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Investigation of the mechanism of osteoclastic bone resorption by c-Src
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A tyrosine kinase c-Src is necessary for ruffled border formation, the important
structure in osteoclastic bone resorption. The ruffled border is actin accumulated structure and needed
for adhesion to bone matrix. The mechanism of actin organization in osteoclasts(OCLs) by c-Src is still
unclear. c-Src deficient mice have phenotypes only in bone tissue, although c-Src is ubiquitously
expressed. This suggests the importance of c-Src in osteoclasts and compensate by other Src family
kinases (SFKs) in other tissues. Thus | compared the role of c-Src with other SFKs in OCLs. c-Src was not
only highly expressed but also had unique role in OCLs. In addition, the unique role of c-Src originated
from SH3 domain and kinase domain.

I also looked for the novel protein that worked as actin regulation protein downstream of c-Src and found
a candidate, “ PPP1r18" . PPP1r18 was localized in actin ring in OCLs and the unique actin dot structure,
podsomes formed by activated c-Src in fibroblasts.
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