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TGF-beta Signaling in fibrosis of recessive dystrophic epidermolysis bullosa
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In recessive dystrophic epidermolysis bullosa (RDEB), elevated TGF-beta
signaling has been reported to drive devastating fibrosis. The exact knowledge of the individual
contributions of keratinocytes and fibroblasts to dermal fibrotic response is crucial for
development of improved disease-modulating therapies. We investigated the keratinocyte-fibroblast
interaction on enhanced TGF-beta signaling in RDEB skin using fibroblasts and keratinocytes
originating from RDEB donors. RDEB fibroblasts had an enhanced capacity to activate latent TGF-beta.
Additionally, inhibition of thrombospondin-1 (TSP-1), matrix metalloproteinases (MMPs), and
RGD-binding integrins, which are representative activators of latent TGF-beta, suppressed the
TGF-beta signaling in RDEB fibroblasts. These results suggested the involvement of keratinocytes in
initiating and progressing dermal fibrosis via TSP-1, MMPs, and RGD-binding integrins mediating
keratinocytes-fibroblasts interaction.
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