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 Searching for downstream targets or

parallel pathways through data mining

revealed overexpression/activation of the

P38/ MAPK14 pathway in PTC and ATC

patient samples

The p38/MAPK14 inhibitor ralimetinib

synergizes with dabrafenib, in particular in

human PTC cells and mouse ATC cells

» Ralimetinib and other p38/MAPK inhibitors
are efficient in mice bearing ATC tumors

Future work

Test ETV5 as a marker of resistance in
aggressive thyroid cancers

Test combination therapies lenvatinib and
ralimetinio for BRAF wild type thyroid

Figure 7. Similar to PTCs, expression of ETV5 and
pP38/MAPK14 is significantly higher in ATC patient
samples than in normal samples. A: ETVS
expression, B: p38/MAPK14 expression. From NCBI
GEO GSE65144.

Figure 1: ATC mouse model and derived cell lines.

A, B: Tumors develop about 3-4 months after AKT — —
tamoxifen injection. C: Histology (A&E) shows typical
lack of organization and high cellular de-
differentiation. D: PPAG cell line.

Workflow

|~ ) e— j PI3K/AKT pathway
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We next tested ralimetinib and other

inhibitors of p38/MAPK14 for possible

reduction of PTC and ATC cell growth in
combination with dabrafenib.
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