“This reprint might contain references to “Merck” or “Merck KGaA”, which refer to (1) Merck KGaA, Darmstadt,
Germany; (2) an affiliate of Merck KGaA, Darmstadt, Germany; or (3) one of the businesses of Merck KGaA, Darmstadt,
Germany, which operate as EMD Serono in the healthcare, MilliporeSigma in the life science and EMD Electronics in the
electronics business in the U.S. and Canada.

There are two different, unaffiliated companies that use the name “Merck”. Merck KGaA, Darmstadt, Germany, which is
providing this content, uses the firm name “Merck KGaA, Darmstadt, Germany” and the business names EMD Serono in
the healthcare, MilliporeSigma in the life science and EMD Electronics in the electronics business in the U.S. and Canada.
The other company, Merck & Co., Inc. holds the rights in the trademark “Merck” in the U.S. and Canada. Merck & Co.,
Inc. is not affiliated with or related to Merck KGaA, Darmstadt, Germany, which owns the “Merck” trademark in all other
countries of the world.”



. METHODS

The effect of evobrutinib, a BTK inhibitor,
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On bIOOd neu rOﬁ Ia ment Ilg ht Cha l n IEVEIS e All patients from the double-blind arms (ITT, n=213b) e An MMRM model identified key baseline variables that
with NfL values at baseline and =1 post-baseline were significantly affected NfL levels over time (Table 1)

included (n=166) (Figure 1)

I n re I a pSI n g m u Itl p I e Sc I e ros I S - B i q hi imilar bet th Table 1. Baseline variables and their effects on NfL levels over time
* Baseline demographics were similar between the
Jens Kuhle,* Ludwig Kappos,? Xavier Montalban,? Ying Li,* Karthinathan Thangavelu,* Yann Hyvert,> GECIngi;f;SZPF double-blind arms in the ITT and NfL populations

105 obtained through QR . .
pavorka Tomic ot personai use oy and. e NfL was measured blinded to treatment allocation Age dichotomized by 42 years p=0.023
1 1 ™
Neurologic Clinic and Policlinic, MS Center and Research Center for Clinical Neuroimmunology and Neuroscience Basel (RC2NB), University Hospital Basel, and wiThaoyu?c\;vtribtiefE;C:'?I:Jigiidon (Simoa NF-light™) Sex NS
University of Basel, Basel, Switzerland; ?Research Center for Clinical Neuroimmunology and Neuroscience Basel (RC2NB), Departments of Medicine, of the authors Fi 1. Studv desi
Clinical Research and Biomedical Engineering, University Hospital Basel, and University of Basel, Basel, Switzerland; 3Department of Neurology-Neuroimmunology, igure 1. Study design T1 Gd= lesions NS
Centre d'Esclerosi Multiple de Catalunya (Cemcat), Hospital Universitario Vall d'Hebron, Barcelona, Spain; ‘EMD Serono Research and Development Institute, Inc., (n) 50 48 48 45
Billerica, MA, USA; *Merck KGaA, Darmstadt, Germany o A — p=0.008
(n) 40 34 36 37
Evobrutinib 25 mg QD EDSS score dichotomized by 3 p=0.022
(n) 37 36 34 31
Evobrutinib 75 mg QD Number of relapses in prior 2 years NS
CONCLUSION (= B =2 > Time since MS onset NS
Evobrutinib 75 mg BID
Baséline Weék 4 Weelk 12 Weelk 24 High disease activity NS
* These data on NfL dynamics are the first to be reported for any BTK inhibitor investigated for MS (n) 166 153 155 148 e of Me "
NfL analysis population s
- = - - gm - bSamples were not available from the open-label dimethyl fumarate arm (n=54) EDSS, E ded Disability Status Scale; Gd+, gadolinium-enh ing; MMRM, mixed del
. EVObrutlnlb 75 mg BID Slgnlﬁca ntly |OWEI‘S bIOOd NfL |EVE|S aS ea I‘ly aS week 12, WIth reduced |EVE|S BID, twice daily; ITT, intention-to-treat; NfL, neurofilament light chain; QD, once daily repeatedxr%aer;siresl;saNflLl,ﬁeu?oltglilsanf:n? light ch%?n;olllnS“,JToﬁTsigﬂicflirc]gnt mixed mode
maintained until 24 weeks (last analysis timepoint)
* These results indicate evobrutinib 75 mg BID has a beneficial effect on reducing neuro-axonal
damage in MS RESULTS
BID, twice daily; BTK, Bruton'’s tyrosine kinase; NfL, neurofilament light chain Evobrutinib Signiﬁcantly reduces blood NfL levels

e The effect of evobrutinib versus placebo on NfL over time was evaluated using an MMRM model, controlling for
significant baseline covariates: age, T2 lesion volume, and EDSS score (Figure 2)
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