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Anaplastic lymphoma kinase (ALK)—positive anaplastic large—cell lymphoma (ALCL) is a
lymphoma showing a peak age of onset at a young age and is an extremely rare malignant tumor.
Although it is highly sensitive to chemotherapy, treatment for relapsed/refractory cases has not
yet been established, and the prognosis of chemotherapy—refractory cases is very poor. It has been
suggested that ALK inhibitors are highly effective for ALK—positive ALCL. A second—generation
ALK inhibitor, alectinib hydrochloride, has been suggested to have a high response in ALK-
positive lung cancer and is expected promising for recurrent/refractory ALK—positive ALCL too.
In this research and development, we are conducting a Phase II trial on alectinib hydrochloride

in treatment of recurrent and refractory ALK—positive ALCL. We aim to obtain approval of
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alectinib hydrochloride for relapsed and refractory ALK—positive ALCL in Japan, which would
be the first time it was approved for this purpose in the world. ALK—positive ALCL is a disease
that shows a predilection to occur in children and young adults. The target patient age in this
study is set at 6 years or older, and this development of alectinib hydrochloride will be carried
out simultaneously for children and adults.

This is a clinical Phase II trial with a target number of cases of 10. Seven patients were registered
in the fiscal year 2016, and patient enrollment was completed within the planned study period.
We collected adverse event information, managed it, and publicized the information to the
participating institutions, etc. Since one previously unknown serious adverse event occurred, it
was reported to the Pharmaceuticals and Medical Devices Agency (PMDA). In order to examine
the safety of alectinib hydrochloride in children, the Efficacy and Safety Evaluation Committee
performed an initial safety evaluation at the stage of completion of administration of 1 cycle to
the 3rd patient of aged 6 to <15 years old. The results indicated no serious problem with the safety
in child cases. A total of four children underwent treatment in this trial. Institutional monitoring
was carried out by the review of documents and records. No serious problems had developed.
Central diagnosis was performed for the 10 patients participating in this trial, and all were
diagnosed as ALK-positive ALCL. Positron emission tomography/computed tomography
(PET/CT) is used to assess efficacy, but it is necessary to ensure a certain level of image quality
for the PET/CT images that are assessed. The quality assurance (QA) for the PET/CT images at
the three institutions in the study was conducted in accordance with "Cancer FDG-PET/CT
Imaging Guidelines". Also, during this fiscal year there was no occurrence of items requiring
additional, new QA work.

We have proposed an international collaborative study of the use of alectinib hydrochloride for
new-onset cases of ALK-positive ALCL to Singapore and Taiwan, and discussions are currently
in progress. In-vitro diagnostic drugs for ALK detection in ALK-positive lung cancer are currently
covered by insurance, but in vitro diagnostic agents for ALK-positive ALCL have not been
developed. If the indications for use of alectinib can be expanded to ALK-positive ALCL, an ALK
detection test covered by insurance will be required for it. A company plans to develop this in-
vitro diagnostic drug, and we decided to cooperate with them.

This developmental research is proceeding on schedule, and final data analysis will be possible

within the next fiscal year.
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