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Activation of oncogene alone is usually insufficient to transform epithelial cells.
For PTCs driven by mutant BRAF we attempted to reveal the additional genetic abnormalities
that are required to confer malignant phenotype on cancer cells. For this purpose, as
a model, we performed retrovirus insertional mutagenesis in doxycycline—inducible
BRAFV600E-expressing clonal lines derived from rat thyroid PCCL3 cells, and picked the
clones that do not require TSH for growth. By PCR-based splinkerette procedure and

microarray analysis we have successfully identified several possible candidate genes
(Trpml, Nek6, etc).
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1) Spred2, sprouty-related, EVH1 domain
containing 2

2) Luc713, LUCT7-like3 (S.cerevisiae)

3) Adcy3, adenylate cyclase 3

4) Cde6, cell division cycle homolog
(S. cerevisiae)

5) Efnab, ephrin A5

6) Trim35, tripartite motif containing 35
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1) Trpml, transient receptor potential
cation channel, subfamily M,

member 1 (Melastatin)

2) Col8al, collagen, type VIII, alpha 1
3) L0C312831, similar to SRY (sex
determining region Y)-box 5 isoform a

4) Ushle, Usher syndrome 1C homolog
(human)

5) Nek6, NIMA (never in mitosis gene
a)-related kinase 6
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