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WFFERR SO (3£30) : In head and neck squamous cell carcinoma (HNSCC),the frequent
overexpression of EGFR is associated with the constitutive activation of Stat3. We analyzed the
effects of Cbl interacting protein of 85 kDa (CIN85), which is involved in ligand-induced
internalization of EGFR, focusing on EGFR signaling pathways. It was expected that CIN85
might exert inhibitory effects on EGFR signaling, thus leading to tumor inhibition. However, on
the contrary, CIN85 was over-expressed in 40% of HNSCC tumor samples and this overexpression
was significantly associated with advanced clinical stage. Mechanistic studies, in vitro,
demonstrated that upon TGF-alpha stimuli, CIN85 activated MAPK cascade but inhibited Stat3
activity. Thus, it is suggested that in HNSCC, EGFR promotes carcinogenesis utilizing at least two
different signaling axis: EGFR-CIN85-MAPK or EGFR-Stat3.
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