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The purpose of this study was to elucidate the relationship between skin
stiffness and interfollicular epidermal stem cell (IFESC) dysregulation during aging. We found that
skin dermis stiffened with age in mouse planter skin. The dermal stiffness causes prolonged
activation of mechanosensor Piezol in IFESC, that leads to augumented epidermal stem cell
differentiation and hemidesomosome fragility via prolonged calcium influx. The dermal stiffening
with aging was caused by the vasculature involution, and ectopic angiogeneses soften the dermis and
ameliorate epidermal stem cell aiging. In aged skin, dermal fibroblasts secrete the inflammatory
protein Ptx3, which induces vascular involution.
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