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Regulation of sensory nerve system in lymphangigenesis and lymph edema
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Secondar% lymphedema commonly arises as a complication of cancer surgery and
radiation treatment; however, the underlying mechanisms are poorly understood. The present study
examined whether RAMP1 plays a role in increased lymphangiogenesis during secondary lymphedema. A
model of lymphedema was generated by surgical removal of pre-existing lymphatic vessels from the
subcutaneous tissue on the tails of RAMP1l-deficient (RAMP1-/-) mice and their wild-type (WT)
counterparts. Lymphedema in RAMP1-/- mice was sustained, with suppressed lymphangiogenesis and
reduced expression of vascular endothelial growth factor (VEGF)-C and VEGFR-3. The number of
pro-inflammatory macrophages in RAMP1-/- mice was higher than that in WT mice. RAMP1 signaling
improves lymphedema and accelerates lymphangiogenesis associated with reduced recruitment of
pro-inflammatory macrophages.
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