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WFFER R OME (330) : We have shown that IL-6 signaling pathway is involved in keloid
development. The present study aimed at analysis of the inhibitory effect of small molecule
therapeutic agent STI571 (imatinib mesylate) and small molecule peptide PD173955 which
simultaneously inhibit TGF-B receptor and PDGF receptor and c-Abl tyrosine kinase
signaling on keloid. Over-expression of c-Abl, TGF-B receptor, PDGF receptor was found in
keloid-derived fiboblasts (KF). Treatment of both normal dermal fibroblasts (NF) and KF

cells with STI571 and PD173955 resulted in inhibitory effect on cell growth, migration,
ECM-related gene expression, and apoptosis. In addition, inhibition of STI571 and
PD173955 abolished the effect on cell growth, collagen synthesis and apoptosis.
Implantation of keloid and normal skin tissues into nude mice showed hardening of
subcutaneous tissue after 5 weeks which on histological examination revealed
accumulation of collagen bundles. Subsequently, we treat these mice with STI571 and
PD173955 and evaluate their effects. These results indicate that inhibition of c-Abl
tyrosine kinase may prove useful for the development of new molecular therapy of keloid.
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