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Studies of drug resistance and micro-metastasis using macrocyclic peptides as
molecular imaging probes
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Activation of HGF-MET signaling causes resistance to molecular targeted
drugs. Biomarkers that reflect expression levels and activation status for HGF-MET pathway are
potentially be useful for diagnosis and better treatment of patients. In this study, we attempted to

visualize for HGF-MET activation state with the PET imaging by using cyclic peptides which
specifically bind to HGF or MET. In PET analysis, Cu-64-labeled HGF binder accumulated in
HGF-overexpressing cancer xenografts at higher levels than those in parental xenografts in humanized
mouse model. In MET-binding cyclic peptides, we evaluated cellular accumulation of MET probes
following MET activation in relation to their chemical properties. Therefore, our results suggest
that the novel imaging probes may become valuable companion diagnostic tools to evaluate activation
status of HGF-MET pathway for patient selection for drug development and treatment.
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