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Elucidation of the acquisition mechanism of undifferentiated traits in
well-differentiated thyroid cancer and search for new biomarkers
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The purpose of this study was to elucidate the mechanism by which
well-differentiated thyroid cancer acquires undifferentiated traits. First, by comparing gene
expression between well-differentiated and undifferentiated sites using patient specimens that had
undergone anaplastic transformation from well-differentiated cancer, | found that
epithelial-to-mesenchymal transition (EMT) is involved in undifferentiated transformation; 1 focused

on FOXD1 as a candidate factor related to the acquisition of undifferentiation traits. Experiments
using thyroid cancer cell lines revealed the involvement of FOXD1 in EMT and the correlation with
EMT transcription factors SNAI1/2. | also found that demethylation of the promoter region may be

involved in regulating FOXD1 expression. Furthermore, | established a FOXD1 knockout cell line
using CRISPR/Cas9 genome editing technology.
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