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Akinobu Hamada (National Cancer Center Research Institute), Shigehisa Kitano, and Aya Kuchiba
(research collaborators, National Cancer Center Central Hospital) developed several analytical
methods for anticancer agents, such as PK/PD, Immuno—monitoring, and Pharmacogenetics in
cooperation with Hiroaki Aikawa and Makiko Yamashita (cooperators, National Cancer Center Research
Institute). Our translational research team established a research support system and carried
out the following clinical trials.

Hiroshi Kono (National Cancer Center Central Hospital) examined the PK / PD test for retinoids
against pediatric cancer (neuroblastoma), and conducted a combination therapy of 13-cis—retinoic
acid and HDAC inhibitor, establishing a blood concentration analytical method

Toka Tatsuya (Osaka Medical Center) and Hideki Ueno (National Cancer Center Central Hospital)
conducted an irinotecan recommended dose FOLFIRINOX therapy in chemotherapy pre—treated,
pancreatic cancer patients. The dose required for the drug to reach the target tumor in combination
with nab—PTX was evaluated by mass spectrometry imaging

Kanji Tamura (National Cancer Center Central Hospital) performed a PK / PD study of trastuzumab
emtansine (T-DM1) in breast cancer patients, and analyzed the relationship of its efficacy and
toxicity with PK. No significant correlation was observed.

Shinya Kimura (Saga University) conducted a PK-imaging study on an anti—CCR antibody
(mogamulizumab) against adult T-cell leukemia lymphoma (ATL) using mass spectrometry imaging to
evaluate its tissue or lymph node distribution. We determined that mogamulizumab cannot be detected
in the tissue as sensitivity was too low for quantitative analysis

Kazuhiko Yamada (Kurume University) performed a low dose erlotinib (50 mg) Phase Il study in
high-risk patients (elderly, frail, liver dysfunction and renal dysfunction) in order examine
whether a small dose results in reduced toxicity and an improvement of QOL. We measured the plasma
concentration of erlotinib over a time course during treatment

Isamu Okamoto (Kyushu University) conducted a Phase II study on alectinib in patients with ALK
rearrangement—positive non—small cell lung cancer and a poor PS. We confirmed that alectinib is
a treatment option for patients with ALK rearrangement-positive NSCLC and a poor PS

Hidenori Mizuki (Hokkaido University) performed an efficacy and safety study on afatinib in elderly
patients (over 75 years old) with recurrent, advanced non—small cell lung cancer. Afatinib, the
irreversible EGFR-TKI, is expected to result in long—term survival, but has a higher toxicity

compared to the first—-generation EGFR-TKI. Currently, 80% of patients are enrolled.
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