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Establishment of the strategy for treatment of lifestyle-related diseases by
targeting macrophage mRNA splicing
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Transformation of fibroblasts to myofibroblasts has a central role in
fibrogenic responses in dermal wound healing. Calpastatin, an endogenous inhibitor of calpains, is
enriched in pre-existing vessels, but not in newly-formed vessels in mouse wound sites.
Overexpression of calpastatin to endothelial cells (ECs) delays wound healing in mice, together with

reduction in keratinocyte layer, extracellular matrix deposition, and myofibroblast accumulation.
Expression of PDGF-B and PDGF-beta receptor declined by calpastatin transduction. Topical
application of PDGF-BB accelerates wound healing in control mice, which was cancelled by calpastatin
transduction. Thus, calpain systems in ECs have a key role in PDGF-beta receptor signaling in
fibroblasts, EC-driven myofibroblast differentiation and subsequent fibrogenic responses.
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