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Translational research for cancer immunotherapy targeting glioblastoma
initiating cells based on WT1 vaccination
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We established research technique using animal model to study resistance to
current therapies and immune escape phenomenon of cancer initiating cells in malignant gliomas. We
can estimate effects of cancer immunotherapies in vivo by mouse glioma model. Histopathological and
molecular cytologic study showed high expression of WT1 protein in glioblastoma initiating cells and

higher expression of TGF-b, lower level of CD4-positive T lymphocyte and decreased expression in
tumor samples of HLA class | in recurrent cases. Cancer immunotherapy combined with tumor vessel
normalization factor induced lymphocyte distribution in glioblastomas and enhanced tumor suppressive
effects in glioblastoma models. On based on these new findings, WT1 vaccination combined with
molecular targeting therapies (immune check point inhibitors or tumor vessel normalization factors)
can overcome Immune escape phenomenon of cancer initiating cells and contribute to better clinical
outcome for glioblastomas.
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