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abstract
Adrenomedullin (AM) is a peptide that plays a role in maintaining
vascular homeostasis, and its function is primarily regulated by
receptor activity-modifying proteins, RAMP2 or RAMP3. In this study,
the relationship between the AM-RAMP2/3 system and cancer
metastasis was investigated. In endothelial cell-specific RAMP2
knockout mice (DI-E-RAMP2-/-), inflammation in the vasculature of

organs targeted for metastasis created a pre—metastatic niche, and




metastasis was promoted due to the destabilization of vascular
structures via endothelial-to—-mesenchymal transition. In contrast,
in RAMP3 knockout mice (RAMP3-/-), cancer-associated fibroblasts
(CAFs) underwent mesenchymal-to—epithelial transition, became
benign, and metastasis was suppressed. Focusing on the vascular
homeostasis regulation mechanism via the AM-RAMP2 system and the
CAF regulation mechanism via the AM-RAMP3 system, it was concluded
that selectively activating RAMP2 while inhibiting RAMP3 could

contribute to the suppression of cancer metastasis.
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