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(¥ §&) Medical Research and Development Programs Focused on Technology
Transfer

ACceleration Transformative research for Medical innovation
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(Y& #B) Novel Taylor-made therapy for adult T-cell leukemia/lymphoma.
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(3 FB) Professor in Department of Pathology and Tumor Biology,
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Graduate School of Medicine, Kyoto University. Seishi Ogawa
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(¥ FE) Optimization of patient stratification based on the catalogue of
somatic mutations in ATLL
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Genetic analysis of other peripheral T-cell lymphomas based on
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the catalogue of somatic mutations in ATLL
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(£ §&) Project Assistant Professor in Department of Pathology and Tumor
Biology, Graduate School of Medicine, Kyoto University. Keisuke
Kataoka

(AARFE) ATLL £7 /L~ 7 ADBFE & Gk

(= §&) Development and verification of ATLL mouse models



WFFEBASE Sy (AAFE) ENZRFHENEIRRY: EEEHNEEHEE SRR 2%
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ArE % K4 @ (3% FB) Professor in Department of Gastroenterology and Hematology, Faculty
of Medicine, University of Miyazaki. Kazuya Shimoda

53 FRATFSE (AAGE) b ATLL R AEZAE PDX €7 /L~ U 2O

BAJE R4 ¢ (& FB) Establishment of human ATLL derived xenograft models
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(¥ FB) Development of clinical trial candidate compounds targeting novel

ATLL-driver factors and pathways

S SR (AARGE) = HEEREREMIEEY O in vitro A, &N {L&WEsEE %
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BHSSARAEA - (¥ §E) Evaluation of clinical trial candidate compounds in in vitro and

identification of biomarkers for patient selection

WFFEBHSE Sy (AAGEE) WHEES TERASHE HTEUEE &R TR
ArlE ik K4 (3% §E) Principal scientist, drug development unit-oncology,
TAKEDA pharmaceutical company. Daisuke Morishita
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(1) Optimization of patient stratification based on the catalogue of somatic mutations in ATLL
[Kyoto University]
To develop patient-derived xenotransplant (PDX) models of ATLL with known genetic abnormalities,
we performed next-generation sequencing analysis of ATLL sample (30 cases). Through these analysis,
we found novel targetable genetic alterations, such as PD-L1 3’-UTR disruption. In addition, we aimed

at developing PKCB D427N transgenic mic to recapitulate the ATLL pathogenesis in vivo.

(2) Genetic analysis of other peripheral T-cell lymphomas based on the catalogue of somatic
mutations in ATLL [Kyoto University]
To investigate the genetic abnormalities of other peripheral T-cell lymphoma, such as peripheral T
cell lymphoma-not otherwise specified and angioimmunoblastic T-cell lymphoma, based on the
catalogue of somatic mutations in ATLL, we collected samples with these diseases (> 100 samples)

and performed targeted-capture sequencing.

(3) Development and verification of ATLL mouse models [Miyazaki University]

To evaluate the in vivo efficacy of seed compounds owned by Takeda Pharmaceutical Company
Limited, we developed ATLL mouse models. We collected clinical samples from ATLL patients,
transplanted them into NOG mice, and developed PDX models (23 models in this year). To genetically
recapitulate the pathology of ATLL, we developed HBZ-transgenic mice and HBZ/TETZ2 compound

mice, and we aimed at developing PKCB D427N-transgenic mice.

(4) Evaluation of clinical trial candidate compounds in in vitro and identification of biomarkers for
patient selection [TAKEDA pharmaceutical company]
In an effort to discover novel inhibitors against ATLL, we selected molecular target candidates based
on the catalogue of somatic mutations in ATLL. Moreover, in order to identify small molecule
inhibitors targeting these molecular targets, we performed high throughput assay and chemical
optimization of hit compounds. In addition, the patient selection marker candidates of our novel
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inhibitor have been identified by in vitro assay. We also developed ATLL patients derived xenograft

mice models for further translational research.
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Kataoka K, Shiraishi Y, Takeda Y, Sakata S, Matsumoto M, Nagano S, Maeda T, Nagata Y,
Kitanaka A, Mizuno S, Tanaka H, Chiba K, Ito S, Watatani Y, Kakiuchi N, Suzuki H,
Yoshizato T, Yoshida K, Sanada M, Itonaga H, Imaizumi Y, Totoki Y, Munakata W, Nakamura
H, Hama N, Shide K, Kubuki Y, Hidaka T, Kameda T, Masuda K, Minato N, Kashiwase K,
Izutsu K, Takaori-Kondo A, Miyazaki Y, Takahashi S, Shibata T, Kawamoto H, Akatsuka Y,
Shimoda K, Takeuchi K, Seya T, Miyano S and Ogawa S. Aberrant PD-L1 expression via 3™
UTR disruption in multiple cancers. Nature. 2016; 534(7607):402-6

Sekine M, Kubuki Y, Kameda T, Takeuchi M, Toyama T, Kawano N, Maeda K, Sato S,
Ishizaki J, Kawano H, Kamiunten A, Akizuki K, Tahira Y, Shimoda H, Shide K, Hidaka T,
Kitanaka A, Yamashita K, Matsuoka H, Shimoda K. Effects of mogamulizumab in adult T
cell leukemia/lymphoma in clinical practice. Eur J Haematol. 2017 May;98(5):501-507.
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2016 ASH Meeting on Lymphoma Biology #2), Oral
Colorado Springs, 2016 46 A 19 A, [E4}+
Novel genetic mechanism of immune evasion involving PD-L1 in aggressive lymphomas.
Keisuke Kataoka, Yuichi Shiraishi, Yohei Takeda, Seiji Sakata, Misako Matsumoto,
Yasunobu Nagata, Akira Kitanaka, Hiroko Tanaka, Kenichi Chiba, Yosaku Watatani,
Tetsuichi Yoshizato, Kenichi Yoshida, Masashi Sanada, Hidehiro Itonaga, Yoshitaka
Imaizumi, Kotaro Shide, Akifumi Takaori-Kondo, Yasushi Miyazaki, Tatsuhiro Shibata,

Yoshiki Akatsuka, Kazuya Shimoda, Kengo Takeuchi, Tsukasa Seya, Satoru Miyano and
Seishi Ogawa.

21st Congress of the European Hematology Association (P676), Poster

Copenhagen, 201646 H 11 A, [E4+

PROGNOSTIC IMPACT OF INTEGRATED GENOMIC PROFILING IN ADULT T-CELL
LEUKEMIA/LYMPHOMA.

Keisuke Kataoka , Yasunobu Nagata , Akira Kitanaka , Jun-ichirou Yasunaga , Masako
Iwanaga , Yuichi Shiraishi , Kenichi Chiba , Aiko Sato-Otsubo , Masashi Sanada , Hiroko

Tanaka , Hiromichi Suzuki , Yusuke Sato , Yusuke Shiozawa , Tetsuichi Yoshizato , Kenichi

Yoshida , Kisato Nosaka , Masakatsu Hishizawa , Hidehiro Itonaga , Yoshitaka Imaizumi ,
Wataru Munakata , Kotaro Shide , Yoko Kubuki , Tomonori Hidaka , Takuro Kameda ,
Tsuyoshi Nakamaki , Ken Ishiyama , Shuichi Miyawaki , Kensei Tobinai , Yasushi Miyazaki ,
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Akifumi Takaori-Kondo , Tatsuhiro Shibata , Satoru Miyano , Masao Matsuoka , Kazuya
Shimoda , Toshiki Watanabe , Seishi Ogawa
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11.

12.

Novel genetic mechanism of immune escape involving PD-L1 in human cancers.

Keisuke Kataoka and Ogawa Seishi
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Prognostic relevance of integrated molecular profiling in adult T-cell leukemia/lymphoma
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Comparative mutational profiling of ATL and other PTCLs
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Aberrant PD-L1 expression via 3'-UTR disruption in aggressive lymphomas

Abf E5E, AR K—, H ¥, I)RE EE, A =7, KB Bds, BTl S5, kE %
fir, dbdr B, & @E—, EE B, SRk 9L, AR O, BT OB B OURES, AEAKR FE,
A A0, BH e, M 5—, ro =2, & GO 25, =k ®E), &fF 8, &0
BEOL, WA 72, JREE M, TH Fask, 1N BE, e 5, B E, A E]

il

13. 58th ASH Annual Meeting & Exposition, Oral

14.

San Diego, 2016 4F 12 H 4 A, [E4}+

Mogamulizumab for adult T-cell leukemia/lymphoma in clinical practice.

Masaaki Sekine, Yoko Kubuki, Takuro Kameda, Masaki Takeuchi, Takanori Toyama, Noriaki
Kawano, Kouichi Maeda, Siichi Sato, Junzo Ishizaki, Hiroshi Kawano, Ayako Kamiunten,
Keiichi Akizuki, Yuki Tahira, Haruko Shimoda, Kotaro Shide, Tomonori Hidaka, Akira
Kitanaka, Kiyoshi Yamashita, Hitoshi Matsuoka, Kazuya Shimoda.

18th International Conference on Human Retrovirology: HTLV and Related Viruses (0-4-5),
Oral Tokyo, 201743 A 8 H. [EWN

Prognostic Relevance of Integrated Genetic Profiling in Adult T-cell Leukemia/LLymphoma
Yotaro Ochi, Keisuke Kataoka, Masako Iwanaga, Jun-ichirou Yasunaga, Yasunobu Nagata,
Akira Kitanaka, Yuichi Shiraishi, Aiko Sato-Otsubo, Masashi Sanada, Kenichi Chiba, Hiroko
Tanaka, Kosuke Aoki, Hiromichi Suzuki, Yusuke Shiozawa, Tetsuichi Yoshizato, Yusuke Sato,

Kenichi Yoshida, Kisato Nosaka, Masakatsu Hishizawa, Hidehiro Itonaga, Yoshitaka

Imaizumi, Wataru Munakata, Kotaro Shide, Yoko Kubuki, Tomonori Hidaka, Takuro
Kameda, Tsuyoshi Nakamaki, Ken Ishiyama, Shuichi Miyawaki, Ryohei Ishii, Osamu
Nureki, Kensei Tobinai, Yasushi Miyazaki, Akifumi Takaori-Kondo, Tatsuhiro Shibata,
Satoru Miyano, Atae Utsunomiya, Kazuya Shimoda, Masao Matsuoka, Toshiki Watanabe,
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Seishi Ogawa
15. 18th International Conference on Human Retrovirology: HTLV and Related Viruses,Poster

Tokyo, 20174-3 H 7 H~8 H., [EHWN
HBZ-transgenic Mice Develop Inflammation and Lymphoma.
Takuro Kameda, Kotaro Shide, Masaaki Sekine, Tahira Yuki, Ayako Kamiunten, Keiichi
Akizuki, Haruko Shimoda, Tomonori Hidaka, Yoko Kubuki, Akira Kitanaka, Kazuya
Shimoda

16. 18th International Conference on Human Retrovirology: HTLV and Related Viruses,Poster
Tokyo, 20174-3 H 7 H~8 H., [EHWN
Mogamulizumab for Adult T-cell leukemia/lymphoma in Clinical Practice.
Masaaki Sekine, Yoko Kubuki, Takuro Kameda, Masaki Takeuchi, Takanori Toyama, Noriaki
Kawano, Kouichi Maeda, Siichi Sato, Junzo Ishizaki, Hiroshi Kawano, Ayako Kamiunten,
Keiichi Akizuki, Yuki Tahira, Haruko Shimoda, Kotaro Shide, Tomonori Hidaka, Akira
Kitanaka, Kiyoshi Yamashita, Hitoshi Matsuoka, Kazuya Shimoda
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