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Role of THG-1 in squamous cell carcinoma development and its application to
cancer therapy
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Our groups have been shown that THG-1 (TSC22D4), a TSC22 family member, is
expressed normal squamous epithelium, and overexpressed in SCCs. THG-1 is phosphorylated by receptor
tyrosine kinase pathways, which is important for the tumorigenic potential of THG-1. CD44 is
involved in cancer metastasis and resistance to chemotherapy and radiation. CD44 has a standard
isoform (CD44s) and variant isoforms (CD44v), produced by mRNA splicing. In this study, we found
that the CD44v expression was decreased in THG-1 knockdown SCC cells and the xenograft tumors.
Furthermore, the splicing of CD44v were elevated by EGF treatment in THG-1 expressed SCC cells.
Moreover, overexpression of THG-1 with oncogenic RAS in non-tumorigenic human keratinocyte promotes
the CD44v expression and tumor formation. These results indicated that THG-1 potentiates the CD44v
splicing under the receptor tyrosine kinase pathways and involved in the malignant progression of
SCC.
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