(®)
2021 2023

A research project aimed at developing glioma stem cell-targeting therapies
through a unique and multi-faceted strategy
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In this project, drawing on the findings from our previous projects, we
focused on 1) the development of drugs that specifically kills glioma stem cells (GSCs) as well as
the identification of molecules differentially expressed between GSCs and non-GSCs, 2) the search
for methods to therapeutically target the pathway leading to JNK activation required for stemness
maintenance, 3) the demonstration of the efficacy of combining a GSC cytotoxic drug and a
differentiation-inducing drug. The results from this project demonstrated that RFC-1 expression,
which is critically involved in folate metabolism, was upregulated in GSCs and that methotrexate, an

anti-folate metabolite, had cytotoxic activity toward GSCs and showed combinatorial activity with
CEP1347 as a differentiation-inducing drug. The results also demonstrated phospholipase Ce
overexpressed in GSCs maintained their stemness through JNK and as such could possibly be an
excellent target to selectively block the JNK pathway in GSCs.
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