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Role of Src-family kinase in the progression of malignant tumor cells and its
clinical implication

Fujimori, Yoshihiro

4,100,000
Src (SFK)
NCI-H28 SFK (PP2) Src, Yes, Fyn, Lyn SFK
Fyn NCI-H28 SFK Lyn Fyn
Caspase-8 Src

Fyn Lyn

Malignant mesothelioma is an aggressive tumor arising from mesothelial cells of
serous membranes. We examined the role of Src family kinases (SFKs) in mesothelioma cells. We found that
PP2, a selective SFK inhibitor, inhibited SFK activitg and induced apoptosis mediated by caspase-8 in
NCI-H28. Src, Yes, Fyn and Lyn protein, which are members of the SFK, were expressed in mesothelioma cell
lines, while NCI-H28 cells were deficient in Fyn protein. PP2 reduced Lyn protein levels and suppressed
SFK activity. Lyn siRNA induced apoptosis in Fyn-deficient NCI-H28 cells. Double RNAi knockdown of Fyn
and Lyn induced apoptosis in Fyn-expressing NCI-H2052 and ACC-MESO-4 cells. Present study suggests that
SFK inhibitors induce caspase-8-dependent apoptosis caused by reduction of Lyn protein in Fyn-deficient
mesothelioma cells. This provides a new insight for treatment of mesothelioma by simultaneous inhibition
of Fyn and Lyn.
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