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(5% Fh) Protocol production for blinatumomab usage as front line treatment of pediatric acute
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This study aims to expand indication of blinatumomab, which has been approved only for relapsed/refractory acute
lymphoblastic leukemia (ALL), for treatment of front line ALL in children. Blinatumomab is a bi-specific antibody
for CD3 and CD19, which is expected to contribute to improve outcomes of pediatric ALL. To formulate a concept
of investigator-initiated study, based on information of standard therapy for ALL including ongoing clinical trials
of international study groups, we discussed the role of blinatumomab on development strategy of pediatric ALL. A
total of ten times meeting had been held to make a protocol of the study, focusing on the optimal design, statistical
issues, and required budget. As recommended by RS consult, we applied pre-interview of PMDA at 28™ July, and
discussed what to be discussed in the consultation meeting. Based on the results of the pre-interview, we changed
targeted risk group in the study, and we further discussed optimal design. After the second pre-interview at 10" Dec,

we are ready to proceed consultation meeting of PMDA. We also prepare protocol and case report form of the study.



