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Aim: The aim of this project is to develop novel targeted therapies for small-cell lung cancer (SCLC)
harboring rare genomic alterations. We perform an investigator initiated phase II study of gedatolisib
for SCLC patients harboring mutations in PISBK/AKT/mTOR pathway. In addition, we perform genomic
screening of SCLC patients harboring PISK/AKT/mTOR pathway mutation using the nationwide lung
cancer genomic screening program, LC-SCRUM-Japan. Finally, we establish a database of SCLC
including genomic profiles and clinical information.

Methods and Results: We initially performed a comprehensive genomic analysis of SCLC as a research
program of the Project for Development of Innovative Research on Cancer Therapeutics (P-Direct) and
identified that genomic alterations in the PISBK/AKT/mTOR pathway were noted as a top therapeutic
priority in SCLC. Thus, we planned the phase II study to investigate the efficacy of gedatolisib in
SCLC patients harboring PISK/AKT/mTOR pathway mutations. At first, we established an
investigator-initiated trial implementation system in 2014. Then, we prepared study protocol,
informed consent form and standard operating procedures in 2015. We also established a coordinating
committee, data center, statistical analysis department, monitoring department and audit department.
After that, we performed the regulatory strategy consultation of Pharmaceuticals and Medical Devices
Agency (PMDA) on July 9, 2015. The Institutional Review Board (IRB) of the National Cancer Center
(NCC) Japan approved the study protocol on December 10, 2015. Then we submitted the clinical trial
notification on December 25, 2015. Study entry started from March 2016. On the other hand, SCLC
harboring activating mutation in the PISK/AKT/mTOR pathway (about 8% in SCLC) is a “Rare
Cancer”, so we planned to perform patient recruitment using the nationwide lung cancer genomic
screening program, LC-SCRUM-Japan. On July 3, 2015, the IRB of NCC approved the study protocol
of the prospective genomic screening of SCL.C and we started the genomic screening. As of March 31,
2017, 134 institutions were participating and study protocol was approved in 111 institutions. Three
hundred and thirty nine patients had been enrolled in this screening project. Among 312 samples
completed genomic analysis, mutations in the PISBK/AKT/mTOR pathway were detected in 24 (8%) of
the tumors as expected. Among them, a case with PI3K/AKT/mTOR pathway mutation was enrolled in
the investigator initiated phase II study of gedatolisib named “EAGLE-PAT” (UMIN 000020585) and
received gedatolisib monotherapy and additional study. Finally, we established a database of 339 SCLC
cases registered in LC-SCRUM-Japan, integrating genomic profiles and clinical information such as
patient characteristics, treatments and prognosis.

Future prospects: The expected sample size of the investigator initiated phase II study of gedatolisib is
19, so we perform this trial until the end of fiscal 2019. We initially planned to screen 400 SCLCs until
the end of fiscal 2017. Although SCLCs harboring genomic alterations in the PISK/AKT/mTOR
pathway were successfully screened, we perform protocol amendment for considering the recruitment

of the phase II study. We plan to screen 800 SCLCs during the full course of this screening project and
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establish large genomic database of these 800 SCLCs. This database would be helpful for the

development of novel targeted therapies and companion diagnostics for this highly lethal disease.
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