Cenerimod - SLE

FULAR Presentation
May 2024

information of Viatris Inc. Unauthorized use, duplication, dissemination or disclosure to third parties is strictly prohibited. © 2022 Viatris Inc. All Rights Reserved.

“@ V I AT R I STM For internal use, education and training purposes only. Do not duplicate, distribute or use when detailing. This document contains confidential and proprietary



Pharmacodynamic effects of the selective S1P,
receptor modulator cenerimod on the blood
transcriptome of patients with SLE

Daniel Strasser, Madeleine Suffiotti, Pijus Brazauskas, Aaron Hart, Marianne Martinic,
Thomas Hoyler, Gustavo Seifer, Ouali Berkani, Peter Cornelisse, Mark Murphy

ldorsia Pharmaceuticals Ltd. and Viatris Innovation GmbH



Conflict of Interest declaration

Daniel Strasser is an employee of Idorsia Pharmaceuticals Ltd.




24

eular

EUROPEAN
CONGRESS OF

SLE - a molecularly heterogeneous disease [
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« SLE is a clinically and molecularly heterogeous autoimmune disease.
« The IFN-1 molecular endotype is recognized as an important SLE patient subgroup.

« |FN-1 high patients present with an increased incidence of clinical manifestations

such as arthritis!, and increased risk to develop lupus nephritis?.

« The IFN-1 high patient endotype associates with high expression of other

pathogenic inflammatory pathways such as the IFN-y pathway?.

References: 'Northcott M, Lupus Science and Medicine 2022;9:e000625; 2Kim CH Mol Diagn 2015;17(2):118-27; 3Strasser DS, Arthritis Rheumatol. 2022;74(suppl 9):1981-2
Abbreviations: SLE, systemic lupus erythematosus; IFN-1, type-1-interferon.
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Cenerimod: Next generation highly selective S1P, [
receptor modulator with a novel MoA for SLE -y

S1P viathe S1P, receptor regulates key pathogenic processes in SLE!
— T and B cell egress from lymphoid organs

— Inflammatory response

— Antigen transport into lymphoid organs

References: 'Burg N, Nat Rev Immunol. 2022. PMID: 35508810
Abbreviations: MoA, mechanism of action; SLE, systemic lupus erythematosus; S1P,, sphingosine-1-phosphate receptor 1.
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Cenerimod 4 mg improved clinical score in patients Cenerimod decreased IFN-1 gene
with SLE expression in IFN-1 high and low patients
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References: Askanase A, Arthritis Rheumatol. 2022;74(suppl 9):3293-7; Strasser DS, Arthritis Rheumatol. 2022;74(suppl 9):1981-2
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Explore the pharmacodynamic effect of 2 mg and 4 mg cenerimod in the whole
blood transcriptome in samples from the phase 2b clinical trial (CARE —
NCT03742037) in adult subjects with moderate to severe SLE concurrently

receiving background therapy.
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» Peripheral blood samples from patients with SLE participating in the CARE study

were collected at baseline and after 6 months of treatment with cenerimod.

« Gene expression was quantified by gPCR and total RNA sequencing (RNAseq).

Baseline 6 months
v v

Placebo (n=86)

Cenerimod 2 mg (n=86)

Cenerimod 4 mg (n=85)
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IFN-1 RNAseq score correlates with gPCR score (A) IFN-1 RNAseq score is significantly decreased in

and IFN-a protein levels (B) the 4 mg cenerimod dose
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Cenerimod 4 mg reduces the IFN-y Cenerimod 4 mg reduces protein IFN-y and downstream
signature score target of IFN-y (IL12) particularly in IFN-1 high patients
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Cenerimod 4 mg reduces the plasma cell RNAseq
score to a greater extent than 2 mg cenerimod

Cenerimod 4 mg reduces the plasma cell
inferred abundance
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Immunomodulation
7, % ® O
e © By targeting the S1P/S1P, axis,
Y Autoreactive Interferon-driven : cenerimod’s immunomodulatory
T and B cells g 4 Autoantigen ” .
_pathogenic inflammation transport properties are believed to:
N Biilice _ Prevent the » Reduce SLE disease activity at all levels
Inhibit the egress SoRTlarnaEts migration of APCs
of autoreactive £ cytokines Y to the lymph nodes » Reduce systemic & local inflammation
T- and B-cells out ritasstai] IF’N (prevent the priming
of the lymph node pan y IF};\J i of new autoreactive » Reduce organ & tissue damage
= T- and B-cells)
INHIBITION REDUCTION PREVENTION

S1P, Receptor Modulation

References: Strasser DS, RMD Open. 2020. PMID: 32917831; Gerossier E, Arthritis Res Ther. 2021. PMID: 34839819; Hermann
V, Lupus Sci Med. 2019. PMID: 31798918; Askanase A, Arthritis Rheumatol. 2022;74(suppl 9):3293-7; Strasser DS, Arthritis

Rheumatol. 2022;74(suppl 9):1981-2; Hoyler T, Lupus Science & Medicine. 2023. Abstract 2023-0588 Burg N et al. Nature Review
Rheumatology 2022, 18
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These results confirm the S1P,-dependent immunomodulatory properties
of cenerimod and demonstrate that the 4 mg dose consistently reduced
the investigated disease-relevant pathways. The efficacy and safety of 4
mg cenerimod is under evaluation in two Phase 3 clinical studies for SLE

(OPUS — NCT05648500, NCT05672576).
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« CARE study patients
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For more information please visit:

« Poster 1408 in session poster view VIl on Saturday — Targeting Key Components of

SLE pathogenesis with the multifaceted Immunomodulatory properties of cenerimod

« Booth number S14 in Hall B (Exhibition Hall)
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We combine results from A murine model of SLE (MRL/Ipr mice) and a proof-of-mechanism murine model for antigen In rodent disease models, cenerimod reduced the migration of dendritic cells to the draining lymph

preclinical and clinical studies transportation were used to evaluate the effects of cenerimod on leukocyte distribution, node, which was accompanied by reduced T cell proliferation and pro-inflammatory cytokine
CO I I l p O n e n tS O f S L E to give a holistic view of the R autoantibody titers, inflammation, and antigen transport, using flow cytometry, ELISA, and secretion (see section ). Furthermore, in the MRL/Ipr lupus mouse model, treatment with cenerimod

multifaceted esenting cells to S1P/S1P, axis histology.24 Leukocytes, autoantibodies, and inflammation biomarkers were further assessed led to significant disease amelioration, evidenced by a reduction of tissue-infiltrating lymphocytes,

lower titers of autoantibodies, and reduced levels of inflammatory cytokines. This was associated

draining lymph nodes

in two phase 2 clinical studies of once-daily cenerimod (0.5, 1, 2, or 4 mg) versus placebo in

- . immunomodulatory properties REDUCTION | . N e ! with reduced signs of pathology in the kidneys, improved kidney function, and increased survival (see
P at O e n e S I S W I t of cenerimod. patients with SLE (NCT02472795 and NCT03742037 [CARE]).*® In the first phase 2 study, section Il — IV pre-clinical).
FREVENTION | patients were treated for 12 weeks. In the CARE study, treatment was for 12 months; In the 12-week Phase 2a clinical trial, treatment with cenerimod decreased circulating T and B
b vl patients assigned to cenerimod 4 mg were re-randomized to placebo or cenerimod 2 mg at lymphocytes and decreased autoantibody levels. These findings were confirmed in the Phase 2b
: cytokines and Month 6. CARE study, with reduction of several pro-inflammatory cytokines and improved clinical indices of
t e u t I aC et e chemekines disease activity (see section Il — IV clinical).
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« All authors are current or previous employees of Idorsia Pharmaceuticals Ltd. Views expressed in this
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