Phosphorylation of ABL1 Tyrosine 204 is a Marker of ABL1 Activation
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 ABL1 is a tyrosine kinase activated by oxidative stress, which has been linked to Parkinson’s disease [1]. ABL1 has been suggested to phosphorylate a-synuclein [2]. Multiple clinical trials for ABL1 inhibitors in neurodegenerative disease are ongoing.

« Activated ABL1 auto-phosphorylates at tyrosine 245 (Y245) and tyrosine 412 (Y412), and phosphorylation at these residues Is used as a measure of ABL1 activation [3].

 ABL1 is expressed at low levels in common cellular models and mouse brain. Detection of total and auto-phosphorylated Y245 / Y412 ABL1 is difficult, limiting their use for both understanding kinase activation in conditions where the protein is not overexpressed,
and determining in vivo target engagement of ABL1 inhibitors.

 We have identified phosphorylation at tyrosine 204 (Y204) of ABL1 as a biomarker of kinase activation and developed an ultra-sensitive assay for detection of endogenous phosphorylated Y204 ABL1 that offers increased sensitivity over Y245 and Y412 assays.
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