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Clarifiation of CKD progression by regulating fibrotic microenvironment
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Fibrosis is characterized by an excessive wound healing response to organ
damage, causing extracellular matrix deposition and accumulation of fibroblasts/myofibroblasts. In
the process of enal failure, various renal diseases are characterized by taking a common process
which is renal fibrosis. In this study, we attempted to elucidate the significance of
cytoskeleton-dependent signal for renal fibrosis by regulating the biological properties of renal
fibroblasts. As a result, it was revealed that the cytoskeleton-dependent MRTF-SRF signal by TGF-bl
in renal fibroblasts contributes to the expression of focal adhesion components and extracellular
matrix such as colalgen and fibronectin. In addition, systemic MRTF-A- and fbroblast-specific
MRTF-B- deficiency attenuates renal fibrosis by inhibiting the expression of focal adhesion
components and extracellular matrix. Tese results suggest that MRTF-SRF signaling in fibroblast
might be a target to combat renal fibrosis.
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Figure 1

TGF-B4-induced expressions of LOXs and ECM required the MRTF-SRF pathway.
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Figure 2 Knockdown of MRTF-A and MRTF-B suppressed the expressions of ECM-related
integrins, ILK, and other FA components by TGF-B1 stimulation.
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Figure 3 TGF-B4-induced activation of MRTF-SRF pathway and expressions of LOXs and ECM
were dependent on ILK.
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Figure 4 Blockade of MRTF-regulated integrins suppressed TGF-Bs-induced activation of
MRTF-SRF pathway and expressions of LOXs and ECM.
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Figure 5 MRTF-SRF pathway in kidney has major roles in progressive renal fibrosis.
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Figure 6 Upregulation of LOXs and FA components induced in renal fibrosis model required
MRTF-A and MRTF-B.
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