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Establishment of therapeutic lymphangiogenesis for lymphedema
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Lymphedema is a serious clinical problem that occurs after surgical resection of c

ancers. We report that implantation of adipose-derived regenerative cells (ADRCs) can induce lymphangiogen
esis in a mouse model of lymphedema.
ADRCs were isolated from C57BL/6J mice. To examine the efficacy of ADRC implantation in vivo, we establish
ed a new mouse model of tail lymphedema. Lﬁmphedema was improved significantly by local injection of ADRCs
. Histological analysis revealed that lymphatic capillary density was greater in the ADRC group than in th
e PBS-injected control group. Tissue expression of vascular endothelial growth factor C §VEGF—C) was great
er in the ADRC group than in the control group. ADRCs released VEGF-C, which stimulated lymphangiogenesis.
Implantation of ADRCs also enhanced recruitment of M2 macrophages, which served as lymphatic endothelial
progenitors. In conclusion, implantation of ADRCs could be a useful treatment option for lymphedema by me
diation of lymphangiogenesis.
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