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Unresectable pancreatic cancer (PC) has an extremely dismal prognosis. Systemic chemotherapy
plays an important role in the treatment of pancreatic cancer, and the development of more effective
chemotherapies is being sought. Unresectable PC can be classified into 3 categories: 1) metastatic, 2)
locally advanced, and 3) familial. The aim of this research is to establish standard treatments for each
of these categories of unresectable PC.

1) Development of a standard treatment for metastatic PC

Since a combination of oxaliplatin, irinotecan, fluorouracil and leucovorin (FOLFIRINOX)
demonstrated in a randomized controlled trial to yield survival benefit as compared to gemcitabine
alone, FOLFIRIOX has been recognized as the most effective standard treatment for unresectable
PC. The median overall survival (OS) in patients with metastatic PC was 10.7 months in phase II
study of FOLFIRINOC in Japan. However, the toxicities of FOLFIRINOX were generally severe;
grade 3/4 neutropenia and febrile neutropenia were observed in 77.8% and 22.2% of the treated
Japanese patients, respectively. We conducted a phase II study of modified FOLFIRINOX (bolus
fluorouracil was deleted and irinotecan was reduced) to reduce the toxicities and maintain the
efficacy. The final analysis in 69 patients was finished in January 2016. As a result, the median OS
was 11.2 months, and grade 3/4 neutropenia and febrile neutropenia were observed in 47.8% and
8.7%. We concluded modified FOLFIRINOX has an improved safety profile with maintained efficacy
in metastatic PC.

2) Development of a standard treatment for locally advanced PC

Although chemotherapy or chemoradiotherapy has been employed for the treatment of locally
advanced disease, no standard treatment has been established yet for locally advanced PC. We
conducted a randomized phase II trial of chemoradiotherapy using S-1 with or without induction
chemotherapy using gemcitabine. The results revealed that S-1 chemoradiotherapy without induction
chemotherapy was more promising. As the next step, a randomized phase II trial comparing modified
FOLFIRINOX and gemcitabine plus nab-paclitaxel is under ongoing to select the more effective
chemotherapy for locally advanced disease (JCOG1407). The enrolment has been initiated in July
2016, and 18 patients were enrolled in March 2017.

3) Development of a standard treatment for familial PC

Platinum-based chemotherapy was shown to exert promising activity against PC by retrospective
studies, but no prospective study has been conducted. Therefore, we are conducting a phase II trial of
gemcitabine plus oxaliplatin to confirm the efficacy and establish a standard chemotherapy in

patients with familial PC. The enrolment of 45 patients has been completed in March 2017.
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