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The purpose of this study was to establish a standard treatment for neuroendocrine carcinoma (NEC)
of the digestive system. NECs are rare refractory carcinomas for which treatment has not been
sufficiently developed. Patients with unresectable advanced NEC have been treated with
combinations of etoposide and cisplatin (EP therapy) and of irinotecan and cisplatin (IP therapy),
regimens similar to those for small cell lung cancer. However, most reports on advanced NEC are
retrospective studies, and it is unclear which of these two combination therapies is more effective.
The Japan Clinical Oncology Group (JCOG) planned a randomized phase III trial (JCOG 1213)
comparing the effectiveness and safety of EP and IP therapy for patients with NEC of the digestive
system. As NEC is a rare disease and considering the characteristics of NECs in various organs, the
JCOG's Hepatobiliary and Pancreatic Oncology Group, Stomach Cancer Study Group, and Japan
Esophageal Oncology Group worked jointly at 120 facilities (departments) to boost patient
recruitment and make a trial more feasible. Major eligibility criteria included pathologically or
cytologically diagnosed unresectable/recurrent NEC of of the digestive system not yet treated with
chemotherapy, ECOG PS of 0—1, age 20-75 years, and no history of platinum use. The trial intends
to register 140 patients (registration period 6 years, follow-up period 1 year), with overall survival as
the primary endpoint. The JCOG 1213 clinical trial has included pathological consultation and yearly
post facto central pathology review. In addition, plasma and DNA from blood samples of registered
patients are being preserved in a JCOG-BBJ collaborative biobank. As of the end of March 2017, 86
patients have been registered, a pace exceeding the predicted pace of registration. Therefore, in
accordance with a policy established in the protocol in advance, the intended number of registered
patients was increased from 140 to 170, increasing the power from 70% to 80%. No serious adverse
event affecting the progress of the clinical trial has been reported. Currently, 28 patients have been
registered with the JCOG-BBJ collaborative biobank. In addition, the central pathology review office
and pathologists panel members perform pathological consultations when required, as well as a yearly
central pathology review throughout the trial period. The progress of the clinical trials is generally
smooth.

Furthermore, we have performed genome analysis on NECs, which may contribute to the
development of future treatments. Shinichi Yachida has been performing comprehensive genome
analysis using tissue specimens since 2015. Rieko Oki has analyzed the association between clinical
sequence data, mainly the novel NEN tumor-suppressor gene PHLDAS3, and the outcomes of
treatment. Seventy samples were already collected and analyzed to determine whether genetic
abnormalities were present in representative oncogenes and tumor-suppressor genes. Additionally,
38 new samples of NEN were collected. The surgically resected specimens of NET/NEC were collected
and determined optimum culture conditions. Nobumasa Mizuno directed multicenter collaborative
research of pancreatic NEC, classified according to the 2010 WHO classification. In addition to
demonstrating that KRAS mutations and Rb immunostaining could differentiate between the NET-
G3 and PDNEC (small cell and the large cell), they found that KRAS mutations and reduced Rb
immunostaining may predict responsive to platinum-based chemotherapy (Clin Cancer Res. 2017 Apr
28. [Epub ahead of print]). Furthermore, as a preliminary study of liquid biopsy using droplet digital
PRC (ddPRC) , KRAS mutations was analyzed in 1ml preserved serum in 2016.
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