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Development of novel immunotherapy against malignant glioma
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In the preceding study, we attempted to develop the new immunotherapeutic
strategy using one of the costimulatory molecule, 0X40. In the present study, we attempted to augment the
efficacy of 0X40 stimulation by adding it to subcutaneous tumor vaccination therapy. However, during our
effort to augment the efficacy by adding similar costimulation molecule, CD40, we realized that CD40
evokes stronger antitumor effect than OX40. Therefore, we concentrated on CD40 and tried to develop
effective immunotherapeutic strategy using this molecule. From analyses of clinical tumor samples, we
demonstrated that gene expression of CD40 and CD40L (ligand) corresponded with the patients
progression-free and overall survival. Subsequently, we demonstrated the efficacy of CD40 stimulation by
adding CD40 agonistic antibody to subcutaneous tumor vaccines. This strategy prolonged the survival of
intracranial tumor models in both glioma model and glioma initiating cell derived glioma models.
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