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BACKGROUND

Q

Multiple sclerosis (MS) is a chronic, inflammatory and neurodegenerative disease of the central nervous
system. Currently, the search for new therapeutic strategies to control disease activity and progression is an
active topic in the field. Evobrutinib is an oral, highly selective covalent Bruton’s tyrosine kinase (BTK)
inhibitor with promising results in recent clinical studies. BTK is present in B cells and myeloid cells,
important cell subsets with a prominent role on the pathogenesis of MS through the control of T cell
activity. In the present study, we assess the effect of evobrutinib on myeloid cells in the MOG;; ..-induced
chronic-progressive experimental autoimmune encephalomyelitis (EAE) MS model, a model to study the
role of myeloid cells and T cells as well as and myeloid/ T cell interactions.
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Figure 1. Evobrutinib-treated mice (EAE-Evo)
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2. The individualized follow-up of EAE mice allowed us to distinguish between evobrutinib responder
(EAE-R) and non-responder mice (EAE-NR).
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3. The clinical response to evobrutinb was associated to an enrichment in both peripheral and central
mature cDCs together with a reduced T cell/cDC ratio in the spleen.

4. In EAE Veh mice, cDCs and CD69" activated T cells increased together, while in EAE-Evo the
enrichment in cDCs was related to a decrease in CD69* T cells.
5. In EAE-R mice, evobrutinib treatment induced a decrease in MHC-Il and an increase in CD80 in
splenic cDCs, whereas a decrease in CD80 was observed in spinal cord cDCs, whose immunological
implications should be addressed in future functional in vitro assays.
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