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——\ The Michael ). Fox Foundation’s Efforts to Develop Novel Antibodies
for Understanding and Measuring Alpha-Synuclein Modifications in Parkinson’s Disease.
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Alpha-synuclein misfolding and aggregation play a central role in the pathogenesis of Parkinson’s disease (PD). Increasing evidence points to post-translational modifications of alpha-synuclein (aSyn) as important regulators of its aggregation, pathology formation, and
pathogenicity. Several types of post-translational modifications have been identified and associated with physiological and aggregated forms of aSyn. However, very little is known about how, where, and when aSyn is modified due to a lack of high-quality and accessible
reagents. To address this gap, The Michael |. Fox Foundation (MJFF) has taken an active role in designing, validating, and distributing various tools and models that can be used to investigate PD-related biology, including antibodies to modified forms of aSyn. Here we
summarize MJFF-led efforts in partnership with several research teams from academia, industry, and tool manufacturers to develop and characterize antibodies to aSyn truncated at 1-119, aSyn truncated at 1-122, aSyn ubiquitylated at K45/K38/K60, and N-terminal aSyn. We
shall provide data on how these antibodies were designed, their sensitivity and selectivity, and their performance in different applications and model systems. In addition, we will include information on how to access these antibodies, an overview of other PD-related tools
and models currently in development at MJFF, and a snapshot of other resources MJFF makes available to the scientific community. Ultimately, MJFF’s investment in providing the research community with robust, well-characterized tools and models will speed research
towards a cure for PD by enabling research, de-risking investment in PD research, and increasing reproducibility by providing the tools to researchers across labs.
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