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0e66wpog AnuntpovAag, PeupatoAoyog, Kabnyntrg Peupatoloyiag AMO, A’ Mavemiotnuiokn MaboAoyikn
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OuAntéc:

Apyupw Bevetoavn, PeupatoAoyog, HpakAswo Kpntng

Kwvotavtivog Kappipng, AvanAnpwtr¢ KaBnyntng, faotpevtepoloyiag, Tunua latpikng, Mavemiotuo
KpAtng, NotpevtepoAoyikr KAwikr NMATNH, HpdkAgwo




AnAwon Zupdepoviwy

AnuntpouAag O66wpog
TNtk apoBn amo tnv Abbvie yla TNV CUYKEKPLUEVN TTAPOUCLAON

Bevetoavn Apyvpw
TNtk apoBn amo tnv Abbvie yla TNV CUYKEKPLUEVN TTApOUGLAON

Kapuipnc Kwvotavtivog
Twuntkn apoBn amno twe Abbvie, BMS, Genesis, Innovis, Johnson & Johnson, Pfizer ywa

SlaAe€elc oe Aopudopika Zuumnoota - Huepidec & amo tic Abbvie, Amgen, BMS, Faran,
Ferring, Galenica, Genesis, Johnson & Johnson, Pfizer, Takeda ywa cuppetoxn os
EKTIOLOEVTLKA TIPOYPAUMOTA KOl ZUMPBOUAEVTIKEC ETILTPOTIEC




Several drug option in treating inflammatory arthropathies

TNF IL17 IL12/23 IL23 JAK PDE4i

inhibitor

inhibitor inhibitor inhibitor inhibitor

Adalimumab  Ixekixumab Ustekinumab Risankizumab  Abatacept Tofacitinib Apremilast
Certolizumab  Secukinumab Guselkumab Baricitinib

Etanercept Bimekizumab Upadacitinib

Infliximab

Golimumab

»
Y4

Speaker’s opinion
Approvals-shown-here based-on-EMA.. https://ec.europa.eu/health/documents/community-register/html/
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‘ THE LANCET \ Rheumatoid arthritis: strategy more important than agent

“... the most important information to be gathered from clinical trials in
RA Is not necessarily comparison of agents, but rather the strategy
of tight control, aiming for remission.”

© 1/ treatment target definition
2/ disease activity evaluation
3/ modification of therapeutic strategy




T2T studiles 1n Rheumatology

TICORA TICOPA TICOSPA

6 & memive LT Rouine ACR20 at 48 weeks
I . ASAS-HI improvement = 30% at 48 weeks
s —
] Parameter OR & 95% P Cluster-adjusted p=0 - 09
CI value Cluster and imbalance-adjusted p=0 - 07
Treatment arm: Tight control vs Standard care 1-91 (1-03, 0-0392

3-55) 36%

Dsease activity score

Coates LC, et al. Lancet 2015 19;386:2489-98.

Molto A, et al. Ann Rheum Dis 2021;80:1436-14

X

Grigor C, et al. Lancet 2004; 364: 263-69




BaoLlKEC apXEC TNC otTpaTnyLlrnc T2T

Considering:
Risks/benefits of the
treatment plan and
treatment response

Initial assessment

l

T2T strategy implementation

Optimisation of the
therapeutic strategy

:Qix

Establishment of an
individualised target

A 4

yi
N

After appropriate
interval and depending
on the target

A
L

&
N\

e T2T =

Monitoring target
achievement

Lreat-to-target.

o
N

@

Take steps to achieve
the target

Sanchez ARP, et al Nat Rev Rheumatol 2022;1¢

Considering:
 Patient’s clinical state
 Patient’s needs

Regular medication
adjustment




Toa op&eANn 1Tnc UPeonc

Infection rates

Cardiovascular . . '
o . Infection risk tnerease ,
Remission can disease (life- significantly in
reduce CV risk® (heart attack, ] 5 absence of
stroke) 12 threatening) sustained
Remission 1s remission??
. Increasing DAS28
associated with ‘ g
reduced Socio-economic EE category 1S
. . associated with a
absenteeism and (work @ Osteoporosis P
less activity productivity, — (fractures)? °

| | 4 of major
impairment® along EERININLIVLES N ER

: orthopedic
wlth near normal b w
QoL values’ surgery
Increased disease Psychological Remission is
activity (depression, associated with
increases the impaired reduced anxiety
risk of lymphoma® concentration)? and depression®

Adapted from: 1. McInnes IB. Ann Rheum Dis. 2015;74(4):694-702; 2. McInnes IB, et al. N Engl J Med. 2011;365(23):2205-19; 3. Sokka T,
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4. Kim D, et al. J Rheum. 2017;44(8):1112-7; 5. Listing J, et al. Rheumatology (Oxford). 2013;52(1):53-61; 6. Solomon DH, et al.

Arthritis Rheum. 2015;67(6):1449-55;

CV, cardiovascular; DAS28, 28-joint Disease 7. Linde L, et al. J Rheumatol. 2010;37(2):285-90; 8. Baecklund E, et al. Arthritis Rheum. 2006;54(3):692-701; 9. Kekow J, et al.
Activity Score; QoL, quality of life; RA, Rheumatology (Oxford). 2011;50(2):401-9;
rheumatoid arthritis. 10. Nikiphorou E, et al. Ann Rheum Dis. 2016;75(12):2080-6; 11. Accortt NA, et al. Arthritis Care Res (Hoboken). 2018;70(5):679-84.



RA Patients

24%

of patients with RA
achieve remission (DAS28 <2.6)
after 24 months4#

#Systematic review and meta-analysis of real-world studies: 31 studies,

82,450 patients with RA.

ASDAS, Ankylosing Spondylitis Disease Activity Score;

synthetic; DAPSA, Disease

b
axSpA, axial spond% 2

PsA Patients
® o ©

22.9%

of PsA patients fulfill MDA in daily
clinical practice®t

30%

of PsA patients achieve sustained
remission (DAPSA score <4)3+

TCross-sectional study of 141 PsA patients.
*Longitudinal cohort of PsA patients receiving csDMARDs (n=22) or
jolo 'i_é:qul\t/IlASRDss(ni%%ierrll gligi%%:)practice. Sustained remission was
ned when 'pa%e’nts achieved a DAPSA score <4 for at least 12 months.

[I6col aoBevelc emLTuyxdvouv Upeon vOoouU;

axSpA Patients
® O ©o

EEXE
?

10-15%

of patients with axSpA

receiving TNFi = csDMARD had
inactive disease (ASDAS ID) after 12
months®*

*Prospective cohort of patients with axSpA starting treatment with a TNFi
(N=1,914) (Swiss Clinical Quality Management).

Activity in Psoriatic Arthritis; DMARD, disease-modifying anti-rheumatic drug; ID, inactive disease;

MDA, minimal disease activity;
PsA, psoriatic arthritis; RA, rheumatoid arthritis;
factor inhibitor.

SpA, spondyloarthritis;

Adapted from: 1. Nissen MJ, et al. Arthritis Rheumatol. 2016;68(9):2141-50; 2. Michelsen B, et al.

TNFi, tumour necrosis J Rheumatol. 2017;44(4):431-6;

3. Lubrano E, et al. Rheumatol Ther. 2019;6(4):521-8. 4. Yu C, et al.
Clin Rheumatol. 2019;38(3):727-38.



Treat-to-Target in Axial Spondyloarthritis: Are we there yet?
WELITEL TN ol CLIRNRL Krystel Aouad', Bassel El-Zorkany? (|

oF RHEUMATOLOGY & ’ ,

SECCIAL LSDUE ONAXIAL SRONDYLOARTHRITIY *Sorbonne University, INSERM, Institut Pierre Louis d'Epidémiologie et de Santé Publique, Paris, France, *Rheumatology
Department, Cairo University, Cairo, Egypt

THE OPTIMAL TREATMENT TARGETS
Treat-to-target strategy relies primarily on defining the
specific target. Identifying the ideal treatment target

in axSpA is a crucial step that may be challenging be-
cause of disease heterogeneity that includes axial and
peripheral symptoms as well as extra-musculoskeletal
manifestations (EMM). The target in chronic inflammatory
diseases, particularly in axSpA and PsA, is to achieve
remission/inactive disease.® Clinical remission is defined
as the absence of clinical and laboratory evidence of
significant disease activity: of both musculoskeletal
involvement (arthritis, dactylitis, enthesitis, axial disease)
and EMM.® Once remission is achieved, this state should
be sustained over time. It is usually recommended to
monitor disease activity at least 6 monthly® or even closer
(e.g., every 1-3 months) in patients with high disease
activity.®

Aouad K, El-Zorkany B.
RPheatitmatral 20272 «RQR (111 1) «1R7-41

CHALLENGES OF T2T STRATEGY

Although the T2T concept seems very promising in
axSpA, many challenges remain and are open to debate.
First, concerning disease activity scores, the use of
ASDAS alone to define remission is not universally
accepted in such a heterogeneous disease. The ideal
target for disease activity would be a composite index
that includes the different clinical manifestations, ob-
jectve measures of systemic inflammation, PROs for
quality of life and physical function as well as structural
progression scores.2® Yet, there is no composite
score today that incorporates all these domains.
In clinical practice, rheumatologists take into account
other aspects of the disease to define a patient in
remission.”®?” Both NSAIDs use and EMM (eg.,
inflammatory bowel disease (IBD), psoriasis and uveitis)
not included in ASDAS, ASAS-PR and BASDAI, are
impartant elements

Treat-to-Target in Axial Spondyloarthritis: Are we there yet? Mediterr J
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SPECIAL ISSUE ON SPONDYLARTHRITIDES

Difficult-to-Manage Axial Spondyloarthritis

Evgenia Emmanouilidou‘@, Irini D. FIouri‘@, Antonios Ber‘tsiﬂs‘@, Eleni Kalogiannaki‘@,
George Bertsias'?["), Prodromos Sidiropoulos’

'Rheumatology and Clinical Immunology, University Hospital of Heraklion and University of Crete Medical School,
Heraklion, Greece, Znstitute of Molecular Biology and Biotechnology, Foundation for Research and Technology,
Heraklion, Greece

Mediterr J Rheumatol 2024 Dec 31;35(Suppl3):542-548.

Table 1. Characteristics of relevant studies found.

Author (year) Study design | Definition of D2T/M SpA Population Prevalence of D2T/M SpA | Characteristics of D2T/M SpA group

Female gender
Short dissasa duration
High patient global score
Comebidities {unspaciied)
Psoriasis
No uveitis

Muticentic
Di Giuseppe D. cohort study | Treatment with = 3, = 4, = 5| 6056 axSpA patients | Treetment with = 3, = 4, and
ot al. (2022 (5 Scandinavian | b/tsDMARDs within 3 years” |starting 1% b/ASDMARD| = 5 bitsDMARDs was 8%,
registries) tollow up 3% and 1%, respectively

HLA-B27 positivity

.
Dua D, ot al. Retrospactive | Failure of 2 3 b/sDMARDS | 186 axSpA patients * Early usage of b/sDMARD
o and/or 22 b/sDMARDs wilh | - under EVisDMARD 27% D2T axSpA o Hi
(2022 cohort study i " eatment : High BASDA|

Concormitant chronic widespreact pain

http/www.mjrheum.org December 2024 | Volume 35 | lssue 4
@MJR_journal

D2T axSpA group

D2T axSpA: Failure of = 2 * Peripheral invohement e o
BASDMARDs with difersnt o High BASDAI al baseine SUPPLEMENT
MOA 311 axSpA patiants 28.3% D2T axSpA *  Uveitis at baseline
Fhilppoteas C, M;ﬂg';'g‘ggﬂm'gn Very D2T axSpA: under B/tsDMARD: * Flromyslgia
ot al. (2023 cantres) Failiure of > 2 b/ASDMARDS Treatment 3.8% very D2T axSpA Vary D2T axSpA group
in less than 2 years of *  High CRP level at bassline
Tolow-up & 1BD andt uveitis at basaling

¢ NofbomyalgE T

Female gender

.
10796 axSpA patiants + Paripheral involvement
Failura of 3 b/tsDMARD: under bDMARD * Psoriasis
Fakih O, ol al. (Fr"z‘:t‘!:m and/ar =2 bAsDMARDS with traatment 19.58% D2T axSpA o Hypertansion
{2023 study MOA + Depression
None receved * Savere smoking
tsDMARD * Severs abesity
Fail of =3 b/tsDMARD: 186 axSpA patiant: + Fioromyaigia
Ofat N allure of s patiants. .
Syan OBILT, | Cross-sectionsl | oreye 22 b rsDMARDs witn| - under B/TSDMARD 22.9% D2T axSph High acthlty incices
etal 2024y study MOA raatment « High acute phase response indcators
.

Worse qualiy of lfe

A least B months’ disease

duration and failure of « Extansive psoriasis
=1 GOMARD andt * High BMI
Wasslakis KD, [Nationwide (Greekj| 22 bASDIMARDs with 467 PsA patients. 16.5% D2T P « Female gander
stal 2024y cahort study different MIOA and either « foal disease
at least MODA defined as « Histary of IBD

DAPSA >14 andor nt at
MDA




- The Impact of Spondyloarthritis and Joint Symptoms on
| B D INFLAMMATORY Health-Related Quality of Life and Fatigue in IBD Patients.
= Results From a Population-Based Inception Cohort (20-Year
, ‘ Follow-up in the Ibsen Study)

Alvilde Maria Ossum, MD,*"* @yvind Palm, MD, PhD,? Milada Cvancarova, PhD,* Tomm Bernklev, PhD,"*
Jorgen Jahnsen, MD, PhD,"" Bjgrn Moum, MD, PhD,*", and Marte Lie Hoivik, MD, PhD¥; for the IBSEN Study Group

TABLE 3, The Variables Spondyloarthritis, Current Arthralgia, Current Back Pain, and Current Intestinal Symptomsin
the Multiple Linear Regression Models for the 8 Domains of the SF-36, the N-BDQ Total Score, and the FQTotal Score

Spondyloarthritis n = 158 Current arthralgian=178  Current intestinal symptoms n=210 Current arthralgia n = 178

Spondyloartritis Current Arthralgia Current Back Pam ~ Current Intestinal Symptoms
Physical Function A1(-7410-09F  -142(-183t0-10.0F  45(-T6t0-13)
Role Physical 150 (-220t0-81¢  -187(-273t0-10.0f  -14.1(-20.8 to-7.4) b - S
Bodily Pain S0(90t0-10f  -160(-201t0-119F  -202(-253to-15.0)*  -11.8(-15.7t0-7.9)
General Health L3 15Tt0-09F  SST(LIto-0.2F  -TA(-IL3to-L8)° “
Vitality 933405 TI00-28 9433 t-54)p "\
Social Functioning D1(-13Tto-44p  $2(-141to-24)  -81(-126t0-3.6)
Role Emotional 19(-189t049  9.6(-184t0-0.8y ?
Mental Health (4 §to-0.2f 45(-86t0-0.3f
N-IBDQ total score LL(118t0-250  93(-150t0-35F  -2L0(-25.6to-165) mout
Fatigue Questionnaire total score L7(LTto 3.7y 19(0.7t03.2) 1.8(0.8t0 2.7 A B

Ossum et al, Inflamm Bowel Dis.

2020 Jan 1;26(1):114-124



Complex management requires close collaboration of
rheumatologists and gastroenterologists

The holistic management of
peripheral spondyloarthritis: focus
on articular involvement in patients
with inflammatory bowel disease.
(2024). Reumatismo, 77(1). https://
doi.org/10.4081/reumatismo.2024.1

~O00

Determine if the patient has any of the following: chronic low back pain,
dactylitis, enthesitis, peripheral joint pain/swelling (major criteria for
referral).

Evaluate the characteristics
of SpA, with peripheral or
axial involvement.

Patient presents with Inflammatory Bowel Disease

(IBD):

If criteria met, refer to 2 rheumatologist for evaluation
of co-cxisting Spondyloarthritis (SpA).

Once co-existing IBD and SpA are confirmed:

Collaborate between gastroenterologist and
rheumatologist to determine the best therapeatic
strategy.

Determine the extent and activity of the IBD,

Select treatment options:

Steroids, Anti-TNF agents, Methotrexate
(MTX), Ustekinumab, and Janus kinase
inhibitors could be considered, depending on the
specific patient's presentation and discase
activity.

Monitor and adjust treatment as necessary:

Checdk for the presence of minor criteria (family history of SpA, psoriasis,
anterior uveitis, chest pain). Atleast 3 minor criteria or further tests are
required for referral.

The choice of therapy
should be Influenced by the
type of SpA involvement
(periphersl or axial).

Regular follow-ups should be scheduled to assess the cffectiveness of the treatment and adjust as necessary. Flg“ re 3' FlﬂWChart rﬂfﬂITHl to rhﬁllmatﬂ lﬂglstﬂ.



https://doi.org/10.4081/reumatismo.2024.1688
https://doi.org/10.4081/reumatismo.2024.1688
https://doi.org/10.4081/reumatismo.2024.1688

Several drug option in treating inflammatory arthropathies

TNF IL17 IL12/23 IL23 CTA4-Ig JAK PDE4i
inhibitor inhibitor inhibitor inhibitor inhibitor

Adalimumab Ixekixumab Ustekinumab Risankizumab Abatacept Tofacitinib Apremilast
Certolizumab Secukinumab Guselkumab Baricitinib

Etanercept Bimekizumab Upadacitinib

Infliximab

Golimumab » -
&

¢4¢‘

Approvals shown here based on EMA.. https://ec.europa.eu/health/documents/community-register/html/

Speaker’s opinion
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NMwcg diaxeipiopal Evav aocBev pe peupatosldn apbpitida onuepa;

OepaTreieg TOU OepaTreieg TOU
Va IKOVOTToloUV va gival KaAd
TIG TTPOTIMACEIG QVEKTEG®
KOl TIG AVAYKES
TWV 000evwV°

216X0G TNG
fepaTtreiag n
U@eon/XEN o€ 6Aoug
TOUug aoBeveig!

BeATiwoeig oTOV
TTOVO Kal TNV
KOTTWOon?3

H O@eon gival évag
EMITEVSINOG OTOXOG
otnv PAl4

\
8§
[

1. Smolen JS et al. Ann Rheum Dis 2020;79:685—-699; 2. Druce KL et al.

Rheumatology 2019;58:v29—v34; 3. Olofsson T et al. Arthritis Care Res

2018;70:1712-1716; 4. Silvagni E et al. BMJ Open 2018;8(9):e021447; 5. Meier

XEN: xaunAn evepyotnta vooou, PA:peupatosldng apbpitidba FMP and Mcinnes |. Best Pract Res Clin Rheumatol 2014;28:605e624.




MAIZEI POAO O XPONOx?

Speaker’s opinion




s H éykaipn Kal e KATAAANAN BepATTEUTIKA TTOPEUBOACN ME
OTOXO, PAIVETAI VO OXETI(ETAI ME KAAUTEPO MOKPOXPOVIA
OTTOTEAEOUATO

DAS28 Trajectories of the Patient Groups

A ,
pRLDA Group (Remission/Low RA)
pIMDA Group (lower-Moderate RA)

\ A R ) pMDA Group (Moderate RA)
' N — phMDA Group (higher-Moderate RA) | -

é B ., 4.520 patients (3.6%) Response Trajectory . \§ 1 ,

00 4 Minimal S '

o : g 2 i § § 1 |

g . 3. 7986 patients (55.3%) s Moderate 251 I~ & 4 3

== ' o e am o™
2 Substantial g . § § 3
- 2. 4676 patients (32.4%) ARl € 4 " . S | il 3
“ 5 ® : H
1. 1254 patients (8.7%) 2
k=
%)
<
fa)
: n|
Days since starting anti-TNF
Whole Cohort (2001 — 2013) 4 . ‘
0 10 20 30 40 50 60

Time in Months (5 years or 8 therapy time intervals)

Different trajectories of response identified at 6 months are

indicative of future outcomes, with maximal therapeutic
.. . . . DAS: Disease activity score ESR: Erythrocyte Sedimentation Rate pRLDA, patients with persistent remission
benefit identified 250 days after starti nNg a nti-TNF or low disease activity; pMDA, patients with persistent moderate disease activity; pIMDA, patients with

persistent lower-moderate disease activity; phMDA, patients with persistent higher-moderate disease
activity, RA: rheumatoid arthritis

Hamman et al Rheumatology (Oxford). 2020 Jul 1;59(7):1709-1714
Genitsaridi et al. Arthritis Research & Therapy (2020) 22:226




OO0 INIO 'PHIOPA ®TAzZQ 2THN YOPEZH TOZO TO KAAYTEPO!!!

» H éykaipn Kol cuoTNMATIKA TTapéuBaon 6a kaBopioel/
TTPORAEYEI TNV TTOPEIA TOU a0OEVH MOG

TQPA, smukazro MEAAON

Speaker’s opinion



tE
:_, [Mo10 TTOC0O0TO TWV A0BeVWY Hag TTETUXAiIVEI TEAIKG YDEZH?

Disease activity at the First evaluation of the whole RA cohort Rheums are planning to switch to a
different therapy only in
High disease
activity

\\\\\ll/////
OUT =
Remission ///S ENS E§

//////ll‘\\ N

Moderate disease
activity

uncontrolled RA patients

Low disease

activity Patients with sub optimally controlled RA in Greece have

low treatment satisfaction and poor self-reported
outcomes, albeit high self-reported treatment adherence.

MONO 1 ZTOYXZ 3 HTAN ZE YOEZH!!! 349, Similarly to the global SENSE study results, the need for
patient-centric treatment approaches in order to improve
disease outcomes is emphasized.

Thomas et al.,Ther Adv Musculoskel Dis 2020, Vol. 12: 1-12

Thomas K., et al. Mediterr J Rheumatol 2018; 29(1): 27-37 Mediterr J Rheumatol 2022;33(1):14-34 https://doi.org/10.31138/mjr.33.1.14




EIMAZTE EYXAPIZTHMENOI 2?7?77
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TEAIKA ZTOXEYOYME THN YOEZH?

Speaker’s opinion



MHIMQ2 "XANOYME" AYTOY2 MOY EXOYN
METPIA ENEPITOTHTA???

Speaker’s opinion



['1aTi TOUC XAVOUUE apaye??

» YTdpxel TPOTTOC va TO ATTOPUYOUUE?

» Metpaue DAS2877

» 2uyxvn eTaPn Je Tov aoBevn? OIKOVoUIKN ecapTtnon eTNEEACel TN OOUAEIG pag?
»Eypriyopon OIKr pag

» EkTTaideuon Tou aoBevn

Image-Courtesy of Dr. Venetsani
DAS: Disease activity score Speaker’s Opinion




PA 2024 Q@ i

NoyioTpia
Weight 78 Kg MnTépa 2 TEKVWV (2 Kal 5 €TWV)
Aev T'upvadetal Mntépa kai [Nayia ue PA

KATEPINA , .
loTOpPIKG aoBevoUC

*  ApOBpitida dkpwv xeplwv dpudw pe pooBoln kaprwv apdw, MKO kat OO apdw,
yovatwy audw, Kal akpwv modlwv apdw

47 eTWV ¢ Komwon, mpwwr] Suokapbio 1 hpa

*  Kakn Yuxoioyia
*  Oa nBeAe va aioBavetal oo To duvaTov eAeUBepn atrd TNV BepaTtreia

KaTtrvioTpia
* Agv AapBavel Pappaka

DAS-28 5,13 KAIVIKG XapoKTnpIoTIKA
CRP (mg/dL) 5 (<5)
Anti-CCP APNHTIKO
TKE 45 mmHg
RF OETIKO

Speaker’s opinion
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PA 2024 ©Q

KOMNQ2H, AAYNAMIA, KAKH WYXOAOTIA!

OEAEI NA ENIZTPEYEI ...TPHIOPA..2TH ZQH TH2!

KATEPINA

47 €TQV OEPATEYTIKH ATrQrH

KaTtrvioTtpia > 200Taon yia OIaKOTIN KATTVIOUOATOG

> Alatpo@n

> ['UPvVaOTIKN

> QapuakeuTIK Aywyn

> 2ulATnon yia mmeavr) eTTaer M€ YUXOAOYO!

Speaker’s opinion



2YNTAIOI'PA®OYME
[YMNAZTIKH?




[lopeia vooou

1 pAva - 2 pnRveg 3 pnveg
Ailayvwon
Peupatogidoug KAIviki
apBpiTidag MuuvaoTikn — BeAtiwon r

Evapén MTX Me T tpoxwpeaw ;

Evapén Beparreiag Tpotrotroinon Bsparrsiag TPIXONTQZH
[MpedviCoAdvn 10mg MpedvioAdvn 5mg ,
PuAAiké 080 dSmg DUANIKS 0EU 5mg ME2 AiaTapaxeg
Per os MTX 15mg MTX 20mg AIAKOMH KATMNIZMATOS

Pilates 2/week
TNAEQWVIKN ETTIKOIVWVIA

Speaker’s opinion




[lopeia vooou

Elpoote euyaplotnuévol?

KAINIKH BEATIQ2H ME THN MEOOTPE=ATH 2TOYZz 3 MHNEZ

Speaker’s opinion




[Topeia aocBevouc

MATIWC UIopw Kol okOpa
KOAUTEPQA ;

Tpixoémrwon kal 'EZ diatapaxég

Fevikd n aoBevig OpWG gival EUXAPIOTNHEV OE OXEOT ME TO TTWG ATAV

Speaker’s opinion



Achieving clinical remission improves outcomes and reduces patient burden beyond symptoms and signs of the disease

Reduced anxiety &
depression?

Remission can
reduce cardiovascular risk>®

Increased disease
activity increases
the risk of lymphoma®

Infection rates increase
significantly in absence
of sustained remission’

Reduced absenteeism &
less activity impairment?
along with near normal
Qol values??

Increasing DAS28
associated with a higher
incidence of major
orthopedic surgery?®

Adapted from:

1. Mclnnes IB, et al. Ann Rheum Dis. 2015;74:694-702; 2. Mclnnes IB, et al. N EnglJ Med. 2011;365:2205-19; 3. Sokka T, et al. Arthritis Res Ther. 2010;12:R42; 4. Kim D, et al. ) Rheum. 2017;44:1112-7; 5. Solomon DH, et al. Arthritis Rheum. 2015;67:1449-55; 6.

DAS28, Disease Activity Score based on 28 joints; QoL, quality of life. Baecklund, E, et al. Arthritis Rheum. 2006;54:692-701; 7. Accortt NA, et al. Arthritis Care Res. 2018;70:679-84;
8. Nikiphorou E, et al. Ann Rheum Dis. 2016;75:2080-6; 9. Kekow J, et al. Rheumatology (Oxford) 2011;50:401-9; 10. Linde L, et al. ] Rheum. 2010;37:285-90.
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MHIQ2 EMEIX TTPEINEI NA ANEBA2OYME
TON TNMHXH TQN NMPO2AOKIQN?




- = - .u'(‘/ » ‘ . { T “;\&. ‘» y 2. f:’:{

ENMMOMENO BHMA TO 20257
EXEI2 TI ©OA KANATE ?

> 1. Aev aAAalw TiTroTa |

> 2. Meiwvw TNV MeBoTpegaTn KAl TTEPINEVW?

> 3. NpooBETw oe pIKkpOTEPN dOoN MTX, BIOAOYIKO TTAPAYOVTA 1] KATTOIO OTOXEUMEVN BepaTTeia?
> 4 . AN\ayr) o aAAo cDMARD 11.x AcpAouvopidn?

> 5 . [NpooBnkn YdpoguxAopwkivng oe MTX?

Speaker’s opinion



[lopeia vooou

1 pAva - 2 pnRveg 3 pnveg
Ailayvwon
Peupatogidoug KAIviki
apBpiTidag MuuvaoTikn — BeAtiwon r

Evapén MTX Me T tpoxwpeaw ;

‘Evapén Beparreiag Tpomomoinon fsparreiag TPIXONTQZH
MpedviCoAdvn 10mg MpedviCoAdvn 5mg EZ AlaTapaxég
@DuAAIKS 0EU 5mg PuAAIKO 0EU 5mg AIAKOIMH KAMNIZMATOZX
Per os MTX 15m MTX 20mg AvayKaaTIKN hEiwan d6ang
Pilates 2/week MTX 15 mg

TNAEQWVIKN ETTIKOIVWVIA

Speaker’s opinion




[Topeia aocBevouc

1T pAva o 2pAveg 1.3 priveg - 4 priveg
Ailayvwon
Peupatogidoug . .
apBpiTIda KAivikn Evapgn
S > BeAtiwo itini
= n Upadacitinib
‘Evapén MTX
‘Evapén Bepartreiag TpotroTmroinon Bspartreiag ‘Evapé&n oTtoxeupévng
MpedviCoAdvn 10mg MpedviCoAdvn Smg Oepartreiag
PuAAIKO 00 5mg ®uAAIKS 0EU 5mg Upadacitinib 15mg
Per os MTX 15mg MTX 20mg @DuAAIKO 0EU 5mg

MTX 15mg p.os

Speaker’s opinion




T1 oKE@TONOOTE OTOV ETTIAEYOUME Evav BIOAOYIKO TTapayovTa - tISDMARDS;

e ATToTEAEOUATIKOTNTA
« EMITEY=H YOEZHX !

 AoQaAcia

 [Napapovn otn Bepartreia/EmRiwon Tou apuakou

* AvaOoTOAN TNG €¢EAIENS TNG VOO OU

tsDMARDs: targeted synthetic disease-modifying antirheumatic drugs Josef S Smolen et al. Ann Rheum Dis 2020;79:685-699



Makpoxpovia Alatapnong Y@eong ota 7 €Tn (NRI)

Percentage of patients who achieved CDAI and DAS28-CRP remission and LDA at 7 years (NRI)

100, -

CDAI DAS28-CRP

B UPA 15 mg QD + MTX (n=51)
m ADA 40 mg EOW + MTX (n=327)

(0]
o
]

(o))
o
1

*%*

*k*

28,7 26,4

B
o
1

**

31,2

Patients (%)

<10 <28 <3.2 <2.6

. Treatment groups are by initial randomization. *P < .05, **P < .01, ***P < .001 for UPA + MTX versus ADA + MTX. All P values are nominal. NRI was used for patients who were rescued or prematurely discontinued study drug, as well
as for missing data. 2252 patients were rescued to ADA and were considered nonresponders for this analysis. ?159 patients were rescued to UPA and were considered nonresponders for this analysis. ; DAS28-CRP=28-joint Disease
Activity Score based on C-reactive protein; CDAI, Clinical Disease Activity Index; EOW=every other week; IR=inadequate response; MTX=methotrexate; NRI=nonresponder imputation; QD=once daily; UPA=upadacitinib.

. 1. Fleischmann R et al. EULAR 2025. POS0540.




JAK inhibition has better outcomes in speed of action and pain control
compared to adalimumab
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B Ex gdppako (N=488) [ Ada (N=330) I Bari4 mg (N=487) =@~ PBO + MTX (n=651) == UPA 15 mg QD + MTX (n=651)

=@-= PBO + MTX (n=651) == UPA 15 mg QD + MTX (n=651) =a&— ADA 40 mg EOW + MTX (n:

Taylor PC, et al. N Engl J Med 2017;376(7):652-662.
Fleischmann R, et al. Arthritis Rheum 2019;71:1788-800




AUSTRALIAN REAL-WORLD STUDY
Treatment patterns, persistence and effectiveness of UPA in RA

NN jents n=

> OPAL network: 12 All patients n=7089
>100 Rheumatologists, practicing in = UPA 2624
>40 predominantly private clinics = Other JAKi 925

= TNFi 3540

STUDY OBJECTIVES!?
In real-world Australian patients with rheumatoid arthritis (RA) from the OPAL dataset:

Assess treatment patterns, persistence, Assess treatment persistence and
and effectiveness of UPA: effectiveness in patients switching from:

* Overall e 1stline TNFi*to 2" line TNFi ¥
* By line of advanced therapy (first, second * 1stline TNFi* to 2" line UPA

or 2 third line) * 1stline other JAKi * to 2" line UPA
* As monotherapy or in combination with

csDMARDSs in a propensity score-

matched cohort

*Baricitinib and tofacitinib; fadalimumab, certolizumab , etanercept, golimumab, infliximab.
csDMARD, conventional synthetic disease-modifying anti-rheumatic drug; JAKi, Janus kinase inhibitor; RA, rheumatoid arthritis; TNFi, tumour necrosis factor inhibitor; UPA, upadacitinib.

1. Youssef P et al. Rheumatol Ther. 2025 Feb;12(1):173-202. doi: 10.1007/s40744-024-00736-4. Epub 2025 Jan 6.




Treatment persistence for RA patients prescribed UPA

Kaplan-Meier estimates of treatment persistence

Full analysis set By line of therapy

1.00
1.00

0.75
0.75

Proportion of patients
5
Proportion of patients
0

|
, |
. : l .
. : S
To} |
& | al : : '
, First Line | | |
o I — — — Second Line : : |
g UPA 266 | 8 |------ Third+ Line 224 265 310]
O ] 1
0 3 9 15 21 27 33 0 3 9 15 21 27 e
Months
# atrisk .
UPA 2624 2169 1417 969 616 307 63 el : _
FirstLine 887 711 No difference in UPA

Second Line 669 565

Third+ Line 1068 893 persistence by line of therapy

Kaplan-Meier analysis estimating treatment persistence through 33 months is presented for all patients prescribed UPA in the (a) full analysis set and
patients at risk is the total number of patients included at each timepoint.
Persistence does not necessarily infer clinical efficacy or safety, nor persistence data comparisons infer clinical superiority.

For patients prescribed UPA at index, 27% were reported to have discontinued treatment due to lack of efficacy and 17.6% due to adverse reaction.

RA, rheumatoid arthritis; UPA, upadacitinib.
1. Youssef P et al. Rheumatol Ther. 2025 Feb;12(1):173-202. doi: 10.1007/s40744-024-00736-4. Epub 2025 Jan 6.




Treatment persistence and effectiveness in RA patients prescribed UPA as
monotherapy or in combination with csDMARDs at index*

PROPENS'TY SCORE'MATCHED COHORT (AO) DAS28CRP(3) categories

=== Remission (< 2.6) Low (=2.61t0<3.2) Moderate (> 3.210 <5.1) === High (=5.1)
Kaplan-Meier estimate of treatment persistence Proportion of patients in DAS28CRP(3) categories
Monotherapy Combination therapy
S oot 00, & 07 00 00 L1 . 93 27 00 07 10
: onothera : 5 i ; :
) \ Combi"a“o‘:‘y'rhefapy _Jp=e= M - i G 1?)1) . 18250 - —
7o) 80 15.5 11.6 : 12.2
2 5 T =
o N 2
E \\x é 2
- T 5
£ X 540
Q 1| o
o & I 3
o o : : @ 20
|l
§ 278 | 304 0 . :
0 3 9 15 21 27 33 No difference in UPA
# at risk Month ) . .
Mono 706 567 373 251on ) 151 77 2 # patients 362 304 perSIStence n monothel‘apy or
Combo 706 595 401 277 175 83 18 #missng| 34301

combination

All data are reported as observed (AO). For the Kaplan-Meier curves, the number of patients at risk is the total number of patients included at each ti
treatment groups. For DAS28CRP(3) categories, the number of patients with data available for calculation of a DAS28CRP(3) score and the number of patients wi
Differences in the proportion of patients in each category at each timepoint for the 2 treatment groups were determined by ANOVA.

Persistence does not necessarily infer clinical efficacy or safety, nor persistence data comparisons infer clinical superiority.

AO, as observed; ANOVA, analysis of variance; csDMARDs, conventional synthetic antirheumatic disease-modifying drugs; DAS28CRP(3), 28-joint disease activity score base on C-reactive protein (3 variables);
RA, rheumatoid arthritis; UPA, upadacitinib.

1. Youssef P et al. Rheumatol Ther. 2025 Feb;12(1):173-202. doi: 10.1007/s40744-024-00736-4. Epub 2025 Jan 6.




Treatment persistence and effectiveness in RA patients
prescribed UPA and other JAKIs
PROPENS'TY SCORE'MATCHED COHORT (AO) DAS28CRP(3) categories

=== Remission (< 2.6) Low (=2.61t0<3.2) Moderate (> 3.210 <5.1) === High (=5.1)
Kaplan-Meier estimate of treatment persistence Proportion of patients in DAS28CRP(3) categories
UPA JAKi  *p<0.05 **p<0.001.
8 100 241 1.9 0.4 1.1 0.0 242 2.7 0.0 £ 0.0
- UPA ge 87 77 BT T 45 95 114
. o OtherJAKin(O'Om 80 s % % na b ing EEE N2
) c
b 2 60
I 8
§ ° '| | 5
g | | e
g g I | =
o S | I a
: : & 20
| I
§ 17.2 | 28.8 | 0
0 3 9 15 21 27 33 Ind 3 .
. Months " Menths Better persistence of UPA
! . .
OtmerJaKiS13 748 62 308 166 105 o e a8 40 versus other JAKI

For the Kaplan-Meier curves, the number of patients at risk is the total number of patients included at each timepoint. Nominal P values were calculatec
groups. For DAS28CRP(3) categories, the number of patients with data available for calculation of a DAS28CRP(3) score and the number of patients with a missing score are reported below the graphs. Differences in the
proportion of patients in each in each disease activity category at each timepoint for the 2 treatment groups were determined by ANOVA, nominal P values reported.

Persistence does not necessarily infer clinical efficacy or safety, nor persistence data comparisons infer clinical superiority.

AO, as observed; ANOVA, analysis of variance; csDMARDs, conventional synthetic antirheumatic disease-modifying drugs; DAS28CRP(3), 28-joint disease activity score base on C-reactive protein (3 variables);
JAKIi, Janus kinase inhibitor; RA, rheumatoid arthritis; UPA, upadacitinib.

1. Youssef P et al. Rheumatol Ther. 2025 Feb;12(1):173-202. doi: 10.1007/s40744-024-00736-4. Epub 2025 Jan 6.



Treatment persistence and effectiveness in RA patients
prescribed UPA and TNFis
PROPENS'TY SCORE'MATCHED COHORT (AO) DAS28CRP(3) categories

=== Remission (< 2.6) Low (=2.61t0<3.2) Moderate (> 3.210 <5.1) === High (=5.1)
Kaplan-Meier estimate of treatment persistence Proportion of patients in DAS28CRP(3) categories
q *p < 0.05; **p < 0.01;
UPA TNFis o

- p < 0.001 100 255 111.; giz ; ; g:g 292 & 10; % ﬁ
4% o L e EEN N 214 e B9 12
E o % 60
S & -
h= [3)
g 5
o £ 40
€9 g

S a

20
8 » .
e 0
0 3 9 15 21 27 33 - .

o Months " Nontns Better persistence of UPA

1

# patients 1038 777 i 1

TNFi 1568 1654 880  St6 287 134 36 emissng 530 o83 2 versus TNFI

For the Kaplan-Meier curves, the number of patients at risk is the total number of patients included at each timepoint. Nominal P values were calculate
DAS28CRP(3) categories, the number of patients with data available for calculation of a DAS28CRP(3) score and the number of patients with a missing
of patients in each in each disease activity category at each timepoint for the 2 treatment groups were determined by ANOVA, nominal P values reported.
Persistence does not necessarily infer clinical efficacy or safety, nor persistence data comparisons infer clinical superiority.

AO, as observed; ANOVA, analysis of variance; csDMARDs, conventional synthetic antirheumatic disease-modifying drugs; DAS28CRP(3), 28-joint disease activity score base on C-reactive protein (3 variables);
RA, rheumatoid arthritis; TNFi, tumour necrosis factor inhibitor; UPA, upadacitinib.

1. Youssef P et al. Rheumatol Ther. 2025 Feb;12(1):173-202. doi: 10.1007/s40744-024-00736-4. Epub 2025 Jan 6.




Y

YWYnAO mpo@iA ac@daAeiag Tou UPA atrod TiIG MEAETEC OTIG

PeupaToAoyikég evOEeigeIg TOU @apuakou: 8,5 £€tn O

QO @AAEIOG
\ O
ANMOTEAOYNTAN AINO

16

KAIVIKEG MEAETEG OF€

ME

8.632

aoBeveig TTou Aaupavav

OAegG TIG evOeicelg  upadacitinib 15 mg R 30 mg

ME MNEPIZZOTEPA AINO

24.000

avlpwITOoETN £KBEONC O€
upadacitinib 15 mg & 30 mg

8.5

‘ETn oTnVv
PA

RA: UPA 15 mg QD (N = 3209), ADA 40 mg EOW (N =579), MTX (N = 314); PsA: UPA 15 mg QD (N = 907), ADA 40 mg EOW (N = 429); AS: UPA 15 mg QD (N = 182); AD: UPA 15 mg QD (N = 1340), UPA 30 mg QD (N = 1353). PA: Peupatoeidrig ApBpitida,

Herpes Zoster Opportunistic Infection® Serious Infection

Active Tuberculosis

PsA

AS
nr-axSpA
Pooled axSpA

RA

PsA
=
AS

nr-axSpA
Pooled axSpA

RA

PsA
AS

nr-axSpA
Pooled axSpA

RA

PsA

AS
nr-axSpA
Pooled axSpA

E/100 PY (95% CI) [E]*

2 3 4I 5 1IU ZIU 3b
E/100 PY(95% CI)

3.5 (3.2, 3.9) [436]
3.2(2.4,4.1)[63]
1.9 (1.1, 3.0) [16]
3.3 (2.7, 4.0) [98]
1.4 (0.9, 2.2) [22]
2.5(1.6, 3.8)[25]

1.3 (0.4, 3.1) [5]
2.1(1.4,3.1)[30]

0.3(02,04)[32]
0.2 (0.0, 0.4) 3]
0.1(0.0, 0.6) [1]
0.3 (0.2, 0.6) [10]
0.0 (0.0, 0.2) [0]
0.2 (0.0, 0.7) [2]
0.3 (0.0, 1.5) [1]
0.2 (0.0, 0.6) [3]

3.1 (2.8, 3.4)[381]
1.0 (0.6, 1.5)[19]
0.8 (0.3 1.7)[7]
3.1 (2.5, 3.8) [92]
0.5(0.2, 1.0) [8]
3.2(2.2, 4.4)[32]
2.6(1.3,4.8)[10]
3.0(2.2, 4.1) [42]

<0.1(0.0,0.1) [6]
0.2 (0.1, 0.5) [4]
0.0 (0.0, 0.4) [0]
0.0 (0.0, 0.1) [0]
0.2 (0.0, 0.6)[3]
0.0 (0.0, 0.4) [0]
0.0 (0.0, 1.0) [0]
0.0 (0.0, 0.3) [0]

Malignancy (excl.

MACE (Adjudicated)® Lymphoma® NMSC

VTE (Adjudicated)’

£60p

AS
nr-axSpA
Pooled axSpA

RA

PsA
AS

nr-axSpA
Pooled axSpA

PsA
AS

nr-axSph
Pooled axSpA

RA

PsaA
AS

nr-axspi
Pooled axSpA

RA

PsA

AS
nr-axSpa
Pooled axSpA

Eva

EM00 PY (35% CI) [E] (100 PY (85% CI)

0.7 (0.6, 0.9} [90]
0.8(0.5, 1.3} [16]
0.9 (0.4, 1.8) [8]
0.8 (0.5, 1.2) [23]
0.4 (0.1, 0.9) [5]
0.3 (0.1, 0.9) [3]
0.3 (0.0, 1.5) [1]
0.3 (0.1, 0.7) [4]

0.5(0.4, 0.7) [63]
0.2 (0.0, 0.4) [3]
0.0 (0.0, 0.4) [0]

1.0 (0.7, 1.5) [31]
0.1 (0.0, 0.5) [2]
0.4 (0.1, 1.0} [4]
0.3 (0.0, 1.5) [1]
0.4 (0.1, 0.8) [5]

<0.1 (0.0, 0.1} [5]
0.2 (0.0, 0.4 [3]
0.0 (0.0, 0.4) [0]
0.1 (0.0, 0.3) [3]
0.0 {0.0, 0.2) [0]
0.1 (0.0, 0.5) [1]
0.3 (0.0, 1.5) [1]
0.1 (0.0, 0.5} [2]

0.4 (0.3, 0.5) [47)
0.4 (0.2, 0.8) [8]
0.3 (0.1, 1.0) [3]

0.4 (0.2, 0.7} [12]
0.3 (0.1, 0.7) [4]
0.2 (0.0, 0.7} [2]
0.5(0.1, 1.9) [2]
0.3 (0.1, 0.7) [4]

0.4 (0.3, 0.5) [49]
0.4 (01, 0.7)[7]
0.8 (0.2, 1.4)[5]
0.2 (0.1, 0.4) [5]
0.2 (0.0, 0.6) [3]
0.3 (0.1, 0.9) [3]
1.1 (0.3, 2.7) [4]
0.5 (0.2, 1.0) [T]

o 1 2 3

4

5 10 20 30

E/M00 PY(95% CI)

0.7 (0.6, 0.9)
0.7 (0.4, 1.2)
0.9 (0.4. 1.8)
0.8 (0.5, 1.2)
0.4 (0.1, 0.9)
0.2 (0.0, 0.7)
0.3 (0.0, 1.5)
0.2 (0.0, 0.6)

0.4 (0.3, 0.5)
0.2 (0.0, 0.4)
0.0 (0.0, 0.4)
0.7 (0.4, 7.0
0.7 (0.0, 0.5)
0.3 (0.1, 0.9)
0.3 (0.0, 1.5)

0.3 (0.1, 0.7)

=0.1(0.0, 0.1)
0.2 (0.0, 0.4)
0.0 (0.0, 0.4)
0.1 (0.0, 0.3)
0.0 (0.0, 0.2)
0.1 (0.0, 0.5)
0.3 (0.0, 1.5}
0.1 (0.0, 0.5)

0.4 (0.3, 0.5)
0.4 (0.2, 0.8)
0.3 (0.1, 1.0)
0.4 (0.2, 0.7)
0.3 (0.1, 0.7)
0.2 (0.0, 0.7)
0.5 (0.1, 1.9)
0.3 (0.1, 0.7)

0.4 (0.3, 0.5)
0.4 (0.1, 0.7)
0.6 (0.2, 1.4)
0.2 (0.1, 0.4)
0.2 (0.0, 0.6)
0.3 (0.1, 0.9)
0.8 (0.2 2.3)
0.4 (0.2 0.8)

YA: Ywpiaoikr apBpimda, AX: Afovikr) ZrovduloapBpinida, AA Atotikr) Aeppartinda AD, atopic dermatitis; ADA, adalimumab; AS, ankylosing spondylitis; CPK, creatine phosphokinase; E, event; EOW, every other week; Gl, gastrointestinal; MACE, major

adverse cardiovascular events; PsA, psoriatic arthritis; PY, patient years; QD, once daily; RA, rheumatoid arthritis; , TBTEAE, treatment-emergent adverse event; UPA, upadacitinib; Burmester GR et al. RMD Open 2023; 9:e002735. doi: 10.1136/rmdopen-2022-

002735, Charles-Schoeman et al. Rheumatol Ther (2024) 11:157-175. Burmester G et al. EULAR 2025. POS1097




“On the road to remission, JAK inhibition”

Upadacitinib may offer

>

Higher efficacy (RCTs) and effectiveness (RWE)
compared to other bDMARDs and perhaps
other JAKis

Improved and quick disease control

Monotherapy

No differences in second line therapy

Speaker’s opinion



‘OAo KaI TTEPICOOTEPO OTOIXEIO UTTOONAWVOUV HIa ICXUPN OUVOEDN
METAEU TTOAAWYV AVOCOOIONETOANBOUMEVWYV PAEYHOVWOWY VOO NHATWYV .
(IMIDs)

axSpA PsA RA IBD PsO AD

I_I_I

PsO IBD PsO SpA PsA Asthma, allergy,
HS, conjunctivitis
Possible RA and IBD

1. Chia AYT, et al. Front Med (Lausanne). 2021;16:737256; 2. Oliveira M de F, et al. An Bras Dermatol. 2015;90(1):9-20; 3. Alizadeh M, et al. Dig Dis Sci. 2024; doi: 10.1007/s10620-024-08478-7; 4. Vashist S, et al.
Indian Dermatol Online J. 2020; 11(5):753-9; 5. Attalla MG, et al. Cureus. 2019;11(9):e5695; 6. Schmitt J, et al. J Allergy Clin Immunol. 2016 Jan;137(1):130-136; 7. Chiesa Fuxench ZC, et al. JAMA Dermatol. 2023
Oct 1;159(10):1085-1092; 8. Sherman S, et al. J Am Acad Dermatol. 2021;85(6):1473-9; 9. Kolb L, et al. Atopc Dermatitis. StatPearls. https://www.ncbi.nlm.nih.gov/sites/books/NBK448071/ Accessed May 2025.

AD, atopic dermatitis; axSpA, axial spondylarthritis; HS,
hidradenitis supperativa; IBD, inflammatory bowel disease;
PsA, psoriatic arthritis; PsO, psoriasis; RA, rheumatoid arthritis.



https://www.ncbi.nlm.nih.gov/sites/books/NBK448071/

H xpnon twv JAKI €xel egeAIX0el a1TO TNV TTPWTN TOUG EUPAVION
T0 2012 ka1 £xel atrodeIX0ei OTI avTINeETWTTICEI TTOAAOTTAG IMID .

First JAKi approved
in gastroenterology
by EMA

(ulcerative colitis)

First JAKi approved
in dermatology

by EMA

(atopic dermatitis)

First JAKi approved
in rheumatology

by FDA

(rheumatoid arthritis)

First JAKi approved
in rheumatology

by EMA

(rheumatoid arthritis)

Approvals shown here based on EMA. JAKIi first approved for RA in 2012 in the US.

axSpA, axial spondyloarthritis; EMA, European Medicines Agency; EME, Efficacy and Mechanism Evaluation;

GCA, giant cell arteritis; iMIDs, immune-mediated inflammatory diseases; JIA, juvenile idiopathic arthritis;

JAKI, Janus kinase inhibitor; PsA, psoriatic arthritis; RA, rheumatoid arthritis.

JAKIi approved for other rheumatological conditions
(PsA, axSpA, JIA, GCA)

Adapted from: https://ec.europa.eu/health/documents/community-register/html/
Baricitinib (Olumiant) Summary of Product Characteristics Updated Jan 16, 2025; Filgotinib (Jyseleca) Summary of Product Characteristics Updated Oct 10, 2024;

Tofacitinib (Xeljanz) Summary of Product Characteristics Updated March 24, 2025; Upadactinib (Rinvoq) Summary of Product Characteristics. Updated April 14, 2025;

Abrocitinib (Cibingo) Summary of Product Characterstics Updated Feb 2, 2025; Ritlecitinib (Litfulo) Summary of Product Characteristics Updated Feb 27, 2025.



JAKIs: 1stand 2™ Generation

JAKT Sl .
. JAK1
CP b
an-JAKis .
STAT STAT STAT

1,356 | 135 | 135
Drug Selectivity*
Baricitinib | JAK1, 2 + + + kS + + +
Filgotinib | JAK1 + + + + + - -
Peficitinib | JAK1, 2, 3 + + + + | + + +
Tofacitinib | JAK1,2,3 + + RS + \ +
Upada- % o 5 N -

/citinib LA | % ¥
s0 taking the clinical perspective into account

/

2nd Generation

JAKis Selective

JAK, Janus kinase; JAKis, Janus kinase inhibitors



Indication Baricitinib Filgotinib

Rheumatologic diseases
Rheumatoid arthritis v v

Psoriatic arthritis

Radiographic axSpA
Nonradiographic axSpA
Giant cell arteritis”
Juvenile idiopathic arthritis v
Dermatologic diseases
Atopic dermatitis

<1

W/ ‘ Alopecia areata
Inflammatory bowel diseases
Crohn’s disease
‘ Ulcerative colitis v

Approvals shown here based on EMA. *La indicacién de arteritis de células gigantes se encuentra pendiente de decision de su
inclusion en la prestacion del SNS en Espafia.

axSpA, axial spondyloarthritis; EMA, European Medicines Agency; IMID, immune-mediated inflammatory diseases; JAK, Janus kinase; TEC,
tyrosine kinase expressed in hepatocellular carcinoma.

O1 JAKIis d1a@pEpouv avaAoya HE TIG EYKEKPIMEVEG TOUG EVOEIEEIC

Tofacitinib  Upadacitinib  Abrocitinib Ritlecitinib

AYA YA

NIRENESRNENRNEN
&

<1

v

Approvals shown here based on EMA.. https://ec.europa.eu/health/documents/community-register/html/

IMID, immune-mediated inflammatory diseases; JAK, Janus kinase; TEC, tyrosine kinase expressed in hepatocellular carcinoma.
Adapted from: Baricitinib (Olumiant) Summary of Product Characteristics Updated Jan 16, 2025; Filgotinib (Jyseleca) Summary of
Product Characteristics Updated Oct 10, 2024; Tofacitinib (Xeljanz) Summary of Product Characteristics Updated March 24,
2025; Upadactinib (Rinvoq) Summary of Product Characteristics. Updated April 14, 2025; Abrocitinib (Cibingo) Summary of
Product Characterstics Updated Feb 2, 2025; Ritlecitinib (Litfulo) Summary of Product Characteristics Updated Feb 27, 2025.
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axSpA is a chronic inflammatory disease with a complex and heterogeneous

presentation
0“.0 & @ Uveitis
6—-50%35

Spinal involvement .
100%"

e IBD
Inflammatory 4-10%>"
back pain
~95%?2

g (il ...

Peripheral arthritis (
23-30%34 D) 6%3

—0 Enthesitis
— 14-29%3

Percentages pertain to r-axSpA, except for inflammatory back pain, which applies to axSpA. axSpA=axial spondyloarthritis; IBD=inflammatory bowel disease; r=radiographic.1. Baraliakos X et al. Clin Exp
Rheumatol. 2015;33(Suppl. 93):S31-35. 2. Poddubnyy D et al. Rheumatology (Oxford). 2022;61(8):3299-3308 (and suppl. info). 3. de Winter JJ et al. Arthritis Res Ther. 2016;18(1):196. 4. van der Horst-Bruinsma IE
and Nurmohamed MT. Ther Adv Musculoskelet Dis. 2012;4(6):413-422. 5. Taurog JD et al. N Engl J Med. 2016;374(26):2563-2574. 6. El Maghraoui A. Eur J Intern Med. 2011;22(6):554-560. 7. Bergman MJ et al.

Arthritis Rheumatol. 2018;70(Suppl. 10). Abstract 285.
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Treatment should be guided according to a predefined target and monitoring
of disease activityl?

Adapt therapy
Adapt therapy to if state is lost Adapt therapy » Treatment target (e.g., ASDAS
disease activity and diagnosis if state is lost LDA) should be predefined
confirmed based on shared decision
between patient and
rheumatologist?.
= Decision to continue or switch
h'eapirreriiﬁlt.::l ¢ AASDAS =11 AASDAS =1.1 Sustained btsDMARDs should be based
e ASDAHSE after =12 after =12 A on achieving substantial
.g.l,_DA] weeks weeks s improvement (ASDAS 21.1)
after at least 12 weeks of
therapy
» Monitoring disease activity
with validated composite
scores (e.g., ASDAS) at least
twice a year
» Monitoring includes PROs, clinical findings, laboratory tests, and imaging
« ASDAS (CRP) considered to be the appropriate disease activity instrument TICOSPA
* Frequency of monitoring decided on an individual basis based on symptoms,
severity, and treatment; ideally at least twice a year sk wits
SUl-
1. Ramiro S et al. Ann Rheum Dis. 2023;82(1):19-34. 2. Kiltz U et al. Ann Rheum Dis. 2020;79(2):193-201.
Figure based on guidance/recommendations from ASAS-EULAR 2022 recommendations and the ASAS quality standards. @Use as a guidance. Intensify immunosuppressive treatment if physician and x
patient are convinced of presence of residual inflammatory activity and other factors (e.g., fibromyalgia and other comorbidities) do not impede such an intensification. PConsider bDMARD tapering.

ASAS=Assessment of SpondyloArthritis international Society; ASDAS=Ankylosing Spondylitis Disease Activity Score; axSpA=axial spondyloarthritis; b/tsDMARD=biologic/targeted synthetic disease-
modifying antirheumatic drug; CRP=C-reactive protein; LDA=low disease activity; PRO=patient-reported outcome.
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1 E The majority of patients with axSpA initiating
\ bDMARDs are not achieving sustained
Stri n g ent d i Sease CO ntrOI Disease characteristics, co-morbidities and treatment response in a s

contemporary axial spondyloarthritis cohort: Analysis of 717 patients from
the Greek AxSpA registry

Seminars in Arthritis and Rheumatism

journal homepage: www.elsevier.com/locate/semarthrit

3

Table 1
proportion of AXSpA patients across disease activity Patient demographics and disease characteristics.
Categ o ri es Cur::anr treatment w
40% No treatment, n (%) 86 (12)
0 36.1% 35.4% NSAIDs only, n (%) 37 (5)
» csDMARDs only, n (%) 38 (5)
+— 0 0 bDMARD:s only, n (%) 471 (66)
S 30% 29.3% 29.6% 28.1% csDMARDs+bDMARDs, 1 (%) 83 (12)
'-g Current use of csDMARDs**
o 20.9% Methotrexate, n (%) 95 (13)
'-'6 20% ' Sulphasalazine, n (%) 18 (2.5)
0 0 Leflunomide, n (%) 6 (0.8)
5 15.6% ; R
g Current use of bDMARDs
8_ 10% Adalimumab, n (%) 171 (24)
9 0 4 8%) Certolizumab pegol, n (%) 54 (7.5)
2% ’ Etanercept, n (%) 61 (8.5)
Golimumab, n (%) 53 (7)
0% Infliximab, n (%) 155 (22)
Ixekizumab, n (%) 3 (0.4)
ASDAS BASDAI Secukinumab, n (%) 54 (7.5)
. X . Ustekinumab, n (%)r 3 (0.4)
Olnactive OlLow @ ngh u Very hlgh Glucocorticoids, n (%) 30 (4)
Pr S g, day, median (IQR) 5(2.5-7.5)
Mi = 2 (0.3)
. . o of prior bDMARDs (among current bDMARD users, n=>554)
Despite the W|de_spread use of 0. 1 (%) 359 (63)
bDMARDSs, approximately 35 % of 1,0 (%) 103 (19)
patients in our AxSpA cohort had still o oo
high or very high disease activity. >4, 1 (%) 16 (3)
No of prior bDMARDs (among former bDMARD users, n=53)
1, n (%) 28 (53)
2, n (%) 10 (19)
Papagoras et al., Seminars in Arthritis and Rheumatism 71 (2025) 152645 \ =3, n (%) 15 (28)




RWE shows that 80% of axSpA patients treated with first TNFi were still

receiving

the same TNFi after 1 year despite only ~25% achieving ASDAS ID at 6

—Meier drug retention rates for pooled data and per register
mofithisi

100%
Q 0,
é 75%
RWE: EuroSpA data from 12 registries £
A large European database of 24,195 E 50%
patients with axSpA initiating a first TNFi 8
treatment in routine care, demonstrated that: >
* The overall 12-month retention rate was Q  25%
80% (95% CI: 79% to 80%)
« At 6 and 12 months, ASDAS ID was 0%
achieved by 33% (LUNDEX-adjusted 0 6 12 18 24
‘ 27%) ar'1d 35% (LUNDEX-adjusted 24%), Numbers at risk Months
respectively — al 24,195 10.726 16,450 13,916 11,046
. . . L = rrbr (Romania) 672 401 252 83
g Patlenlts with nr-axSpA showed — rob-fin (Finland) 1,367 15;1 729 1,050 901 779
’ numerically lower ASDAS ID rates (1/5 — attra (Czech Republic) 2,330 2,063 1,833 1,640 1,501
Ny F reuma.pt (Portugal) 1,156 892 771 678
at 60 mont(l)ns) and : 2 montoh retentlop rate — biontsi (Siovenia) are 1505%6 ppos o o
(73% [95% CI: 70% to 76%]) vs patients biobadaser (Spain) 662 568 465 386 296
meeting the ASAS classification criteria ?U”;t_’iou(“:rk?;) 23'?955 1,726 1;584 1;1915 ‘13;3
. . g == |CeDIO (ICelan:
and those meeting the modified New York — artis (Sweden) 6.045 o 4487 3,840 3,375
criteria for r—axSpA scqm (Switzerland) 2,578 2074 1,735 1,454 1,219
— nor-dmard (Norway) 1,562 1'249 1,042 871 725
— danbio (Denmark) 3,897 2:949 2,374 1,977 1,714

1. @rnbjerg LM et al. Ann Rheum Dis. 2019;78(11):1536-1544.

Pooled data from 12 European registries. The present study included secondary use of data. Study Limitations: RWE is collected outside of controlled clinical trials and has
inherent limitations including a lesser ability to control for confounding factors. ASAS40=240% improvement in Assessment of SpondyloArthritis international Society;
ASDAS=Ankylosing Spondylitis Disease Activity Score; axSpA=axial spondyloarthritis; ID=inactive disease; nr=non-radiographic; RWE=real-world evidence; TNFi=tumor

meveetes Famtar imhhilait e




The effectiveness of a second TNFi is significantly impaired
In patients with axSpA after primary failure to a first TNFi1

Low persistence to second TNFi following prior TNFi failure Fewer patients achieved LDA after first TNFi failure
== PLR (n=146) == SLR (n=270) == AE (n=125) Other (n=91) ASDAS LDA was achieved after 12 months by:
100
50%
- 80 ) 0
3 0% 39% 39%
g 60
g 30% 26%
2
g . 1_|—H_|_H_I—1_—|_Ij—|_|7 20%
g 1%
O 20 10%
E 0 0%
1 2 3 4 5 6 7 Primary Secondary Adverse Other
P Failures Failures Events Reasons
Median survival of a second TNFi was (N=632) ASDAS ID was achieved only in 4% of the primary failure
* 1.1 years after primary failure patients, in comparison to 22% of those after secondary
+ 3.8 years after secondary failure (p=0.003) failure
Significant differences in retention rates were found between the four groups Drug survival of the second TNFi, stratified by the reason for discontinuation of the first
(p=0.001), with the shortest drug survival observed after previous primary lack of TNFi, in patients with a clinical diagnosis of axSpA. Other refers to reason for
response discontinuation other than lack of effect or intolerance.

1. Ciurea A et al. Arthritis Res Ther. 2016:18:71.

Longitudinal analysis of data collected annually from patients with a clinical diagnosis of axSpA, including r-axSpA, recruited in the ongoing Swiss Clinical Quality Management
(SCQM) Cohort from January 2005 to September 2015 (N=632). AE=adverse event; DAS=Ankylosing Spondylitis Disease Activity Score; axSpA=axial spondyloarthritis;
ID=inactive disease; LDA=low disease activity; PLR=primary lack of response; SCQM=Swiss Clinical Quality Management; SLR=secondary lack of response; TNFi=tumor necrosis
factor inhibitor.




Seminars in Arthritis and Rheumatism 71 (2025) 152645

Contents lists available at ScienceDirect

Seminars in Arthritis and Rheumatism

ELSEVIER journal homepage: www.elsevier.com/locate/semarthrit

Disease characteristics, co-morbidities and treatment response in a
contemporary axial spondyloarthritis cohort: Analysis of 717 patients from
the Greek AxSpA registry

AxSpA Manifestations

27.5%

Arthritis

]

45.2%
Hip involvement 28.0%
Enthesitis 44.9%
Dactylitis
Uveitis 17.5%
Psoriasis 10.2%
0% 10% 20% 30% 40% 50%

Proportion of patients

At diagnosis mEver

Papagoras et al., Seminars in Arthritis and Rheumatism 71 (2025) 152645

IBSEN cohort (20y FU): H napoucia AS
OUOXETLOONKE LE LAKPOXPOVLA EVEPYO VOOO

Chronic back pain ~ Inflammatory back ~ Axial spondyloarthritis ~ Ankylosing Patients without back
n=220 pain [ASAS] =354 n=36 spondylitisn =21 complaints # = 242
Females 129[58.4]* 35 (648 17[472) §[38.1) 102 [42.1)
Age, median [range] S37(274-852)  SL1[366-722]  50.0[32.7-852 S24[326-832]  48.8(28.8-94.0)
UC[n=314] 145(462] 3199] 19(6.1) 1341 164 [52.]
UC extent
Proctitis/left-sided 76[324] 18 (58] 10(52.6] 6[46.] 80 [48.8]
Extensive colitis 69[47.6] 13419] 9[474] 71538] 84[51.2]
UC onset < 40 years 920634 2710 13(68.4) § [61.5) 118 [72.)
(D [n=156] 75[481) 23[147) 171109 §5.1] 78500
CD onset < 40 years S4[72.0]* 2913 14(824] 7187 69[88.5]
(D location
Tleal 10[133) 3(13.0] 2{1L4] 0 13]167]
Colonic 2 [280] 6(261] 3[174) 1[125) 228
Tleocolonic 58] 14[609] 12(704] 71875 8551
CD behaviour
Non-stricturing, non- 3 467) 91390 7[412] 5162.5] 21[269)
penetrating
Stricturing/penetrating  40[533]* 141(60.9] 10[58.8] 3[375] §7[731]
[BD activity curves [C]
cl 137(623] 2 519] 16 [444) 10476) 168 [69:4]
c3ce 68[309] 20[37.0] 16 [444)* § 38,1 670277
Medication ever used
Corticosteroids 130(59.1] 37(68.5] 24[66.7) 14[66.7) 139 [574]
Biologics 2100] 9(167] 6[167] 3[143] 2309.5)
Immunomodulatots $1232] 16(29.6] 13[36.1] 71333 61[252]
HLA-B27 posttive 30(13.9] 14259 25 (69.4)* o T
NOD2 12[5.] 237 0

Ossum AM et al, J Crohn’s Colitis 2018:96-104



60% TWV aocBevwy Pe SPA £XOUV evEPYO PAEYHOVWON KOAITIOO i
UTTOKAIVIKN (PAEYMOVI)

Subclinical gut inflammation in
axSpA is associated with24:

~50% subclinical gut inflammation

* Male sex
» High disease activity?2 peripheral SpA
» Restricted spinal mobility® 1 14

* Younger age

» Early disease onset

» Radiographic sacraoiliitis

* Bone marrow oedema of the SlJs¢

Figure adapted from Gracey E, et al. 2020.t

aAssessed by the Bath Ankylosing Spondylitis Disease Activity Index.2 PMeasured by the Bath Ankylosing Spondylitis Metrology Index.2 cMeasured by MRI; data show correlation between chronic gut inflammation and bone marrow oedema of SlJs.4
axSpA, axial spondyloarthritis; IBD, inflammatory bowel disease; MRI, magnetic resonance imaging; SIJ, sacroiliac joint; SpA, spondyloarthritis.

1. Gracey E, et al. Nat Rev Rheumatol. 2020;16:415-433. 2. Fragoulis G, et al. World J Gastroenterol. 2019;25:2162-2176. 3. Van Praet L, et al. Ann Rheum Dis. 2013;72:414-417. 4. Van Praet L, et al. Ann Rheum Dis. 2014;73:1186-1189.




AwoOeopec Oeparneieg yia IODNE & ZA

Drug Crohn's disease Ulcerative colitis Axial Peripheral
spondyloarthropathy | spondyloarthropathy
COX-1and COX-2 Long-term NSAIDs
Conventional DMARDs | Sulfasalazine
Conventional DMARDs | Methotrexate
Conventional DMARDs | Leflunomide
Conventional DMARDs | Azathioprine
TNF Infliximab and adalimumab
TNF Etanercept
TNF Golimumab
adf7 Vedolizumab
IL-174 Secukinumab, ixekizumab, and bimekizumab
IL-12 and IL-23 Ustekinumab
IL-23 Risankizumab
IL-23 Guselkumab
IL-23 Mirikizumab
JAK1 Upadaditinib
JAKT Filgotinib
JAK1 and JAK3 Tofacitinib
51P Ozanimod

Song K et al. Lancet Rheumatol 2024




Rheumatol Ther
https://doi.org/10.1007/540744-023-00586-6

Nocoocta KAI.VI.KHC AVTATTOKPLONG KATA ORICINAL RESEARCH

ASAS40 twv dLadopeTIKWV OEPATIEVTIKWV
, Clinical and Economic Benefit of Advanced Therapies
Gnl}\vaV ywa tTnv A2 for the Treatment of Active Ankylosing Spondylitis

Jessica A. Walsh - Christopher D. Saffore - Eric B. Collins -
Andrew Ostor

60%
50% 46.7%
44.6% 45.1% 44, : ;
= oo 44.2% aL7% 44.0% ::: |
© 40% : BLX 35.2% 35.3%
ag 35%
@ -
= 30% 5 26.1%
4 N 25% - 23.1% 23.2%
g ol
20% - 17.2% e
24 30 == 25 = oy = <
o 0 S ~ o © iy
10% N R 8 N 8 & 3
o al o N ~ o0 a s
S g 2 g 8 2 5 "
0% - = = = = = = = | 3
PBO ADA ETN GOL GOL IXE SEC SEC SEC TOF UPA PBO IXE SEC SEC SEC TOF
40mg 25mg/50mg 100mg 50mg 80 mg* 300 mg 150 mg 150 mg® 5mg 15mg somg 300mg 150 mg 150 mg* 5mg
0 195 a7 17 69 100 39 2 225 13 46 48 N s i i 4 b 51 it
N 1132 527 39 140 246 81 57 518 85 102 93
Absolute ASAS40 response rates at week 12-16 Absolute ASAS40 response rates at week
In naive patients with AS. 12-16 in bio-IR patients with AS

Walsh J.A. et al. Rheumatol Ther 2023




Rheumatol Ther (2024) 11:989-999 )
Check for

https://doi.org/10.1007/s40744-024-00685-y updates.

ORIGINAL RESEARCH

10
Comparative Efficacy of Advanced Therapies 9 - ]
in the Treatment of Radiographic Axial UPA15 may pr ovide the
Spondyloarthritis or Ankylosing Spondylitis 8 - - = .
as Evaluated by the ASDAS Low Disease Activity gr eatest clinical benefit
Criteria i per ASDAS LDA among advanced
Xenofon Baraliakos - Christopher D. Saffore - Eric B. Collins® - Bhumik Parikh - E 6 - the rapi e s inc luded in thi S
;E u
e S analysis
- 4.08
z 4 3.22 3.34
60% - 3 247
52.8% 2 - - -
3 F
=50% - ni N
S 't 3 g
2 42.7% 41.6% | < =
S 40% 36.1% ADAAD ETNS0 IXES0 UPA15
© Input /N (NNT)  34/90 (3.98) 16139 (3.40) 35/81 (3.27) 46/93 (2.58)
b
S 30%
o
0
¥}
©
B 20% |
1:.; *
£ 11.6%
& 10% | = : 5 g 3 Rates of ASDAS LDA were
< 3 : 3 3 ||» favorable for patients
Dﬂ/u | L L L
PBO ADA40 ETN50 IXE30 UPA15 receiving UPA in both the
Input n/N (%)  26/224 (11.6%) 34/90 (37.8%) 16/39 (41.0%) 35/81 (43.2%) 46/93 (49.5%) TNF l -na iv e an d TNF l -IR

. Y .



SELECT AXIS 1 & 2
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van der Heijde D, et al. RMD Open 2022;8:e002280. doi:10.1136/rmdopen-2022-002280
LDA: Low disease activity




In a real-world study, UPA demonstrated significant Mfea:
pain reduction in axSpA, including neuropathic pain Orld

UPSTAND observational study in axSpA

Achievement of Total Spinal Pain Improvement at Week 12 and Measures

. . . Additional Measures of Pain and Disease Activity at
of Total Back Pain and Nocturnal Back Pain Assessed Daily Through Baseline. Week 12. and Week 24 y
Week 2 and at Weeks 12 and 24 ’ '
Primary Endpoint: Total Back Pain® Nocturnal Back Pain® painDETECT® WPIP
Achievement of Total
. 100 Spinal Pain 8 8
O Improvementa 6.9
S
) 6.4
S 80 . 5 a4
N .
5 5.2 4.9
= S 60 c 4.4 40 c
= 41.9% 3.8 : 9.6
g ° 52.‘3 4 3.4 523 10 8.7
5 40 6.8
S 5.0
S ) 5 4.6
o 20
o
o
0 0 0
Week 12 Baseline Week 2 Week 12 Week 24 Baseline Week 2 Week 12 Week 24 Baseline Week 12 Week 24 Baseline Week 12 Week 24
n/N= 156/372 N= 621 295 433 307 621 294 432 306 N= 615 503 399 613 505 399

aTotal spinal pain is the mean of total back pain and nocturnal back pain from the previous day, both measured 0 to 10 on the numeric
rating scale and reported using observed cases. Improvement was defined as total spinal pain score <4 and =2 units improvement from
baseline. "Both total back pain and nocturnal back pain were measured 0 to 10 on the numeric rating scale and analyzed using
observed cases. °painDETECT scale: -1 (lowest pain) to 38 (highest pain). dWPI: 0 (lowest pain) to 19 (highest pain).

Poddubnyy D, et al. EULAR 2025
axSpA, axial spondyloarthritis; Cl, confidence interval; dWPI, delta Wolf Pain Index; UPA, upadacitinib; WPI, widespread pain index.




Overview of the UPA global
safety data across indications _

RA

(up to 5.5 yrs with UPA 15 mg)?

* Numerically higher rates of serious and
opportunistic infections as well as HZ were seen
with UPA 30 mg vs 15 mg

* VTE, MACE, and malignancy (excl. NMSC) rates
were numerically lower in AD as compared to RA

* Higher rates of HZ, NMSC, and elevated CPK

* MACEs, malignancies (excl. NMSC), and VTEs with
UPA 15 mg were generally similar to those reported
with ADA + MTX and MTX monotherapy

* The safety profile of UPA 15 mg remained Y NAME]
unchanged over long-term treatment compared
with previous analyses

UC & CD

(up to 1 yr with UPA 15 mg and UPA 30 mg)3

* Rates of AEs of special interest were similar
between UPA (15 and 30 mg doses) and PBO

[CATEGOR N CD + Dose-dependent increase for HZ, neutropenia,
Y NAME] and CPK elevation with UPA

PsA

(up to 3.9 yrs with UPA 15 mg)?

» Differences in rates of serious and opportunistic
infections, HZ, NMSC, and lymphopenia were
observed for UPA 15 mg vs ADA

Percentage of patients from clinical

» Rates for other events of special interest appeared fh 7 -
comparable between UPA 15 mg and ADA tickallils B lIUEESSE A

(up to 3.3 year with UPA 15 mg)*

» Rates of AEs were low with no serious
infections reported

UPA is generally well tolerated with a safety profile that appears largely consistent across RA, PsA, AS, AD, UC, and CD populations,

with some variations in AE rates due to differences in patient population and disease-associated comorbidities.

AD, atopic dermatitis; ADA, adalimumab; AE, adverse event; AS, ankylosing spondylitis; CD, Crohn's disease; CPK, creatine phosphokinase; HZ, herpes zoster; 1. Burmester et al., RMD Open 2023;9:e002735;
MACE, major adverse cardiovascular event; MTX, methotrexate; NMSC, nonmelanoma skin cancer; nr-axSpA, nonradiographic axial spondyloarthritis; PBO, 2. Guttman-Yassky E, et al. J Allergy Clin Immunol. 2023;151:172-81;
placebo; PsA, psoriatic arthritis; PY, patient-years; RA, rheumatoid arthritis; UC, ulcerative colitis; UPA, upadacitinib; VTE, venous thromboembolism. 3. Panaccione R, et al. Presented at the ACG Congress Oct 20-25, 2023 P3631.
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Incidence of Uveitis in Patients With Axial Spondylarthritis
Treated With Biologics or Targeted Synthetics: A Systematic
Review and Network Meta-Analysis

O1 TNFis, Jakis, lI-17is, @aiveTal va

TTPOCTATEUOUV ATTO TNV EPPAVION TTPOCBIaGg
payosldiTIdag oe acOeveic pe AZ.

(iii)
ANtETNE mabs No significant differences in
risk of AU between treatments
0.75 (0.18; 3.10) Anti-IL17
0.76 (0.10; 6.12) 1.01 (0.15; 6.86) ETN
1.01 (0.13; 7.56) 1.33 (0.21; 8.42) 1.32(0.12; 14.31) JAKi
0.32 (0.10; 1.04) 0.43 (0.19; 0.98) 0.42 (0.08; 2.38) | 0.32(0.06; 1.67) Placebo

*Includes any upadacitinib exposure, including patients who switched from placebo to upadacitinib up to data cutoff (15 August
2022). AS=ankylosing spondylitis; axSpA=axial spondyloarthritis; Cl=confidence interval, E=events; EAER=exposure-adjusted
event rate; nr-axSpA=non-radiographic axial spondyloarthritis; PBO=placebo; PY=patient-years; QD=once daily;
UPA=upadacitinib.

1 DPDaddiilhmins Y A+ Al Avilavidtice DhhAatirmacsts]l 95N99 AAic1N0 100D ave ADNCO
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SELECT-AXIS1 sELiEI:»:DXIS 2
bDMARD-naive AS ~ bDMARDIR AS
Uveitis in AS Studies
@ PBO (n=303; PY=50.3)
@ UPA15mg QD (n=596; PY=939.1)*
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=
L
28
&
o 10
2
1]
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New Onset Recurrent Flare Total

E 1 6 5 20 6 26
EAER 1.2 0.6 6.2 2.1 7.5 2.8
95% CI 00,69 02,14 20,145 13,33 27,163 1.8,41
n (%) 1(03) 6(1.0) 5{(1.7) 13(2.2) 6(2.0) 19(3.2)



Comparative of the effectiveness and safety of
biological agents, small molecule drugs, and
microbiome therapies in ulcerative colitis

Systematic review and network meta-analysis
Jie Gao, Master=®, Rui Nie, Master>°, Yalan Chen, Master=°, Wei Yang, Master=®<, Qian Ren, PhD=t<*®

ISystematic Review and Meta-Analysis

upadacitinib ranked highest for the induction

of clinical remission and mucosal healing
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Figure 3. Indirect comparison for the induction of clinical remission and mucosal healing in patients with moderate-to-severe ulcerative colitis.

Master et al.Medicine (2023) 102:43



Pathogenic mechanisms linking
gut and joint inflammation

Gut-synovial axis Inflammatory bowel disease

1. Gut bacteria - Dysbiosis §
2. Migration of activated gut T-cells and maaophages RS

\“:’ IL23/1L12, STAT3, TNF-a, CD163
P protein, E-cadherin, «Ef7 integrin
~ Y

Genetic predisposition e Spondyloarthropathies

DRB1 0103 allele X
HLA-B27 >
HLA-B35

HLA-B44
CARD15/NOD2 gene

Fragoulis GE, Liava C, Daoussis D, Akriviadis E, Garyfallos A, Dimitroulas T. Inflammatory bowel
dlseases and spondyloarthropathles From pathogenesis to treatment World J
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Common pathways & therapeutic targets
In SpA and IBD
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Stages of development and targets of drugs
n SpA & 1BD e i B B

[ ] Phase Il clinical trial
Phase Il clinical trial
["] Phase IV clinical trial

[T Approved by FDA
and/for EMA

Cozzi, G., Scagnellato, L., Lorenzin, M. et al. Spondyloarthritis with inflammatory bowel disease: the latest on biologic and targeted therapies. Nat Rev Rheumatol 19, 503-518 (2023). https://doi.org/10.1038/s41584-023-
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KATEPINA

45 TV

[Tpwnv KatvioTpla
(d1Ekoye 10 2010)

KAGIZTIKH ZQH

Height 162 cm

DapPPAKEUTIKOC aVTITTPOOWTTOC, TagIdEUEI CUXVA,
o€ yupvadleral
Weight 78 Kg MnTépa 2 TEKVWV (2 Kal 5 ETWV)

OIKOYEVEIOKO I0TOPIKO: UNTEPA PE AZ

loTOpPIKOG a0BevVOUCg

« 2015 ApBpiTida dKkpwv XEIPWV AUPW PE TTPOOROAR KApTTwV Auew, MK® kal
PP apbpwoewVv GUPW, YOVATWY APQW, KOl AKPWY TTOBIWV AUPW,
evBeaiTIda o€ axiAelo TEvOVTa AUPW Kal ETTIKOVOUAITIOO AUpwW

«  Komwon, Tpwivh) dQUCKANWia yia Jia wpa

« Kakn puxoAoyia

 HLA-B27 0e1ikd, RO IepoAayoviwy apBpwoewv Xwpic aANOIWOEIG
* AucAhimidaiyia , UTTOBUPEOEIBIOUOS UTTO aywyn

EpyaoTnplakog EAeyx0g

CRP (mg/dL) 5 (<5)
TKE 45

RF, anti-CCP , ANA, anti-ENA ApvnTiK&

Speaker’s opinion



KATEPINA

45 TV

[Mpwnv KaTvioTpia
(d1Ekowe 10 2010)

« 2015: diayvwon TrePIPEPIKNG SPA o€
upeon Je dlokia peBoTpecatnc 15mg
[eBoouada (eixe Aapel TTapaAAnAa Bpaxu
OXNMO KOPTIKOOTEPOEIOWYV KATA TN
dlayvwaon)

[MPOTAGEIZA OAIZTIKH ©EPAIEYTIKH AFQI"H

> AlaTpoorn)

> ['upgvaoTIKA JE OIATACEIC 22 KAl EVOUVAUWOoN
> QappakeuTiki Aywyn
> 2ulATnon yia moavr) eTTaer JE YuXoAdyo!

Speaker’s opinion



KATEPINA

45 TV

[Mpwnv KaTvioTpia

(d1Ekowe 10 2010)

TI#EXOYZA OAIZTIKH ©OEPATEYTIKH ArQIr'H

* 'Ypeon ye MTX 15mg /efdouada +

> AlaTpoor)

> ['UPvaOoTIKN ME OIATACEIC 22 KAl EVOUVANWON

* 5/2020: ETTIOKETITETAI TOV OIKOYEVEIAKO
[TaBoAdyo avagpépovTac auénon Tou
apiBuou (amro 1-2 o< 4-5) kai
PEUCTOTTOINGCT) TWV KEVWOEWV UE
TTPOCNEIST AIPATOS XWPIG
ETMTOKTIKOTNTA, TTUPETO N VUKTEPIVA
agpuTrvion ato 15uepou. Agv ava@epel
OUMUTITWHOTA ATTO TO HUOOKEAETIKO

Speaker’s opinion






« KaAAIEpyeia & TTAPACITOAOYIKN KOTTPAVWV: XWwEIig avadeign Taboyovou
» KaAtrpoTekTivn KoTrpavwyv: 1600 ug/g

« WBC: 10000 X 1073

* Hgb: 11 mg/dL

 TKE: 60

 CRP: 2 mg/dL (<0.5)
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Speaker’s opinion



Early Identification

Multidisciplinary approach

Peripheral vs Axial SpA

Type of IBD

SpA patients

Major criteria for IBD

1. Chronic diarrhoea
2. Rectal bleeding
3. Perianal fistula /abscess
4. Chronic abdominal pain
5. Nocturnal symtoms

Minor criteria for IBD

1. Oral aphtosis
2. Fever
3. Anemia
4. Family history of IBD
5. Weight loss

IBD patients

Major criteria for SpA

1. Chronic low back pain
2. Dactylitis
3. Enthesitis
4. Peripheral joint pain /
swelling

Minor _criteria for SpA

1. Family history of SpA
2. Psoriasis
3. Anterior uveitis
4. Chest pain

Early Identification

Multidisciplinary approach

Calprotectin before starting IL-
177
NSAIDS not an absolute

contraindication

Speaker’s opinion



» 6/2020: TTapatTouTI) 0€ [ aOTPEVTEPOAOYO OTTOTE KAl UTTOBAAAETAI O€
KOAOVOOKOTINON AOYW EUPEVOUCAC CUNTITWHATOAOYIOC

* EVOOOKOTTIKN €IKOVA OUMPBATA HE aPICTEPOTTAEUPN EAKWON
KOAITIOO pETpIag (Mayo 2) evOOOKOTTIKAG BaputnTag

Speaker’s opinion




2UXVEG “TUTTIKEG” eCWEVTEPIKEG eKONAWOoEIS (EE) oTig IODNE

ETIokAnpiTIdOa, OKANPITIOAq,
mPOo0Ia (1P1IOOKUKAITION) &
omrioBia (valoe1diTida) (2.5-7.5%)

° / A@Bwodng oToNATITIG
/ ’

payo&1ditida
® o 0\« Ywpiaon (9%)
NxX (2.5-7.5%) =—
o ®
AL (2-8%), — &
TTEPIPEPIKNA
apBpitida (5-20%) Ofwdeg epUBNua (4-15%)
®
o MNayypaivwdeg TTuddeppua
(0.5-2%)
(]

Ott C and Scholmerich J. Nat Rev Gastroenterol Hepatol 2013;10:585-595



O1 EE ptropci va TTapouciaoTouVv OTTOI0NONTTOTE
XPOVIKN OTIYMA TTPIV | META TN O1ayvwon Twv IONE

30 €Tn YETA TN
Sdtayvwon IONE:

50% twv a.oBevwv
mapouoLalel
TOUAQXLOTOV L

Awayvwon IONE

EEE
EEE EEE EEE EEE ,EEE EEE EEE EEE
] ] ] ] ] ] ] ]
>
< - . > < - . >
5 unveg (0—-25 pnvec) 92 punvec (29-183 unvec)
|\ ~ VA ~
25% 75%

Gordon H, et al. J Crohns Colitis 2024;18:1-37
Vavricka SR, et al. Inflamm Bowel Dis 2015;21:1794-800
Ardizzone S, et al. Dig Liv Dis 2008;40S:S5253-259




Prevalence of Sacroiliitis in IBD Patients

Number of Estimates, |
Geoy ic Area |
Europe 40 —_—
North-America 4 _.l_
South-America 4 — |
Asia 10 —l'._
Africa 1 4 |
|
Setting |
Population Based 4 —pe. |
Secundary Care 28 —‘—r‘
Tertiary Care 2 I_._
Viar |
Before 2010 41 —le—
After 2010 18 ———
|
Mean Age |
20-30 3 T -
30-40 16 —_——
40-50 14 el —
50-60 2 '—0—
NA 24 —l
|
Outcome Measurement |
Clinical Evaluation 28 —
CaseRecords 21 ——
Self-Reported 7 —_— |
NA 3 % T
Case Ascertainment !
Xray 2 —L
cr 5 L +
MRI 12 —_—
Scintigraphy 1 +—&
NA 19 —pe
|
Type of IBD |
Ulcerative Colitis 23 —0—|
Crohn's Disease 33 —_—
Unspecified 3 —— :
I ! 5 !..!. l
Clinical 50 ——
Subclinical 18 —_—t—
|
Overall 59 '.‘
r ; . T . . .
0.1 -0.05 0 0.05 01 015 02 025

Prevalence of Ankylosing Spondylitis in IBD Patients

Prevalence of Peripheral Arthritis in IBD Patients

Number of Estimates |

GeographicArea | Geographic Area |

Europe 43 Europe 50 +
North-America ! I North-America 4 —‘1—
iy ? _.|_ South-America 5 —_———

Asia g —
| Asia 17 —_——
Setting | Africa 3 —_—r—
Population Based 3 +l_ |
Secundary Care 3 — Setting |
Tertiary Care 30 —— Population Based 4 —_—
g | Secundary Care 33 +
ear :
e E) & Ir._ Tertiary Care 33 ".r"l
After 2010 19 — - i
Mean Age ! Before 2010 51 -
2030 2 '—0— After 2010 28 +——
3040 17 — |
4050 18 — Mean Age |
M & ‘—f— 20-30 4 | —_—
Outcome Measurement | = -

Clinical Evaluation RE] ,—‘_ 40-50 21 —‘—'—
CaseRecords n —"—1 H90 1 - |
Self-Reported 5 — | NA 35 —

NA 4 0—' |
| Outcome Measurement |
Case Ascertainment | Clinical Evaluation a5 +—
C0ir(| :;:3::":: ;; _"—I Case Records 2 —
ASAS criteria & é Self-Reported 9 -‘_ |
i 4 [ NA 3 —_—
NA n —— |
| Type of 1BD |
Type of 18D | Ulcerative Colitis 37 ——t
Ulcerative Colitis 2 —'.—| Crohn's Disease 40 —t—
Crohn's Disease 36 [—.— Unspecified 2 i
Unspecified 4 + |
| |
Overall [ + Overall 78 | 2
T r T : T 1
-0.06 0.04 002 0 002 0.04 0.06 0.08 01 015 «0.05 005 015 025 035

Spondyloarthritis occurs in up to 13% of patients with IBD. Ankylosing spondylitis is

the least common [3%] followed by sacroiliitis [10%] and peripheral arthritis [13%)]

Karreman MC, et al. J Crohns Colitis 2017;11:631-642



\[o] Total Males Females OR CD uc OR (95%Cl)
Total cohort (%) (n=1860) (n=1053) (n=807) (95%Cl) (n=1001) (n=859) [P value]
EIMs cohort (%)|(n=615) (n=272) (n=343) [P value] (n=407) (n=208)
2.0

ARTHRITIC EIMs EKZ 169 265 0.5 308 126 .
(23.3) (16.0) (32.8) (0.3-0.7) (30.8) 24.7) (1.4-2.9)
(70.6) (62.1) (77.3) [<0.0001] (75.7) (60.6) [<0.0001]
Arthralgia |KikH 108 203 0.5 218 93 NS
(16.7) (10.3) (25.2) (0.3-0.8) (21.8) (10.8)
(50.6) (39.7) (59.2) [0.005] (53.6) (44.7)
Peripheral arthritis ¥\ 74 147 0.6 155 66 NS
(11.9) (7.0) (18.2) (0.4-0.9) (15.5) (7.7)
(35.9) (27.2) (42.9) [0.018] (38.1) (31.7)
Ankylosing spondylitis EE] 26 13 85 34 5 3.0
(2.1) (2.5) (1.6) (1.7-7.1) (3.4) (0.6) (1.1-7.8)
(6.3) (9.6) (3.8) [<0.0001] (8.4) (2.4) [0.025]
SEJIENEY 86 39 47 NS 70 16 2.0
(4.6) (3.7) (5.8) (7.0) (1.9) (1.1-3.6)
(14.0) (14.3) (13.7) (17.2) (7.7) [0.017]
DERMATOLOGIC EIMs P10 120 140 NS 169 91 NS
(14.0) (11.4) (17.3) (16.9) (10.6)
42.3 (44.1) (40.8) (41.5) (43.8)
Erythema nodosum [ej 39 60 NS 75 24 2.2
(5.3) (3.7) (7.4) (7.5) (2.8) (1.3-3.9)
(16.1) (14.3) (17.5) (18.4) (11.5) [0.005]
- Pyoderma gangrenosum [ 7 8 NS 7 8 NS
(0.7) (1.0) (0.7) (0.9)
2 (2.6) (2.3) 1.7) (3.8)
’ Psoriasis |l 23 28 NS 33 18 NS
(2.7) (2.2) (3.5) (3.3) (2.2)
8.3 (8.5) (8.2) (8.1) (8.7)
Sweet’s syndrome [ 1 3 NS 2 2 NS
(0.1) (0.4) (0.2) (0.2)
0.7 (0.4) (0.9) (0.5) (1.0)
Hydradenitis suppurativa [ 1 4 NS 4 1 NS
(0.1) (0.5) (0.4) (0.1)
(0.8) (0.4) (1.2) (1.0) (0.5)
Aphthous stomatitis kS 59 55 NS 69 45 NS
(6.1) (5.6) (6.8) (6.9) (5.2)
(18.5) (21.7) (16.0) (17.0) (21.6)

Karmiris K, et al. J Crohns Colitis 2016:429-436




Ag oculnTOOUE ...




« Xopnynonkav diokia (4gr nUEPNOIWG) KAl UTTOKAUCHOI (apxIKa
EVAC NUEPNTIWG YE TTPOOOEUTIKNA ATTOKAINAKWON) MECAAAMIVNG ME
KOAN KAIVIKN) & EpYaOTNPIOK QVTATTOKPION

Speaker’s opinion




[

AXSpA + ;
EADBNC KONITIC Q PavTeBou oTo PEYMATOAOTO

* [1pOCEPXETAI TTAPATTOVOUUEVN VIO
EMMEVOUOEC apBpaAyiec/Eviovn dDuoKapwia
0€ AKPEC XEIPEC KAl yovaTa ATTO MNVOC UN

45 eTwv UQPIOMEVEC ME TN ANWN 2-3 BpaxEwv

- oxnuatwyv COX-2

o Agv QVA@EPEI CUPTITWUIATA ATTO TO TTETTTIKO

KATEPINA

[Mpwnv KaTvioTpia

(d1Ekowe 10 2010)

KAIVIKG & epyaocTnplakd eupriuaTa
CRP (mg/dL) 5 (<5)

ApBpiTida og PIPs ILIILIV duew Xwpig dAANn TpoooAn
TKE 35

Speaker’s opinion



H etriTeudn upeong Twv EEE d&v akoAouBei Travra TrapaAAnAn
TTOPEIN ME TNV ETTITEUEN UPEONG TNG TTETTTIKAG VOOOU

MapdAAnAn ropeia  AlakpiTh Tropeia  MelkT oxéon pe

EEE pe IONE atré 1ig IONE TNV evepyod IONE
Atovikr SpA v
Mepipepikr) SpA v/ (oAlyoapBpikn) Vv/(TToAuapBpIKn)
Olwdeg epuBnua 4
" Fayypaivwdelg TTuddepua v
2 Uvdpopo Sweet’s v
APBwdNG oTOUATITIC v
EtmiokAnpitig v
PayoeIdiTig v
MpwTOTTa6AG OKANPUVTIKA v

XoAayyeliTidoa

Speaker’s opinion




Ag oculnTOOUE ...




Xopnynonke oxnua trpedviCoAovng (doaon e@odou: 40mg) pe
TTPOOJEUTIKN ATTOKAINAKWON Kal KAAN apXIKA KAIVIKA &
gEpyaoTnplakn avtatrokpion aAAd... UTTOTPOTTN OTav n 000N
eAatTwbnke ota 10mg

Speaker’s opinion



Ag oculnTnoOOUNE ... Eava..

)




« Xopnynonke infliximab cuvduaoTika pe Tn MTX pe KaAn KAIvikn &
EPyaOTNPIOKA AVTATTIOKPION

f

Speaker’s opinion




[

AXSpA + ;
EADBNC KONITIC Q PavTeBou oTo PEYMATOAOTO

* XOMNAR oo@UAAyia ITPO0dOEUTIKO
EMIOEIVOUIEVN ATTO TPIMAVOU VW AVAPEPEI KAl
PEUCTOTTOINOT TWV KEVWOEWV XWPIC OUWC
1I01aiTEPN augnon Tou apiBuou Toug (2-3
NUEPNOTIWC) N TTApoUCia TTPOCHEICEWV OAAG
OTToPAdIKN ETTITAKTIKOTNTA XWPEIG VUKTEPIVI)

[Tpwnv KaTvioTpia aQUTIVION

Speaker’s opinion

KATEPINA

45 eTwv

(d1Ekowe 10 2010)




« KaAAIEpyeia & TTAPACITOAOYIKN KOTTPAVWYV: XWEIic avadeign Traboyovou
« KaAtrpoTtekTivn kotrpavwy: 300 ug/g

« WBC: 9000 X 10”3

* Hgb: 12.5 mg/dL

« TKE: 75

 CRP: 4 mg/dL (<0.5)




Ag oculnTOOUE ...







Q0 O
S
7
2YNENNOH2H-2YNAINO®A2H
[[aoTpevTepoAOyou-PeupaTtoAoyou

O1 vooor aAAalouv...
O aoBevic aAAalel Kal... EVNMEPWVETAI

Or 1a1poi TTPETTEl Va Bpouv TN BEATIOTN BEpaTTEUTIKN
IOOPPOTTIA JETAEU TOUG OAAQ...KAI JE TOV AOOEVH)

Speaker’s opinion






Discuss patient

goals

Compare with
other options

(how they are different)

Provide options
to patients

Ask them what
matters most

Explain the
mechanism simply

Discuss safety
transparently

(risk assessment)

Set realistic
expectations

Don’t assume
patients are risk
averse

Discussing
consequences of
not treating or
inadequate treatment




Ag oculnTOOUE ...

)

[". AlakoTtrn Tou Infliximab & xyopriynon upadacitinib ye n
XWPEIC uEBOTPECATN




* ‘Evive dlakoTt TNG pEBOTPECATNG Kal Evapen dOloKiwv upadacitinib
15mg nuEPNOIWC JE KAAN KAIVIKI] avTATTOKPION TOOO ATTO TO
TTETTTIKO OO0 KAl ATTO TO JUOOKEAETIKO

* 6/2023: 1-2 OXNMATIOPEVEC KEVWOEIC NMEPNTIWC XWPIC
TTPOCMEICEIC ) AAAN CUUTTTWHATOAOYIA, UTTOBANBNKE O€
0pB0CIYUOEIDOOKOTTNON
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To 2025 ol
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EXOuV aAAacel!!!
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KaAutepall!l
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