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Hepatoblastoma is highly sensitive to chemotherapy. We previously demonstrated the efficacy of
chemotherapy before and after surgery in patients with hepatoblastoma; the survival rate in patients
with standard-risk disease, in which the tumor is localized in the liver, was 90%, while the prognosis
of patients with high-risk disease characterized by distant metastasis remains poor. We are currently
conducting an international collaborative clinical trial with the Children's Oncology Group (COG)
with the aim of expanding drug indications for this childhood cancer.

To obtain approval of the mTOR inhibitor temsirolimus (T) as a novel therapeutic agent for high-
risk hepatoblastoma, we designed a clinical trial (AHEP 0731 - Regimen H) to establish the efficacy
of T combined with vincristine (V) and irinotecan (1) (the VIT regimen) as window therapy. The



objective is to evaluate the response rate in 42 patients and compare it to those associated with the
previous VI window therapy. We prepared for this trial in 2014 by registering as international
members of the COG and submitting the study protocol to the institutional review board (IRB),
Office for Human Research Protections (OHRP), and Federalwide Assurance (FWA) of each
participating facility. Following this, we registered this clinical trial in 2015, and initiated the trial
based on the ICH-GCP standard.

In 2015, the National Institute of Pharmaceutical and Medical Devices (PMDA) suggested that it
is necessary to use high-dose irinotecan and 5-FU post-treatment for investigational drugs and to
register facilities responsible only for surgical therapy as clinical trial participation facilities. In
response to this, these two drugs were provided free of charge from a domestic pharmaceutical
company. In addition, we shared centralized pathology and imaging diagnostic systems between
Japan and the United States. In 2016, 22 patients were enrolled, and an interim analysis revealed 16
responses (response rate, 71%) and grade 4 adverse events in 5 patients; however, since no serious
adverse events occurred, the trial was continued. To efficiently accrue additional patients, we
increased the number of participating facilities in Japan from the current six to eight. In addition, we
started negotiations with pharmaceutical companies to supply the response rate data for this regimen
and are prepared to start working on adapting this expansion in the near future in Japan in parallel
with the United States. Moreover, we received an audit from a CRO with the aims of ensuring that
this clinical trial is being conducted in a reliable and ethical nature and improving its quality.

With the goal of conducting further therapeutic research incorporating the VIT regimen after this
study, we are planning to prepare a novel global protocol and submit it to the Scientific Committees
of the COG or Cancer Therapy Evaluation Program (CTEP) as well as Japan Children's Cancer
Group (JCCG), so that we can seamlessly continue to conduct clinical trials even after the present
study is completed.
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