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Biomarker to predict the efficacy of inhibitors of EGFR tyrosine kinase in oral
squamous cell carcinoma
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In this study, we aimed to stud¥ whether combinatorial treatment using
AG1478(EGFR tyrosine kinase inhibitor) and deguelin could enhance the anti-tumor effects of AG1478
in oral squamous cell carcinoma(SCC). For Ca9-22 cells with PIK3CA wild types, AG1478 alone
suppressed AKT and induced apoptosis. On the contrary, for HSC-4 cells with PIK3CA mutant, AG1478
alone did not suppress the phosphorylated level of AKT nor induce apoptosis. Forced expression of
constitutively active PIK3CA (G1633A mutation) significantly reduced the apoptotic effect of AG1478
on the PIK3CA wild-type Ca9-22 cells. When HSC-4 cells with the PIK3CA G1633A mutation were treated
with a combination of AG1478 and deguelin, combination effects on apoptosis induction were observed
through theinhibition of the AKT pathway. These results suggest that the combination of EGFR
tyrosine kinase inhibitor with deguelin is a potential therapeutic approach to treat PIK3CA-mutated
oral SCC.
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