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The purpose of this non-randomized, comparative study is to verify that the overall
survival after the study treatment, namely, proton beam therapy is not inferior to that after
the standard treatment, surgical resection, in patients with curatively resectable, primary,
single, nodular hepatocellular carcinoma. This clinical study is conducted under the
advanced medical care system (Advanced Medical Care B), with the aim of including proton
beam therapy in the guidelines and eventually having it covered by the Japanese national
health insurance. Additional purposes are medico-physical standardization of proton beam
therapy plans, irradiation methods, etc., and establishment of quality assurance (QA) and a
method for establishing it in clinical studies.

A summary of the results in the fiscal year is described below.

1) Application for approval of the study under Advanced Medical Care B: After the protocol
was approved by the Ethics Committee of the National Cancer Center Japan and the
advanced medical care notification was approved by the Research and Development
Division, Health Policy Bureau, this study received approval from the Advanced Medical
Technology Review Committee in March 2017. Subsequently, the study was submitted to
and approved again by the Ethics Committee of the National Cancer Center Japan and
then finally approved by the Advanced Medical Conference on May 11, 2017. Application
procedures for advanced medical care in collaborative medical institutions will be
continuously undertaken, although the application procedures will affect the pre-
enrollment period. Therefore, as the principal investigator, it is my responsibility to check
whether the application procedures are progressing as planned.

2) Start of enrollment in the clinical study: As described above, approval for the study was
obtained from the Advanced Medical Conference in May 2017, and enrollment will start at
the National Cancer Center Japan as soon as I receive a notification from the Ministry of
Health, Labour and Welfare in the beginning of June 2017. Subsequently, written
notifications of collaborative medical institutions will be prepared and after approval by the
Advanced Medical Technology Review Committee, patient enrollment will start at these
institutions. In close cooperation with the Data Center and the Executive Secretariat of the
Japan Clinical Oncology Group (JCOG), I am entrusted with identifying problems, if any, in
the progress of the clinical study.

3) Medico-physical standardization and establishment of clinical quality control (QC)/QA
methods: In parallel with the above-mentioned application for approval of the protocol, the
following procedures were undertaken for medico-physical standardization and
establishment of clinical QC/QA methods, which were planned to be implemented in the
first fiscal year.

i) May 19, 2016: Dry-run review meeting of the participating institutions

#Dummy cases were sent to the participating institutions in advance to create and evaluate
dose distributions according to the protocol, and the protocol was revised based on the
problems.

ii) June 11, 2016: The first group meeting @ Tokyo



#Persons concerned, such as physicians and medical physicists, from the participating
institutions attended the meeting to check the progress and share information, such as
evaluation of the results of the dummy run.

iii) October 2016: Site visits to the participating institutions by medical physicist members
Shizuoka Cancer Center, University of Tsukuba and Nagoya City West Medical Center

iv) November 5, 2016: The second group meeting @ Tokyo

#Persons concerned, such as physicians and medical physicists, from the participating
institutions attended the meeting to check the progress of the entire study, to provide
feedback about the results of the site visits, and to discuss future plans, etc.

Based on the above, the study plan in the first fiscal year, namely, "medico-physical
standardization and establishment of clinical QC/QA methods", has progressed as planned.
4) Ancillary study: Because this study shall participate in the banking of blood samples
(DNA and plasma) in the JCOG-BioBank Japan (BBJ) Biorepository, based on the protocol
common to all JCOG studies, planning and implementation of an ancillary study using the
samples will also be discussed. In regard to the details of the ancillary study, a system for
providing samples will be established after discussing the feasibility of the study through
close cooperation and information sharing with the research secretariat and participating

Institutions.
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