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The early process of lymphatic valve formation is remained to be fully
understood. We examined whether and how Foxol is involved in regulating the expression of genes
essential to the process (valve formation genes) applying the oscillatory shear stress on the
lymphatic endothelial cells (LEC) and how the deficiency of Foxol or the overexpression of
constitutive active FOX01, which is not phosphorylated by Akt kinase, in a lymphatic vessel-specific

manner impact on the lymphatic valve formation. We found that the shear stress on LEC induced
activation of Akt kinase which translocated FOXO1 to the cytosol and inhibited the transcriptional
activity resulted in the induction of valve formation genes. Moreover, we found that the number of
lymphatic valves in the LEC specific Foxol-deficient mice was significantly increased and in
contrast the valve formation was remarkably inhibited in the constitutive active FOX01 expressing

mice.
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