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Background and Objective
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Inhibitors of the key processes generating toxic aS oligomers

WTX-A In vitro potency translates into efficacy in a range of
biological systems

WTX-A inhibits the generation of oligomers through the precise

targeting of lipid-induced and secondary nucleation processes
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2"d generation inhibitors target core mechanisms, with greater potency and improved PK properties

Implementation of aS proximity ligation assay to validate 2"9 generation molecules
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CSF Cmax (uM) 0.41 0.84
Clearance (ml/min/kg) 0.09 0.04
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PLA-conjugated aS antibodies Detection by DNA probe Presence of puncta (red) indicates aS oligomerization

Conclusions

We are developing a new generation of small molecules that target the source of aS oligomer and aggregate generation, with a biomarker-driven
development program for the treatment of the a-synucleinopathies: PD, DLB, and MSA.
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