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The aim of this study is to establish a standard therapy for acute lymphoblastic leukemia
(ALL) in childhood. For this purpose, patients with newly diagnosed ALL were subclassified
into 4 groups: B-cell precursor ALL(BCP-ALL), T-cell ALL(T-ALL), infant ALL, and
Philadelphia—chromosome positive ALL (Ph+ALL). For relapsed ALL, a separate set of treatment
was devised. Patients were stratified into different risk categories based on prognostic

factors to generate high quality evidence. A smart approach such as an international
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collaboration was employed for some rare disease categories. We expect a better survival of
patients with our studies and also a better quality of life (QOL) with a careful long—term
support of patients. We register patients in the Japan Pediatric Leukemia and Lymphoma Study
Group (JPLSG), which was changed to Japan Children’ s Cancer Group (JCCG) in 2015, after
merging with solid tumor study groups. The studies for BCP-ALL and T-ALL, which constitute
a largest part of pediatric cancer, the first nation—wide studies of ALL-B12 and ALL-T11 were
started. It will contribute to establishing standardized treatment for ALL in Japan. For
example, the number of patients registered in ALL-B12 reached 1,713 in May 2017 since the
beginning of the study in November 2012, which suggests that more than 90% of all the patients
with BCP-ALL have been registered. Epidemiologic studies are also undertaken. The study for
infant ALL, the registration of patients in MLL-10 was finished and long—term follow-up is
undertaken. For Ph+ALL, ALL-Phl3 is still open. Standard procedures are devised for patients
who are transplanted as well. For relapsed ALL, risk—adapted ALL-R08 study was conducted with
a supported from Suzuki—Group at National Cancer Center and international IntReALL 2010 study
was initiated with a support of Rinsho Chukaku Byoin Seibi Jigyo. Detection of minimal residual
disease (MRD) is employed in these studies using both PCR and flow cytometric techniques.

The manual for stem cell transplantation and the guideline for long—term follow—up were
published. In fact, a long—term QOL is assessed in studies including ALL-B12, ALL-T11, ALL-Ph13,
and IntReALL and 2,331 inquiry forms have been already filed. Investigational laboratory
studies attached to these clinical trials have been also conducted. For example, an important
relationship between NUDT15 gene polymorphism and neutropenia caused by 6-mercaptopurine
treatment has been studied and a new mechanism of drug metabolism in East Asians including
Japanese was proposed. It will lead to establish personalized medicine in the near future.

All the studies follow the Declaration of Helsinki and the National Guideline for Ethics.
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