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Low NfL levels were associated with improved MRI and relapse outcomes, supporting the

role of NfL as a prognostic marker of disease activity and a potential surrogate marker of NfL Z-scores and MRI activity
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Abbreviations: ARR, annualized relapse rate; BID, twice daily; BTK, Bruton’s tyrosine kinase; CI, confidence interval; CNS, central nervous system; DBP, double-blind period; DMF, dimethyl fumarate; Evo, evobrutinib; Gd+, gadolinium-enhancing; mITT, modified intention-to-treat; MRI, magnetic resonance imaging; NfL, neurofilament light chain; OLE, open-label extension; QD, once daily; RMS, relapsing multiple sclerosis; SD, standard deviation
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Supplementary Figure 1 : Evobrutinib dosing for the Phase III trials was optimized for exposure and BTKO levels correlating
with maximal efficacy

Phase II evobrutinib 75 mg BID (fasted) Phase III evobrutinib 45 mg BID (fed)
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Based on modeling of Phase II data Clinical trial simulations of Phase III design from Phase IIb model

Measurements of evobrutinib concentration and BTKO were made in blood and PBMCs, respectively, from patients with MS in the Phase II trial

*Fasted state: >1 hour pre-meal or >2 hours post-meal; "Fed state: with food (high-fat or moderate-fat meal);

*percentage of patients with AUC >400 ng/ml*hr over 24 hours; $Modeled maximal efficacy AUC >400 ng/ml*hr and no efficacy AUC <355 ng/ml*hr; ISimulated percentage of patients with BTKO >95% over 24 hours at steady state;
1Simulated percentage of patients with AUC >400 ng/ml*hr over 24 hours

ARR is a measure of clinical efficacy, BTK occupancy indicates the fraction of evobrutinib occupying BTK (in PBMCs), exposure is the AUC: the area under concentration time profile of evobrutinib in the blood over 24 hours at steady state

Supplementary Figure 2 : Association between NfL Z-score and MRI activity: Stratification according to NfL Z-score category
[<1 and =21] at Week 48

A T1 Gd+ lesion count at Week 48 T1 Gd+ lesion count at Week 96 B T2 lesion count at Week 48 T2 lesion count at Week 96
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Abbreviations: ARR, annualized relapse rate; AUC, area under the concentration-time curve; BID, twice daily; BL, baseline; BTK, Bruton’s tyrosine kinase; BTKO, Bruton’s tyrosine kinase occupancy; CI, confidence interval; DBP, double-blind period; DMF, dimethyl fumarate; Evo, evobrutinib; NfL, neurofilament light chain;
OLE, open-label extension; SD, standard deviation; QD, once daily
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