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Development of enhanced multilayered cell sheets using allogeneic cells for
treatment of refractory cutaneous ulcers
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We developed an enhanced allogeneic multilayered fibroblast sheet as a
treatment for refractory cutaneous ulcers. By adding growth factors during cell sheet production,
the sheets produced higher amounts of VEGF and HGF, increased the number of viable cells, and became

thicker compared to conventional cell sheets. In an experiment of therapeutic effect in a mouse
skin ulcer model, the wound closure rate was significantly higher in the group treated with the
enhanced allogeneic multilayered cell sheets than in the untreated group (control) in the early
stage of wound healing. Although there was an accumulation of CD3-positive lymphocytes in the scar
tissue of the allogeneic multilayered cell sheet-treated groups immediately after healing, they did
not show strong rejection and did not affect the effect of wound healing. These data _suggest that
enhanced allogeneic multilayered fibroblast cell sheets may be a promising therapeutic material for
refractory cutaneous ulcers.
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