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Pathology Project for Molecular Targets of The Cancer Institute,

Japanese Foundation for Cancer Research, Project Leader,
Kengo Takeuchi
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Specimen collection.
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Department of Heamatology, Kobe City Medical Center General Hopital,

Director Takayuki Ishikawa
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Specimen collection.
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Kurashiki Central Hospital, Department of Hematology/Oncology,

Director in Chief, Yasunori Ueda.
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Specimen collection.
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Department of Hematology, Osaka Red Cross Hospital, Director,

Kazunori Imada
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gL ZE) Department of Hematology, Gifu University Graduate School of Medicine
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Specimen collection.
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Graduate School of Medicine, Kyoto University, Professor,

Akifumi Takaori-Kondo
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Evaluation of intra—disease, chronological,

and spatial diversity of hematological malignancies using
mouse models.
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e &gk K4 (#  F8) Pathology and Tumor Biology, Graduate School of Medicine, Kyoto

University, Project-Oriented Associate Professor, Keisuke Kataoka
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e &k K4 : (3% 3E) Pathology and Tumor Biology, Graduate School of Medicine,

Kyoto University, Research Associate, Kenichi Yoshida
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(1) Development of infrastructures to collect tumor samples from clinical hospitals.  [Kyoto
University, Nagasaki University, Gifu University, Kobe City Medical Center General Hospital,
Osaka Red Cross Hospital, Kurashiki Central Hospital]

We developed the sample collection system of hematological malignancies together with buccal smear
of the same patients as normal controls after obtaining written informed consent from hematological
units of major hospitals. A total of 320 samples have been gathered after anonymizaton thus far. Kyoto
University, as an analysis center, prepared sample preservation system and constructed a database

to manage sample and clinical information.

(2) Exploration for diversity in genetic mechanisms within disease entities. [Kyoto University,
Cancer Institute Hospital]
We conducted whole genome sequencing analyses of hematological malignancies to explore
unrevealed genomic aberrations that underlie diverse mechanisms of disease development. Thus far,
we have analyzed myelodysplastic syndromes 100 samples, and 52 malignant lymphoma (consisting
of diffuse large B cell lymphoma (N=27) and NK/T cell lymphoma (N=25)). We also conducted
targeted-sequencing or whole exome sequencing for the disease whose genetic aberrations have not
been elucidated. For this purpose, we analyzed subcutaneous panniculitis T cell lymphoma (N=4),
EBV-positive DLBCL (N=7). EBV-positive lymphoproliferative diseases (N=6). extranodal NK/T cell
lymphoma (N=10). We further studied rare entity of blastic plasmacytoid dendritic cell neoplasm
(BPDCN, N=118) and DLBCL (N=456), especially those with BCLZ2 and/or MYC translocations, from

the viewpoint of clinical and molecular pathology.

(3 ) Exploration for temporal alterations in genetic aberrations. [Kyoto University, Cancer
Institute Hospital]
We identified gene mutations associated with transition from low-risk to high-risk MDS (type 1) and
associated with development of secondary AML from high risk MDS (type 2). In addition, we analyzed
clonal development during azacitidine treatment for high-risk MDS and revealed that 7P53

mutations were specifically associated with clinical and genetic efficacy.

(4) Exploration for spatial and cell-lineage specific genetic diversity. [Kyoto University, Cancer
Institute Hospital]
We conducted multi-sampling analysis of genetic aberrations from autopsy specimens of AML (N=3),
ATL (N=1), and DLBCL (N=2). We also explored genetic characteristics of extra-nodal lymphomas
(N=5) and compared genetic aberrations between extra-nodal (intestinal) invasion and primary
lesions (N=3).



(5) Analyses of disease model animals. [Kyoto University]
We have finished analyses of two mouse models (SESF2knock-in and STAGZ conditional knock-out)

mimicking splicing factor mutations. Constructions of other four model mics are in progress.
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