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Bortezomib (BZM) is an effective drug for the treatment of relapsed/refractory acute lymphoblastic
leukemia (ALL). Although many articles have reported the efficacy of this drug, it has not been
approved for ALL in any country. In our study, we aimed to expand the application of BZM by adding
this drug to a conventional multidrug therapy for ALL and to examine the pharmacokinetics, safety,

and efficacy in a Japanese population. Our achievements in this fiscal year are summarized below.

Phase I trial

During the previous fiscal year, we completed enrolment of patients into the phase I trial and data
cleaning, and we notified the completion of the trial to the Pharmaceuticals and Medical Devices
Agency (PMDA). During this term, we organized a case conference on April 20th and discussed each
analysis set. The pharmacokinetic profile of the investigational product was analyzed by Kimura
T, Tokyo Women’s Medical University. The clinical study report was completed on December
22nd.

In summary, the combined use of the investigational product and combination chemotherapy was
well tolerated and did not pose any major safety problems in pediatric and young adult patients with
refractory ALL. MTD was determined to be 1.3 mg/m2. Plasma drug concentration peaked 5 min
after the administration on both Day 1 and Day 4 and showed a biphasic decrease. In the exploratory
assessment of efficacy, remission was observed in all three subjects and MRD became negative in two

subjects.

Phase 1II trial

In May, along with CRO, we established infrastructure for the trial, and in July, we developed a
website to share information. Based on the results of the phase I trial, we decided to recommend a
phase II BZM dose of 1.3 mg/m? with the optimal phase II regimen. The trial plan was amended
following recommendations by a PMDA official cunsultation on June 3rd, On July 8th, protocol version
1.0 was completed and was amended to version 2.0 because of a minor correction on July 26th. The
contract for investigational drug provision was concluded with the supplier of the investigational
product on September 1st. According to IRB, we updated our protocol to version 2.1 on September 7th,
and propounded a “Notification of Trial Plan” in the National Cancer Center Hospital and started the
trial on the same day. Another eight institutions were selected according to their performance in
JCCG and signed contracts stating the unit price per case. The start-up meeting was held on
November 1st, and IRB approval was obtained for all institutes. The first case of the trial was
registered on December 27th, Furthermore, from December, monthly meetings were held to share the
progress on the web. On January 4th 2017, the protocol was amended to version 2.2, and on January
20th, a “Notification of Trial Plan” was presented to PMDA in all nine institutes. Because the number

of registrations had not reached seven, which was our target for this term, the principal investigators
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in each institute met in March to discuss the current status and recruitment of cases.

International collaboration

Ogawa C participated in the IntReALL and I-BFM Resistant Disease Committee Meeting from
February 10tk to 12tk 2017 and provided information on our phase I trial and discussed the start of
our phase II trial with European investigators. We also shared our annual progress on the European
BZM trial and safety data of their trial.
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