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Disclaimer

Publication of Merck KGaA, Darmstadt, Germany. In the United States and Canada
the group of companies affiliated with Merck KGaA, Darmstadt, Germany operates
under individual business names (EMD Serono, Millipore Sigma, EMD Performance
Materials). To reflect such fact and to avoid any misconceptions of the reader of the
publication certain logos, terms and business descriptions of the publication have
been substituted or additional descriptions have been added. This version of the
publication, therefore, slightly deviates from the otherwise identical version of the
publication provided outside the United States and Canada.



Disclaimer

Cautionary Note Regarding Forward-Looking Statements and financial indicators

This communication may include “forward-looking statements.” Statements that include words such as “anticipate,” “expect,” “should,” “would,” “intend,” “plan,” “project,”
“seek,” “believe,” “will,” and other words of similar meaning in connection with future events or future operating or financial performance are often used to identify forward-
looking statements. All statements in this communication, other than those relating to historical information or current conditions, are forward-looking statements. We intend
these forward-looking statements to be covered by the safe harbor provisions for forward-looking statements in the Private Securities Litigation Reform Act of 1995. These
forward-looking statements are subject to a number of risks and uncertainties, many of which are beyond control of Merck KGaA, Darmstadt, Germany, which could cause
actual results to differ materially from such statements.
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Risks and uncertainties include, but are not limited to: the risks of more restrictive regulatory requirements regarding drug pricing, reimbursement and approval; the risk of
stricter regulations for the manufacture, testing and marketing of products; the risk of destabilization of political systems and the establishment of trade barriers; the risk of a
changing marketing environment for multiple sclerosis products in the European Union; the risk of greater competitive pressure due to biosimilars; the risks of research and
development; the risks of discontinuing development projects and regulatory approval of developed medicines; the risk of a temporary ban on products/production facilities or
of non-registration of products due to non-compliance with quality standards; the risk of an import ban on products to the United States due to an FDA warning letter; the risks
of dependency on suppliers; risks due to product-related crime and espionage; risks in relation to the use of financial instruments; liquidity risks; counterparty risks; market
risks; risks of impairment on balance sheet items; risks from pension obligations; risks from product-related and patent law disputes; risks from antitrust law proceedings;
risks from drug pricing by the divested Generics Group; risks in human resources; risks from e-crime and cyber attacks; risks due to failure of business-critical information
technology applications or to failure of data center capacity; environmental and safety risks; unanticipated contract or regulatory issues; a potential downgrade in the rating of
the indebtedness of Merck KGaA, Darmstadt, Germany; downward pressure on the common stock price of Merck KGaA, Darmstadt, Germany and its impact on goodwill
impairment evaluations as well as the impact of future regulatory or legislative actions.

The foregoing review of important factors should not be construed as exhaustive and should be read in conjunction with the other cautionary statements that are included
elsewhere, including the Report on Risks and Opportunities Section of the most recent annual report and quarterly report of Merck KGaA, Darmstadt, Germany. Any forward-
looking statements made in this communication are qualified in their entirety by these cautionary statements, and there can be no assurance that the actual results or
developments anticipated by us will be realized or, even if substantially realized, that they will have the expected consequences to, or effects on, us or our business or
operations. Except to the extent required by applicable law, we undertake no obligation to update publicly or revise any forward-looking statement, whether as a result of new
information, future developments or otherwise.

This presentation contains certain financial indicators such as EBITDA pre exceptionals, net financial debt and earnings per share pre exceptionals, which are not defined by
International Financial Reporting Standards (IFRS). These financial indicators should not be taken into account in order to assess the performance of Merck KGaA, Darmstadt,
Germany in isolation or used as an alternative to the financial indicators presented in the consolidated financial statements and determined in accordance with IFRS. The
figures presented in this statement have been rounded. This may lead to individual values not adding up to the totals presented.
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1 — unmet Need
Significant unmet medical need remains in RMS

Need for new mechanisms to control disease

« Approx. 50% of patients with RMS continue to have ongoing disease activity over
2 years even when treated with the most effective agents!

- Therapies addressing adaptive and innate pathobiology peripherally and in the CNS

Q Need for higher efficacy oral therapies
- 5 approved therapeutic classes considered “higher efficacy”?, only 2 of which are oral

- No approved oral therapy with efficacy on progression vs. an active control

Opportunity to advance on benefit-risk
- Systemic side effects of therapies limit patient acceptance and compliance
- All approved higher efficacy therapies associated with elevated risk of infection

1: Disease activity based on NEDA/No Evidence of Disease Activity; 2: 5 Higher efficacy classes: VLA-4 (Natalizumab, IV), CD52 (Alemtuzumab, IV), CD-20 M
(Ocrelizumab, IV), S1PR (Fingolimod & Siponimod, Oral), Cd-ATP (Cladribine tablets, Oral); Acronyms: CNS = Central Nervous System, RMS = Relapsing Multiple
Sclerosis




1 — unmet Need
Evobrutinib's target benefit-risk profile addresses this unmet need

Evobrutinib®

* Merck KGaA, Darmstadt, Germany discovered a highly
selective BTKi in-house and pioneered its usage in RMS!

*  Small molecule Evobrutinib crosses blood-brain barrier?
and demonstrates BTK occupancy in the brain3

* ~96 weeks data from Phase II RMS study* confirms
Evobrutinib’s potential to demonstrate mAb like efficacy

 Optimal Phase III dose selection informed by MRI and
relapse data from a placebo controlled RCT with
~250 patients

* Evobrutinib is the only BTKi in MS with safety characterized
in 21,200 patients up to 2 years across RMS, RA and SLE

* Initiated a Phase III program in RMS, fully committed to
bringing Evobrutinib rapidly with high POS to clinical practice

1: Montalban et al., June 2019 NEJM; 2: Experiment in Healthy Mice (Data on file); 3: Boschert U et al. ECTRIMS 2017 [P678]; 4: September 2019 cut-off, = 96
weeks; 5: Haselmeyer et. al. J Immunology 2019; Acronyms: BTKi = Bruton’s Tyrosine Kinase inhibitor, mAb = monoclonal Antibody, MRI = Magnetic Resonance

Imaging, POS = Probability of Success, RA = Rheumatoid Arthritis, RCT = Randomized Control Trial, SLE = Systemic Lupus Erythematosus



2 - efficacy & safety

~96 weeks data from Phase II confirms potential for mAb
like efficacy with a rapid onset of action
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Nervous System, mAb = monoclonal Antibody, Gd+ = Gadolinium Enhancing Lesions, WK = Weeks

1: Experiment in Healthy Mice (Data on file); 2: Exploratory analysis; 3: Boschert U et al. ECTRIMS 2017 [P678]; 4: Aspirational indirect comparison, no H2H studies performed;
‘ 5: Mean number of relapses in last 12 months; 6: Flexible duration, maximum duration for up to 30 months; Acronyms: BTKi = Bruton’s Tyrosine Kinase inhibitor, CNS = Central



2 - efficacy & safety

Evobrutinib is the only BTKi in MS with safety characterized
in 21,200 patients up to 2 years

0 Well Tolerated, no new safety signals identified up to ~96 weeks

Long term exposure of Evobrutinib did not result in increase of serious infections
nor lymphopenia, consistent with Evobrutinib’s mechanism of action

O Evobrutinib is not associated with systemic side effects (e.g. GI disturbances)

LFT elevations in a minority of patients restricted to first 6 months enabling
patient management through appropriate monitoring

Comprehensive safety characterization based on exposure to Evobrutinib
across RMS, RA and SLE studies

Acronyms: BTKi = Bruton’s Tyrosine Kinase inhibitor, GI = Gastrointestinal, LFT = Liver Function Tests, RA = Rheumatoid Arthritis, RMS = Relapsing Multiple Sclerosis, SLE =
‘ Systemic Lupus Erythematosus



3 - Modified
mADb like efficacy data drives modification of Phase III study S®UdY Pesion
design

Initial Design Modified Design

« Evobrutinib 48 wk data
« No data from H2H studies vs. Aubagio®

« Evobrutinib ~96 wk data
« Data from 2 H2H studies vs. Aubagio®

CIS + RRMS + aSPMS CIS + RRMS + aSPMS

Evobrutinib Evobrutinib

Avonex® ﬂ Aubagio®

Treatment period 96 Weeks Treatment period 96 Weeks

Studies vs Avonex® will be replaced by 2 new studies vs Aubagio®

« Fundamentally unchanged study design, POS, and cost

 Broad network of sites selected for study vs. Avonex® ready to pivot to modified design
 Goal is to have Phase III RMS data in-house in Q4 2023, and filing shortly thereafter

Wy

Acronyms: aSPMS = active Secondary Progressive Multiple Sclerosis, CIS = Clinically Isolated Syndrome, H2H = head-to-head, mAb = monoclonal Antibody, i ‘ i
wk = weeks, POS = Probability Of Success, RRMS = Relapsing-Remitting Multiple Sclerosis; Avonex® is a registered trademark of Biogen; Aubagio® is a registered

trademark of Sanofi



4 — Next steps

Summary & Next steps

Modified Phase III study design to be

from placebo controlled RCT!? !
shared during AAN 2020

from a
placebo controlled RCT!

Start of recruitment in the
modified studies

RMS Phase III program Detailed clinical data from 2+ years

(RMS) to be shared at a future

(~75% of all MS .
scientific conference

patients)

Clinical data from RA and SLE
Phase IIb expected in 2020

through to Evobrutinib launch
( ) given portfolio
of Mavenclad® and Rebif®

of Success, RA = Rheumatoid Arthritis, RCT = Randomized Control Trial, RMS = Relapsing Multiple Sclerosis, SLE = Systemic Lupus Erythematosus

n 1: Placebo controlled for the first 24 weeks; Acronyms: AAN = American Academy of Neurology (AAN), BTKi = Bruton’s Tyrosine Kinase inhibitor, POS = Probability M
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BRACK-UP

Broad portfolio positions Merck KGaA, Darmstadt, Germany as a
growing Multiple Sclerosis player
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% Reblf @ (cladribine) tablets 10mg e TK-Inhibitorm
Stable market share: within Q Growth: Continued growth s Advancing on benefit-
declining interferon class within the high efficacy and risk in high efficacy oral
oral class dyamic share category
Renewed HCP interest: Focused execution: Driving )
o driven by updated ) depth and 2n year returns © Blockbuster potential
pregnancy & lactation label
Continued blockbuster e Global peak sales:
status in 2020 €1 -1.4 bn

n Acronyms: HCP = Healthcare Professional M



