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Phase I/ I1a trial
Tracking ended in the first half of the previous year, data were fixed in2016. Finally, 12 and 13 cases
were enrolled in phase I and phase Ila trials. Clinical pharmacology test, HACA measurement and
ADCC activity measurement were carried out. Based on these results, we prepared a clinical study

report.

Phase IIb trial

1. Progress status of the trial

After receiving IRB approval at Osaka City General Hospital in May 28, we submitted a clinical trial
notification of the trial plan to PMDA on May 31. Starting with the first registration on July 16, a
total of 20 cases were registered by the end of March, 2017. Of 12 patients, protocol treatment has
been completed at the present time. Since the US regimen, which is the control treatment, is to be

4



conducted for the first time in this study, it was planned to consider DLT in the first six cases, but
DLT was not observed in all cases. So far, only one case was stopped due to adverse events, which was
Grade 4 of thrombocytopenia. In this example, since a deviation occurred that therapy was continued
for 4 days after falling into the cancellation criteria, attention was given to the participating facilities.
Therefore, this adverse event and this incident were reported to the data and safety monitoring board.
As a result, continuation was approved. In addition, according to the suggestion of the board, Grade 4
adverse events of laboratory data with duration of less than seven days without clinical symptoms
was changed to treatment continuation from treatment discontinuation. This revision was reported

to PMDA.

2. Addition of clinical trial facilities

The number of clinical trial facilities increased sequentially, and in addition to the original Osaka
City General Hospital, Hokkaido University, Kyushu University, Hiroshima University, Niigata
Cancer Center, Tokyo Metropolitan Children's Medical Center were added and submitted a plan

change notification.
3. Clinical trial management
Based on the initial plan, monitoring was appropriately carried out. In addition, web conferences

were held monthly by participating clinical trial participants to confirm eligibility of admitted cases,

grasp of adverse events, and other information sharing.
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