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Peuvpartoidng apBpitda (PA) otnv EAAGda

* 2UXVOTEPN PAEYHOVWONG apBpiTIda OTO YEVIKO
TTANBUC PO (~0.5%)

* EAAGSa: 40.000 - 90.000 aocBeveig

- 80% ¢

* HAIkia évapéng: ~ 50 xp.

~50% >65 XP. (Thomas K et al, MJR 2018)

* 50-60% Anti-CCP/RF (+)

» Xwpic amrotreAsoUATIKN OcpaTreia:

- MOvIuES BAGBEG OTIC apBpwoEIg
- | ToiétnTa CwNng

- | emBiwon



PA: ®uoikn TTopEia

Moderate RA Severe RA Terminal RA

Aletaha D JAMA 2018

~20% TwvV acBevwyv Pe coBapn EkBaon




Peupatoeidng apBpitida: Oeparreia

csDMARDs
MeBoTpedartn bDMARDs
KopTi{évn AvaaoToAeic TNF tsDMARDs
Gold Anti-T cell -
HCQ LEF Abatacept AVGO’TO)\SIQ
D-P I _ JAK
en Anti-B cell Anti-IL6 Tofa/Bari/Upada-
ASA Rituximab Tocilizumab citinib
1900 1930s  1950s 1980s 1998 2005-6 2009 2017
\ \ J

|

EmOeTikA BepaTreia pe

MnN B1oAoyikoUg * BIOAOYIKOUG/CTOXEUNEVOUG OUVOETIKOUG TTOPAYOVTES
HE OUYKEKPINEVOUG OTOXOUG
(Oeon-xapnAn evepyoTnTa)

BeAtiwon
CUNTITWHATWY — ONHEIWV

O€ EYKATEOTNUEVN VOO O

o€ TTPWINN KOl EVKATEOTNUEVN VOO O

ASA: Aspirin

HCQ: Hydroxychloroquine
D-Pen: D-Penicillamine
LEF: Leflunomide



Peupatoeidng apBpitida: Oeparreia

Certolizumab
Etanercept Abatacept Golimumab Baricitinib

Infliximab Adalimumab Rituximab Tocilizumab Tofacitinib  Upadacitinib

1998 1999 2000 2001 2002 2003 2004 2005 2006 2007 2008 2009 2010 2011 2012 2013 2014 2015 2016 2017 2018 2019 2020 2021



b-/ts-DMARDSs

Targeted synthetic

Biologics (bDMARDs) Agents (tsDMARDs)

Type Recombinant proteins Monoclonal antibodies Fusion proteins Oral small molecules
Chimeric Humanized Human AT
Target(s) Cytokines Cytokines Cytokine- Cells Cytokines Cell Intracellular enzymes/proteins
receptors interactions
IL1 RA TNF IL6R B cell TNF APCI/T cells Various cytokines

Name Anakinra Adalimumab  Tocilizumab Rituximab Etanercept Abatacept JAK inhibitors
Certolizumab Baricitinib
Golimumab Tofacitinib

Infliximab Upadacitinib



PeupaTtogidnNg aplpitida: OepaTtreia

6 KATNYOpPIiEg
csDMARDs 4 karnyopieg bDMARDS 1 katnyopia tsDMARDs

2 8 3 JAKI
5 1 1 1

13 pappaKa
bDMARDs tsDMARDs

AvaoTOAEig
KIVOO WV

csDMARDs

Me@oTpegdTn
(Ae@Aouvopiodn)

Anti-T/APC | Anti-B cell

(Rituximab)

Anti-TNFs Anti-IL6R

(Adalimumab (Tocilizumab) (Abatacept)

Certolizumab
Etanercept
Golimumab
Infliximab)

(Baricitinib
Tofacitinib)
Upadacitinib)

ns
TAUKOKOPTIKOEION



AigBveic OepaTtreuTiKEG ZUuoTAOEIG/OONYiEg PA

EULAR 2019

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

Josef S Smolen @, Robert B M Landewé,* Johannes W J Bijlsma,”

Gerd R Burmester,” Maxime Dougados,® Andreas Kerschbaumer @ ,' lain B Mclnnes,’
Alexandre Sepriano @, Ronald F van Vollenhoven,? Maarten de Wit @,
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EAANVIKEG OepATTEUTIKEG ZUOTAOEIG PA

2004

EAAHNIKH PEYMATOAOTIKH ETAIPEIA

LYLTALEILX

THE EAAHNIKHE PEYMATOAOIKHX ETAIPEIAZ
[1A TH OEPATIEIA TON PEYMATIKON
NOXHMATON ME BIOAOTIKOYZ ITAPATONTEZX

AOHNA, ®¢fpovdpiog 2005

2009

‘ K_O APXEIO BIOAOTIKQN ©EPANMEIQN

2012

EAAHNIKH PEYMATOAOTIKH ETAIPIA

ENIKAIPOMOIHLH TON LYITALEQN
[A TH XPHZH TON BIOAOTIKQN MAPATONTON
LTH PEYMATOEIAH APOPITIAA
KAI TIL LMNONAYAAPOPITIAEX

2009

peljiarodoyia

Qavaokarmon

Enix. KoB. Peupatodoyias, lotph Exoi, Navemotyo Kpfns. Ex pépous tou v ks
Peuparod s Peuparonoywy EAGSs

ofoyINS E:

Erukaiporoinon Twv ouotdoewy The EMInvkre
Peupuaroloyikic Etaipeiag yia m xpron twv
BIOAOYIKWV TIAPAYOVTWY OT PEUUATOEIRN
apBpimda kal Tig orovouAapBpitdeg (2012)

EAAHNIKO APXEIO BIOAOTIKON OEPANEION

EMIKAIPONOIHIH TON ZYITAZEON A TH XPHIH
TON BIOAOMKON NAPAFONTON ITH PEYMATOEIAH
APOPITIAA KAI TIZ ZNMONAYAAPOPITIAEX (2012)

2018

EMIZTHMONIKH OMAAA EPFAZIAZ PEYMATOAOTKQON NOZHMATQON

=

I

FENIKH TPAMMATEIA YIIOYPT'EIOY YTEIAX

EINNITPOITH I'IA THN ITAPAKOAOY®HZH THE
GAPMAKEYTIKHE AATTANHE, THN OAOKAHPQEH TON
ATATNQETIKQN/OEPANEYTIKQN MPOTOKOAAQN KAI

TH AHMIOYPTIA MHTPQON AZOENQN

ENIXTHMONIKH OMAAA EPTAXIAX
PEYMATOAOTIKQN NOXHMATQN

PEYMATOEIAHZ APOPITIAA

AYTOYETOZ 2018

PEYMATOEIAHZ APOPITIAA I 1



ERE-EPERE 2020
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Updated Greek Rheumatology Society Guidelines for the Management of
Rheumatoid Arthritis

Dimitrios Vassilopoulos', Spiros Aslanidis®, Dimitrios Boumpas®, George Kitas*, Spyridon N. Nikas’, Dimos
Patrikos®, Petros P. Sfikakis’, Prodromos Sidiropoulos®

csDMARD monotherapy
- Methotrexate (MTX, 15 choice) or
- Leflunomide (LEF, 2" choice) or
STEP 1 in patients with contraindications or intolerance both to MTX and LEF:
- Sulfasalazine (SSZ) or Hydroxychloroquine (HCQ),
S
Glucocorticoids
(Prednisolone, <7.5 mg/day pos)
________________ 1
Toxicity or *
Contraindications to
¢csDMARDs | At 3-6 mo: DAS28 > 3.2 | | At 3-6 mo: DAS28 < 3.2
l 1
¥
| Change of csDMARD monotherapy Continuation of csDMARD
/\ monotherapy
1
Adverse prognostic Adverse prognostic factors " -
factors present absent Sustalne-d c_llsease
- RF/anti-CCP+ or - RF/anti-CCP - and remission
- DAS28 >5.1 or - DAS28: 3.2-5.1 and 1
- Joint erosions - No joint erosions I
1 hlﬁ I
Monotherapy with: Add: Switch to: Add: Taper csDMARD dose
STEP 2 - 1 bDMARD or -1 bDMARD or 2nd csDMARD 2" csDMARD
- 15t JAK-inhibitor - 15 JAK-inhibitor (MTX/LEF/SSZ/HCQ)
15t bDMARD or JAK inhibitor £ csDMARD Mono- or combo- csDMARDs
S — e — - - —_——— -
¥
At 3-6 mo: DAS28 > 3.2 | | At 3-6 mo: DAS28 > 3.2 | | At3-6mo:pas2s<32
{ | !

STEP3

Switching of 15 bDMARD or 1% JAK inhibitor to:

Add to csDMARD:

Continuation of
c¢sDMARD + bDMARD

|

|

- 2" hbDMARD or
- 2nd JAK-inhibitor
+
csDMARD

-1 bDMARD or
- 15t JAK-inhibitor

Sustained disease
remission

|
|
¥

4, ¢sDMARD dose
and/or
J dose/
4 administration
interval
of bDMARDs




PA: lNolol TTapayovTeg KaBopi{ouv TN BEPATTEUTIKA OTPATNYIKA?

EvepyoTnTta AveTIOUNNTES
vooou evépyeieg / MNMpoTiuRoEig

S THIRCTIITES avTeVOEIgeIg aoBevoug
T2T QAPHAKWYV




PA: lNolol TTapayovTeg KaBopi{ouv TN BEPATTEUTIKA OTPATNYIKA?

EvepyoTnTta
vooou

2TPATNYIKOG
2TOXO0G

MapakoAouBnon oe:

Mpwipun/Evepyod véoo: Kafe 1-3 ynveg
Eykareotnuévn/ Kafe 3-6 pnveg
XOMNAR evepyoTnTa/

vgeon:

“Ypeon/XapnAn evepyornta
(DAS28 < 2.6/3.2)

MeBoTpegartn (Ae@Aouvouidn)
+

TAUKOKOPTIKOEION

l(—) 50-70%

Anti-TNFs

(Adalimumab
Certolizumab
Etanercept
Golimumab

Anti-IL6R Anti-T/APC AvaoToAcgig
(Tocilizumab) (Abatacept) KIVOO WV
(Baricitinib
Tofacitinib)
Upadacitinib)

Anti-T/APC Anti-B cell AvaoTOAEig

(Abatacept) (Rituximab) KIVOOWV
(Baricitinib
Tofacitinib)
Upadacitinib)

Anti-TNFs

(Adalimumab
Certolizumab
Etanercept
Golimumab
Infliximab

Anti-IL6R

(Tocilizumab)

Anti-TNFs Anti-IL6R

(Adalimumab (Tocilizumab)

Anti-T/APC Anti-B cell AvaoTOAEIG
(Abatacept) (Rituximab) KIVGO'd)V

(Baricitinib
Tofacitinib)
Upadacitinib)

Certolizumab

Etanercept
Golimumab




PA: YTapxouv d1a@opEG OTNV ATTOTEAECHATIKOTNTA TWV b-/tS-DMARDsS?

MiTopw va eTIAEEW pE Baon TV

OUYKPITIKN OTTOTEAECUATIKOTNTA TWV QOAPHAKWYV ?

4 katnyopieg bDMARDSs 1 katnyopia tsDMARDs

Anti-TNFs Anti-IL6R | RN F/AZ® Anti-B cell AvooToAeig
(Adalimumab (Tocilizumab) (Abatacept) (Rituximab) Kivaowv (JAKI)

Certolizumab

(Baricitinib
Tofacitinib)
Upadacitinib)

Etanercept
Golimumab
Infliximab)

* Moia karnyopia gival n arroreAeopartikotepn (MTX-IR, b-/ts-DMARD-IR)?

* [lo16 kaTnyopia/@apuaKo €XEl TV KAAUTEPN MAKPOXPOVIO ATTOTEAECHUATIKOTNTA KA
ao@aAela? (KaAuTepn mifiwon)

« Xg amoruyia piag kartnyopiag @appakwyv (TNFi/JAKI) éxel vonua va aAAdgw
@AapuaKo oTnv idla Katnyopia (switching) A va aAAdGgw karnyopia (cycling)?



PA: ‘Eppeon ocuykpion amroteAecpartikotntag bDMARDs (RCTs)

RA MTX-naive MTX-experienced Anti-TNF-experienced
ACR20 ACR70 ACR20 ACR70 ACR20 ACR70

Patients fulfilling
ACR criteria

] >70-100%
>50-70%
>20-50%
Y 10-20%

B <10%
L ND

Smolen J, et al. Nat Rev Rheumatol 2015




PA: Apeon ouykpion (Head-To-Head RCTs)

Anti-TNF (ADA)
VS.
Anti-APC/T cell (ABA)

@ SC Abatacept
A -A- Adalimumab

Mean DAS28-CRP
H

T T T 1
0 29 85 141 197 253 309 365

Visit Day

Weinblatt ME, et al. Arthritis Rheum 2013;65:28-38



PA: Apeon ouykpion (Head-To-Head RCTs)

Anti-TNF (ADA) Anti-TNF (ADA) Anti-TNF (ADA)
VS. VS. VS.
JAKi (TOFA) JAKi (BARI) JAKi (UPA)
DAS28-CRP
- _.. PBO+background MTX  _  UPA+background MTX ADA+background MTX
U o®-------—------- ~ . N=651 N=651 e N=327
Tofacitinib monotherapy °\?| 100 -
-0-54 —8— Tofacitinib and methotrexate >
—— Adalimumab and methotrexate 80 -
-1.04 0 Letse 1
Placebo 45 Hi# # e UL
-1.54 5

LSM change from baseline in DAS28-4(CRP)

% Responders: DAS28-CRP

-2.04 0
- Adalimumab
++=
-2.5- 5
i 0 -
+++ 4+ -+ ++B iciti b S+ f =
-3.0 I I T T 1 I I — I I I I | I arllc:| IHII I O'f T T T T T T T 1
Week 6 Month3 Month 6 Month 9 Month12 92 4 8 12 16 20 24 28 32 40 52 2 4 8 1214 18 22 26
Time
Week Weeks

Fleischmann R et al, Lancet 2017 . .
Taylor PC et al, NEJM 2017 Fleischmann R et al, Arthritis Rheumatol 2019



PA: Apeon ouykpion (Head-To-Head RCTs)

bDMARD-IR

LS Mean Change in DAS28(CRP),

A (95% CI)

Anti-APC/T cell (ABA)

VS.
JAKi (UPA)
0
-0~ Abatacept UPA 15 mg QD

-1
-24
-34

N: 295 293 290 285 279 276 272

N:
-4

Rubbert-Roth A et al, NEJM 2020



PA: YTapxouv d1a@popEG OTNV HOKpOoXpOvia emTiiwon Twv b- vs. ts-DMARDs

oTN KAONUEPIVR KAIVIKN TTPOKTIKA?

. 19 registers

Rheumatoid arthritis

31 846 patients starting for the 15t time

EPIDEMIOLOGICAL SCIENCE 17,522 TNFi
. . s 2775 ABA
Effectiveness of TNF-inhibitors, abatacept, IL6- 3863 IL6i
inhibitors and JAK-inhibitors in 31 846 patients with 7,686 JAKI (Bari: 41%, Tofa: 59%)
rheumatoid arthritis in 19 registers from the "JAK- . Age 56.8 years
, :
pOt COl |ab0rat|0n . Disease duration 10.2 years
Kim Lauper @ ,"* Michele ludici,® Denis Mongin,” Sytske Anne Bergstra @ ,* _
Denis Choquette,” Catalin Codreanu,® René Cordtz,”® Diederik De Cock @ ,° *  RF/anti-CCP+ 80%
Lene Dreyer,7'8 Ori Elkayam,m Ellen-Margrethe Hauge,7'8 Doreen Huschek, " | .
Kimme L Hyrich ,2'12 Florenzo lannone ,13 Nevsun Inanc,14 ’ Females 78%
Lianne Kearsley-Fleet @, Eirik Klami Kristianslund, " Tore K Kvien @ ," : -
! . " ' . D tivity (DAS28 4.4-4.8
Burkhard F Leeb,'®" Galina Lukina,'® Dan C Nordstrom, ' Karel Pavelka,” Isease activity ( )
Manuel Pombo-Suarez © ,*' Ziga Rotar,*** Maria Jose Santos @ ,* . HAQ 1.0-1.2
Anja Strangfeld @ ,""** Patrick Verschueren @ ,%% Delphine Sophie Courvoisier @ ,?
Axel Finckh © 2 *  b/ts-DMARDSs naive TNFi 59%
ABA 39%
Ann Rheum Dis 2022;0:1-9. doi-10.1136/annrheumdis-2022-222586 IL61 52%
JAKI 32%
. GCs 40-50%
. Concomitant DMARDs 66-72%

. Comorbidities 42-51%



PA: YTapyxouv d10@popES oTNV MOKpOoXpOvia emiiwon Twyv b- vs. ts-DMARDs

oTN KAONUEPIVR KAIVIKN TTPOKTIKA?

= ABA = TNFi =— IL-6i = JAKi

1.00- -
\Q‘%“_’

0.75- N
.B‘ e
3
(] N,
e ‘-%%“‘%»
& 0.50 i iy
T T,
> . ‘
= e

0.25-

0.00-

0 1 2 3

Time(years)
Lauper K et al, Ann Rheum Dis 2022



PA: AANAayn otnv id1a katnyopia (cycling, TNFiI) vs.

o0& AAANn katnyopia (switching, b-/ts-DMARDS)
Switching (non-TNFi b-DMARD, JAKI) vs. Cycling (other TNFi)

Qutcome

ACR20 —o—
ACR50 F-o——|
ACR70 |_..._|
DAS28 remission (<2.6) P Estimate
Hierarchical
| - Random
HAQ improvement |_L._|
Withdrawals due to adverse ._,_|
event :
Withdrawals for any reason P ; |
[ I I I 1
0 2 4 6 8

Odds ratio (95% credible interval)

Migliore A et al, Ther Adv Musculoskel Dis 2021,13:1-14



PA: AAAayn otnv id1a katnyopia (cycling, JAKI) vs.

o0& AAANn katnyopia (switching b-DMARDS)

Stop for any reason

st - -
15t JAKI-IR = 1004
=
©
D 0.75"
2nd JAKi b-DMARD :-_'
(Cyclers) (Switchers) % 050-
%)
S
= (.25 -
£ p=0.82
&
o 0.001

Number at risk

C 365 100 35
Switchers 1635 481 168

Pombo-Suarez M et al, Ann Rheum Dis 2022



PA: AANAayn otnv id1a katnyopia (cycling, TNFI/JAKI) vs.

o0& AAANn katnyopia (switching, b-/ts-DMARDS)

AMERICAN COLLEGE Arthritis & Rheumatology
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Jennifer L. Barton,” Laura Cappelli,”* ‘= Fatimah Chamseddine,’® Michael George,” =) Sindhu R. Johnson,*
Lara Kahale,'® Basil S. Karam,'® Assem M. Khamis," 2 Iris Navarro-Millan, (&' Reza Mirza,®® Pascale Schwab,”

Namrata Singh,” Marat Turgunbaev,”® Amy S. Turner,”® "2 Sally Yaacoub,'® ) and Elie A. Akl™®

Certainty of
Recommendations evidence

Switchiﬁg to a bDMARD or tsDMARD of a different class is conditionally Very low
recommended over switching to a bDMARD or tsDMARD belonging to the same
class for patients taking a bDMARD or tsDMARD who are not at target.



PA: YTapxouv d1a@opEG OTNV ATTOTEAECHATIKOTNTA TWV b-/tS-DMARDsS?

Ta pexpl Twpa dedopéva amo RCTS/KAIVIKA TTpAgn

Oev £€Youv avaodeiéel peyaAec O10@OPEC

TWV OIN@OPETIKWYV KaTnyopiwyv b- and ts-DMARDs
OTNV ATTOTEAECHATIKOTNTA KOl AC@PAAEIN TOUG

TTOU va KaBopifouv TIG BEpATTEUTIKEG ETTIAOYEG

MTropoupue va TTPpOBAEYOUE
TNV ATTAVTNON OTO CUYKEKPIMEVO 0O0OEVR?

Precision Medicine



PA: MiTopoupe va TTPpOoBAEWYOUlE

TNV ATTAVTNOT OTO CUYKEKPINEVO OCOEVR?

Rituximab versus tocilizumab in anti-TNF inadequate

responder patients with rheumatoid arthritis (R4RA): RA patients who had not responded to anti-TNFs
16-week outcomes of a stratified, biopsy-driven,
multicentre, open-label, phase 4 randomised controlled trial An t| Bc el | VS. an t| IL6

Frances Humby, Patrick Durez, Maya H Buch, Myles | Lewis, Hasan Rizvi, Felice Rivellese, Alessandra Nerviani, Giovanni Giorli, Arti Mahto,
Carlomaurizio Montecucco, Bernard Lauwerys, Nora Ng, Pauline Ho, Michele Bombardieri, Vasco C Romao, Patrick Verschueren, Stephen Kelly,
Pier Paolo Sainaghi, Nagui Gendi, Bhaskar Dasqupta, Alberto Cauli, Piero Reynolds, Juan D Caiete, Robert Moots, Peter C Taylor,

Christopher | Edwards, John [saacs, Peter Sasieni, Ernest Choy, Costantino Pitzalis, on behalf of the R4RA collaborative group
Lancet 2021; 397: 305-17 l
Pre-treatment synovial biopsy
Precision medicine in rheumatology: are we getting closer?
Denis Poddubnyy 1

www.thelancet.com Vol 397 Janvary 23,2021

RNA sequencing

Kelly S et al, Ann Rheum Dis 2015

B cell rich

B cell poor

Clinical TCZ (anti-IL6) | | RTX (anti-B cell) TCZ (anti-IL6) | | RTX (anti-B cell)
response 63% 36% 48% 50%




PA: MiTopoupe va TTPpOoBAEWYOUlE

TNV ATTAVTNOT OTO CUYKEKPINEVO OCOEVR?

::P;{i:.li: iﬁ::.:lmrgl;:::lgﬁp 1887-1598 AﬁIE:IRIC'\N Coriec ]
ST S Lo Can we use newer techniques ?

Multi-omics, Artificial Intelligence (Al) or Machine Learning (ML)

Machine Learning to Predict Anti-Tumor Necrosis Factor
Drug Responses of Rheumatoid Arthritis Patients by
Integrating Clinical and Genetic Markers

Yuanfang Guan,' ) Hongjiu Zhang,' Daniel Quang,' Zivan Wang,' Stephen C. ]. Parker,' P r ed I Ct reS p O n S e VS. n O n -reS p O n S e

Dimitrios A. Pappas,” 2! Joel M. Kremer,? and Fan Zhu*

European-descent patients
13 cohorts for training & & & & & .ll .ll .ll .||

PATIENT INFORMATION TREATMENT DOSAGE

£ A ey %y

CORRONA for testing

GENOTYPE IMPUTATION

Methotrexate Anti-TNF drug Imputed genotypes
AgC Sex Baseline DAS ~—— —~—
Sample stratification Feature selection

RESPONSE PREDICTION

Good/Intermediate Non-responders

Response classification

Gaussian process regression

Correct prediction: ~40%



PA: MiTopoupe va TTPpOoBAEWYOUlE
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Vol. 73, No. 2, February 2021, pp 212-222
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Multiomics and Machine Learning Accurately Predict
Clinical Response to Adalimumab and Etanercept Therapy
in Patients With Rheumatoid Arthritis

Weiyang Tao, Arno N. Concepcion, Marieke Vianen, Anne C. A. Marijnissen, Floris P. G. J. Lafeber,

Timothy R. D. |. Radstake, and Aridaman Pandit
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Machine learning in precision
medicine: lessons to learn

Darren Plant and Anne Barton

The ability to predict how a patient might respond to a medication would
shift treatment decisions away from trial and error and reduce disease-
associated health and financial burdens. Machine learning approaches
applied to genomic datasets offer great promise to deliver personalized
medicine but their application must first be optimized.

Refers to Tao, W. et al. Multi-omics and machine learning accurately predicts clinical response to adalimumab and
etanercept therapy in patients with rheumatoid arthritis. Arthritis Rheumatol. https://doi.org/10.1002/art.41516
(2020).
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PA: lolol TTapayovTeg KabBopilouv TIGC OEPATTEUTIKES ETTIAOYEGC?

. Anti-APC/T : Anti-B cell -
; _ AT abatacep) e Rituximab) i
ZUvvoonpoTnNTEg

2oBapég BakTnPIaKEG AOINWEEIG Mapoépola cuxvoeTnta (3-5/100 aoBeveig-£Tn)
‘EpmrnTag {woThpag Mapoéuola cuxvoTnTa 1 ouxvoTnTa (x2-3)
AV£1T|9l'J|JI']T£§ Xpovia nrratitida B (HesAg+) AVAyKn TTPOQUAAKTIKAS OVTIIKAS aywyRs o€ OAoug
SN ) NaAaré nrcinida B (HBsAg-ant-HecH ailigeg
avTevoeigeig 9=
(pu pl" dK(.UV Xpovia nmaTtiTida C (Anti-HCV+ /HCV RNA+) Mikpdg Kiviuvog avalwtmipwong — Aywyn ekpi¢wong HCV yia 6Aoug
LTBI (TST+ A/kan IGRA+ A/kan CXR+) Avdykn aywyng yia LTBI yia 6Aoug (INH: 6 piiveg, RIF: 4 piiveg)
loTOPIKO AEHPOUTTEPTTAACTIKAG VOOOU Atro@uyn MpoTipdrai
loTOPIKO ATTONUEAIVWTIKAG VOO OU Atro@uyn MpoTipdrai
loTopikd oofapng KAapdIaKAg ,
avemrdpkeiag (NYHA 111-1V) Atroguyn
Mpoooxn >65 xp.
MapdyovTteg Kapdiayyeiakou Kivduvou oav 1" emAoyn
oe MTX-IR
CrCl: 30-60 mL/min
Bari: | 2 mg/np
Xpovia veppikn v6oog CrCl: <30 mL/min
Tofa: | 5 mg/nu
Bari: Avtévdeign
- >65 xp.: Tofa pévo
€av Sev uTTapyel GAAN
HAikia emAoyn

- >75 xp.: Bari: 2 mg/nu

Mpoocoxn oTnv

xopnynon
(< 400 mg/dL)

Etrimreda IgG
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Correlation of patient preferences to treatment outcomes in patients |
with rheumatoid arthritis treated with tumour necrosis factor
inhibitors in Greece

Prodromos Sidiropoulos’ « Andreas Bounas? » Panagiotis Athanassiou® - Christos Koutsianas® « Evangelia Petrikkou® «
Evripidis Kaltsonoudis® - Alexandros Drosos® - Dimitrios Vassilopoulos
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Months after baseline

Log-rank p value=0.019
— Patients with fulfilled preferences (n=206)

— Patients with not fulfilled preferences (n=36)

74.6%
57.4%



T1 EXOUME TTETUXEI OAQ aUTA TO XPOVia

ME TN VEA BEPATTEUTIKI) OTPATNYIKA?

e BeAtiwon CUPTITWHATWY (TTOVOG, TTPASIMO apPBpWoEWY, SUCKAUWYIA)

e BeAtiwon tmro1étnTag {wng

e MpoAnyn povipwyv BAaBwyv oTIG apBpwoeig/ooTd

e | 30% KapdlayyeIaKWYV ETTEICOOiIWV

® | avatrnpiag

e | BvnopoéTnTag



Avatrnpia

2oundia
2006-09 AoBgeveig pe TTARPN avarrnpia

TPIV TNV Evapén BioAoyiking BepaTtreiag (avTi-TNFS)

AvAaKTnOon 1IKAvOTNTaG| AVAKTNON IKAVOTNTOG
via epyacia 2 50% via epyacia 100%

Alapkeia PA 35% 24%
< 5 xpovia
Alapkeia PA 14% 8%

> 5 xpovia

Olofsson T, et al. Ann Rheum Dis 2017



XeIPOUPYIKEG eTTEMRACEIC — BvnOIpNOTNT

| ovnoiyéTnTag
~ 50%

| XE1pOUPYIKWV ETTEURACEWV AKPWYV XEIPWV PA

1999-2006

=
8 +11.1 6avaTtol/1000 PY
o3
< 5
= e . PA =
2 3
..CL; o g 8 2007-2014 &=
[ £ 24
> e = -
o © _
o = +4.1 06
= = .1 8davaToi/1000 PY
[72] o 8 -t
= 2 27
=) =
= -
£
N - o
o4 T T =—a 8 |
o

T T T l T 1 T I |
0 1 2 3 - 5 6 7 8

Years of Follow-up

I I I I I [ I I
1980 1985 1990 1995 2000 2005 2010 2015
Calendar year of follow-up



AVEKTTANPWTEC DEPATTEUTIKEG AVAYKEG

Ti1 gival n OUoKOAN oTtnv Bepartreia PA
(Difficult To Treat RA - D2T)?



ETriTeEUEn BpaTTEUTIKWY OTOXWV OTNV EAAGOC

n=2126 Moévo ~10% aoBevwv pe PA

TTOU OEV EAEYXETAI

YwnAnR evepyotnta

Mérpia evepydTnTa 1 8%

XaunAn evepyorTnTa

Thomas K et al
MJR 2018



AUOCKOAN oTnv Oepatreia PA

EULAR definition of difficult-to-treat
rheumatoid arthritis
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. Treatment according to European League Against

Rheumatism recommendation and failure of =2 b/tsDMARDs
(with different mechanisms of action)* after failing csDMARD
therapy (unless contraindicated).’

. Signs suggestive of active/progressive disease, defined as >1

of;

a. At least moderate disease activity (according to validated
composite measures including joint counts, for example,
DAS28-ESR>3.2 or CDAI>10).

b. Signs (including acute phase reactants and imaging) and/
or symptoms suggestive of active disease (joint related or
other).

c. Inability to taper glucocorticoid treatment (below 7.5 mg/
day prednisone or equivalent).

d. Rapid radiographic progression (with or without signs of
active disease).?

e. Well-controlled disease according to above standards, but
still having RA symptoms that are causing a reduction in
quality of life.

. The management of signs and/or symptoms is perceived as

problematic by the rheumatologist and/or the patient.



AuockoAn otnv Bgpatreia PA

MeBoTpegdTn (AepAouvopidn) 3/3 Kp"-r'l o] [0

Anti-TNFs Anti-IL6R

(Adalimumab (Tocilizumab)
Certolizumab

Etanercept

Golimumab

Infliximab

ANti-T/APC

(Abatacept)

AvaoToAcgig

KIVOO WV
(Baricitinib +
Tofacitinib)

Upadacitinib)

« Evepyog vooog (DAS>3.2) 1
e 2UMTTTWMOTO/ONEIO evepyou vooou N
e 2UMTITWMOTA TTOU 0dNyouv o€ | TToioTnTag {wng n
Anti-TNFs AUURIRCIEER] Anti-T/APC Anti-B cell AvooTOAEig * Aduvapia | PRE < 7.5 mg/nu.
Certolizumab (Tocilizumab) (Abatacepy (Ritximad) KIVOO WV «  Taxeia akTIVOAOVIKR €EENIEN

Etanercept (Baricitinib

Golimumab Tofacitinib)
Upadacitinib)

Il

Anti-TNFs | G lba:0 | Anti-T/APC | Anti-B cell AvaoToAgic * [lpoBAnuarikn dlaxeipion véoou atéd Tov
(Adalimumab (Tocilizumab) (Abatacept) (Rituximab) KIVOOWV qo'egvr']/mTpé

Certolizumab
Etanercept (Baricitinib
Tofacitinib)

Golimumab inib
Infliximab Upadacitinib)




2UMUTTEPACHOTA

e H Oepatreia Tng PA Ta TeAguTaia 25 xpovia yia acOeveig TTou £Xouv atroTuxel o€ CSDMARDs €xel
eputrAouTIioOEi pE 4 kaTnyopieg bDMARDs (TNFi, anti-IL-6, anti-APC/T cell, anti-B cell) ka1 Trpéc@arta atmé Tnv
véa Katnyopia Twv tsDMARDs (JAKI)

o Ta péEXPI TWpa dedopéva atrd RCTS/KAIVIKER TTPAgn Oev £XOUV avadEigel HEYAAESG D1aPOPEG OTNV

ATTOTEAECHATIKOTNTA KOl ACQAAEIO TOUG TTOU VO KaBopilouv TIG BEpATTEUTIKEG ETTIAOYEG

e O oUuyXpovog BepaTTeEUTIKOG aAYyOpIOOG oTnpileTal OTNV:
- BAMO-BAMA ETTITEUEN TWV BEPATTEUTIKWY OTOXWYV (T2T) TNG XAMNARG EveEPYOTNTAG/UPEONG
- OUVEKTIiMNON TWV CUVVOOPOTHTWYV KOl TTOPEVEPYEIWV/AVTEVOEIEEWY TWV PAPHUAKWYV Kal

- TTPOTIMNON TOU aoBevoUg

e Mg TNV oTPATNYIKA AQUTA N TTAEIOYPN@IA TWV ACOEVWYV ETTITUYXAVEI TOUG OTOXOUG EVW VA MIKPO TTOCOOTO

TTapapével BUOKOAO oTnv BepaTtreia (D2T RA)



