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Overcoming resistance to angiogenic therapy in GBM: development of
anti-invasiveness treatment for residual tumor cells
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Glioblastoma (GBM) is the most malignant and incurable brain tumor.

Regardless of its vigorous angiogenesis, GBM was highly resistant to anti-angiogenic therapies which
brought enhanced invasiveness. To overcome this resistance, we attempted to develop new therapeutic
approaches in this study. Since tumor cells are dependent on glycolysis-predominant cellular
metabolism, we targeted glycolysis with its inhibitor. The glycolysis inhibitor efficiently induced
toxicity in GBM cells, particularly in GBM stem cells. It inhibited invasiveness as well, suggesting
the usefulness in relief of anti-angiogenic therapy resistance. In addition, we identified a
pro-invasive factor (PIF) in GBM. Inhibition of its expression significantly inhibited enhanced
invasiveness and extended survival in GBM mouse models, suggesting that this factor is a promising
target to conquer the anti-angiogenic therapy resistance. We will develop PIF inhibitors by using
screening systems established in this study.
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