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for metastatic hepatoblastoma using a pediatric cancer registry
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Hepatoblastoma accounts for more than 80% of childhood liver tumors and is more chemosensitive than adult liver
cancers. In Japan, we established d the Japanese study group for Pediatric Liver Tumors (JPLT) in 1989, which
launched the clinical studies and showed the efficacy of pre- and post- surgical chemotherapy. The survival rate of
patients with liver-localized and resectable tumors improved to 90% as the standard-risk group, in which more
than one-third of patients had died after surgery before 1989. However, the outcome to intermediate-risk group
patients that cannot be totally resected other than liver transplantation or high-risk group patients with distant
metastases do not yet satisfactory improved , and new treatment strategies are required. The rapid enrollment of
as many eligible cases as possible using registries obtained on the basis of accurate staging and pathologic
diagnosis is imperative for the performance of short-term clinical trials in rare cancers such as childhood cancers.
Therefore, in cooperation with the Japanese Society of Pediatric Hematology and Oncology (JSPHO), the Japan
Children's Cancer Study Group (JCCG) has already established an observational pediatric solid tumor study in
which the entire pediatric solid tumor is registered with central pathological diagnosis and central molecular
diagnosis. In recent years, this has led to operationalizing a system that adds central radiological diagnosis to get
more accurate staging for accurate risk stratification. In addition, it is highly desirable to promote global studies
under international cooperation in the development of effective treatments in the pediatric oncology field,
especially in clinical trials aimed at regulatory approval.

In this research project, Japan and the U.S. jointed international clinical trial for high-risk hepatoblastoma,
which is already under registration, was conducted as a physician-initiated study in which Japan participated in
Children Oncology Group (COG) trial "Global Clinical Trial on the Efficacy of Irinotecan, Vincristine, and
Temsirolimus Combination Therapy for High-Risk Hepatoblastoma (Phase III Trial/AHEP0731 Trial". The study
was completed in 36 enrolled patients at 2020 degrees and compared with a control group (39 patients) treated
with irinotecan and vincristine (VI) combination therapy with follow-up, resulting in a higher incidence of adverse
events, especially grade 4 and 5 adverse events, although the response rate was higher than the previous VI
treatment. Therefore, there were many adverse events resulting from a match with data from other clinical trials
using temsirolimus, and there was no consensus on conducting further verification studies, etc. During this trial ,
domestic and foreign safety information on drug was disseminated to all participated facilities, and IRBs
deliberation in facilities and other measures were taken accordingly. One of the registered cases in Japan was a
Grade 5 case in which temsirolimus was discontinued because of anaphylactic shock of temsirolimus. However,
there was a case in which a second cancer was found after chemotherapy and surgery, and the patient died in
September 2020. Other cases have survived with no recurrence,

On the other hand, as a specific clinical study, PHITT trials, a global trial, similarly recruited eligible patients
using a registry linked to central pathological and radiological diagnosis in a common online registry of pediatric
solid tumor observational studies and operationalized them in a way that allowed them to be enrolled in clinical
trials from a risk stratification. The number of participated centers including Singapore, Hong Kong, and
Guangzhou was 73 sites. The objective sample size is 1220 cases, and there are now more than 800 registered
cases totally and there are 116 registered cases in the Asian region including Japan, with nearly smooth
registration cases. The operation was carried out using case registry and electronic case registration sheet (EDC)
which can easily combine with European data, and the protocol was changed in total 2 times including the facilities
addition. From the above, we were able to conduct global clinical trials for pediatric liver tumors in the three
consortia of Japan, the United States, and Europe, to establish international standard treatment for rare pediatric

liver tumors, as well as to establish an operational system for the next stage of the global trial named PHITT2.



