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Introduction 4 BRET-based biosensor platform )
ioSensAll " ;s - proprietary live-cell BRET-based biosensor
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Figure 1: bioSensAll RTK assay principle K m

RTKs bind to a variety of signaling molecules and regulate many critical
processes, including cell survival, proliferation, motility and

differentiation. Importantly, dysregulated RTK function can lead to the /
development of numerous types of cancer.
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Results: Localization & \ /Resul’rs: Non-canonical G protein Acﬁvaﬁcm

Consequently, RTKs are prime targets for new anti-cancer agents. Yet, biased SIanlmg by EGFR & EGFR mutants
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Kinetics of SH2(Grb2) recruitment to the plasma membrane differ in endosomes. 2 10001 . carnan > 2000 & EGFR-wt
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timescales ranging from milliseconds to hours. . L
\ / \campmgns based on new criteria.

In addition to traditional /n vitro kinase assays, bioSensAll™ provides the following advantages in RTK drug discovery:
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Realtime Kinetics Spatiotemporal analysis Multiple Signaling Pathway analyses
= Ligand K,./K.s measurement = Ligand capacity to induce RTK internalization = Ligand profiling signature
= Latency of action of modulators " |ocalization of RTK interacting SH2 protein * Non-canonical G Protein activation
= Reversal of RTK’s activation = RTK mutant profiling
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9ioSensAll” unique combination of adaptability, HTS compatibility and real time kinetic capabilities across
multiple effector pathways can help generate the quality of data required to enhance drug discovery in the field of RTKs
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