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Functional analysis of membrane-anchored proteins in RCC bone metastasis and
development of new targeted treatment
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In this study, we employed a mouse model of RCC bone metastasis to clarify
the significance of the HGF/MET signaling axis and the regulator of HGF activator inhibitor type-2
(HAI-2). Luciferase-transfected 786-0 cells were injected into the left cardiac ventricle of mice to

prepare the mouse model of bone metastasis. The formation of bone metastasis was confirmed by
whole-body bioluminescent imaging, and specimens were extracted. Expression of HGF/MET-related
molecules was analyzed. As a result, expression of HGF and matriptase was increased in bone
metastasis compared with control, while that of HAI-2 was decreased. Furthermore, we confirmed
increased phosphorylation of MET in bone metastasis. The expression of matriptase was upregulated,
and both invasiveness and motility were increased significantly by knockdown of HAI-2. The
significance of ligand-dependent MET activation in RCC bone metastasis is considered, and HAI-2 may
be an important regulator in this system.
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Symbol Fold Change Fold Change
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