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Generation of iPS cells from PAI-1 deficient patient and differentiation into
mature cells
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We have identified two independent PAI-1 deficient patients having apparent
phenotypes of severe bleeding and impaired wound healing, both of which are not seen in the PAI-1
deficient mice. To investigate the intrinsic function of PAI-1 in different cell types, iPS cells from
the patients were generated, and their phenotypes have been analyzed after being differentiated to mature
cells. We have first differentiated the iPS cells to endothelial cells. The expression of DII4 gene,
known to be associated with the angiogenic development, was increased and the branching in the tube
formation was reduced in PAI-1 deficient iPS derived endothelial cells (PAI-1 iPS-ECs). Furthermore,
PAI-1 iPS-ECs were detached from dish-bottom more easily than control iPS-ECs when the cells were
cultured on gelatin-coated dishes. These results suggest that PAI-1 could play critical roles in
differentiation and maturation of endothelial cells.
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