Rheumatoide Arthritis

Andrea Rubbert-Roth
Klinik fir Rheumatologie
Unispital Zurich

Post-EULAR 25. Juni 2026




Disclosures

* Honoraria for lectures and consultations:
AbbVie, Astra, BMS, Gilead, Janssen, Lilly, Medac, MSD, Pfizer,
Roche, UCB, Sanofi, Novartis, Rheuma Schweiz, Rheumaaka-
demie, med-update




Uberblick: Hot topics bei der RA

- Die neuen EULAR Recommendations

Was tun bei TNF-IR Patienten? Neue Head-to-head Studien

Update zu den Malignomen

JAK Inhibitor Safety

Am Horizont: Neue therapeutische Optionen bei der RA




Die neuen EULAR Recommendations fir die Therapie der RA mit

synthetischen und biologisc

Ann Rheum Dis 85 (2026) 991-1009
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Jon Lampa

Is failure to reach early remission linked
to future non-inflammatory pain? Results
from a post-hoc study of the multicentre
NORD-STAR trial of newly diagnosed
rheumatoid arthritis
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Das Nicht-Erreichen einer frithen Remission erhéht das Risiko fiir die ool

LONDON

ein nicht-entziindliches Schmerzsyndrom (Posthoc Analyse NORDSTAR) omems |

- Posthoc Ana|y5e der multizen- No remission vs. Remission within 24 weeks
trischen NORD-STAR Studie bei
Pat. mit friher RA

- Vergleich csDMARDs mit MTX- Fibromyalgic RA: OR* 16.3 [8.0-32.8]
CZP oder MTX-ABA

Unacceptable pain: OR* 6.2 [95%CI 3.1-12.4]

Refractory pain: OR* 6.2 [95%CI 2.7-14.3]

*Logistic regression adjusted for age, sex, ACPA status, and BMI

Signifikant hoheres Risiko fiir persistierende Schmerzen nach 48 Wochen bei Nicht-
Erreichen einer Remission in den ersten 24 Wochen!

Brink A et al OP 0316
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Glukokortikoide und Risiko fiir Mortalitat, Hospitalization und Infektionen RHECATOLOGY

- Zeitabhangige Analyse mit einem gewichteten kumulativen Index ﬁ
- Monozentrische Studie Gber 5 J. an allen RA Pat. > 180d F/up
- N=1172, mittlere taglich Prednison Dosis 5.073mg

weighted cumulative index ¢. Infection
a. Mortality o 8
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a 3 WCIL GCs 0 200 400 600 800 1000 oz
3 2 HR 1.00 163 229 263 28  3.00
1
0 Adjustedhazard ratios (HRs) for mortality (), hospitalization (b) and, serious infection (¢) presented as restricted cubic spline
curves. Shaded areas represent 95%CI. The models are adjusted for WCI_MTX, WCI_b/tsDMARDSs, age, sex, [LD, and
eGFR<45, with WCT 0 asthe reference (HR = 1.0).
WCI_GCS 0 2["] 4‘ Abbreviations. HR, hazard ratio; CI, confidence interval, WCI, weighted cumulative index; GCs, glicocorticoids, MTX, :I["] 600 80“ 1["]0
methotrexate;, b/AsDIMARDs, biologic/targeted synthetic DMARDs; ILD, interstitial lung disease; eGFR, estimated glomerular
l-[R 1-00 1'53 2' filtration rate. -55 1-80 2-07 2-37

Das Risiko flir GC-assoziierte Komplikationen steigt mit der Dauer der Einnahme

Yoshida M et al POS1307
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journal homepage: https://www.sciencedirect.com/journal/annals-of-the-rheumatic-diseases

Rheumatoid arthritis

Upadacitinib vs adalimumab in patients with - Randomisierte, doppelblinde H2H Studie

rheumatoid arthritis and a prior inadequate response
or intolerance to a tumour necrosis factor inhibitor:

12-week results from the randomised, double-blind, - Unzureichendes Ansprechen (primar oder
SELECT-SWITCH study . .
Eduardo Mysler® **, Prodromos I. Sidiropoulos®, Andra Balanescu®, S€ k un d d r) O d er I n to I €ranz a Uf €Iinen
Jacqueline Detert*, Ricardo M. Xavier®, Christina Charles-Schoeman®, . . . _
Lou(ils Bessettes, ;ngela Crowley®, Yuko Kanelt:og, Zhuoli Zhang'°, fr u h eren non 'A DA TN F | ( p rnm. N = 2 3 6 )
rsolya Nagy'', Yanxi Liu'?, Jingchen Ren'?, Ana B. Romero'?,
Joessic}; Ll.\]SIgl)];oﬁ(g(ilz, lilyan DJeMgasilz, gebastie;ArlllM]Zel:wein“, se ku N d .h = 1 94’ N W n= 5 2 Pat)

Roy Fleischmann'®, on behalf of the SELECT-SWITCH Study Investigators

- Primarer Endpunkt: % Pat. mit low disease
activity (LDA) nach 12 Wochen

Mysler E et al POS1297




SELECT-SWITCH: Upadacitinib versus Adalimumab bei Pat.
mit aktiver RA und friherer TNFi Therapie

A

Response Rate (%)
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Safety through week 12
T (%) ADA (n = 245%) UPA (n = 245
Adverse events of special interest
Serious infection 2(0.8) 2(0.8)
Opportunistic infection” 1(0.4)° 0
Possible malignancy"® 1(0.4) 1(0.4)
Malignancy 1(0.4) 1(0.4)
NMSC 0 0
Malignancy excluding NMSC 1(0.4) 1(0.4)
Lymphoma 0 0
Hepatic disorder® 4(1.6) 7 (2.9)
Adjudicated GI perforation 0 0
Anaemia 1(0.4) 4(1.6)
Neutropenia 3(1.2) 1(0.4)
Lymphopenia’ 1 (0.4) 2 (0.8)
Herpes zoster® 4(1.6) 1(0.4)
Renal dysfunction 0 0
Active tuberculosis 0 0
Bone fractures 0 0

Mysler E et al POS1297
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und fritherer Therapie mit 1-2 b/tsDMARDs ol
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Intention-to-treat

A = Abatacept ® Tocilizumab
0
Q
= - Head-to-Head , multizentrische,
n
é-m- randomisierte, offene Studie
2 - Versagen v.a. auf TNFi (98%)
o
Tristan Pascart g " - Superiority Design TCZ > ABA
Subcutaneous tocilizumab versus abatacept in = - a . .
z::vrzatoxdar:hrmswnh|nadequa1eresponseloone 5 - 52 W’ prlmarer Endpunkt:
st rimatorm e 0 :
e R I p=0.21 ACDAI nach 26 Wochen
0 13 wzﬁk 52 - 224 RA Pat., ca 80% mit MTX,
eeks
ITT population week-26: between group difference ) Mlttl CDAI Zur Basellne 251
1.9 + 1.5 (95%CI [-1.03 ; 4.76]) p=0.21

Keine Uberlegenheit von Tocilizumab vs Abatacept bei Pat. mit
aktiver RA und Versagen auf < 2 b/tsDMARD Therapien: unabhangig von MTX

Pascart T et al OP0205
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Empfehlungen zum Einsatz von DMARDs bei il
Malighom-Anamnese

* Nach behandeltem Malignom sofort mit wirksamer DMARD-Therapie beginnen (keine Latenzzeit!).

* Beisolidem Tumor in der Anamnese: TNFi erste Wahl

* Bei Lymphom in der Anamnese: RTX erste Wahl

* Nach bisheriger Datenlage Abatacept und JAKi bei Tumoranamnese nur bei fehlender Alternative

* Bei Behandlungsbedirftigkeit der RA trotz laufender Tumortherapie gemeinsames Konsil
Onkologe/Rheumatologe

* Wenig Daten zur Sicherheit bei Fortfiihrung bzw Wiederbeginn einer bDMARD Therapie bei neu

diagnostizierten Malignhom

Sebbag E N et al., EULAR Points to consider, Ann Rheum Dis 2024
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bei neu diagnostizierten Malignom sicher? _‘

Retrospektive multizentrischen Analyse der
japanischen Nationalen Database (NinJa)

220 RA Pat. mit neu diagnostiziertem Malignom
unter bDMARD Therapie (TNFi 52%, IL6Ri 27%,
ABA 21%)

24% Fortfiihrung der bDMARDs (40% bei Tumor-
stadien 0-1, Stadium 2-3 5.3%, Stadium 4 2.9%)

167 Pat. stop bDMARDs, davon 33% Wiederbe-
ginn im Median nach 1.1. Jahren

Besseres Uberleben bei Fortfiihren bzw
Wiederbeginn einer bDMARD Therapie!
(v.a. bei frihen Tumorstadien)

o Survival by BlOcontinue/stop/restart overall (stage0-4)
o LAY
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g N,
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r?_’ﬂ 044 T TN L — BIO_Restart_group
£
=] T T
w 1] 1 3

Years

pe0.001

At Risk (Cum. Events)
BIO Continue_group 41 (0) 40(1) 38(2) 27 (3) 22(4) 17 (5)
BIO_Stop_group 77 (0) 45(32)  41(36)  31{43) 24 (46) 18 (47)
BIO_Restart_group 46 (0) 44(1) 40(3) 3714) 28(6) 27 (B)

> Survival by BlOcontinue/stop/restart in Early-stage cancer (stage0-1)
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BIO_Stop_group 16 {0) 15(1) 14(2) 13(3) 10{4) 6 (4)
BIO_Restart_group 13 (0) 12(1) 12(1) 111 10(1) 10 (1)
= Survival by BlOcontinue/stop/restart in Middle-stage cancer (stage2-3)
= 104 i ]
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c
o T T T
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Years
p=02
At Risk (Cum. Events)
BIO_Continue_group 1 (0) 1(0) 1(0) {0 0{0) 0(0)
BIO_Stop_group 13 (0) 11(2) 11(2) 9(4) 6 (6) 4(7)
BIO_Restart_group 16 (0] 16(0) 15(1) 141(1) 111(2) 10 (2)

Siripongvutikorn Y et al OP089
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Verteilung der verschiedenen Malignom Entitdten unter TNFi, o
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JAKi und non-TNFi — Daten aus JAK-POT (14 Register) _‘

Cancer type Contrast IRR

All cancers (excl. NMSC)  JAKi- TNFi 1.7 —a—i ® TNFi @ JAKI & OMA
OMA-TNFi  1.31 —e——
- 1.00 ]
NMSC  JAKi-TNFi  1.19 ———
OMA - TNFi 081 —e——i
_ - 100 o
Hematologic  JAKi - TNFi 1.20 ®
OMA - TNFi 092 -
- 1.00 ®
Breast JAKi — TNFi 0.44 @ !
K' Lau er OMA - TNFi 0.74 e —

Im P =100 ®
Subtype-specific cancer risk with Cobesca,  auy-TR &4 , ¢
JAK inhibitors and biologic . i &

DMARDs in rheumatoid arthritis: Prostate  JAKi-TNFi 108 °
comparative analysis within the OMA-TNFi 1.4
JAK-pot collaboration . - 1.00 ®
Lung  JAKi-TNFi 1.7 b *
OMA - TNFi 2.06 b -
Genital  JAKI-TNFI 095 .
: enita | = 1 %
60680 b/ts Therapien OMA-TNFi 299

37538 RA Pat. : : J . !
Incidence rate ratio (IRR)

Kein statistisch signifikant erhohtes Malignomrisiko und kein erhohtes

Auftreten spezifischer Malignom Entitaten unter JAKi vs TNFi s B o



schwedischen Register

Einschluss aller RA Pat. mit
Neubeginn b/ts DMARDs von

1/2017 —12/2025
(ausser: VTE < 1] zuvor)

Maxime Raffray

/enous thromboembolism with Janus
<inase inhibitors and other
mmunomodulatory drugs: a Swedish
somparative safety study among
)atients with rheumatoid arthritis

Erhohte VTE Rate nicht nur
bei JAKi, sondern auch bei IL6Ri

Bezogen auf das 1. Therapiejahr:
1 zusatzliche VTE unter JAKI vs TNFi

Vendse Thromboembolien unter Biologika und JAKi im
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Incidence rates
by treatment cohort and period

(2017-2024: 26116 initiations: 2017-2020: 13772 initiations; 2021-2024: 12344 initiations)
Age-sex standardized rates, TMFiI as reference

i
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Raffray M et al OP085
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Lang erwartet: Die Baricitinib Langzeit Sicherheitsdaten.. %
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3-6 JUNE 2026

Study Design

Patient population: Adults with active RA enriched for VTE risk :
« 2 1: Prior VTE, age 260 years, BMI 230 kg/m?, or age 50—<60 with BMI 25-<30 kg/m?.

Global | NCT03915964 Qo2

r‘;,Q;w
AR o
(LTSI ) e | o

( RA-BRIDGE (JAJA) @ )__ TNFi (ETN or ADA) according to local product label (n=1,235)

US-only | NCT04086745

Trial Specifics: Primary endpoint: Closure:
* Two randomised active-controlled * Time to first adjudicated VTE * 82 of 123 pre-specified primary
safety trials * Non-inferiority margin 1.8 VTE events
* Pre-specified pooled analysis (upper 95% Cl of HR) * Closed early in alignment with FDA
* Open-label with blinded outcome * Not driven by safety findings
adjudication ; Statistical analysis:
* Stratified at randomisation® Secondary endpoint: : : .y " :
Kl (o e Eenime e * Time to first VTE (by baricitinib Prlmary. analysis: Cox _propor’uonal hazards
ExpOsUre dose), MACE, ATE, malignancy regression _model stratified by study and
(excluding NMSC). serious randomisation factors
infections, and opportunistic Exposure: Safety population:

infections (upper 95% CI of HR)® 11,524 PY N=3,640

Copyright © 2026 Eh Lilly and Company. All rights reserved

Taylor P et al LOO9




Baricitinib: nicht non-inferior in Bezug auf venose

Thromboembolien vs TNFi
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Non-Inferiority Criterion Was Not Met for

Time to First VTE

Primary Endpoint — Time To First VTE (Baricitinib Combined)

Kaplan-Meier Estimates of Time to First VTE
Probability Of Remaining Event-Free
1.00 -

e ——,

Kein Unterschied Baricitinib 2mg und 4mg!

HR (95%CIl) Bari 2mg/4mg vs TNFi

D, TNFi
098 - 1.606 (0.969, 2.660)
0.96 - :
BARI 2 mg / BARI 4 mg
094 4 BARI 2mg/ TNFi
BARI 4dmg
el # Patients 2433 1207
0.90 -
#Events (%) 62 (2.5) 20 (1.7)
0.88 -
086 Mean Days of 1155.1 1159.0
Exposure
0.84 1 IR 0.79/100PY  0.51/100PY
0.82 -
Year 1 Year2  Year3 Year 4 Year5  Year6 HR (CH) NS ([1.008,2.000)
0.80 T T T T T T T T
0 300 600 900 1200 1500 1800 2100
Time since first dose (days) i
T Upper 95% CI > Nl margin of 1.8
Non-inferiority not demonstrated

Taylor P et al LOO9

Copyright © 2026 Eh Lilly and Company. All rights reserved
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Kein gehduftes Auftreten von MACE und Malignomen [ =3

LONDON

Safety Endpoints

Hazard Ratio and Event (%)

VTE and serious infections consistent with known safety profile of baricitinib
Number of Events (%)

Pooled Barl TNFi
Event Favors BARI ~ «— Favors TNFi HR (95% Cl) (N=2,433) (N=1,207)
Primary Endpoint
VTE - 1.606 (0.969, 2.660) 62 (2.5) 20 (1.7)
x a
Other Prespecified/Safety Endpoints
MACE ' .- 4 1.059 (0.638, 1.760) 47 (1.9) 22 (1.8)
Mortality ; |—q—q 0.970 (0.608, 1.549) 51 (2.1) 27 (2.2)
ATE ' . ; 1.145 (0.521, 2.516) 20 (0.8) 9(0.7)
Opportunistic infection y . : 1.252 (0.485, 3.228) 15 (0.6) 6 (0.5)
Malignancy (excluding NMSC) ""_'_' 1.270 (0.853, 1.890) 87 (3.6) 34 (2.8)
Serious infection '—'—' 1.323 (1.040, 1.681) 238 (9.8) 93 (7.7)
0.25 0.5 1 2 4

HR (log scale)

Taylor P et al LOO9

1 Copynight © 2026 Eh Lilly and Company. All nghts reserved




Gibt es neue Therapieansatze bei der RA?
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Rosnilimab: Depletion von PD-1 exprimierenden T-Zellen in der
Synovialis (Phase 2B Studie RENOIR) avor gl
1[ PD-1hieh - Y 3~6JUNE2026‘
I _{’ , ) 4

)
. \_ = ____\\ p
J: = ﬂ‘ h
— ~ |
v g:
< A 1 R
LAl

e o
i [
. Cytokines o o TNFaIFN,
CXCL13, IL-21 e ®o o o GMCEILG,IL N Fc
= e ©° 17 Receptor
Plasma cells .'
Rosnilimab, a Selective and Potent Depleter of -
;-:/ Rosnilimab
Yathogenic T tes Efficacy, /i
Safety ar ONE oof of Mechanism in <
RENOI se 2B Trial in Moderte-to-Severe Autoantibodies )\ = YY;‘ ***

YY% <>=<_YY

PD-1
\ :

Chronic inflammation ;
Joint damage

. PD-1 Tfth/Tph, Teff cell
- Pathogene aktivierte T-Zellen (PD-1 high)
- >80% der synovialen T-Zellen Rosnilimab: depletiert selektiv T-Zellen mit hoher
- Bei RA 3 x T peripher im Vergl zu Kontrollen PD-1 Expression

- Aktivieren B-Zellen mit Auto-Ak Produktion
- Sekretion proinflamm. Zytokine® Emery P et al OP 0202
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Primarer Endpunkt (ADAS28 CRP) fiir Rosnilimab erreicht euar

LONDON

Primary Endpoint: Mean Change from Baseline in DAS28-CRP at Week 12 Secondary Endpoints at Week 12 ‘

0.0 Week 12 Statistical Significance 80

* 100mg Q4W: p=0.0092 ) -B
v . * 400mg Q4W: p=0.0016 e Synovial Inmunohistochemistry
3 0.5 * 600mg Q2W: p=0.0062 A
@
E i Baseli Week 6
§ -1.0 g 50 = = aseline I
& c
Bo o
= 2 40
s} : &
g 15 = 30
| Placebo
c
2 : 20
s 20 '
2.5 - 0
wo w2 w4 Wwé ws w10 wi2 ACR20 ACR50 CDAILDA
Rosnilimab
Placebo Rosnilimab 100mg Q4w Rosnilimab 400mg Q4w - Rosnilimab 600mg Q2W 400mg
Qiaw
All dose arms showed statistically significant
changes for traditional FDA regulatory
e N endpoint (ACR20)
All dose arms demonstrated statistically significant changes
in DAS28-CRP More stringent endpoints showed numerical, 0
if not statistically significant, responses versus Rosnilimab
placebo at Week 12 600mg
aw

B rD-1 CXCR5 CD3 Ml oar

Fazit: Spannender neuer Therapieansatz!
Emery P et al OP 0202
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-1 Zelltherapie un I1I1ES noc
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ki
High risk
mortality
g - -‘
w il 4 .'. _
\ 6 oy MIW i , Lymphodepletion
Py Isolate and CAR gene T SN "\ A N\
; 4 Leukapheresis  activate T cells 4 .y
.*3 / 4 disease progression / increasing morbidity and mortality whilst awaiting CAR T-cells
@ * {
o | (_ * determine eligibilty for therapy ) -
L t &
@ Administer CD19 T Cell recovery post
2] Engager (off the shelf) infusion
- CD19-TCE
" Blinatumomab,
| | | | I I i
L 2 3 4 5 6 \ BiTE® Y

Time (weeks
( ) Tandem scFv (single chain variable fragment)

(BiTE) format (Bispezifischer T-cell Engager)

Shah K et al, Clin Exp Immunolol 2024; 217: 15-30
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- 15 Pat. mit refraktarer RA, medianer DAS28-CRP 5.0 zur Baseline
::. - kein Ansprechen auf MTX und > 3 verschiedene b/tsDMARDs
" - seropositiv (RF+, CCP+ und/oder B-Zellen in der Synovialis)
- '

~ Methods |
. 9 ug/24h 9 ug/24h or 28 ug/24h
Laura Bucci o —
‘Immune dimming” with low-dose O O O O O O O
blinatumomab reverses the
treatment-resistant state in : ’ T
rheumatoid arthritis T T T T 1‘
Rescue
day 1 day 7 day 14 day 21 day 28 therapy

Standard dose

28 pg/24h or 3 cycles

Bucci L et al OP 0203
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yimmune Dimming“ bei refraktarer RA mit Blinatumomab

LONDON

=§=- Median -O- Individual patient

50 _ 40 100 0——m 10 3-6 JUNE 2026
I= = 0 3
g 4010 8 30 | E %
O ! b . o & =
a— \ c K= [
5§ e\, 5, 20} 3 D 5
) 20f \' 0 c . g_ wn O]
QL g 0 <
2 gsﬁ: R | 2 10{@k @ 5
g 10 O o % ; N 0— O -

0% i s

(s) Q@?‘L‘

4 25houidfzts Elbows Hands Knees Ankles Feet - 15/15 mit ACRZO’ 11/15 mit ACRSO und
5, 8/15 ACR70 nach 3 Mon.
8 : |
: . M Folowp = ' ‘ J - Signifikante Reduktion der Synovitis im US
31 7))
o

B S R - Reduzierte Tracer Aufnahme im FABI-PET

& K SEF SR A R S S )
Q,ra*e} ((‘:}\“5;x %o o d® %®Z§§%€<}\° o <z>°Zo\\°$ bei 5/5 Pat
N=5

- Mittlere Dauer des Ansprechens ca 5 Mon.
Relapse bei 14/15 Pat., 1 Pat mit Langzeit-

remission
Bucci L et al OP 0203
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Konzept des ,,Immune Dimming" e

Schibe nach Blinatumomab konnten mit Standard DMARD Therapien, auch die,

die zuvor nicht effektiv gewesen waren, wieder kontrolliert werden

8 :
O #1 A #2 | O #9
&L 6 o | o #3 & 6 A A H#6 & 6- - o @ #12
O G |\ 3 B a #15
? \- B | B o #4 G | B
& 0. < | Nt . . S, : .
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Moderate bis hohe Krankheitsaktivitat ist mit einem hoheren Risiko flir concresSe

LONDON -
Autounfalle assoziiert: Daten von der CANDRIVE Older Driver Studie

3-6 JUNE 2026

Gemischte Studienpopulation Arthrose/rheumatoide Arthritis

Table 2 — Demographic Predictors of the Number of Motor Vehicle Collisions

Variable p value

Age 0.085

Sex 0.392

Height 0.059 ®
Weight 0.446 &
MoCA 0.537 L
Arthritis status ~ 0.044

MoCA: Montreal Cognitive Assessment
Values above derived from Poisson loglinear

model including age, sex, height, weight,
MoCA score, and arthritis status (Control or

Arthritis group) as covarnates.
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Herzlichen Dank fir die Aufmerksamkeit!
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