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Disclaimer
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This presentation is made pursuant to Section 5(d) of and/or Rule 163B under the Securities Act of 1933, as amended (“test-the-waters”), and is intended solely for investors that are 
qualified institutional buyers or institutional accredited investors solely for the purposes of familiarizing such investors with Molecular Partners AG and determining whether such 
investors might have an interest in a securities offering contemplated by the Company. Any such offering of securities will only be made by means of a registration statement (including 
a prospectus) filed with the SEC. No such registration statement has been publicly filed or become effective as of the date of this presentation. This presentation shall not constitute an 
offer to sell or the solicitation of an offer to buy these securities, nor shall there be any sale of these securities in any state or jurisdiction in which such offer, solicitation or sale would be 
unlawful prior to registration or qualification under the securities laws of any such state or jurisdiction. 

This presentation is not an offer to sell or a solicitation of offers to purchase or subscribe for shares of Molecular Partners AG, nor shall it or any part of it nor the fact of its distribution 
form the basis of, or be relied on in connection with, any contract or investment decision. This presentation is not an offering circular within the meaning of Article 652a of the Swiss 
Code of Obligations, nor is it a listing prospectus as defined in the listing rules of the SIX Swiss Exchange AG or a prospectus under any other applicable laws. Copies of this 
presentation may not be sent to countries, or distributed in or sent from countries, in which this is barred or prohibited by law. This document is not a prospectus or a prospectus 
equivalent document and investors should not subscribe for or purchase any securities referred to in this document. This document does not constitute a recommendation regarding the 
shares.

This presentation contains specific forward-looking statements, beliefs or opinions, including statements with respect to the product pipelines, potential benefits of product candidates 
and objectives, estimated market sizes and opportunities as well as the milestone potential under existing collaboration agreements, which are based on current beliefs, expectations 
and projections about future events, e.g. statements including terms like “potential”, “believe”, “assume”, “expect”, “forecast”, “project”, “may”, “could”, “might”, “will” or similar 
expressions. Such forward-looking statements are subject to known and unknown risks, uncertainties and other factors which may result in a substantial divergence between the actual 
results, financial situation, development or performance of Molecular Partners AG and investments and those explicitly or implicitly presumed in these statements. There are a number 
of factors that could cause actual results and developments to differ materially from those expressed or implied by these statements and forecasts. Past performance of Molecular 
Partners AG cannot be relied on as a guide to future performance. Forward-looking statements speak only as of the date of this presentation and Molecular Partners AG, its directors, 
officers, employees, agents, counsel and advisers expressly disclaim any obligations or undertaking to release any update of, or revisions to, any forward looking statements in this 
presentation. No statement in this document or any related materials or given at this presentation is intended as a profit forecast or a profit estimate and no statement in this document 
or any related materials or given at this presentation should be interpreted to mean that earnings per share for the current or future financial periods would necessarily match or exceed 
historical published earnings per share. As a result, you are cautioned not to place any undue reliance on such forward-looking statements.

Unless stated otherwise the information provided in this presentation are based on company information. This presentation is intended to provide a general overview of Molecular 
Partners AG’s business and does not purport to deal with all aspects and details regarding Molecular Partners AG. Accordingly, neither Molecular Partners AG nor any of its directors, 
officers, employees, agents, counsel or advisers nor any other person makes any representation or warranty, express or implied, as to, and accordingly no reliance should be placed 
on, the accuracy or completeness of the information contained in the presentation or of the views given or implied. Neither Molecular Partners AG nor any of its directors, officers, 
employees, agents, counsel or advisers nor any other person shall have any liability whatsoever for any errors or omissions or any loss howsoever arising, directly or indirectly, from 
any use of this information or its contents or otherwise arising in connection therewith.

The material contained in this presentation reflects current legislation and the business and financial affairs of Molecular Partners AG which are subject to change and audit.



Molecular Partners AG: pioneering DARPin therapies to transform lives
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• Molecular Partners AG is a biotech company with headquarters near Zurich city center, Switzerland.

• We are inventors and developers of a new class of therapeutics, DARPins, with unique features

compared to antibodies

Binding regions /

specificities

MONOCLONAL  ANTIBODIES MONO-DARPin PROTEINS

Binding region / specificity

DARPin module

Multi-domain 

DARPin Candidate

15 kDa

150 kDa• High affinity and specificity

• Large size: 150 kDa

• Complex architecture; 4 proteins with 12 domains

• Long half-life 

• Mammalian expression

• Good safety & low immunogenic potential

• High affinity and specificity

• Small size: 15 kDa (1/10 of a monoclonal antibody)

• Simple architecture; 1 protein with 1-6 domains

• Tunable half-life 

• High-yield microbial expression; High thermo-stability 

• Good safety & low immunogenic potential



The DARPin platform is ideal for COVID-19 therapeutics
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COVID-19 therapeutics need to be:

▪ Able to neutralize upcoming SARS-CoV-2 variants

▪ Protective against viral escape upon therapeutic pressure

▪ Rapidly produced in large quantities

The DARPin platform can rapidly generate large quantities of high

affinity multi-domain molecules, combining different binders in a

single therapeutic agent without the need of cocktails.
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Ensovibep is the first tri-specific molecule against SARS-CoV-2 RBD

HSA, human serum albumin

ACE2, angiotensin converting enzyme 2;

Cryo-EM, Single-particle cryo-electron microscopy; Walser M., et al., Biorxiv. 2021. https://doi.org/10.1101/2020.08.25.256339  
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• Ensovibep is composed of 2 HSA-binding DARPins followed

by 3 RBD-binding DARPins that are different, but with very

similar binding regions
HSA-binding DARPin RBD-binding DARPins

1 2 3

• Cryo-EM analysis of the Wuhan SARS-CoV-2 spike-DARPin #2 complex reveals interaction with the up-conformation of the RBD

in a ACE2-competitive manner, thus impairing cell entry of the virus. The epitope of ensovibep comprises aa 450-493

Cryo-EM performed in collaboration with Bosch lab, Utrecht University.



Ensovibep can engage all 3 RBD domains at once

Walser M., et al., Biorxiv. 2021. https://doi.org/10.1101/2020.08.25.256339  
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Tri-domain DARPin #1 - #2 - #3; Kd: sub pM
>10 hours off rate  
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DARPin #2; Kd: 30 pM
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DARPin #1; Kd: 80 pM
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DARPin #3; Kd: 90 pM

Ensovibep can bind to all RBDs of the SARS-CoV-2 spike trimer. This leads to very high avidity effect and affinity.



Ensovibep shows high potency on all frequent variants to date
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• Neutralization assays on Lentivirus or VSV-based pseudoviruses, as well as on authentic SARS-CoV-2 virus,

demonstrate high potency (IC50: ~1-8 ng/ml) against all frequent variants to date (October 2021)

Rothenberger S., Walser M., et al., Biorxiv. 2021. https://doi.org/10.1101/2021.02.03.429164

Molecular Partners data on file

Neutralization assays performed in collaboration with CHUV, Lausanne, CH; Spiez Laboratory, CH; ACTIV consortium/FDA



Cooperative binding- therapeutic design matters
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DARPin #1 DARPin #2 DARPin #3

Amino acid characteristics of 

DARPin paratope:

Aromatic

Hydrophobic

Polar

Positively charged

Negatively charged

• Ensovibep is potent even on mutations where the

single mono-DARPins show reduced activity (ex.

E484K and Q493K), thanks to the cooperative

binding and complementarity of the mono-

DARPins

• Exception is F486V, a mutation present in very low 

frequency (from GISAID database, October 2021) 

due to impaired ACE2 interaction

PsV neutralization assays performed in collaboration with CHUV, Lausanne, CH; ACTIV consortium/FDA

Rothenberger S., Walser M., et al., Biorxiv. 2021. https://doi.org/10.1101/2021.02.03.429164

Molecular Partners data on file



Ensovibep is protective against viral escape mutations 
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Viral Passage #

❶ ❷ ❸ ❹

Single molecules

DARPin constructs

ensovibep

mono-DARPin #2 -

Antibody Candidates

REGN10933

REGN10987 -

S309 -

IgG Negative Control

Antibody cocktail

REGN10933 & REGN10987

“-“, not continued

Color code representing highest therapeutic concentration with 

>20% CPE [ng/mL]

50 10 2 0.4 0.08 1.60E-02 3.20E-03 6.40E-04 0

• Ensovibep protects across 4 passages against

the development of escape mutations in a viral

passage experiment using SARS-CoV-2 virus

(Wuhan strain)

• The performance of ensovibep is superior to

the other single agents tested (RBD-2 and

mAbs) and is comparable to the REGN

antibody cocktail

Rothenberger S., Walser M., et al., Biorxiv. 2021. https://doi.org/10.1101/2021.02.03.429164

Molecular Partners data on file

Assay performed in collaboration with Spiez Laboratory, CH



Conclusions

▪ Our DARPin generation platform provided a lead candidate in less than 9

weeks

▪ The multi-specific design of ensovibep enables high SARS-CoV-2

neutralization potencies on all most frequent variants (October 2021) and on

point mutations that were shown to impact other therapeutics

▪ Ensovibep provides protection comparable to a mAb cocktail with respect to

the development of escape mutations in viral passage experiments

▪ Thanks to its unique features and rapid large-scale production capabilities,

ensovibep may be an attractive COVID-19 therapeutic

▪ Two phase II/III clinical trials are ongoing (EMPATHY and ACTIV-3)→ for

details on the EMPATHY study design, see poster #114, Marianne Soergel
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