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Vascular and lymphatic systems are two major circulatory systems properly distributed throughout
the body. The structures of these two are histologically very similar but anatomically never share
the lumen with except for the “venous angle”, the final junction of collecting lymph ducts and
subclavian veins. The expression of Prospero Homeobox Protein 1 (Prox1), a master transcription
factor of lymphatic specification from venous endothelial cells, determines both the initiation and
maintenance of the identity as lymphatic endothelial cells, somehow contributing to the separation
of blood and lymphatic systems. Here, using genetically modified mice, we found a tumor
suppressor, which pathway ultimately governs the expressions of Prox1, and developmentally
separates blood and lymphatic vascular systems. Our data may pave the way to treat the
secondary lymphedema, which frequently occurs after extensive lymph node dissection associated
with cancer surgery.
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Vascular and lymphatic systems are two major circulatory systems properly
distributed throughout the body. The structures of these two are histologically very similar but
anatomically never share the lumen with except for the “ venous angle” , the final junction of
collecting lymph ducts and subclavian veins. The expression of Prospero Homeobox Protein 1 (Proxl),
a master transcription factor of lymphatic specification from venous endothelial cells, determines
both the initiation and maintenance of the identity as lymphatic endothelial cells, somehow
contributing to the separation of blood and lymphatic systems. Here, using genetically modified
mice, we found a tumor suppressor, which pathway ultimately governs the expressions of Proxl, and
developmentally separates blood and lymphatic vascular systems. Our data may pave the way to treat
the secondary lymphedema, which frequently occurs after extensive lymph node dissection associated

with cancer surgery.
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