Toll-Like Receptor 7/8 Activation of Immune and
Non-Immune Cells in Muscle by RNA-Containing
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<Q> INTRODUCTION

e IIM is a heterogeneous group of connective tissue disorders, primarily Immune complexes derived from patients with PM
characterized by muscle weakness, which is classified into several and DM activate TLR7/8
subtypes including DM, PM and IBM!

e Tissue inflammation is a major disease driver in IIM, but the Several autoreactivities may activate TLR7/8 Supernatants from TLR7/8-activated PBMCs impact
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Human myoblasts and satellite cells were treated with supernatants from IC IC IC IC IC IC IC IC Patient group Patient group supernatants from non-stimulated PBCs
TLR7/8-activated PBMCs and gene expression was evaluated by NanoString + enpatoran + enpatoran + enpatoran + enpatoran

Abbreviations: DM, dermatomyositis; FC, fold change; HC, healthy control; His-tRNA, histidyl-transfer RNA; IBM, inclusion body myositis; IC, immune complex; IFN, interferon; IFN-a, interferon-alpha; IFN-a2A, interferon-alpha 2A; IgG, immunoglobulin G; IIM, idiopathic inflammatory myopathies; IL-6, interleukin-6; IRF, interferon regulatory factor; LN, lupus nephritis; MDAS, melanoma differentiation-associated protein 5; MFI, mean fluorescence intensity; NF-kB, nuclear factor-kappa B; NXP2, nuclear matrix protein 2; PBMCs, peripheral blood mononuclear cells; PM, polymyositis; RNA, ribonucleic acid; SAE1, small ubiquitin-like modifier activating enzyme 1;
SLE, systemic lupus erythematosus; TIF1-y, transcription intermediary factor 1-gamma; TLR, toll-like receptor; TRIM21, tri-partite motif-containing-21; TROVE2, TROVE domain family member 2; SSA, Sjégren’s-syndrome-related antigen A
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