Automation-Enabled Target Engagement Selectivity Screening of Small Molecule Kinase Inhibitors
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Gilteritinib 1s a FDA approved cancer drug, prescribed as a mutant-positive FLT3 Pralsetinib i1s a mutant-positive RET inhbitor, used as a treatment for Crizotinib is a commercial cancer drug primarily used to inhibit MET kinase to treat
inhibitor”Literature also discusses potent activity against additional TK group kinases; medullary thryroid cancer. Published selectivity data states potent activity non-small cell lung carcinoma?Previously published live-cell selectivity profiling
including AXL, LTK, NTRK1, and RET. We find supporting observations from our against wild-type and oncogenic mutants of RET kinase, and a significant discusses signfiicant target engagement with kinases such as LTK, MUSK, NTRKZ,
profiling experiments, including potent selectivity for LTK compared to other wild-type selectivty for RET against a broad segment of the kinome. We find support RON,and TNNI3K? ‘The results of our profiling experiment supports the published
kinases. Notably, wild-type FLT3 is among the pack In its classification group, and its for the high degree of selectivty for this kinase, with an |C50 approximately selectivity against MET kinase, and replicates the prior observations of inhibitory
close relatives KIT and CSF1R are negligibly engaged, even at uM assay 29X lower than the second-highest engaged target, a JAKZ mutant (VB1/F) . activity.
concentrations.
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between targets, and illustrates two cross-sections of activity at concentrations nearly concentrations nearly two orders of mangitude apart. The figure and table concentrations nearly two orders of mangitude apart. The figures and tables below
two orders of mangitude apart. The figures and tables below illustrate the overlaid below illustrate the overlaid concentration-response curves and rank illustrate the overlaid concentration-response curves and rank ordering of kinase
concentration-response curves and rank ordering of kinase selectivity by IC50 in two of ordering of kinase selectivity by IC50 in the sole broadly engaged kinase selectivity by IC50 in two of the more broadly engaged kinase groups (TK and TKL)
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