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Summary

This is the first clinical trial of the EZH1/2 inhibitor DS-3201b, an antineoplastic agent developed in Japan, in children. Our
4-year goals were as follows.

1. Determination of the recommended dose in children;

2. Completion of Phase 1 Clinical Study Report with Efficacy Data (This was changed to completion of the first course in 30
patients due to the extension of the enrollment period); and

3. Collection of comparative reference data for patients with rhabdoid tumors.

(1) Implementation of the Phase I study
We planned “A Phase 1 trial of EZH1/2 inhibitor, DS-3201b, for pediatric/adolescent and young adult (AYA) patients with
malignant solid tumors” in collaboration with Daiichi Sankyo Co. Ltd. The clinical trial support work has been internally
outsourced to the Clinical Research Support office at the National Cancer Center Hospital NCCH). An overview of the
Phase 1 study is provided below. GRCT2031190268)

Target patients: pediatric and AYA patients with malignant solid tumors

Dose-escalation part: patients aged 3—19 years
Expansion part: patients aged 3—29 years

Design: Multicenter, single-arm, and open-label Phase 1 study

Primary endpoint: Incidence of dose-limiting toxicity (DLT) in the dose-escalation part

Targeted enrollment/clinical sites: 30 patients/2 facilities
After finalizing the protocol and completing preparations for the clinical trial, IRB approval was received from the NCCH
in November 2019. A clinical trial notification was submitted in February 2020 and the first patient was enrolled in March.
Since this trial is the first-ever clinical trial of this drug in children, the dose-escalation part was conducted at a single
institution in consideration of safety. In the dose-escalation part, 5, 3, and 7 patients were enrolled in dose Levels 1, 2, and
3. DLT evaluation was completed in September 2021. The recommended dose for children was determined at dose Level 3,
which is equivalent to 250 mg in adults. From November 2021, the National Center for Child Health and Development has
been added as a clinical trial site, and enrollment in the expansion part has been initiated at the two facilities. Because of the
delay in registration due to the COVID-19 pandemic, the planned schedule was modified and the trial period was extended.
Ultimately, 15 patients were enrolled in the expansion part by January 2023, and the last of the 30 patients completed the
first course in February 2023.
For pharmacokinetic analysis, a total of 406 samples from 26 subjects were used during the study period. Follow-up of the
patients in the Phase 1 trial and pharmacokinetic analysis of the remaining samples will be conducted in FY2023 with
financial support from the pharmaceutical company. After the completion of 1-year follow-up of the last patient in January
2024, data cleaning, lock, analysis, and clinical study report will be completed in FY2024.

(2) Collection of comparative reference data

Control data for this trial were collected from the Master Key Project for mainly adult patients and the Pediatric Solid Tumor
Observational study by the Japan Children’s Cancer Study Group. From 2011 to 2020, 74 patients with rhabdoid tumors and
9 patients with synovial sarcoma were enrolled in the Pediatric Solid Tumor Observational study. The median survival of 49
patients with recurrent/refractory rhabdoid tumors was 13 (95% CI 8-20) months.

This trial enabled us to meet the current short-term needs for drug access in pediatric and AYA cancer patients in Japan.
Furthermore, based on the mechanism of action and the genomic information, simultaneous drug development in pediatric
and young adult patients may become a new development model for molecular-targeted drugs for pediatric cancer.



