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Abstract

Randomized, double-blind, phase III trial of a personalized peptide vaccination for human leukocyte
antigen-A24-positive glioblastoma multiforme patients refractory to temozolomide-based therapy
was carried out as a commissioned project from Practical Research for Innovative Cancer Control of

Japan Agency for Medical Research and Development (AMED) as a collaborative project of 20

medical facilities of the whole country.

Following issues were carried out in this year.

1) PMDA consultation about the true medicine dosage to the continuation case after the key-open
from an ethical point of view and put up a policy.

2) A maintain the continuous administration system after the key-open was established.

3) A simultaneous survey into survival confirmation after an observation period (September, 30,
2016) , case conference at the effect safety evaluation Committee and an key-open by the end of
December, 2016.

4) Last analysis was carried out in December, 2016 and disclosure of outline of the clinical study

result to collaborating research institutes and AMED by the end of February, 2017.

Eighty-eight recurrent GBM patients were randomly assigned to receive PPV (n=58) or best supportive care
(BSC)(n=30) at a 2 to 1 ratio. Four peptides chosen from 12 candidates based on pre-vaccination IgG levels to each
peptide or the corresponding placebos were injected subcutaneously once weekly for 12 times followed by
biweekly vaccinations until disease progression. The primary endpoint was overall survival (OS). The primary
endpoint was not met in whole populations. Subgroup analysis, however, showed that the median OS of 35 of 58
patients (60%) under 70 years old (<70 y), performance status (PS) of 0 to 2, and received PPV containing no
SART2-93 peptide was significantly longer than that of the corresponding 17 patients under BSC (11.1 months,
95% ClI, 7.7-12.9 vs 5.3, 3.8-9.7, hazard ratio<HR>:0.49, P=0.027). In contrast, the median OS of 12 of 58 patients
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(21%) with <70y, PS of 0 to 2, and received PPV containing SART2-93 peptide was significantly shorter than that
of 8 patients under BSC (7.7months, 1.9-9.7 vs not reached, 8.0-not reached, HR: 17.5, P=0.001). A single grade 3
adverse event was the only PPV-related adverse event of grade > 3.

In this clinical trial, a result indicating the extension for all duration of survival in all cases given this PPV was
not provided, but PPV monotherapy improved OS of the recurrent GBM patients with <70 y, PS of 0 to 2, and
received PPV containing no SART2-derived peptide.
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