The selective detection of a-synuclein oligomers to analyse small molecule
inhibitors of their formation for the treatment of Parkinson’s disease
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Background and Objective

Background: Aggregation of a-synuclein is a key event in Parkinson’'s disease and other synucleinopathies.
Soluble oligomers on the aggregation pathway are widely recognized as the toxic species, as opposed | .

= to monomers or insoluble fibrils. A chemical kinetics approach is used to quantify the molecular mechanisms in 2

-§ the generation of oligomers. A small molecule approach is employed to target these mechanisms and suppress E»

S oligomer generation. 8| /|
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Objective: In this work, our objective was to develop a biomarker assay for the selective detection of a-synuclein :
oligomers enabling biomarker-driven clinical development of small molecule therapeutics. The assay aimed to N db\@
achieve selectivity for a broad range of a-synuclein oligomers and sufficient sensitivity for preclinical studies, with T /\
enhanced sensitivity for clinical readout. Independent validation of oligomer reduction was confirmed by @M@\
wonomer ogomer sy | OTtHOgONAI readouts of aggregates. otgomers 7N

Specificity and selectivity

In vitro assay validation

Detection of diverse oligomer species
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Demonstration of oligomer reduction in pre-clinical studies

Conclusions

Wren Therapeutics is developing a new class of small molecule therapeutics for Parkinson’s Disease that target the source of a-synuclein oligomer generation. These
molecules have been designed to disrupt the aggregation chain of production, which begins with toxic a-synuclein oligomers and culminates with a-synuclein aggregates.
We are also advancing the development of oligomer biomarker technologies to measure both on-target engagement of these therapeutics and to monitor disease
progression to enable biomarker driven clinical development.



