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2UYKPOUGON CUUPEPOVIWY

e TLNTKN apolPBn armo tn Pfizer ywa tn cuyKeKPLULEVN OLLLALQL

* [La OAO TAL PAPUOKEUTLKA TIPOLOVTA TTOU avadEPOVTAL TTapakaAeLloBe
VA OUBOUVAEVEDTE TIC EYKEKPLUEVEC MepANPELC XAPAKTNPLOTIKWY TWV
[Tpoilovtwv.

* H Pfizer exeL eAEYEEL TO TIEPLEXOEVO WOTE VA OVTATIOKPLVETOL OTLC
eldIKeC mpodlaypadec tnNC, ala dev exeL emPeBalwoel OTL OL
BLBALoypadLKEC TTapaToumeC exouv apateBel opOa.



Neapog avdpog 24 stwv
DAeypovwdnc oodpualdyia amno 2etiog




Avo véeg yuvaikec pe pAeypovwdn oopualiyia
OAeypovwdng oodpualyia amod 3etiog




SPARCC total

30

20

10

Aev elval OAeC oL «lepoAayovitioec» SpA

1. Néa yuvaika pe évapén oopuadyloc LeTd armod TOKeTO, xwpic oadn dAsypovwdn xapaktpa — MRI pe
«Lepolayovitda» aAld kapia aravinon o€ 2 anti-TNF napayovtec (CRP navta -, B27 -)

2. Tuvaika péonc nALkiag pe poxtaAyia kat dtaxvta aiyn, xwpic cadn maboloyia oTLg LEPOAAYOVLIEC
apBpwoelc kat B27 (+) («kapaumivarn AZ»)

CLINICAL SCIENCE Magnetic Resonance Imaging of Lesions in the Sacroiliac
High prevalence of spondyloarthritis-like MRI lesions Joints for Differentiation of Patients With Axial
in postpartum women: a prospective analysis in Spondyloarthritis From Control Subjects With or Without

relation to maternal, child and birth characteristics Pelvic or Buttock Pain: A Prospective, Cross-Sectional Study
Thomas Renson @ ,"“ Anais Depicker,' Ann-Sophie De Craemer, " Liselotte Deroo,

Gaélle Varkas, ' Manouk de Hooge @, Philippe Carron @ ,"# Lennart Jans,* Of 204 Pa rt|C| pa I'ItS
Nele Herregods,® Isabelle Dehaene,” Griet Vandenberghe,” Kristien Roelens,*
Filip £ Van den Bosch, " Dirk Elewaut © "2
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Renson T, et al. Ann Rheum Dis 2020;79:929-934; Seven S, et al. Arthritis Rheumatol 2019;71:2034-2046; Eshed |, et al. Clin Rheumatol 2015;34:1419-26; Nygaard A, et al. BMC
Musculoskelet Disord 2019;20:590



Diagnostic Pyramide for Axial Spondyloarthritis

Chronic low back pain 5 o/o
Inflammatory back pain + LR 3.1
Heel pain (enthesitis) + LR 3.4
Peripheral arthritis LR 4.0
Dactylitis LR 4.5
Acute anterior uveitis LR 7.3 31x3.4x9.0=94.9
Pos. Family history LR 6.4 (LR product)

Good response to NSAIDs LR 5.1

Elevated acute phase reactants LR 2.5

HLA-B27 +LLRS9, [
0
MRI LR 9.0 83 %
Axial SpA LR= likelihood ratio

Rudwaleit M et al. Arthritis Rheum 2005;52:1000-8 (with permission) Aﬂs



H yvwpun evog pn eldikou

* Kaveva otolxelo armo povo tou Sev elval tkavo va BaAet tn dtayvwon tng ax-SpA
e H epoAayovitida we YVWHATEVON EVOC OLKTIVOAOYOU XWPILC yvwon Tou LoTtoplkoU

Tou a.oBevouc propetl va pnv vrtodnAwvel axial SpA
e AxSpA: «Acteplopoc» (constellation) otoleiwv mou cuvdlapopdwvouv TN

dlayvwon

Spondyloarthritis

CLINICAL SCIENCE

What is axial spondyloarthritis? A latent class and
transition analysis in the SPACE and DESIR cohorts

Latent axSpA (Baseline)

‘Axial’

‘IBP + Peripheral’

‘At risk’

(B) Latent Transition Probabilities $
Assumption:
Full invariance (classes have the same
meaning at both timepoints) Latent axSpA (5 years)
100%
> ‘Axial’
100%
. ‘IBP + Peripheral’
11%
£ > ‘At risk’

Sepriano A, et al. Ann Rheum Dis 2020;79:324-331

H xpnolpotnta twv Kprenpiwv ASAS
€LOLKA yLa TNV axSpA eival onpavTLkn



ExeL onpaocio av n SpA etval ax-SpA n Ywolaoikn apbBpltda pe agovikn
NMPOGCPBOAN;

Axial SpA Axial PsA

%‘ c;’
- Raers *
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EMBARK trial: axSpA (n=179) and p-axSpA (n=24)

Psoriatic axSpA
« MeyaAutepng nAikiag (35.1 vs. 31.7 €1n, p=0.05)

o 2uxvotepa acupueTpn I/A (54.2% vs. 29.6%, p=0.04)
o 2maviotepa HLA-B27 (+) (41.7% vs. 73.7%, p=0.01)

858015 )
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E
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AwadEpeL n anavinon otn Bepaneia;;
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Gensler L, et al. Clin Exp Rheumatol 2020;38:329-332



CLINICAL RESPONSE TO BIOLOGIC DMARDS IN AXIAL SPONDYLOARTHRITIS AND AXIAL PSORIATIC ARTHRITIS. eular
DIFFERENT DISEASES, SAME OUTCOMES? EUROPEAN

E-CONGRESS OF

g:ZEOlJ\ M ATO LOGY
D. Benavent, et al. e

- cong'ess.eu'ar'org

Epwtnua: Artavta dtadopetikd ota bDMARDs n agovikn vooog, av sivat axSpA 1) PsA;

?_/g SID SLDA SEHDA SVHDA
, , - " a2 ol 32 32
* 1 £tog napakoAovBnong Z 10 2] 29 200 i
e KAwikn avtamokpion pe ASDAS kat PhGA otouc 0, 6, 12 pAVeG % 20 _ |
* 352 aoBeveig (287 AxSpA kat 65 AxPsA - 60% avOpec) % 10 o é é
* 93,8% anti-TNFa kot 6,2% Secukinumab " —— — . ;‘;M
« Baseline ASDAS: 3.3 (0.9) - PhGA: 39.1 (21.5) 6 months 12 months
0/_0 SHID SELDA EHDA EVHDA
0 61
60 "'"
w50 '
§ 40
E 30
§ 20 \
Xwpic dtadopéc otnv amavinon otn BloAoyik Beparmeia oto = 10
£T0C PETAEL TwV 2 opAdwv 0 -

axSpA axPsA

6 months 12 months



Oeparneia tng AS/axSpA
2019 ACR recommendations

LEGEND
Strongly recommend

Conditionally recommend
Conditionally recommend against
Strongly recommend against

Ward MM, et al. Arthritis Care Res 2019;71:1285-1299

Active AS (axial disease)

Determine AS Activity

v

_ Determine additional

1%t Line Therapy

A 4

NSAIDs [1]

e Continuous [2]
+ No preferred NSAID [3]

Stable AS: See Figure 1B

Physical Therapy [20]

« Active over passive [21]
« Land-based over aquatic
[22]

Against systemic

glucocorticoids [16]
e >

disease manifestations

Isolated sacroiliitis or
enthesitis

A 4

NSAIDs [17,18]

Peripheral-predominant
arthritis despite NSAIDs

Local GC if <2 joints [19]
SSZ[7]
e SSZ over MTX [4]

v

Isolated sacroiliitis or
enthesitis despite NSAIDs

Local GC [17,18]

Against LEF, APR, THL,
and PAM [4]

Avoid Achilles, patellar, and
quadriceps entheses GC

. w

injections [18]
.

2" Line Therapy

_ v

Active AS despite NSAIDs

TNFi [6]

. F, SE .

No preferred TNFi, except for

r N

AS + Recurrent uveitis

AS + IBD or uveitis [7]

.

> or AS + IBD

TNFi monoclonal

AS with unclear activity
while on biologic

Spinal or Pelvis MRI [49]

3 Line Therapy

A 4

Active AS on TNFi

Against co-treatment with
low-dose MTX [30]

antibodies over other
biologics [39,41]

v

Active AS despite TNFi
(1° non-responder)

¥

Active AS despite TNFi
(2° non-responder)

SEC/IXE [8,10-12)(over TOF)

Alternative TNFi [13]

TOF [4,11]

Against biosimilar of 1st
TNFi [14]

Against non-TNFi/non-
SEC/IXE [11] or adding

SSZ, MTX [15]

Against biosimilar of 1st
TNFi [14]

Against non=TNFi/non=
SEC/IXE [13] or adding
8SZ, MTX [15]

N




Oeparneia tng AS/axSpA
2016 EULAR/ASAS recommendations

5  Patients suffering from pain and stiffness should use an NSAID as first-line drug treatment up to the maximum dose, taking la A
risks and benefits into account. For patients who respond well to NSAIDs continuous use is preferred if symptomatic otherwise
8  Patients with purely axial disease should normally not be treated with csDMARDsS; sulfasalazinet may be considered in patients 1at A

with peripheral arthritis

9 hDMARDs should be considered in patients with persistently high disease activity despite conventional treatments (figure 1); 1a (TNFi), A
current practice is to start with TNFi theraov 1b (IL-171)

Rheumatologist’s diagnosis of axial SpA

and

Elevated CRP and/or positive MRI and/or
Radiographic sacroiliitis*

and

Failure of standard treatment:

all patients
« at least 2 NSAIDs over 4 weeks (in total)

patients with predominant peripheral manifestations

= one local steroid injection if appropriate

* normally a therapeutic trial of sulfasalazine

and

High disease activity: ASDAS 2 2.1 or BASDAI 2 4
and

. . Positive rheumatologist’s
Van Der Heijde, et al. Ann Rheum Dis 2017;76:978-991 opinion




[Toool aoBeveic Ba amavtnoouv oe NSAIDs;

INFAST RCT
(Infliximab vs
naproxen yla 28 wks)

MNopd TtV KAAUTEPN
amnavtnon o€ IFX, n
naproxen odrynos
o€ Udeon to 1/3 Twv
acBevwv

O

Patients with ASAS-20 Response, %

Patients with ASAS Partial Remission, % >

-
©C O © © O O O o ©
'

100
90

80 4

70
60
50

30
20
10

p:0.03
28.6

118

ASAS Partial Remission

p=0.002
41.0

15.7

p=0.003

[ IFEX+NPX (N=105)
B PBO+NPX (N=51)

Week 2

79.0

58.8

Week 18

ASAS-20 Response

p=0.07
81.9

68.6

p=0.39

829
76.5

p=0.30

81.0

Week 2

Week 6

Week 18

Week 28

@

100
920
80
70
60
50

30
20
10

Patients with ASAS-40 Response, %

D 100

90
80
70
60
50
40
30
20
10

Patients with ASDAS
Major Improvement, %

ASAS-40 Response

4 p=0.003 p=0.03
B =0.02 78.1 75.2
4 p=0.004 676
4 571 56.9
52.9
o 471
314
1 T T
Week 2 Week 6 Week 18 Week 28
ASDAS Major Improvement
il (22.0 improvement from baseline)
T p<0.001
— p<0.001 64.6
A 57.6
7 22.4
T
Week 6 Week 18

Sieper J, et al. Ann Rheum Dis 2014;73:101-107
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[Toool aoBeveic Ba amavtnoouv o€ NSAIDs;

50 aoBeveic pe AS — 50 pe nr-axSpA
4 eBSopadec max. 66on NSAIDs

p<0.001

" nr-axSpA

"AS

6.0£1.4

5.6x1.3

BASDAI at baseline

p=<0.001

42122 30421

BASDAI at wk 1

36%=18

BASDAI at wk 4

Mepimou ol pool aoBeveig petd amno 1
unva ntav vrtoyndrot yia bDMARD

100% - Proportion of patients wth BASDAI>4
after 4 weeks of NSAID treatment

mAS (n=50)
mnr-axSpA (n=50)

50% 46%

0%

*Movo 16% «edptacav» ASAS partial remission

Baraliakos X, et al. Rheumatology (Oxford) 2017;56:95-102



Oeparneia tng PsA
2019 EULAR recommendations

Symptomatic NSAIDs and local glucocorticoid injections as needed
treatment
Polyarthritis Oligoarthritis Srtlhesfife Predominant
Rapid use of Consider csDMARD axial PsA
csDMARD: if poor prognostic
csDMARD factors (structural

prefer MTX if

.. damage, elevated
relevant psoriasis

acute phase T .
T, deE T No indication for csDMARDs

nail involvement)

Biologic

Biologic (IINRILS1 74, 1151 2/213) Hprefer =171 orlL=12/23i if felevant psoriasis:

JAKI if biologic failure or not appropriate

Targeted synthetic

Apremilast for mild disease where biologics and JAKIi not appropriate
Switches

Switch to alternative biologic (TNFi, IL-17i, IL-12/2i3, abatacept), JAKi or PDEA4i

Tapering

Consider cautious tapering for patients with sustained remission

Derived from Gossec L, et al. EULAR 2019, Madrid



Updates for PsA— 2019 EULAR Recommendations (7-12)

7 New In patients with peripheral arthritis and an inadequate response to at least one
csDMARD and at least one bDMARD, or when a bDMARD is not appropriate*, a JAK
inhibitor may be consider

8 New/updated PDE4 drug (Apremilast) is only recommended where neither a bDMARD or JAKi is
appropriate, in the context of mild disease after csDMARD failure. (paraphrased,
not full wording)

9 Wording unchanged In patients with unequivocal active enthesitis and/or dactylitis and insufficient
(previously no.8) response to NSAIDs or local glucocorticoid injections, therapy with a bDMARD
should be considered, which according to current practice is a TNF inhibitor

10 Wording unchanged In patients with predominantly axial disease that is active and has insufficient
response to NSAIDs, therapy with a bDMARD should be considered, which
according to current practiceis a TNF inhibitor. When there is relevant skin
involvement preferenceis for IL-17 inhibitor. (reference ASAS guidelines)

11 New After failing a bMDARD then any switch can be considered for any drug without any
recommendation for order (paraphrased, not full wording)

12 New For patients in sustained remission cautious tapering on DMARDs can be
considered. Great caution should be applied due to risk of flares (paraphrased, not
full wording)




2019 ACR recommendations for patients with active PsA

Treatment-naive

active PsA

Singh JA, et al. Arth Rheum 2019;71;5-32.

Continued active disease?

Switch to different TNFi*

Continued active disease?

Begin with TNFi over oral small molecules, IL17i, or IL12/23i

AMERICAN COLLEGE
OF RHEUMATOLOGY

EDUCATION + TREATMENT + RESEARCH

Switch to 1L12/23i*

Switch to IL17i* TNFi and other bDMARDSs are approved by the EMA after DMARD failure.

Continued active disease? therapy.

In OSM- and other treatment-naive patients with active PsA,

1. Treat with a TNFi biologic over an OSM (MTX, SSZ, LEF, CSA, or APR) (PICO 10a-e)

Conditional recommendation based on low-quality evidence; may consider an OSM if the patient
does not have severe PsA,T does not have severe psoriasis,§ prefers oral therapy, has concern over
starting a biologic as the first therapy, or has contraindications to TNFi biologics, including congestive
heart failure, previous serious infections, recurrent infections, or demyelinating disease.

2. Treat with a TNFi biologic over an IL-17i biologic (PICO 14)

Conditional recommendation based on very-low-quality evidence; may consider an IL-17i biologic if
the patient has severe psoriasis or has contraindications to TNFi biologics, including congestive heart
failure, previous serious infections, recurrent infections, or demyelinating disease.

3. Treat with a TNFi biologic over an IL-12/23i biologic (PICO 13)

Conditional recommendation based on very-low-quality evidence; may consider an IL-12/23i
biologic if the patient has severe psoriasis, prefers less frequent drug administration, or has
contraindications to TNFi biologics, including congestive heart failure, previous serious infections,
recurrent infections, or demyelinating disease.

Low (53-66)

Very low

Very low

*Biologic therapy is recommended over biologic-with-MTX combination



GRAPPA treatment schema (2015 update)

Which domains iire involved?

Axial disease

e ——

Figures adapted from Coates 2016

Skin disease

n Topicals
) = DMARDs (keratolytics, Biologi
o o MTX, SSZ, - == i i iologics
s B[] s b
— Q2 1 , .
o |2 orpoE4i |+ W emollients, 112023
T fa] =l _ _ _| calcineurin i 1) or
g 3 \ 2 : < Yy 2 o v _l?_)_ _____ q PDEA4i
S |2 Biologics | | 2 2 Biologics % !
S 1 ! o 1
° |z (TNFi, N E — 5 (TNFi, S DMARDS OMARDS (T !
o |3 L2z, < WS TNFI, IL17i £ IL12/23i < (MTX, LEF,  |[#=- s (MTX, Iy
o T 2 *|L12/23i o o 0 ; - CSA, Acitretin, L
2 | IL17]) or o or 2 IL17i) or - SSz) or PDEAI 3 Fumaric acid Topical or
] i [} - 0 =
S © PDE4i % T PDEA _5 L esters) or Procedural
g = v 17 v v 3 y 2 PDEA4i or DMARDs
k] v > v L Q9 =
o |5 Switch N Switch Switch £ c_tg v (CSA, LEF,
g » Biologic Biologic Biologic 2 Biologics o MTX,
= % (TNFi, (TNFi, IL17i or (TNFi, k3 (TNFi, <“--| 2 Biologics Acitretin)
= (2 1L12/23i *L12/23i) IL12/23|,IL17|) 3 1L12/23i) = (TNFi, (- ---!
2 or IL17i) or PDE4i 2 IL12/23i IL17i) |
g | 3 ¥ or PDEA4i Switch
@ — , Switch o
8 *No direct evidence CS injections: consider Biologic * Bl(?rlﬁgzcs
o for therapies in axial on an individual basis (TNFi, IL12/23i Switeh IL12/23i
9 PsA, recommendations due to potential for IL17i) Biologic ;
< : ious si : (TNFi, IL12/23i IL17i) or
based on axial SpA serious side effects; no or PDE4i o 1L )
. . |L17I) PDEA4i
literature clear evidence for )
efficacy - or PDE4i

Treat, periodically re-evaluate, and modify
therapy as required

Consider previous therapy, patient choice, other disease involvement and
comorbidities. Choice of therapy should address as many domains as possible

1. Coates L, et al. Arthritis Rheumatol. 2016;68:1060-71.

Grey text identifies conditional recommendations prior to drug approval or based on limited evidence.

GRAPPA recommendations encourage therapeutic decisions to be modified as required, based on the clinical domains involved.

CSA, cyclosporine A; DMARD, disease-modifying antirheumatic drug; IL, ierleuing ILELY, Ieflunomice; MTY( meth xt-exate: PDE« ghiesjshociesterase 4; SSZ, sulfasalazine; TNFi, tumour necrosis factor inhibitor.



CLINICAL COURSE OF EARLY AXIAL SPONDYLOARTHRITIS OVER TEN YEARS: LONG-TERM RESULTS FROM THE eular
GERMAN SPONDYLOARTHRITIS INCEPTION COHORT ECONGRESS OF

RHEUMATOLOGY
2020 | rrom 3 JUNE

D. Poddubnyy et al.

congress.eular.org

"BoloLKO EpWTNHOL:

vNa ektipunOet n pakpoxpovia rnopsia (we 10 £tn) Twv acBsvwyv pe mpwipn AxXSpA.
=3 XESLAOMOG:

v'251 early r-AxSpA(cupmtwpota <10£€tn), 274 early nr-AxSpA (cupmtwpata <5¢tn).

vKAwikn ektipnon, BASDAI, ASDAS, kataypodr) Bepansiwv avd 6m ta 2 mpwta €T, £Tnoiwe wg¢ tn 10etia.
vH Bepaneia otnv euxépeLa tou Bepdrmovra.

Figure 1. Treatment with TNFi, NSAIDs and csDMARDS in patients with nr-axSpA and r-ax5pA in GESPIC

TNFI : -
= KUpLa evprjpaat: T —————TT WP B BT
27 2l mme mm. mms ERD EB Il ll ll

r-AXSPA 2% 31% T ——— ——
NSAIDs % |, - e - = w 2B’ mER mal " o
S {0111
il i - .‘l l"'v"".'. '—.“v . i . v\‘ ‘ /]
N————

csDMARDs

I T o 12 gy 10 é 16 * A 12 1
28 ¢ 19 . ie ) 3 b 36 " 1A ! 15 1% 1 e
= . ool 1 re A - Vow - " g
L | » _ » " » - Vs “ 4 AN ) . -~ ] A 1A ¥ 4 NI ) v ! Al |

Aladavela I'. NamaAonouvlog ~—



Oeparelo TNC axSpA
Tapering bDMARDs

2016 update of the ASAS-EULAR management
recommendations for axial spondyloarthritis

11 If a patient is in sustained remission, tapering of a bDMARD can be considered 2 B 9.1 (1.57)
97% >8

Van Der Heijde, et al. Ann Rheum Dis 2017;76:978-991



[TOAU ouxVI UTTOTPOTI CUUMTWHATWY KoL avAayKkn emavaxopnynonc oe
nAnpn otakortn bDMARD

42 aoBeveic — 3 xpovia umno infliximab
110% - 97.6%

100% - 88.1% 90.5% (88-100%)

90% - (75-95%) (78-96%)
80% -
70% -
60% -
50% -
40% -
23.8%

0% 1 (13-39%)
20% -
10% -

o% - T T T
12 weeks 24 weeks J6 weeks 48 weeks

cumulative percentage of patients in relapse

Baraliakos X, et al. Arthritis Res Ther 2005;7(3):R439-44



Elval amoteAeopatikn n enovayxopnynon bDMARD o€ axSpA;



ETANERCEPT WITHDRAWAL AND RE-TREATMENT IN PATIENTS WITH INACTIVE NON-RADIOGRAPHIC AXIAL eular
EUROPEAN

SPONDYLOARTHRITIS AT 24 WEEKS: RESULTS OF RE-EMBARK, AN OPEN-LABEL, PHASE IV TRIAL. E-CONGRESS OF

RHEUMATOLOGY
2020 | From 3 JUNE

F. Van der Bosch et al.

congress.eular.org

"BaloLKO EpWTNMOL:
vflooooto aoBevwy pe avevepyd nr-AXSpA UTOTPOTILALEL LETA artd SLOKOTIA Tou etanercept kol

UTTOAOYLOMOG XpOvou aro tn Stakom ETN w¢ tnv unotpornn

=3 ¥EOLAOMNOG:

vASDAScrp>2,1: ETN +NSAIDs 24w (P1)
vASDAScrp<1,3: Stop ETN yia 40w (P2)
vASDASesr>2,1 tnv P2: ETN €ava yio 12w



ETANERCEPT WITHDRAWAL AND RE-TREATMENT IN PATIENTS WITH INACTIVE NON-RADIOGRAPHIC AXIAL eular
SPONDYLOARTHRITIS AT 24 WEEKS: RESULTS OF RE-EMBARK, AN OPEN-LABEL, PHASE IV TRIAL.

RHEUMATOLOGY

F. Van der Bosch et al. ety

congress.eular.org

Figure: Clinical Assessments by RE-EMBARK Study Period

Period 1 | : Period 2 ] Period 3 :
80%1 1 i 3 b 2 - #
= - " =t g j s
% B0%- o : ) s 3 - ' .
=KupLa evpnuota: : 1 ' s &
i o B A e /
4 4 - al
v>1 unotponn: 22% w4, 67% w40 : S |
2 20%] / 4
vP2: 75% OUVOALKA UTTOTPOTTN /
0% 8 — S ;
)4 ’ BL 4 B 12 16 24 )28 32 40 48 56 64 )|RO R4 RB(R12
‘/50%: UT[OTpOT[I’] Grlq npwtsq 16W = ASAS 20 (I (:u) 8L gt g . BASDAISOnlm() it from BL) O
ASAS 40 (Improvement from BL) # ASDAS CRP Inactive Disease (CRP <1.3)
\/62% nétuxs aVEVEPV6 Véco (o} 12w ASAS, Assassment of SpondyloArthritis intamatioral Socioty; ASDAS, Ankyiosing Spandylitis Diseasa Activity Scam; BASDAL Bath

Arkylosmg Spondyhilis Discase Aclvily Index, BL, yasehne, Cl, confidence interval, CRP. C-reactive protein; R, re-treatment



Eldka (nTtnuata
axSpA, bDMARDs kot kunon



BloAoywol mapayovieg otnv EYKUUOCUVN

Anakinra Abatacept Etanercept Certolizumab pegol
Adalimumab  Golimumab Rituximab Infliximab Tocilizumab

YPYY¥=

Fc tunpa = Ailodoc dia tou mAakouvta peow Fc umodoxewv
10 Tpipnvo << 2° Tpipnvo << 3° tpipnvo

] L

MovokAwvika Abs > Mpwteiveg ouvinénc > Mopla xwpic Fc




Auavopevn xprion BLoAoykwv mapayoviwy otnV KUnon o€
aoBevelc ue peupATIKA VOoipaTA

——Steroids == Hydroxychloroquine ¢ Other non-biologics —++—Biologics

2001 2002 2003 2004 2005 2006 2007 2008 2009 2010 2011 2012
Calendar year

Desai RJ, et al. Arthritis Rheumatol. 2016; 68:1183-9



ETA xaw CZP £xouv tn pikpotepn npododeon otoug Fec-umodoxeic kat
petadopa otn euPpuikn kukAodopia

Kivnmikr mpéobeong Eménhiakd kUTTapa
A. IFX 300
g [ 1] E Isﬂ | I
£ w Ko =132 nM +
§ . E 200
[ § 150 ]
B- AD#’E! L] 'I"!‘:{mm;}b 4% Lo § an T
2 E s
% e K, = 225 nM = 32
S IFX ) ADA ’ ETA CIP
C. ETA Time (seconds)
: n Emireda papudaxkou
~ Ko = 1500 nM
g N . ‘ExBeon xa®’6An Tn | Tuykévrpwon TNFi
| - Sidpkela kinong (veoyvé:pnrépa)
o Tmeeemn® Infliximab (n=11) 160%
g ' Adalimumab (n=10) 179%
B S ey Certolizumab (n=10) 3.9%
i, Mo iincing Etanercept (n=1) 3.3%

= m
Time (seconds)

Porter C, et al. J Reprod Immunol. 2016; 116: 7-12; Mahadevan U, et al. Clin Gastroenterol Hepatol. 2013; 11: 286-92;
Murashima A, et al. Ann Rheun Dis. 2009; 68: 1793-4



Aodalela twv anti-TNF napayoviwv otnv KUNon
EULAR points to consider 2016

Infliximab >1161 Aodalécg, 1° 3ufvo Atotkontr) 6 HAVEC TPV

Adalimumab >524 2b Aodalég, 1° 3unvo Awakonr 5 UAVES npwv

Etanercept >332 2b Aodaleg o OANn TNV KUNON  Awakortr| 3 eBOop. mpLy
3b .

Certolizumab >362 (Alyse quykpirikie pehdnec) Aodpalég oe OAn tnv KUNon  Awakorr| 5 pAveg rpwv

Golimumab >50 . Aodalécg, 1° 3ufvo Alakonr] 6 HAVveC npv

(? GOL/MTX="TamnopoA.)

Gotestam Skorpen C, et al. Ann Rheum Dis. 2016; 75: 795-810



2020 American College of Rheumatology Guideline for the

Management of Reproductive Health in Rheumatic and
Musculoskeletal Diseases

Medication Pre-conception During pregnancy Breastfeeding
Nonsteroidal + + +
antiinflammatory drugs Discontinue if the woman is Continue in first and second Ibuprofen preferred
(cyclooxygenase 2 having difficulty conceiving trimesters; discontinue in third
inhibitors not preferred) trimester
Tumor necrosis factor
inhibitors (tumor
necrosis factor inhibitors
are considered compatible
with pregnancy)
Certolizumab ++ ++ ++
- + + ++
Infliximab, ) ) ) o
etanercept Continue through conception Continue in first and second
ad alimuma:b trimesters; discontinue in third
golimumab ' trimester several half-lives prior

to delivery

* Kala eheyxouevn voooc: Atakoni bDMARDs oto 30 tpipnvo (n peyoAutepn petadopd LEow TTAOKOUVTA KOL TO

vPnAdtepa enineda oto veoyvo).

* Juvéxlon Beparmneiog £wE TOV TOKETO (;) €AV UTIAPYXEL EVEPYOTNTA TNG VOOOU - TO VEOYVO Ba £XEL ONUAVTIKA eMimeda

bAPUAKOU yLO KATIOLO XPOVLKO SLAoTnaL.

Sammaritano LR, et al. Arthritis Rheumatol 2020;72:529-556



Ewdika (ntnuata
SpA, bDMARDs kat aocpaleia oe aoOeveic > 65 eTwy

H mpoxwpnuevn nAtkia otic SpA adopd kupiwg tTnv PsA (xapnAd mocooto acBevwv e axSpA
Slaylyvwokovtal LETA Ta 65)

Higher rates of fatigue, pain scores, comorbid diseases and acute phase reactants

Largescale US cohort (1998-2007): Use of TNFi was not associated with increased mortality in
patients with Pso, PsA or AS compared with non-biologic therapies, regardless of the drug used,
even after 75 years

DANBIO registry: Patients on TNFi therapy for PsA or AS did not exhibit an increased incidence

of cancer compared with TNFi-naive patients, regardless of age

Lahaye C, et al. Rheumatology 2019;57-64; Herrinton LJ, et al. Pharmacoepidemiol Drug Saf 2012;21:1311-20; Dreyer L, et al. Ann Rheum Dis 2013;72:79-82



Table 1 Serious infections, comparison between different bDMARDs/tsDMARDs (observational studies)

Study ID Registry Intervention Control aHR (1 vs C) Risk of bias
Serious infections
Carrara 2019 RECORD ADA 1.4(1.0;2.0) High
Clin Exp Rheumatol'’ IFX 1.0 (0.6; 1.6)
czp 1.3(0.5; 3.6)
GOL 1.1(0.4;3.2)
ABA 0.3(0.1;0.8)
RTX 1.0(0.5;1.9)
TCZ 1.2(0.6;2.6)
Cecconi 2018 BIOBADABRASIL ADA IFX alRR: 0.5 (0.4; 0.8) Moderate
J Clin Rheumatol'* ETA alRR: 0.8 (0.6; 1.2)
Gren 2019 DANBIO and ARTIS ABA RTX alRR: 0.9 (0.7; 1.1) Low
Ann Rheum Dis'® TQz alRR: 0.8 (0.6; 1.0)
Harrold 2018 CORRONA CzpP Other TNFi alRR: 1.3 (0.8; 1.9) Low
Arthritis Res Ther'®
Machado 2018 Claims database TNFi Non-TNFi 1.1(1.0;1.4) High
Arthritis Res Ther'® TOFA 1.5(0.9; 2.6)
Mori 2017 SARABA IFX 1.5(0.8;3.0) Moderate
PLoS One'? ADA 1.7(09;33)
ABA 1.1(0.6;2.2)
Tz 1.0 (0.6; 1.9)
Pawar 2019 Claims database TCZ TNFi 1.1(1.0;1.2) High
Ann Rheum Dis?® ABA 14(1.2:16)
Rutherford 2018 BSRBR-RA IFX 0.9(0.8;1.0) Low
Ann Rheum Dis?® ADA 1.0(0.9;1.1)
RTX 0.9 (0.8; 1.0)
Tz 1.2 (1.0; 1.5)
P 0.8 (0.6; 1.0)

JuXVN N XpnoLluormnoinon tou etanercept w¢ dappakouv avadopadc (reference drug) yia ta aAAat bDMARDs

Silva-Fernandez 2018
Rheumatology (Oxford)**
Opportunistic infections
Pawar 2019

Ann Rheum Dis™

Rutherford 2018
Rheumatology (Oxford)*:
Herpes zoster

Pawar 2019

Ann Rheum Dis?

Curtis 2016
Ann Rheum Dis"

Tuberculosis
Cho 2017
Semin Arthritis Rheum'?

Lim 2017
Plos one'”

Pawar 2019
Ann Rheum Dis?®

Rutherford 2018
Rheumatology (Oxford)*

BSRBR-RA

Claims database

BSRBR-RA

Claims database

Claims database

Claims database

Files from Taichung Veterans

General Hospital

Claims database

BSRBR-RA

RTX

TCZ
ABA
RTX
TCZ

TCZ
ABA
ADA
czp
ETA
GOL
IFX
RTX
TCZ
TOFA

Monoclonal AB (ADA; GON
IFX)
ADA
GOL
TCZ
ABA
TOFA
TCZ
ABA
RTX
TCZ

OL TIEPLOCOTEPEC CUYKPLTLKEC MEAETEC VIO AOLLWEELC O OELYVOLV
ONUOVTLKEC OLAPOPEC LETAEL TWV PAPAKWV

TNFi

TNFi

TNFi

TNFi

ABA

TNFi

TNFi

1.0(0.7;1.4)

1.0(0.6; 1.8)
NR

1.0(0.6; 1.5)
05(0.2;1.7)

0.9(05;1.7)
NR

1.0(0.8;1.3)
1.1(0.9;1.5)
1.1(09;1.3)
1.1(0.:8;1.6)
1.2(1.0;1.4)
1.1(0.9;1.4)
1.1(0.9;1.4)
2.0 (1.4;2.9)

aOR: 2.5 (1.5; 4.3)

alRR: 1.9 (1.3; 2.7)*

0.2 (0.0; 0.7)
0.4(0.1; 2.6)

Low

High

Low

High

High

High

High

High

Low

Sepriano A, et al. Ann Rheum Dis 2020;79:760-770



To etanercept 6& daivetal va avéavel tov kKivbuvo yla AE meplocotepo o

AcOevelc > 65 eTwWV

art’ otL tov avéavel n dua n nAkia

Etanercept

Indication

Enbrel in combination with methotrexate is indicated for
the treatment of moderate to severe active

rheumatoid arthritis in adults when the response to
disease-modifying antirheumatic drugs, including
methotrexate (unless contraindicated), has been
inadequate.

Enbrel can be given as monotherapy in case of intolerance
to methotrexate or when continued

treatment with methotrexate is inappropriate.

Enbrel is also indicated in the treatment of severe, active
and progressive rheumatoid arthritis in adults

not previously treated with methotrexate.

Enbrel, alone or in combination with methotrexate, has
been shown to reduce the rate of progression

of joint damage as measured by X-ray and to improve
physical function

Etanercept
Congestive
heart failure
No etanercept-

12
86

09
58

<65 years = >65 years

Etanercept—
Serious
infection
No etanercept

10.1
2186

73
15.0

Etanercept—
Non-melanoma

No etanercept

Etanercept—
Interstitial
lung disease

No etanercept-

16
6.1

13
42

09
32

04
13

Posology

25 mg Enbrel administered twice weekly is the
recommended dose. Alternatively, 50 mg
administered

once weekly has been shown to be safe and
effective (see section 5.1).

T

10 15

Cumulative incidence (95% confidence interval), %

Edwards C, et al. Drugs Aging 2020;37:35-41

25

Edwards C, et al. Drugs Aging 2019;36:853-862

Elderly

No dose adjustment is
required. Posology and
administration are the
same as for adults 18-64
years of

age.

In the Phase 3 studies in
RA, PsA and AS, no
overall differences in AE,
SAE, and serious
infections in patients age
65 or older who received
Enbrel were observed
compared with younger
patients. However,
caution should be
exercised when treating
the elderly and particular
attention paid with
respect to occurrence of
infections.

Half-life

70 hours




Zupnepaopata

H dtayvwon tng axSpA amottel ouvouaopo KALVIKWY OTOLXELWV KoL SEV lval TOUTOONMN LE TNV

QKTLVOAOYLKN «LEpoAayovitiday.

OL TNFi mapapevouv n Baoikn emihoyn otig SpA yla toug aoBeveic ou dev enapkel n xopriynon NSAIDs

* Makpoxpovia KOAQ TEKUNPLWHEVN ATTOTEAECUATIKOTNTA

AcBeveic oe pakpoxpovia Udeon: Mmnopel va ektiunBet n emdoyn tapering (T peocodlaotApatoc), aAAd

n mMANPNC Slakorr ocuvodeVETOL KATA KOLVOVOL OTtO UTIOTPOTTN

TNFi mpwteivec cuvtnénc N xwpic Fc tuRpa tepvouv Alyotepo 1 kaBoAou tov TAakouvTa Kal eival

aoPaAEOTEPEC EMAOYEC YLOL TNV KUNON

To etanercept amoteAel emUMAEOV OXETIKA aiopaAr) emAoyn Kat yla acBeveic mpoxwpnueVNS nAtkiag (> 65)



