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Development of a low-invasive diagnostic method for tumor characterization using
macrocyclic peptide

Sato, Hiroki
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Aberrant activation of HGF and its receptor MET signaling is well-known to
participate in the acquired resistance to molecular targeted drugs. However, current diagnostic
approaches to know activation of HGF-MET pathway are insufficient. We recently identified a
macrocyclic peptide, HGF-inhibitory peptide-8 (HiP8) which selectively binds to biologically active
HGF. In this study, we attempted to specifically detect active HGF in tumor microenvironments for
diagnosis by using HiP8. In immunohistochemical staining of active HGF in human cancer tissues using

biotinylated HiP8, the HiP8-proved active HGF showed good correlation with staining scores and
localization for MET activation, compared to staining of total HGF. Moreover, in tumor-xenograft
models using human HGF-knock-in mice, Cu-64-labeled HiP-8 accumulated in xenografts overexpressing
HGF at higher levels than those in HGF-negative xenografts.
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(Research results)
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