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ABSTRACT RESULTS

Follicular thyroid carcinoma (FTC) is a well-differentiated cancer that encompasses Characterization of Four New Follicular Thyroid Cancer Cell Lines R Oncogenic Signaling ldentified in FTC Cell Lines MEK & AKT Inhibitors Inhibit Cell Proliferation
prir. Cell line Lesion Origin KRAS / HRAS NRAS BRAF | PI3KCA | PAX8/PPARy
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in all four cell lines. Based upon these findings we tested and demonstrated b
antitumor proliferative synergy using a MEK inhibitor (GSK-1120212) combined with o epAR?
an Akt inhibitor (MK-2206). Using IC50 concentrations and fixed ratio drug | oo
concentrations, CI values for combinatorial therapy were 0.071, 0.29, 0.24 and
0.29 respectively for SDAR1, SDAR2, SDAR3 and THJ-306T. Propidium iodide
measurement of cell death revealed synergy of the combinatorial therapy. Thus,
inhibiting these two oncogenic pathways in four new FTC cell lines demonstrated
strong antitumor synergy. We are currently examining the role of RhoB which may
play a role in the observed synergy. Moreover, with the recent discovery that
inhibition of the Akt pathway leads to NIS re-expression and radioiodide uptake, we
are exploring whether these cells when exposed to combinatorial therapy respond

to iodine uptake and retention.
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