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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.
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DARPins Expand the ‘Ligandable’ Target Space
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• Expressedon the cell surface and accessible for binding

• Expression limited to tumors (or high differential expression between tumors & healthy tissues)

• Relevant medical indications

Target properties for Radiopharmaceuticals

PSMA (1Z8L)

Targets that are challenging for peptides or 

small molecules to reach desired specificity 

& affinity

Focus with RDTs on

Examples:

Her2, DLL3, … 

Targets where a small molecule ligand with 

high affinity & specificity can be generated

RLTs are suitable for

Examples:

PSMA, FAP, ...

RLTs
Radio-Ligand 

Therapeutics

RDTs
Radio-DARPin Therapeutics

TARGET SPACE

CD33 (5IHB)



DARPin Modality: The Core of our Drug Engine
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Target 

protein

DARPin

DARPins are derived from 

natural ankyrin repeat proteins

Rothenberger et al., Nature Biotech, 2022

Fischer et al., JCO Precis Oncol, 2022 

Small size (15 kDa)

→ High tumor uptake

→ Fast clearance

Rigid protein scaffold

→ High affinity

→ High selectivity

Robust architecture

→ Easy engineering

→ Simple conjugation
& labelling

Key Properties of mono-DARPins

Multi-DARPin Therapeutics

• Clinically validated with 7 programs spanned 

from FiH up to regulatory submission

• +2500 patients safely dosed

Radio-DARPin Therapeutics

• Collaboration with external partners

• DLL3 selected as 1st in-house target



Polypeptides & proteins < 60 kDa

are reabsorbed by kidneys

5Bragina et al., J Nuc Med, 2021 

Addressing the Key Limitation of Protein-based Delivery

→ Strong kidney accumulation of 

residualizing radionuclides

→ Kidney toxicity with therapeutic 

radionuclides

Tumor

Kidney

4h

Surface engineering of DARPins as a strategy

to increase renal excretion

BB:  Brush border of proximal tubular   

cells in the k idney with 

megalin/cubilin receptor complex



‘Surface Engineered’ Radio-DARPins Show Strongly 
Reduced Kidney Accumulation
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P S P S

Non-binding

DARPin

Her2-binding

DARPin

→ Up to 90% reduction in kidney accumulation with maintained tumor uptake

P S P S

Non-binding

DARPin

Her2-binding

DARPin

P: Parental

S: Surface           

Engineered

Kidney Tumor

P

S

Autoradiograph
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0

50

100

150

200

250

36

162

18

183

%
iD

/g
ABO690

ABO692

ABO698

ABO703

Kidney, uptake after 4 hrs

Non-binding DARPin

Her2-binding DARPin

-90%

-78%
%

ID
/g

0

2

4

6

8

%
iD

/g

ABO690

ABO692

ABO698

ABO703

Tumor, uptake after 4 hrs

Non-binding

DARPin

Her2-binding

DARPin

%
ID

/g

0

2

4

8

10

SKOV3 tumor mouse model,

111-In/DTPA labelled DARPin

4 h post injection



One Orthogonal Approach to Reduce Kidney Accumulation
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Altai et al., EJNMMI Research, 2020

* Fructose:   10.8 g/kg, (LD50 = 15 g/kg)

* Maleate: 480 mg/kg, (LD50 = 600 mg/kg)

%
ID

/g

Prevent renal reabsorption of Radio-DARPins by administration of blocking or saturating agents

BB

Urine

T
T

T

A: Conventional kidney protectants 

show limited effect on DARPins

→ Most compounds have no effect

→ Fructose and Maleate only work at 
non-physiological conditions *

B: Identification of novel compounds 

with a strong effect on DARPins

→ Up to 60% reduction of kidney 

accumulation by newly identified 

compounds

BB: Brush border of proximal tubular 

cells in the k idney with 

megalin/cubilin receptor complex

A B

SKOV3 tumor mouse model,

111-In/DTPA labelled DARPin

4 h post injection
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Kidney Accumulation is Further Reduced by Combining 
‘Surface Engineering’ with Orthogonal Approach
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P S S+O

TumorKidney
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*tumor-to-k idney ratioP S S+O

• Two independent Radio-DARPin platform optimizations result in additive reduction of kidney accumulation

→ Tumor-to-Kidney ratio of 1:3 for the combo approach

• Optimization of both approaches and implementation of additional orthogonal methods is ongoing

P:      Parental

S:  Surface engineered

Surface engineered
+ Orthogonal

S+O: 

T/K ratio*

1:35

1:3

1:9

SKOV3 tumor mouse model,

111-In/DTPA labelled DARPin

4 h post injection



Our Goal: An Engine for Novel Radio-DARPin Therapeutics
Expanding the Target Space
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• DARPins against 50+ targets generated

• Binders available in ~ 4 months*

• Strong clinical validation

ESTABLISHED DARPin GENERATION OPTIMIZED RDT PLATFORM

LINKER

1) Low kidney accumulation

2) High & durable tumor uptake

3) Short systemic half-life

4) No uptake in healthy organs

→ Transferable from one target to the other

RAPID CONVERSION TO RDT PRODUCT CANDIDATES

* Starting from high-quality biotinylated target protein 

available for selections (no affinity maturation/engineering)

+
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Molecular Partners AG

Wagistrasse 14

8952 Zürich-Schlieren

Switzerland

www.molecularpartners.com

T +41 44 755 77 00 

Thank you for your interest!
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