RA duration <5y
s RA duration 25y

6 12 18 24 30
Observation time after bio-start (months)

36

1/3

35%

14%

Cumulative probability of work ability gain (%)

60 -

30 1

20 -

10 1

Work ability gain 100%

== RA duration <5y
== RA duration =5y

6 12 18 24 30
Observation time after bio-start (months)

Olofsson T, et al. Ann Rheum Dis 2017

36

1/4

24%

8%



2. 2TOXEYMENEZ OEPANMEIEZ (Target)

Mkpa popLa OTOXEVOUV EVEOKUTTAPLA LOVOTIATLAL

_ e v
Infliximab \| Olokizumab
Anakinra Adalimumab : Sirukumab
Ixekizumab Golimumab | Situximab : 3
Secukinumab || Certolizumab || Ustekinumab Bevacizumab
! ' s !
:
Interleukin TNF family TLR agonist : Interleukin Interferon Growth factor
l | l | l
- T
Etanercept |! Tocllizumab
Brodalumab || - Sarilumab
! i ALX-0061
Extracellular it : y
OQ.’..Q.O....‘;‘ 2 {0....‘..Q...QQQ....‘.......Q: o8040 000800008

LRI OO X,

Intracellular

'

NFxB

l

Con Y CmK
 Tofacitinib

l

Ruxolitinib
+ VX509
R-348

INCB-28050
AC-430

l CEP33779

STAT

Classlc cytokine-regulated responses
Proliferation, differentiation, gene expression, survival, death

Choy EH et al. Nat Rev Rheumatol 2013



EULAR RECOMMENDATIONS - RA 2019

Smolen 15, et a/. Ann Rheun Dis 2020, 79:685-699.1

\ A J
e No
Phase Il
Poor prognostic factors present Poor prognostic factors absent
(RF/ACPA, esp. at high levels;
high disease actiity, early joint damage;
fallure of = 2 csDMARDs)
Add a bDMARD®" Change to or add a second
or conventional synthetic DMARD®
a JAK-inhibitor® l Leflunomide, sulfasalazine, —
alone or csDMARD combination*
(plus glucocorticoids)
Improved
at 3 months
and achieved target at Yesy _
6 months?® Dose reduction /
A : S
Continue > 'mm N 1
sustained remission*
> No <
Phase Ill J
Change the bDMARD? inpreved
angJeAKe_ hibitor®® o at 3 months
B RANERRNI ? and achieved target at Yes
(from a different or the same class) 6 months?®
Dose reduction /
. ) A
Continue > lmayal S
No siistained remission®
- J




OepAMEVTIKOG AAYyOpLOMOC TNG

Peupatoeidoug ApBpitidag (PA)

Peuparogidng
apOpiTida

PR (o) (o]4

1

csDMARDs (MTX, LEF)
+ 30-50% 1 ypaupn
KopTiko€1dn (pos) YPAaHHn

Anti-TNFs Anti-T/APC AvaoToAgig .

biosimilars)

‘Ydbeon/XapnAn evepyodtnta
(Agikteg evepyoTNTAG VOOOU
DAS28)

Anti-TNFs Anti-T/APC Anti-B AvooToAeig 3" ypapun
(original/ (Abatacept) cell KIVAOWV

biosimilars)

(Rituximab)



Ynapxouv akopo rtpoBAnuotiopot ?



http://www.google.com/url?sa=i&rct=j&q=doctor house thinking&source=images&cd=&cad=rja&uact=8&docid=ST2fPtOejCmItM&tbnid=KjspZK8kkwM-eM:&ved=0CAUQjRw&url=http://buckinkotek.mojforum.si/buckinkotek-about3.html&ei=EWxFU9W3G-uV0QWZ1YDIAg&bvm=bv.64507335,d.d2k&psig=AFQjCNHx8G4mZqqPe2zxzaKK27q3igw2sw&ust=1397144863887324

OEPANEYTIKA EAAEIMMATA

A&ev eMLTUYYAVETOL Laon
Apketol dev avranokpivovtol kaBoAou otn Bspansia
H avtamnokpion otn Oepaneia cuxva d&v eival EMapPKAG

H vooo¢ cuvnOwc¢ untotporialel LETA TN SLAKOTA TNC
Oepaneiog

Yniapyouv, OxL ortavia, coBoPEC TIAPEVEPYELEC TWV
bappaAKwV

A&ev UTLAPXOULV KPLTAPLA YLa TNV EMLAOYN TWV KATAAANAWYV
acBevwv Evavtl aAAwv yia KaBe Eexwploto pappako



ANOEKTIKH NO20z2



Best study, group 4 (120 aoBeveig):
NMNpwipyn emOeTIKA OepaTtreia pe Infliximab + MTX

v 25,0% TARPWGS aAVATTOTEAECMATIKA

v 10,8% QVETTOPKES ATTOTEAECHO
(auénon dooncg INF)

v 8,3% €&Zapon META TN dlakoTrh Tou INF
(erravévapén INF o€ 3,7 unveg)

v 56,0% U@eon HEXPI TO 2 £€TN
(diakorrry Tou INF o€ median 9,9 unveg, ouvéxion ue MTX)

van der Bijl et al. Arthritis Rheum 2007;56:2129-34.



Mocoota avtanokplong otouc BLOAOYLKOUC TTOPAYOVTEC

RA population ACR 20/50/70

DMARD naive patients 70 5[}3[}
DMARD/ MTX-IR patients Eﬂ*flﬂ 20
Anti-TNF-IR patients 50/25/h0

Smolen et al, Nat Rheum Rev 2015



Mn avtanokpion otn Oepamneia pe BLOAOYLKO TOpAyovIal

1 otouc 2 naive N avBektikol og kAaotkae DMARDs
acBeveic dev avtamokpivovtal emapkwc (LDA n vdeon)

e 3 otouc4 avBOektikol o€ MPoNyoUUEVO BLOAOYLKO
nopayovta acBeveic eV AVIATTOKPLVOVTOL ETIAPKWC
(LDA n udeon) otn Beparmeia pe aAAov BLoAoyLko
nopayovio




1 4

ApHaKOL

deonc pe dtadopa ¢

’

av

NMocoot

386

I Abatacept (~10 mg/kg) + MTX
O Golimumab (50 mg) + MTX
O Rituximak (1,000 mg) + MTX

O MTX monotherapy

50 4 [ Tocilizumab (8 mg/kg) + MTX

T _
F A

(%) susp

&
dsal 0LY

I
=2 m o

Smolen et al, Nat Rheum Rev 2015



Ta mocootd UgeonC mapapévouv XapnAad (pe oAa ta KprtipLa®)

MeAétn QUEST RA - 22 Xwpeg Naykoopiwg?!

20 1
18 -
+ <40% Twv acBevwyv OTO
16 - MNTPWO BIOAOYIKWV
@appakwyv DANBIO (Aavia)
TTaPOoUCIAlouV UQPEDN PE
141 Baon Ta kpitripia DAS28
= oToUG 12 prveg?
3 12 -
3
S 10 ¢ <20% TWV AOBEVWV OTO
= MNTPWO BIOAOYIKWV
g g @appakwyv RABBIT Tng
€ "epupaviag Tapouaidlouv
Upeon Pe Baon Ta KpITAPIQ
6 1 DAS28 oT1oug 12 pnveg®
4 -
¢+ <30% Twv acBevwyv oTn
2 | MeAETN BRASS 010 Hvwuévo
BaoiAeio o€ TapareTapévn
. Ogeon yia >3 étn?
B ACR B Clin42 m Clin28 H CDAI
EMD B RAPID3 B DAS28
Kputipla Ugeong

9¥UVOALKA Un SltopBwpéva mocootd Udeong cUpbwva pe SLadopeTIKOUG 0pLopoUG ot HeAETn QUEST-RA. MEeAETN ZELpLAKNG
Avdaluong Peupatostdoug ApBpitidag tou Nocokopeiou Brigham and Women'’s.

"1. Sokka T et al. Arthritis Rheum 2008;58:2642-2651 3. Listing J et al. Arthritis Res Ther 2006;8:R66.
2. Hetland ML et al. Arthritis Rheum 2010;62:22-32 doi:10.1186/ar1933

4. Prince FHM et al. Arthritis Res Ther. 2012;14:R68
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Multicenter Cross-sectional Study of Patients with Rheumatoid Arthritis in Greece:
Results from a cohort of 2.491 patients

Konstantinos Thomas', Argiro Lazarini', Evripidis Kaltsonoudis®, Alexandros Drosos?, loannis Papalopou-
los?, Prodromos Sidiropoulos?®, Pelagia Katsimbri', Dimitrios Boumpas"', Panagiota Tsatsani?, Sousana Ga=i‘,
Kalliopi Fragkiadaki', Maria Tektonidou', Petros P Sfikakis', Lina Panta=zi®, Kyriaki A. Boki®, Eleftheria P Gri-
ka', Panagiotis G. VWiachoyiannopoulos', Konstantina Karagianni®, Lazaros . Sakkas®, Theodoros Dimitrowu-—
las™, Alexandros Garyfallos™, Dimitrios Kassimos®?, Gerasimos Evangelatos?, Alexios lliopoulos®, Maria Areti'?,
Constantinos Georganas™, Konstantinos Melissaropoulos'', Panagiotis Georgiowu', Periklis Vounotrypidis 1o,
Konstantinos MNMtelis'?, Clio PL Mawvragamni', lHias Bourmnazos'"?, Gikas Katsifis'?, Christos Mavrommatis'?, George
D. Kitas*"?, Dimitrios Vassilopoulos®

Table 2. Treatment characteristics.

High dizsease

Therapy n Y% acivity
No therapy 94 4%

Remission

Corticosteroids only 74 3%
DMARD therapy 2323 93%
csDMARDs 2050 82%
Moderate disease
bDMARDs 1036 42% activity

Corticosteroids Y85 40% ]
Low d_ls_aase
Daily dose in mg, mean + 1 5.2 +3.5(5) activity
S.D. (median)

NSAIDs 183 7%

Analgesics 236 21%




ErmiBiwon BroAoyikwyv mopayoviwyv otn PA

Registries:

EykataAeinmouv tov BLOAOYLKO TOpAyovTOL:

1 otoug 3 aoBeveic péca otov 1° xpovo

1 otoug 2 aoBeveic pEoa O 2 XpoOvia

1,5-2 otou¢ 3 acBeveic pEca o€ 3 ypovia



NoppBnyiké Registry (NOR-DMARD), 1054 aoBeveig pe PA (2 £€Tn)

0,8 — k:\ ) I

0,4

Survival rate

| | | |
0 200 400 600 800

Huepeg

Heiberg et al. Ann Rheum Dis 2006;65(Suppl 11):327.

TNF inhibitor (n=98)

TNF inhibitor + MTX (n=181)
MTX (n=598)

MTX + DMARD (n=194)



Comparative effectiveness and survival of infliximab, adalimumab, and
etanercept for rheumatoid arthritis patients in the Hellenic Registry of

Biologics: Low rates of remission and 5-year drug survival™

Irini Flouri, MD? Theodora E. Markatseli, MDP, Paraskevi V. Voulgari, MD®, Kyriaki A. Boki, MD¢,
loannis Papadopoulos, MDY, Loukas Settas, MD¢, Dimitrios Zisopoulos, MD®", Fotini N. Skopouli, MD?,
Alexios Iliopoulos, MD", George K. Bertsias, MD?, Pierre Geborek, MD', Alexandros A. Drosos, MD, FACR®,
Dimitrios T. Boumpas, MD*’, Prodromos Sidiropoulos, MD**

Hellenic Registry of Biologic Therapies (HeRBT)

1,028 patients, 1,297 treatments, established disease

infliximab 64% 31%
adalimumab 67% 43%
etanercept 68% 49%

Semin Arthritis Rheum. 2014;43(4):447-57



AKAAUTITEC
OepareuTIKEC aVAYKEC!



H vea katnyopla

twv JAK Inhibitors

elvoll N anavinon
ota npoBAnuatTa poc?



MOZOZTA ANTANOKPIZHZ (ACR 20/50/70)
2T12 KAINIKEZ MEAETEZ TQON JAK INHIBITORS
|. 2E AZOENEI2Z ANOEKTIKOY2 2E DMARDs



RrResponse Rates ()

Tofacitinib

ACR20/50/70 avtanokpiosic o DMARDs-
oRR

IR aoBeveic oc 24 eBdopadec

ACR response rates

ORAL Solo? (3M) ORAL Sync?(6M) ORAL Scan3 (6M) ORAL Standard* (6M) ORAL Strategy> (6M)$
(N=610) (N=792) (N=797) (N=717) (N=1152)
100 -
80 - 7371
65
60" s,
60 - 1
Z = 7
,// 1 .
37t o 38
40 ~ -
g 27 & ? 7 25
7/ 20t y ﬁ 21
20 | ¥4 7 Y/ .
7/ 1 | M | ¥
Z = 700 7N /
Z 1 20 20 ZMM 2
0
ACR20 ACR50 ACR70 ACR20 ACR50 ACR70 ACR20 ACR50 ACR70 ACR20 ACR50 ACR70 ACR20 ACR50 ACR70
DMARD-IR DMARD-IR MTX-IR MTX-IR MTX-IR

## Tofacitinb5mg [l Tofacitinib 5 mg bid + MTX or nonbiologic DMARDs

1. Fleischmann et al. N Engl J Med 2012;367:495-507.

2. Kremer et al. Ann Intern Med 2013;159:253-61.

3. van der Heijde et al. Arth Rheum 2013;65:559-70.

4. van Vollenhoven et al. N Engl J Med 2012;367:508-19.

5. Fleischmann R et al. Lancet 2017; S0140-6736(17)31618-5.

"P<0.001 "P=

ACR20 at month 6 was a primary endpoint in ORAL
primary endpoint at month 3 and a secon

Il Placebo + MTX or nonbiologic DMARDs

B Adalimumab 40 mg SC g2w + MTX

0.003 "**P<0.001 vs baseline *P<0.05 *P<0.0001 SAll patients receiving active treatment,
no advancement penalty applied

Sgnc, ORAL Standard, and ORAL Scan. ACR20 was a
ary endpoint at month 6 in ORAL Step.



Baricitinib
ACR20 avtanokpion ce DMARDs-IR agBeveig

2
%)

12 eBfdopadec 4mg qd: 62%

70 A *xx kK KKk seokk )oKk
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Week

B it —e— PBO ——BARI 2-mg —#— BARI 4-mg

Dougados M et al. Ann Rheum Dis 2017;76(1):88-95



Baricitinib
ACR50 avtanokpion ce DMARDs-IR agBeveig

%\3\6 12 eBSopddec 4mg qd: 34%
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Dougados M et al. Ann Rheum Dis 2017;76(1):88-95



Baricitinib
ACR70 avtanokpion ce DMARDs-IR agBeveig

;\
N
g 60 - 12 eBfdopadeg 4mg qd: 18%
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4
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Dougados M et al. Ann Rheum Dis 2017;76(1):88-95



Upadacitinib

ACR20 avtanokpion o DMARDs-IR acOeveig

SELECT MONOTHERAPY

SELECT COMPARE

14 eBéopadec 15mg qd: 68% 12 eBdopadeg 15mg qd: 71%
100 M- cMTX U 7ﬂ1 67
- —& UPA 15mg 71 X g0 g E T m om o
% 8{}_ —- UPA ?}{:}mg . * 2 4 el *h# e
T * 3 _——% 6604
£ 60- 681 3 R
% c 40 ** 57
a4 * ©
s a0 | | &
S * A 4 ¢ 20 36
& — =
X 20- 2
- 0 L] L] 1 ] 1 L} I L|
0 | | | 2 4 8 1214 18 22 26

weeks

Smolen, et al. Lancet 2019;393(10188):2303-11.

Flieschmann, et al. Arthritis Rheumatol 2019;71(11):1788-1800



Upadacitinib
ACR50 avtanokpion o DMARDs-IR acBegveig

SELECT MONOTHERAPY SELECT COMPARE
14 eBéopadec 15mg qd: 42% 14 eBdopadec 15mg qd: 45%
100- c1 00+
[T'p]
E 80- x 80
52 <
T 60 : & 60
: - e s
& 404 — 121 §_40
& oo I
% " 2 20
1 o
0 |5 S
0 2 4 8 14 0
Weeks

Smolen, et al. Lancet 2019;393(10188):2303-11. Flieschmann, et al. Arthritis Rheumatol 2019;71(11):1788-1800



Upadacitinib

ACR70 avtanokpion o DMARDs-IR acBeveig

SELECT MONOTHERAPY

14 eBfdopadec 15mg qd: 23%

SELECT COMPARE

12 eBdopadec 15mg qd: 25%

100+ 100 -
—- cMTX
< 8o + i 80 -
E 60
T 60—
S 25
h ~ o~ a4
a4 ZU = 15
- 5
0 -
weeks 12
Weeks M UPA 15 mg QD + MTX

Smolen, et al. Lancet 2019;393(10188):2303-11.

Flieschmann, et al. Arthritis Rheumatol 2019;71(11):1788-1800



Filgotinib
ACR20 avtanokpion o DMARDs-IR acBeveig

DN’\\N\N > 12 eBdopadec 200mg qd: 69%

endpoint

% Patients with response

D L] L] T T 1
0 4 8 12 16 20 24
Week
——&— Placebo (N=86) --=k- 50 mg q.d (N=82) -k 100 mg q.d. (N=85) -® - 200 mg q.d. (N=86)
-2r- 25mgb.id (N=86) O 50mgb.i.d. (N=85) =:O-= 100 mg b.i.d. (N=84)

Westhovens, et al. Ann Rheum Dis 2017;76:998-1008.
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Filgotinib
ACR20 avtanokpion o DMARDs-IR acBeveig
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Filgotinib

ACR50 avtanokpion o DMARDs-IR acBeveig
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Filgotinib
ACR50 avtanokpion o DMARDs-IR acBeveig
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Filgotinib

ACR70 avtanokpion o DMARDs-IR acBeveig
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% Patients with response
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Westhovens, et al. Ann Rheum Dis 2017;76:998-1008.




Filgotinib
ACR70 avtanokpion o DMARDs-IR acBeveig
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Mocoota Bepameutikng anavtnong Twv Jak Inh  DMARDnaive patients 70/50/30
o€ aoBevelc pe mponyouevn amnotuxio o€ BLoA @Mmmpaﬁem 60/40/20 >

Anti-TNF-IR patients 50/25/10
- Nogooté anskpt

BARICITINIB (4mg) !

UPADACITINIB (15mg)23

FILGOTINIB (200mg)*

1Dougados M et al. Ann Rheum Dis 2017;76(1):88-95

2Smolen, et al. Lancet 2019;393(10188):2303-11. .3Flieschmann, et al. Arthritis Rheumatol 2019;71(11):1788-1800.
3 Westhovens, et al. Ann Rheum Dis 2017;76:998-1008.



MOZOZTA ANTAMOKPIZHZ (ACR 20/50/70)
2T12 KAINIKEZ MEAETE2 TQN JAK INHIBITORS
Il. 2E AZOENEI2 ANOEKTIKOYZ 2E BIOAOTKOY2 NMAPATONTE2



Tofacitinib

ACR20/50/70 avtamnokpioelc os Biologics-IR aacBeveic, 12 €B6.
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Burmester et al. Lancet 2013;381(9865):451-60.

26**

14***

ACR50 ACR70
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E oJole MTX n
pn BioAoyikd DMARD (N=131)

p=0,0024, "p<0,0001, ***p<0,001 évavTL TOU EIKOVIKOU dapudkou + MTX

ACR: Apepkaviko KoAéyto Peupatohloyiag, DMARD: TpOTTOTONTIKO TNG VOOOU QVTLPPEUHATIKO dappako, FAS: cuvolo mArpoug
avdhuong, MTX: peBotpe€dtn, NRI: TEKUOPTOG UTIOAOYLOMAG 1N avtarokpvopevwy, TNF-IR: aoBeveiq pe avemapkr avtonokplon
OTOUG OVALOTOAELG TOU TIAPAYOVTQ VEKPWONG OYKWV



Baricitinib

ACR20 ko avtanokpion o€ Biologics-IR acBeveic
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Genovese CM et al. N Engl J Med 2016;374(13):1243-52



Baricitinib

ACR50 ko avtanokpion o€ Biologics-IR acBeveic
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Baricitinib

ACR70 kat avtanokpion o€ Biologics-IR agBeveic
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Upadacitinib
ACR20 avtamnokpion tou o€ Biologics-IR acBeveig
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Genovese MC, et al. Lancet 2018;391:2513-24.



Upadacitinib
ACR50/70 avtanokpion touv o€ Biologics-IR acBeveic
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Filgotinib

ACR20 avtanokpion o€ Biologics-IR acBeveic
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Filgotinib

ACR50/70 avtanokpion o€ Biologics-IR aoBeveic
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Mocoota Bepameutikng anavtnong Twv Jak Inh  DMARDnaive patients
o€ aoBeveig pe mponyoupevn anotuxia o€ BLoAc . ARD/ MTX-IR patients

70/50/30

60/40/20

nti-TNF-IR patients

50/25/10 >

- l10000Té andkpt

TOFACITINIB (10mg)*

BARICITINIB (4mg) 2

UPADACITINIB (15mg)3 65% 34% 12%

FILGOTINIB (200mg)3 66% 43% 22%

1Burmester et al. Lancet 2013;381(9865):451-60.

2Genovese CM et al. N Engl J Med 2016;374(13):1243-52
3Genovese MC, et al. Lancet 2018;391:2513-24.

4Genovese MC, et al. JAMA. 2019;322(4):315-25.



2YMIEPAZMATA

Nopd TNV mapaywyn VEWV GapuaKwy Ta TTOCOOTA TWV aoBevwV TTou
dev pOBavouv oto BeparmeuTiko otoxo e€akoAouBouv va Bpiokovtal
nePLUTov ota WoLa epimou emnimeda e MPONYOUUEVWC:

Me touc¢ JAKi:

e e younAn evepyotnta 6gv dBavouv:
57% -76% twv avBekTIKwWV o€ mponyoupevo DMARD 1 BloAoyLko
nopayovia (mepimou ot 2 otouc 3 acBevelc)

e Ye Udeon bev pBavouv:
78% - 89% twv avOekTikwv o€ tponyoupevo DMARDS ) BloAoyLko
nopayovia (mepinou ot 4 otouc 5 acBevelic)




TLva KAVW ME TNV aAvOEKTIKN VOCO;

Research agenda

EULAR 12. How can refractory RA be best defined, and what is the -

RECOMMENDATIONS optimal treatment approach?
-—RA 2019

EULAR recommendations for the management of
rheumatoid arthritis with synthetic and biological
disease-| modlfylng antirheumatic drugs: 2019 update

wan gM
Daniel Aletzha, Martin Arin nger " lohn Ak\ g Au ndro BI
Marten Raere " Alfons A en Rader

Rirtnersit



10 semutA€ov KAWLKA EpwTAMATO



Epwtnua 1

* Motov bDMARDSs €ivall 0p00 va emAEEW MpwTOV, OE OLOV acOevn;

EULAR
RECOMMENDATIONS
- RA 2019

anememe e 3 Can we identify new biomarkers to stratify patients and to

disease-modifying antirheumatic drugs: 2019 update

predict therapeutic response and pending lack of response?




Epwtnua 2

* Eni anotuyiog twv bDMARDSs cto 2° Bjpa, mowa eivat n KaAUTEPN MPAKTLIKNA;

* AMayn petagd Twv avtl-TNF (cycling);

e ANy HeTaL BLOAOYLIKWVY TTAPAYOVTIWY UE OLPOPETIKA
dpaon (switching);

EULAR RECOMMENDATIONS - RA 2019

10. If a bDMARD* or tsDMARD™ has failed, treatment with another bDMARDT or a tsDMARD# should be
considered; if one TNF inhibitor therapy has failed, patients may receive an agent with another mode of action
or a second TNF inhibitor.




Epwtnua 3
* Na xopnynow avti-TNF peta ané anotvyia twv non-TNF i twv JAKi;
* Na xopnynow non-TNF j aAAov JAKi peta ano amotvyia twv JAKiI;

EULAR
Ei?x)';’;ENDAT'ONS 2. Is the application of a tumour necrosis factor (TNF) inhibitor
after abatacept, tocilizumab, rituximab or a JAK inhibitor
e o (JAKi) has failed, safe and efficacious?

disease-mo difyi atic drugs: 2019 update
ot

3. How safe and efficacious are abatacept, tocilizumab and
rituximab after any of the other non-TNF inhibitor-biological
disease modifying antirheumatic drugs (b) DMARDs or a
targeted svnthetic (ts) DMARD has failed?

5. How safe and efficacious is the use of a JAKi after another

JAKi has failed?



Epwtnuoa 4
Mnopei va cuyxopnynOouv évac JAKi pall pe TNF 4 non-TNF napayovta;

EULAR
RECOMMENDATIONS 6. How safe and efficacious is the combination of a JAKi with a
- RA 2019 bDMARD, such as a TNF inhibitor?

EULAR recommendations for the management of
rheumatoid arthritis with synthetic and biological
disease-modifying antirheumatic drugs: 2019 update




Epwtnpa 5

*  MANW¢ va cuyXoPnNYOUHE UIKPEC OOELG KOPTLI{OVNG OTTWCE MOALA ;

EULAR Research agenda

RECOMMENDATIONS : _ o

—RA 2019 19. Does the concomitant use of glucocorticoids at very low

— doses (1-3 mg prednisone equivalent) increase therapeutic
success without producing unacceptable side effects?

EULAR recommendations for the management of
disease-modifying antirheumatic drugs: 2019 update




Epwtnpa 6
* JAKi oto 1° BApa i} LETA QMO arotTu)Xia TwV napodoctakwyv BLoAoylkwv
TLOLPOLYOVTIWV;

AMNAGL.....



Epwtnua 7

* ‘Exoupe avnovyio pe touc JAKi oxetika pe ta Opata aocpaAelag;

EULAR
RECOMMENDATIONS |- -lio -0k

—RA 2019 .
15. Do JAKi confer specific safety signals of concern?

EULAR recommendations for the management of

rheumatoid arthritis with synthetic and biological

disease-modifying antirheumatic drugs: 2019 update
ma,




Epwtnua 8

e Ixetka ME ta biosimilars eivai opOn;

= H Autéparn umrokatdoraon?

= H AvraAAa&ipoTnra?

AAAQ n epmelpion SELXVEL
otL mbava pmopouv va GupBouv
Xwpic coBapa npoBAnpata



Epwtnua 9

* Mote Ko mw¢ dtakomtw tn Oepaneia;

EULAR RECOMMENDATIONS - RA 2019

11.  If a patient is in persistent remission after having tapered glucocorticoids, one can consider tapering hbDMARDs
or tsDMARDs, especially if this treatment is combined with a csDMARD.

12. If a patient is in persistent remission, tapering the csDMARD could be considered.

AAAQ.....



Epwtnua 10
Metd amnod noco Kopo Veonc UNopPEL va yivel tapering;
* Eival edkto to tapering eni povoOepamneiog pe BLoAoyko napayovia

EULAR
RECOMMENDATIONS 24. How long should the duration of persistent remission or
—RA 2019 requirements be before csDMARD can be tapered?

EULAR recommendations for the management of

rheumatoid arthritis with synthetic and biological u " .?
disease-modifying antirheumatic drugs: 2019 update 9 | t p g f b D MA R D th p y p bl
JﬁosefSSmo\en ! Roherth M Landews,™ Johanneswlz\ lsma,* ° " S a e rI n O m 0 n O e ra 0 S S I e .

Mclnnes,”




2YMMNEPAZMATA |

nPl'V s  XopunAég npocdokieg
15 xpovia * Amnotuyieg otov EAey)X0 TG VOOOU - ZUMTTTWHOTIKA Oepareia
* latpoKeVTPLKO HOVTEAO e adpOovia OLKOVOULKWV TTOPWV

BloAoyikec Bepaneiec

YYnAéc mpoodokieg
* Emwkévrpwon otn PpAeypovn (otoxoc n vdeon ) LDA)
Twpa * JKOTOG N mapeUnodion twv BAaBwv
Texvikeég switching ko cycling petaév twv mapayoviwv
KatevuBuvtnipleg odnyieg - Oepamnevtika npwitoKoAAa
‘EAeyxo¢ danavwv - kKAelotol mpoinmoAoylopoi
O eTapeieg avilpeTwni{ovv EUNOdLa Kol LOXUPO OLVTOYWVLOUO



2YMMNEPAZMATA 1I

an.:epa * Néa Oegpanevtikn katnyopia: ANAITOAEIZ KINAZQN
& avpo Epwtnuartiko: Mot Sa givat teAika n 3€on toug otnv KadnuepLvn
KAwvikn npaktikn? Meta ano anotuyia twv BltoAoyikwyv N mio nptv?

Epwtnuatiko: Avtiustwnilovue véa Jeuata aoyaAsiag?

* Enopevol uniepekAektikot Jak inhibitors:
Epwtnuatiko: Oa napovaoitaoouv otnv kadnuepvn KAwikn npaén
UTTEPOXN OTNV QMOTEAECUATIKOTNTA H/KAL TNV AOPAAELL ?

e E¢atopikevpévn Oeparneia (PapHaKOYEVETLIKN, ETILYEVETLKR)

* Tavutonoinon BLodeilktwv

* H avOeKTtIK vOOOG 0TO EMiKEVTPO (SLayvwoTika Ko
Oepaneutikd) pE vEOTEPEC BEpaneieg yia Toug non-responders

MéAAov



EMNEMY

EnioTnuovikn ETaipeia
via Tn MuookeAeTikn Yyeia

127‘Icve)\)\hwo 2 UVEDPIO

OlorxAnpwugvn diaxeipion Tawv QASyLOVWSIWYV
Kal Twv MuookeAsTikawv lNabrocewv




