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ABSTRACT RESULTS
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Anaplastic thyroid carcinoma (ATC) is a highly aggressive carcinoma with a
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original diagnosis of the ATC tumor tissues and demonstrated identical '
matching of the short tandem DNA repeats (STR) and mutational status to the
tumor-derived cell lines. This is the first time that molecular descriptions of . . R v sy e ——
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fully characterized the cell lines for proliferative growth, mRNA expression of 53 § anaplastic thyroid tissue with
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investigated to improve management of persistent and recurrent ATCs by
interfering with signal transduction pathways to inhibit tumor growth and o c E . = STR analysis of both patient tissues and established cell lines is essential for
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therapies, cell lines derived from human tumor tissue must be utilized to serve - o e
as preclinical models. However, the integrity of cultured cell lines are rarely
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= Four new ATC cell lines have been comprehensively characterized exhibiting
unique profiles and phenotypes to be used for preclinical models.
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« All ATC cell lines exhibit a dose-dependent growth inhibition and RhoB induction in
response to HDAC inhibitor (Romidepsin), prenylation inhibitors (FTI-277, GGTI-
286), HMG co-A reductase inhibitor (lovastatin) and Chk1 inhibitor (UCN-01).
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e [————] = Lovastatin and UCN-01 induce apoptosis in ATC in vitro

Using genuine ATC cell lines, we identified RhoB as a key signaling node for the Figure 2. A. Summary table of mutations, translocations, and q A q A=A
growth inhibition of ATC in response to therapeutics. RhoB is a member of the uniquely altered genes. Neither of the ATC cell lines harbor the Figure 3. A. Representative graph *Asa Slgna“_ng node, RhOB_WaS ?"enced to demonstrate growth inhibition

Ras superfamily of isoprenylated small GTPases that normally regulates actin RET/PTC nor PAX8/PPARy fusion as routinely seen in other of 4 day treatment with 5 different dependence in at least Romidepsin and FTI-277

stress fibers and vesicle transport. Although RhoB is not mutated in cancer, it thyroid carcinoma subtypes. B. Western analysis of frequently classes of drugs demonstrating dose . R - . R .

has altered expression and activity which modulates proliferation, survival, over-expressed oncogenic proteins in ATC that can lead to cell dependent inhibition. B. Western ° Future studies include verification of GGTI-286, lovastatin and UCN-01 ‘s RhoB
invasion and angiogenesis. RhoB’s activity appears crucial for potentially survival. C. Cellular proliferation curve over seven days analysis of PARP and cleaved |ndependence
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