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Stehen wir am Beginn der Ara der Heilung von Rheuma?
CAR-T Zellen

ARTICLES %cine

https:/doi.org/10.1038,/541591-022-02017-5

M) Ghock lor updatas

Anti-Cl?19 CART cell therapy for refractory CD19-targeting CAR T-cell therapy in patients with diffuse ) ®
systemic lupus erythematosus systemic sclerosis: a case series

Janina Auth®, Fabian Muller”, Simon Valld, Nadine Bayerl, Jarg H W Distler, Carla Tur, Moria & Raimonda, Sara Chenguiti Fakhouri, m
Armnin Atzinges, Birte Coppers, Markus Eckstein, Anna-Maria Liphardt , Tobios Baverle, Koray Toscilar, Michael Aigner, Sascha Kretschmann,

Andrens Wirsching , fule Taubmann, Melanie Hagen, Andrea-Hermina Gyorfi, Soraya Kharboutli, Tobiaes Krickau, Clara Dees, Silvia Spir],

Tobios Rothe, Thomas Horrer, Aline Bozec, Ricordo Grieshaber-Bouyer, Florian Fuchs, Torsten Kuwert, Carola Berking, Roymund E Horch,

Michnel Uder, Andrens Mackensen, Georg Schett, Christing Bergmann

The NEW ENGLAN D
JOURNAL o MEDICINE

ESTABLISHED 1N 1812 FEBRUARY 22, 2024 VoL 390 NO.8

CD19 CAR T-Cell Therapy in Autoimmune Disease —
A Case Series with Follow-up

Fabian Miiller, M.D., Jule Taubmann, M.D., Laura Bucci, M.D., Artur Wilhelm, Ph.D., Christina Bergmann, M.D.,
Simon Valkl, Ph.D., Michael Aigner, Ph.D., Tobias Rothe, Ph.D., loanna Minopoulou, M.D., Carlo Tur, M.D,
Johannes Knitza, M.D., Soraya Kharboutli, M.D., Sascha Kretschmann, Ph.D., Ingrid Vasova, M.D.,

Silvia Spoerl, M.D., Hannah Reimann, Ph.D., Luis Munoz, M.D., Roman G. Gerlach, Ph.D., Siman Schifer, Ph.D.,
Ricardo Grieshaber-Bouyer, M.D., Anne-Sophie Korganow, M.D., Dominique Farge-Bancel, M.D.,
Dimitrios Mougiakakos, M.D., Aline Bozec, Ph.D., Thomas Winkler, Ph.D., Gerhard Krénke, M.D.,
Andreas Mackensen, M.D., and Georg Schett, M.D.
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A Short-Term Efficacy of CD19 CAR T-Cell Therapy in Autoimmune Disease

Patient No. 1 2 3 4 6 7 8 9 10 11 12 13 14 15
Disease SLE 1M SSc
DORIS Remission +¥
LLDAS + + - + +% N/A
SLEDAI-2K Score 0 0 0 0 0 0 0 N/A
ACR-EULAR Major Clinical Response 4
Normalization of CK Level NA +¥
Change in EUSTAR-AI Score / KA -2.3 -4.7 -4.3 -1.9%
Change in mRSS / -7 -9 _17 5%
Glucocorticoid-free State + + + + + + 4 + 4% + + +%
No Immunosuppressive Drugs + +% +% + + +%
B Long-Term Outcomes in Patients with SLE (N=8) C Long-Term Outcomes in Patients with IIM (N=3) D Long-Term Outcomes in
Patients with SSc (N=4)
SLEDAI-2K Anti-dsDNA CK MMT-8 Score EUSTAR-AI Score
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A Serum Autoantibody Levels in Patients with SLE (N=38) B Antinuclear and Anti-Ro60
Antibodies (N=13)
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CD19 CAR-T Zellen in rheumatoide Arthritis

A Patients with SLE with More than 1 Yr of Follow-up after CD19 CAR T-Cell Therapy (N=6)
Preswitched Switched Memory Activated
Naive B Cells Memory B Cells Memory B Cells B Cells Plasmablasts Immature B Cells 4 Memory B Cells
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Stehen wir am Beginn der Ara der Heilung von Rheuma?
BiTE-Therapie

° e o © T cell directed cytotoxicity
o e © @ through release of
perforins and granzymes

CD3 CD19
ScFv ScFv

BlTE
Blinatumomab

T cell

B cell

Apoptosis of B cell
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Table 1| Baseline characteristics of refractory rheumatoid

Previous anticheumatic treatments

arthritis patients

Patient no. 1 2 3 4 5 6
Demographic characteristics
Age (years) 55 48 51 31 a0 55
Sen M F F F B Ly
Body mass index | 28 | 33 | 23 | 25 | 35 | 21
Dizease-specific characteristics
Dizease duration G d 27 B 18 3
(years)
DASZE (units) 570 5.54 5.52 462 4.05 413
ACPA UL 0.8 155 2 301 163 64
RF (UL <5 417 165 18 222 64
CRF {mgl™) 36 13.2 237 4.5 3.2 0.5

U sz Universitats
Spital Zirich

hethotrexate + + + * + *
Leflunamide + t+ + + + +
TNF inhibitor + + + + + +
IL-6 inhibitor * - + * + +
Upedacitinib + + + * + +
Baricitinib # - t * + +
Filgaotinib + - = ¥ - +
Tofecitinib - - + - - -
Abatacept + t t = - -
Rituximab + - + - + -

Bucci C et al. Nature Medicine 2024



Stehen wir am Beginn der Ara der Heilung von Rheuma?

5/6 Erhaltungstherapie mit Abatacept, 1 unter nur Methotrexat

-@- Individual patient —e— Group median
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BiTE-Therapie
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BIiTE-Therapie

Fatient no. 1 2 3 4 5 [
Inflammation

Subfebrile state Week 1of 3 Week 1of 3 ] 0 Weak 1 Waek 1
Chills Week 1of 3 a a Q a
Fawver ] ] ] ] ]
Elevated CRP Weak 1 Week 1 a Weeak 1 a Waek 1
Worsening of RA 0 0 ] (¥} 0 0
Meurotoxicity

Headache, malaise, confusion ] ] a (] i ]
Infections

Urinary tract Infection ] ] ] Week 1 i} ]
Herpes simplex a Week 3 a o a a
S5ARS-Cov-2 0 Week 12 ] i} 0
Opportunistic 4] 4] 4] i 4]
Myelotoxicity

Neutropenia 4] 4] 4] 0 i

Thrombocytopenia ] ] Q (] Q0

Liver enzymes 1] 1] 1] 0 4]
Hypogammaglobulinemia 0] 0] ] i i Week 3
Others

Mauzea VWeek Jofs i] LE] i]
Techycardia Week 2 a a Weeak 9 a a
Headachsa 0 0 ] Weak 1 i} 0

USZ s Bucci C et al. Nature Medicine 2024



Kann man Rheuma heilen ?

* Noch nicht

* Ansprechen unterschiedlich je nach Krankheit, je nach pathologischen
Befunden

* Fibrose vs. Entzindung
* Sehr positiven Daten fur Lupus, gemischte fur SSc

* Target des CAR T Zellen besser zu identifizieren je nach Krankheit
e Zeitpunkt der Therapie zu prazisieren
* Notwendigkeit, die Langzeitsicherheit zu evaluieren
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Prazisionsmedizin in rheumatoiden Arthritis

Widersprichliche Daten tber das Synovium

Patienten mit Versagen einer Anti-TNF-Therapie

B Rituximab Tocilizumab
100 P =0.007
75 65%

53%  50%

CDAI 50%

gg 310’;& .
:
B cells Poor Rich

Rivellese F et al. Nature Medicine 2022

U Sz Universitats
Spital Zirich

Behandlungsnaive Patienten

In the B cell-poor population, ACR20 response at 16 weeks
(primary endpoint) showed no significant differences between
etanercept and tocilizumab grouped together and rituximab

Rivellese F et al. The Lancet Rheumatology 2023



Prazisionsmedizin in rheumatoiden Arthritis

Atherosclerotic cardiovascular disease (ASCVD), venous
thromboembolism (VTE) , herpes zoster (HZ)

Diverticulitis?

Malignancy? Autoantibodies,
ASCVD, | | DI'v:ID? T
VTE, HZ? [N = Abatacept inati
PN T =AM inhibitar = |L-6 inhibitor '
= =FAICriitor _ .
Heart = Abatacept  Rituximab E = Rituximab = JAK inhibitor = Abatacept
fallure? Sy LG innibitor _TNF inhibitor 8 = TNFinhibitor 4 = Rituximab i = IL-6 inhibitor RA-ILD?
=FAdCimhibiter - =Thfrrititor
A, = JAK inhibitor
= Abatacept = RItUXIma =Rieeia— |
- IL-6 inhibit [l = TNF inhibitor o = TNF inhibitor
_ JAK inhibitor 2023 ACR/CHEST Guideline fiir RA-ILD [ - foatacent
m . .
_ IFI et - thuglm{ab.
Bl=TNEirhibiter

Adapted from Konzett V et al. Nature Review Rheumatology 2024 I
Johnson S et al. Arthritis Rheumatol 2024



Prazisionsmedizin in Psoriasis-Arthritis

-

-

Phase |

( Clinical diagnosis of active PsA J

L

J ¥ N N N

Polyarthritis (>4 swollen joints) [ Monojoligoarthritis ]

[ Enthesitis’ ]

. . . Predominant skin or
[Predommantlyaxnaldlsease] [ nail disease ]

with or without dactylitis

,_poor prognostic factors present

—

[ NSAIDs + local glucocorticold injections® ]( __________

!

Achieve
target® within
4 weeks

Yes Y

No

Consult a
dermatologist

( Continue and adapt )

——9[ NSAIDs + local glucocorticoid injections” ]

|

Achieve
target® within
4 weeks

Yes =
( Continue and adapt j

No

2

sz Universitats
Spital Zirich

Phase Il l

or another csDMARD

C

—_— [ Start methotrexate’ ‘}

Improved®
at 3 months
and target® achieved
at 6 months

No -

Yes l

Continue®

Enthesitis
Phase llI Je
l Predominantly axial disease
N
Start bDMARD: Start bDMARD:
TNFi or IL-17i or IL-12/23i or IL-23p19i IL-17i or TNFi

considering relevant
non-musculoskeletal manifestations®

Consider use of a JAK-inhibitor only after
risk assessment’

L

Improved?®
at 3 months
and target® achieved
at 6 months

W

considering relevant
non-musculoskeletal manifestations®

Consider use of a JAK-inhibitor only after
risk assessment’

Yes 1

Continue®

The choice of the mode of action should reflect non-
musculoskeletal manifestations related to PsA; with
clinically relevant skin involvement, preference should
be given to an IL-17A or IL-17A/F or IL-23 or IL-12/23
inhibitor; with uveitis to an anti-TNF monoclonal
antibody; and with IBD to an anti-TNF monoclonal
antibody or an IL-23 inhibitor or IL-12/23 inhibitor or a
JAKi.

Gossec L et al. Ann Rheum Dis 2024



Prazisionsmedizin in systemischer Sklerose

Systemic sclerosis

PDESI BOSENTAN i

ILOPROST

Del Galdo F et al. Ann Rheum Dis 2024



Prazisionsmedizin in systemischer Sklerose

Patient already MMF (
. | SSciLD |

___________________

, Consider Nintedanib |
! With (or without) MMF .

- O O

: Continue treatment |
y  and follow-up |

' | Consider MMF and/Or Rituximab |
| And,e'nr cyclophosphamide :

“ early-inflammatory”

_____ A

' Consider Tocilizumab |

Del Galdo F et al. Ann Rheum Dis 2024



Kann man die Patienten fiir eine personalisierte Therapie
stratifizieren ?

* Die Gewebe- und Blutdaten ermdglichen es noch nicht

* Behandlung je nach klinischem Befall, Komorbiditaten und einigen
Merkmalen entsprechend den Einschlusskriterien der klinischen
Studien
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Kann man RA vorbeugen?

praklinische Rheumatoide Arthritis Rheumatoide Arthritis
I | | I

Rheumatoid arthritis continuum

Predisposition ' Autoimmunity ' Inflammation ' Clinical arthritis >

*W %\)f v - \uf
BN

’ '
(10 2 1 ©y ;
1S E
1) Genetic 2) Environmental @ Localised mucosal  3) Systemic © 4) Symptoms without Subclinical ' 5)Unclassified 6) Rheumatoid
risk factors risk factors ' autoimmunity autoimmunity clinical arthritis inflammation | arthritis arthritis
; ' on imaging
USZ s Andrea Di Matteo et al., The Lancet 2023



Kann man RA vorbeugen?

Bos et al. 2010 RF- und/oder ACPA-positive Shared- RCT; Dexamethason 100 mgi.m. x 2 Neu aufgetretene Kein Unterschied (26Mt)
Epitope-positiv; Arthralgie Dosen vs. Placebo klinische 1A
Gerlag et al. 2019 RF- und ACPA-positive; CRP>0.6 mg/L; RCT; Rituximab 1000 mg i.m. x 1 vs. Neu aufgetretene Kein Unterschied (29Mt),
(PRAIRI) Arthralgie Placebo klinische 1A verzogertem Auftreten der
IA in der RTX-Gruppe
van Boheemen et RF- und ACPA-positive; ACPA>3N; RCT; Atorvastatin x 3 Jahre vs. Placebo Neu aufgetretene Kein Unterschied (14Mt)
al. 2021 (StapRA) Arthralgie klinische 1A
Krijbolder et Arthralgie RCT; Methylprednisolon 120 mg x 1 und  Rheumatoide Arthritis Kein Unterschied (2 Jahre)

al. 2022 MRI. Gelenkentziindung Methotrexat x 1 Jahr vs. Placebo; 1 Jahr

Erhohtes Risiko bei ACPA+,
(TREAT EARLIER)

Nachbeobachtung jedoch kein Unterschied
zwischen Gruppen nach 2
Jahren
Hahn et al. 2022 Kein Krebs, keine kardiovaskulare RCT; Omega-3-Fettsduren (1000 mg/Tag) Inzidente J Autoimmunerkrankung
(VITAL) Vorerkrankung und/oder Vitamin D (2000 IE/Tag) vs. Autoimmunerkrankung (inkl RA) bei 22% mit
Placebo x 5 Jahre (inkl RA) durch Vitamin D
Aktenauswertung
Deane et al. 2022 ACPA>2N RCT; Hydroxychloroquin x 1 Jahr versus Rheumatoide Arthritis Kein Unterschied
(stopRA)

Placebo; 2 Jahre Nachbeobachtung

U Sz Universitats
Spital Zirich

Adapted from Deane K, Current Opinion in Rheumatology 2024



@ @ Abatacept in individuals at high risk of rheumatoid arthritis
(APIPPRA): a randomised, double-blind, multicentre,
parallel, placebo-controlled, phase 2b clinical trial

m Andrew F Cope, Marionna fasenecova, foana C Vasconcelos, Andrew Filer, Karim Roza, Sumern Qureshi, Mario Antonietta 0'Agosting,
lmin B Mclnnes, John O iseacs, Arthur G Pratt, Benjomin A Fisher, Christopher D Buckley, Poul Emery, Pouline Ho, Maya H Buch, Coziana Crurtin,
Dirkjor van Schoardenburg, Thomos Huizinga, René Toes, Evangelos Georgiow, feanna Kefly, Corofine Musphy, & Toby Prevost, on behalf of the
APIFPRA study investigatars®

RCT
Abatacept 125 mg/w x 1 Jahr vs.
Placebo; 1 Jahr Nachbeobachtung

ACPA+RF positiv oder ACPA 23 N
entziindliche Arthralgie

| I

Cope AP et al,,

Lancet 2024



100

|
LM
|

P
um
|

Placebo

Mumber at risk
Cumulative events
Cumulative censored
observations
Abatacept

Mumber at risk
Cumulative events

Cumulative censored
observations

Arthritis-free survival (%)
=
I

h I_I_I.lﬁ-[
—i.l_I—L .
4 L
End of .f
treatment End of
study
—— Abatacept P04
— Placebo Log-rank test
[ [ [ [ [ [ | [
0 3 b g 12 15 18 21 24
Time (months)
103 83 77 74 ¥ ¥ 59 57 32
14 20 22 30 30 33 35 38
b 6 Fi 9 9 11 11 33
110 97 93 a0 a6 80 G5 B4 =T
2 4 4 7 11 25 26 27
11 13 16 17 19 20 20 26

Cope AP et al., Lancet 2024



@"} M Abataceptinhibitsinflammationand onset of rheumatoid

ACPA und Arthralgie und
Gelenkentziindung (MR)

arthritis in individuals at high risk (ARIAA): a randomised,
international, multicentre, double-blind, placebo-controlled

trial

Juergen Rech™, Koray Tascilar®, Melanie Hagen, Armd Kleyer, Bernhard Manger, Verena Schoenou, Axel | Hueber, Stefan Kleinert,

Xenofon Boraliakos, Jirgen Braun, Uta Kiltz, Martin Fleck, Andrea Rubbert-Roth, David M Koffer, Frank Behrens, Martin Feuchtenberger,
Michael Zaenker, Reinhard Voll, Nits Venhoff, Jens Thiel, Cormelia Glaser, Eugen Feist, Gerd R Burmester, Kirsten Karberg, Johannes Strunk,
Juan D Cadete, Ladislav Senolt, Maria Filkowa, Esperanza Naredo, Raguel Largo, Gerhard Kronke, Moria-Antonistta [ Agosting,

Mikkel @stergaord, Georg Schett

RCT
Abatacept 125 mg/w x 6 Mt vs.
Placebo; 1 Jahr Nachbeobachtung

I

Rech J et al., Lancet 2024



Kann man RA vorbeugen?

Suppl. Table-1 MRI outcomes at the end of treatment phase and end of observation phase.

End of treatment {6 months) End of observation {18 months)
—_—— Mean difference Ad{;:ed epd Mean difference M:.:“ S
Seine Mean (SD) _ence p-valie Mean (SD) neience p-value
Mean (SO} s (95% C1) % Ch (95% O}
Abatacept 7.84(4.93) 7.03 {4.67) 0.77 0.17 7.03(4.38) 0.86 -0.62
Syncwitis score 0.81 048
Placebo 5.75(3.71) 6.26 {4.45) (-1.29t0 2.83) (-1.60t01.25) 6.17 (3.68) (-1.30t0 3.03) (-2.34t01.10)
Tenosynowitis | Abatacept | 5.54(387) | 3.49(2.51) 0.61 -1.22 _— 322(2.21) 0.13 1.82 _—
score Placebo 4.19(3.55) 4.10 {4.49) (-223t01.01) | (-261t00.17) 3.09(3.05) (-1.41t01.67) | (-3.29t0-0.35)
Abatacept 1.91(2.67) 2,07 {2.70) -0.10 0.73 2.09(2.35) 0.76 0.09
Osteitis score 0.14 087
PMacebo 1.29(2.18) 2.17 {4.74) (-1.82t01.62) (-1169t00.23) 1.33(1.69) (0.31t01.83) [-0.96t01.13)
Total Abatacept 15.3 (8.88) 12.6 (8.08) 0.21 2.2 116(7.22) 1.20 2,70
inflammation 0.18 0.13
scoce Pacebo 10.9(6.10) 12.4{9.92) (-394104.35) (-5.45t01.03) 10.4(5.70) (-2.43t04.84) [16.25 t0 0.85)
Abatacept 1.77(2.27) 1.551{2.12) .06 0.08 1.69(2.26) 0.34 0.07
Erosion score 043 054
Placebo 1.48(1.50) 1.61 {1.53) (08810 0.76) (-0.12100.27) 1.35(147) (-0.67 to 1.35) {-0.16 10 0.30)

Verbesserung des MRs Befunde

- 6 Mt: 28 (57 %) Abatacept-Gruppe vs 15 (31 %) Placebo-Gruppe
- 18 Mt: 25 (51%) vs 12 (24%): p=0-012

:absolute Differenz 26,5 %, [5,9-45,6]; p=0,014)

Rech J et al., Lancet 2024




Cumulative incidence of rheumatoid arthritis (%)

Number at risk
(number censored)
Abatacept

Placebo

Kann man RA vorbeugen?

A
100+ —— Abatacept : RMST difference 3-53 (95% CI 0-98-6-07); p=0-0066
—— Placebo
< > < B
75  Treatment phase | Observation phase
50— :
25—
07 r ; I ! | | |
0 3 6 9 12 15 18 21

Time (months)

49(2) 47 (2) 42 (4) 34(5) 32(5) 28 (6) 6 (26)
49 (0) 32(4) 28 (4) 28 (4) 24.(4) 22 (4) 7 (15)

Rech J et al., Lancet 2024



Kann man SSc vorbeugen?

Other
antibodies

Anticentromere antibodies

Microvessel
damages*

Sine scleroderma
No skin fibrosis

> :

2 :
= : 'I]!ay nauds ] Limited cutaneous systemic sclerosis |
g A“‘t'";ﬁ:?a' Anti- pRencmench ; Sclerodactylyor distal skin fibrosis

= antibodies :

S Gahatic l topoisomerase |

predispositions
) | Pulmonary arterial
Environmenta hypertension
exposure ;
(ege silica) Diffuse cutaneous systemic sclerosis
; Proximal fibrosis
n , ; ; ——
Predispositions Preclinical autoimmunity Definite systemic sclerosis subsets based on skin

§‘s Pre-scleroderma Early systemic sclerosis

3

pd VEDOSS criteria ACR-EULAR systemic sclerosis criteria

;6' Preventive medicine in systemic sclerosis Treatment of systemic sclerosis

g

o

Early window of opportunity

Lescoat A et al., The Lancet Rheumatology 2024



Efficacy of methylprednisolone in very early systemic
sclerosis: results of the ‘Hit Hard and Early’ randomized

controlled trial

Brigit E. Kersten ® '-*, Jacqueline M. J. Lemmers @ ', Amber Vanhaecke © 2,
Arthiha Velauthapillai @ 1 Wieneke M. T. van den Hombergh @ 1 Frank H. J. van den Huugen1,
Cornelia H. M. van den Ende’, Vanessa Smith @ %*, Madelon C. Vonk'*

I I

Puffy Finger< 3 RCT
SSc spezifische AK Methylprednisolone 1000 mg iv 3
Organische Mikroangiopathie Tage/Mt x 3 Mt oder Placebo

(early oder aktiv Pattern)

Kersten BE et al., Rheumatology 2024



Kann man SSc vorbeugen?

Placebo (n =19

Methylpredmisolone (n = 21)

Difference between
groups, mean {9355 CI)

Bascline Week 12 Bascline Week 12
Primary end point
Capillary density, mm 70011} 7.3 01.6) 7.31La) 72017 045 (=111, 0.21}
Secondary endpoines
MNo. megacapillaries'mm 0.8 (0.7} 0.9 (0.8} 0.7(0.8) 6 (e} =072 [-0.48,0.11}
EULAR/ACR criteria,” n 107 ¢ 104 11.21{1.7) 1001(1.2) 11.2 (2.9 1.00 (=1.03, 5.03)

Kersten BE et al., Rheumatology 2024



Kann man Rheuma vorbeugen?

* Noch nicht

* Notwendigkeit
* besserer Stratifizierung der Patienten
e Zeitpunkt fir den Beginn und Dauer der Behandlung zu definieren
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NStwork |0pen

Original Investigation | Infectious Diseases

Autoimmune and Autoinflamn Figure 2. Risks of Incident Autoimmune and Autoinflammatory Disease Outcomes in the COVID-19 Cohort Compared With the Control Cohort

Following COVID-19

Incidence rate, No. events/person-year Favors = Favors
Sung Ha Lim, MD; Hyun Jeong Ju, MD, PhD; Ju Hee Han, MO; J Outcome CoviD-19 Control group aHR (95% Cl) lower risk higher risk

Autoimmune/autoinflammatory disorders

Alopecia areata 11.79(135/114542) 9.48(1907/2012295) 1.12(1.05-1.19) -

Alopecia totalis 1.21(14/116054) 0.60(123/2036903) 1.74(1.39-2.17) -

Psoriasis 5.40(62/114856) 5.09(1025/2013810) 1.00(0.91-1.09) -

Vitiligo 2.59(30/115768) 2.30(467/2032049) 1.04(0.91-1.19) +

ANCA-associated vasculitis 0.26(3/116137) 0.10(21/2038149) 2.76 (1.64-4.65) —

Behcet disease 0.34(4/116008) 0.38 (78/2036137) 0.79 (0.56-1.11) ——

Crohn disease 1.03(12/116063) 0.52 (106/2036833) 1.68(1.31-2.15) . e

Ulcerative colitis 1.12(13/115873) 1.07 (21/2034322) 1.04 (0.86-1.26) —=—

Rheumatoid arthritis 16.92(190/112321) 15.56(3068/1971486) 1.02(0.97-1.08) =

Adult-onset Still disease 0.09(1/116137) 0.08 (17/2038152) 1.18(0.63-2.23) —

Polymyositis 0.09(1/116141) 0.10(21/2038049) 0.63 (0.30-1.31) —_—

Systemic lupus erythematosus 0.52 (6/115992) 0.92 (188/2035386) 0.47 (0.36-0.61) —a—

Systemic sclerosis 0.09 (1/116119) 0.15(31/2037867) 0.99 (0.58-1.69) .

Sjégren syndrome 1.29(15/115956) 1.53(312/2034400) 0.85 (0.71-1.00) ——

Ankylosing spondylitis 1.99 (23/115821) 1.86 (379/2032445) 1.00(0.87-1.16) —a—

Sarcoidosis 0.26(3/116132) 0.14 (29/2037948) 1.59(1.00-2.52) e
Positive control outcomes :

Myocardial infarction 4.15 (48/115684) 3.38(685/2029628) 1.31(1.18-1.45) .

Congestive heart failure 31.10(352/113190) 18.02(3580/1986762) 1.60(1.54-1.68) : =

Stroke 24.24(273/112637) 20.15(3983/1976716) 1.28(1.23-1.34) .
Negative control outcomes

Epidermal cyst 18.45(211/114386) 19.99(4010/2005922) 0.90(0.86-0.94) .

Tympanic membrane perforation 1.99 (23/115847) 2.06(418/2033487) 0.97 (0.85-1.12) +

Trauma of multiple sites 30.47(346/113544) 33.65(6709/1993987) 0.89(0.86-0.92) "

0.1|25 O.|25 0:5 I1 ,'IE :1

Lim S, JAMA Netw Open 2023 aHR (95% C1)



JAMA Dermatology | Original Investigation

Long-Term Risk of Autoimmune and Autoinflammatory Connective Tissue
Disorders Following COVID-19

v Figure 2. Comparison of Autoimmune and Autoinflammatory Disease Incidence Risks Between the COVID-19 and Control Cohorts

Cohart intidence rate (No. of everts /person-years) Favors © Favors
Souwrce CoOviD-19 Control AHE [25% 1) bower risk  legler risk
Alopedis araata 13.51 {3301/2 442 Gb4) 10.43 {3060/2 933 357) 1.11{1.07-1.15) n
Alopecia tatalis 0,92 {228/ 2474 400) 0_68 (203,32 905 056) 1.24{1.09-1.42) [ |
Frimary cicatricial slopecia 057 {140/ 2474455} 0.53 (15B/3 9a4 224) 1.03{0.87-1.21) u
Psoriasis 5.94 {1456/2450351) 6. 10(179172 934 649) 1.01 {0.96-1_Dh) u
Vitiliga 3.32 (8202 468554) 303 (896/2 958 6B3) 1.11{1.04-1.119) E 3
Sarooidosis Q.19 {47/2475T7BE) 0.20 (56/2 966 492) 1.03 {0.79-1.35) —
Beh(st dicaasa 052 {12B/ 2473475} 0.34 (1003 S64315) 1.45{1.20-1_74) u
Crohin disease 059 (14E/ 2474402 ) Q.42 (126/3B65272) 1.35{1.14-1_60) —i—
WMcerative coditis 1,37 {339/24706E%) 1.12(332/256]1 302) 1.15{1.04-1_28) u
Rheumatoid arthritis 19.13 (459972 403 B6T) 15,68 (53782 8TR38T) 109 {1.06-1.12) [ |
Systemic lupus erythematosus 111 {274/24726596) 092 (27273963 1419) 1.14 {1.01-1_28) N
Systemic sclerosis 016 {39/2475847) Q.17 (51/2966 38R) 050 {0.67-1.21) .
Sjigren syndrome 1.55 {384/24719B5) 1.45 (4392 %961 440) 1.13{1.03-1_25) [ |
fnkylosing spondiylitis 2.20{542/ 2469005 ) 1.599 (520/2 959 193) 1.11{1.02-1_20) [ |
Der matopalymyositis 019 {47/ 2475844 ) .22 (66,2966 4E0) D.B4 {0.64-1_09) L
Bullous pemghigoid Q.08 (21/2476225) 0.0 (23/2 966 959) 1.62 {1.07-2.45) — .

e —— : S
025 0.5 i . 4
AHE (95% Cl)

Heo HW, JAMA Dermatology 2024



A TCU Adimission

Favors Favors
SoUfEe AHR {95% C1) lawer risk  higher risk
Alopecia areata 1.21 {1.03-1.43]) _———
Alopecia botalis 1.60 {0.91-2.81) O
Primary cicatricial alopecia  1.35 {0.74-2.45) M
Psoriasis 1.33 {1.11-1.60) B
Vitilige 1.04 {0.77-1.40) O
Sarcoidasis 4.12 {228-7.43)
Behget disease 259 {1.53-4_38)
Crohn diseass 1.B4 {1.03-3.29)
Ulcerative calitis 2.43 {1.74-3.41)
Rheumataid artheitis 1.27 {1.15-1.41) ¥
Systemic lupus erythematosus 222 {1.55-3_16) —
Systemit sclerosis 1.B7 {0.80-4_36)
Sjtigren syrdrame 1 B5 {2.22-3_66)
Ankylosing spandylitis 1.42 {1.06-1.92) M
Derrnatopoly My ositis 0.97 (0_34-2.75)
Bullous pemphigoid 6.B2 {3.59-12.93)

| I | |
0.2% 0.5 1 2 a
AHR {95% C1)

Heo HW, JAMA Dermatology 2024



Meéfiez-vous de I'arbre qui cache la forét

Bei einer Verschlechterung der Lungenlasionen
einige Monate nach einer COVID-Infektion an
eine Autoimmunerkrankung denken
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CT-Assessment bei SSc nicht stoppen

QUICK
TIPS

Annual incidence rate of new onset of ILD
per 100 patients from the baseline visit

The overall ILD incidence rate was
G 3.83 (95% Cl 3.12-4.63) per 100 person-years.

Annual incidence of SSc-ILD (100 patients)

1 2 3 4 5 6 7 8 9 10
Years from baseline visit
N atrisk 5331 4550 3593 2953 2435 2005 1614 1305 1066 867

Liubov Petelytska et al. EULAR 2024



QUICK
TIPS

RA

Methotrexat-Intoleranz
niedrig dosiertem Folsaure (5-10
mg/Woche)

RCT
zusatzliche Folsauresupplementierung
von 10 mg/Woche oder Placebo

'
-
1

Delta MISA

il

I T
Placebo Folic Acd

Figurel: Change in MISA score in the two groups.

MISA, Methotrexate intolerance and severity score in adults, validated score for MTX
intolerance

Folsaure bei Unvertraglichkeit von MTX nicht erhohen

Dhir V et al. ACR 2024



o

B Kein Methotrexat bei Polymyalgia rheumatica

PMR RCT

< 8 Woche MTX 25 mg/Woche oder Placebo
Therapie mit Steroiden

2500

Rot: Placebo (n=28)
Blau: Methotrexate (n=28)

* 4

2000+

1500 1

1000

500+

024 11 17 21 26 30 34 38 42 46 52 _
Bolhuis T et al. ACR 2024
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