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Mutation deletion of molecules related to DNA damage response abnormality such as ATM and
association professor Tadaki Takagi (Tokyo Medical and Dental University Graduate School of
Medical and Dental Sciences), Associate Professor Junko Takida (University of Tokyo) and others, A
group of neuroblastomas with cellular models and xenographs and mouse models found that olaparib,
a therapeutic agent for familial breast cancer ovarian cancer, is effective as an antitumor agent.
Based on these findings, we planned doctor-initiated clinical trials using oraparib for childhood
refractory solid tumors centered on neuroblastoma. So far, Olaparib has not experienced
administration to children in the whole world, confirmation of safety as a Phase I study, setting of
the recommended dose is necessary. We recommended the formulation of the implementation plan in
April, 2008 with a preliminary interview with PMDA. Regarding the investigational drugs,
November, 28, we made a contract with AstraZeneca for the provision of drugs. Received a plan of
implementation of "Phase I trial (doctor-initiated trial) of orapar tablet for patients with intractable
pediatric malignant solid tumor" at the National Cancer Research Center Aoki Yuki Doctor, Chief
Ogawa Chief Doctor and CTD Corporation in cooperation.

Outline of Phase I test: It is conducted by 3 + 3 method. For the pharmacokinetic / pharmacodynamic
analysis at the time of single administration only on the first day, take olaparib once in the morning
and observe for a period of 48 hours at a time. After that, oraparib is administered twice a day, and
one cycle is taken as 28 days and continued until it corresponds to the cancellation criteria.
Observation period: 4 weeks after completion of administration (If the observation of DLT is minimal
in the test period of February per person, schedule the examination period 22 months)

Primary end point is the setting of oraparib dose limiting toxicity (DLT) in children and
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recommended volume (RP 2 D) setting in phase II trial. We also conduct pharmacokinetic /
pharmacodynamic (PK / PD) tests and accumulate data.

Implementation system was improved. The clinical trial coordinating office is Tokyo Medical and
Dental University and CTD Co., Ltd., Data Center Co., Ltd. Atsu Healthcare Co., Ltd., Iron
Managing Co., Ltd., Audit Co., Ltd. EPS, Effect Safety Assessment Committee Chairperson
Developmental Medical Center Daisuke Tomizawa, PK Analysis Cimic Pharma Science Co., Ltd., PD
Analysis Co., Ltd. LSI Mediation. Statistical analysis was carried out by Professor Tomita of
Kanazawa University, the pharmacokinetic analysis by Professor Yasuhara of Tokyo Medical and
Dental University, Professor Kimura of Tokyo Women's Medical College was in charge of analysis.
The trial implementation plan was approved by the Tokyo Medical and Dental University in
December, 2008, and submitted by the Tokyo Medical and Dental University in January, Heisei.
After that, we will continue to improve the implementation system, develop procedure manuals, and
create CRF. In March of 2007, preparations for accepting clinical trial participants almost ended.
Development of biomarkers to evaluate orapariv effectiveness and basic experiments for establishing
analytical methods for oraparive pharmacodynamic (PD) analysis were performed. From the
experiment using the cell line, we established an analytical system which can detect the defect of
long arm of chromosome 11 where ATM is located by digital PCR. Moreover, detection of gene
mutation of DNA damage-related molecule by target sequence becomes possible to be analyzed using
fresh tumor-derived DNA, and future DNA can be performed from formalin-fixed tissue DNA or we
are promoting a good fight. In order to analyze specimens from participating clinical trials in the
future, we are preparing a plan and amending the trial implementation plan in order to carry out an
implementation plan as a clinical incident research. Regarding cooperation with the Japan
Children's Cancer Research Group (JCCG), I explained the plan of this trial to a member of the

neuroblastoma committee within JCCG.
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