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The Japan Clinical Oncology Group’s Lymphoma Study Group (JCOG-LSG) has been conducting
this research and development as a non-randomized confirmatory study (JCOG 1305) of
previously untreated advanced-stage Hodgkin’s lymphoma, for which patient registration was
started in November 2015. The objective of the study is to improve the prognosis of patients who
are resistant to ABVD therapy (adriamycin + bleomycin + vinblastine + dacarbazine), which is
the standard therapy for advanced-stage Hodgkin lymphoma. Those patients are identified early
by means of interim positron emission tomography (PET) (PET examination performed to
evaluate the therapeutic effect at the midpoint of treatment) and the treatment is then switched
to a high-intensity regimen of escalating-dose BEACOPP therapy (bleomycin + etoposide +
adriamycin + cyclophosphamide + oncovin + procarbazine + prednisolone). In addition, to reduce
the late toxicity of irradiation of residual lesions after completion of the chemotherapy, we
adopted involved-site radiation therapy (ISRT) with the minimized irradiated area. Quality
control of ISRT is carried out to standardize it in the treatment of Hodgkin lymphoma. The goal
of this study is to optimize treatment of advanced-stage Hodgkin’s lymphoma.

As of September 2016, approval was obtained from the institutional review boards (IRBs) of all
49 institutions participating in JCOG-LSG. At least 105 patients must be enrolled in this study,
and a three-year registration period is planned. This means that about 35 patients must be
enrolled per year; however, in the fiscal year 2016, eighteen patients were enrolled. In order to
improve the registration, we visited the JCOG-LSG institutions and their neighboring facilities
to present an explanation of this study, and we also carried out publicity activities at the all
national hematology education and training centers of Japan. Information on the progress of the
study is shared with the participating institutions once a month. Regular monitoring is conducted
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twice a year in order to catch the details of the performed treatments as protocol and the adverse
events in the registered patients. No serious protocol violations have been observed, and the
adverse events have been adequately reported. We shared these information among all the JCOG-
LSG institutions at a group meeting (July 2016, January 2017).

In this study, it is important that interim PET examination be performed properly. There have
been numerous overseas reports regarding the clinical significance and feasibility of interim PET
in advanced-stage Hodgkin lymphoma. However, no prospective research in that regard has been
conducted so far in Japan, and therefore it is an important issue which needs to be verified in
this study. Three radiologists performed centralized assessment of interim PET in real time and
notified the results to responsible institution. For each patient, information was shared among
the radiology diagnostician, the physician in charge, the study secretariat, and the study
representative. Operational problems were investigated for each patient. This system was
confirmed to work efficiently for all patients registered, and their treatments after interim PET
were selected based on the assessment result. In order to standardize assessment of the interim
PET results, JCOG 1305 image centralized assessment consensus meetings were held twice of all
the centralized assessment radiologists. The PET radiology diagnoses for all patients were
reviewed, and a consensus was reached among the radiology diagnosticians.

ISRT is the recommended irradiation method for treatment of residual lesions of Hodgkin
lymphoma oversea, but standardization of the technique has not been performed in Japan.
Therefore, we gathered information on overseas Radiation Therapy Boards of Directors and
Guideline Review Committees, which made it possible to perform feedback on Quality
Assurance/Quality Control in regard to ISRT in the JCOG 1305 study.

Paraffin sections to be used for centralized pathological diagnosis were sequentially collected

from each patient. A staining panel was selected in the centralized pathological diagnosis.
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