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Elucidation of Wnt5a signal transduction mechanism(s) in keloid and application of
molecular targeted therapy
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We studied the expression and function of Wnt5a considering frizzled4 receptor,
ROR2, Wnt signal downstream targets (GSK3-beta and beta-catenin) as well as epithelial-mesenchymal
transition (EMT) markers and 84 Wnt signal-related genes in primary fibroblast cultures and tissue
samples from keloid (KF) and normal dermis (NF)using molecular biology, immunohistochemical and RT2
Profiler PCR Array methods. A high expression of Wnt5a and beta-catenin was found in KF compared to NF.
Treatment of NF and KF with recombinant Wnt5a peptide resulted in an increase in total beta-catenin and
phosphorylated beta-catenin at Ser33/37/Thr4l but no significant change in phosphorylated beta-catenin at
Serd5/Thr4l positions. Several Wnt signal-related genes were also upregulated. In addition, evidence for
EMT in keloid was observed. These findings highlight a potential role for a Wnt/beta-catenin pathway
triggered by Wnt5a in keloid pathogenisis and development of molecular targeted therapy for keloid.
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Fig. 1 Immunostainings for Wntba and
LRP5/6 in normal skin and keloid
fibroblasts in tissue sections
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Fig. 2 RT-PCR analysis for Wnt family
members in cultured normal and
keloid fibroblasts.
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Fig. 3 Effect of recombinant Wntba
peptide on beta—catenin and GSK3-
beta.
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Fig. 4 Effect of inhibition of Wntba
on beta—catenin and GSK3-beta.
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Fig. 5 Effect of Inhibition of CaMKII
on beta—catenin and GSK3-beta.
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Fig. 6 Wnt signal pathway in keloid.
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