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STAT3 inhibitor, cucurbitacin I, exerts growth-suppressive effects against
neuroblastoma cells
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We implemented a high throughput chemical screen in 23 neuroblastoma
-derived cell lines, using a curated library of ~450 compounds. We evaluated the therapeutic effects
oflc:izotinib and its combined treatment with JAK-STAT inhibitor (cucurbitacin 1) in neuroblastoma
ce ines.
In the drug screen, JAK-STAT kinase inhibitor (cucurbitacin 1) was the most discriminatory with
regard to sensitivity for ALK-mutated cell lines. In neuoblastoma cell lines harboring F1174L or
R1275Q-mutated ALK, crizotinib combined with cucurbitacin 1 enhanced tumor responses and showed
synergistic cytotoxicity. Analysis of downstream molecules through MAPK, AKT and STAT3 pathways
showed that TGW, a cell line harboring R1275Q-mutated ALK, expressed lower levels of pERK, pAKT and
pSTAT3 in combination therapy compared with cells treated with cucurbitacin I or crizotinib alone.
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