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The research project

This project is a single-arm, open-label, multi-center phase II study to evaluate the safety and
efficacy of FOLFIRINOX in patients with advanced or recurrent biliary tract cancer.
FOLFIRINOX consists of oxaliplatin of 85 mg/m2, irinotecan of 180 mg/m2, leucovorin of 400 mg/m?
given as an intravenous infusion and fluorouracil of 400 mg/m?2 administered by intravenous bolus
and of 2,400 mg/m2 by continuous intravenous infusion every 2 weeks. The primary outcome is
progression-free survival, and the secondary outcomes are overall survival, tumor response and

safety.

The achievement from this project during 2016

Arrangements for implementation

This study was approved by institutional review board at the University of Tokyo Hospital on July
7th 2015, and also approved as the Japanese Advanced Medical Care B program by Ministry of
Health, Labour and Welfare (MHLW) on February 1st, 2016. We made a contract to provide drugs
including irinotecan, oxaliplatin, and leucovorin with Yakult Honsha Co.,Litd. This study will be
conducted at 5 tertiary referral centers, and has already been approved at three institutions. The
operation and implementation system to carry out the study was further improved after adopted
by Project Promoting Clinical Trials for Development of New Drugs from Japan Agency for Medical
Research and Development (AMED).

Patient enrollment

Three patients were enrolled in the step 1 of this study at the University of Tokyo Hospital.
<Casel>

Case 1 1s a 65-year-old man with advanced intrahepatic cholangiocarcinoma with liver and lymph
node metastases. After he received 12 cycles of treatment without any drug dose reduction, he had
a progressive disease because of bone metastases. As for adverse events, anemia (grade 2) and
non-hematological events including peripheral neuropathy (grade 1), and constipation (grade 1)
occurred during the treatment, which recovered without any sequela.

< Case 2>

Case 2 is a 43-year-old man with advanced intrahepatic cholangiocarcinoma with lymph node



metastases. At the end of April 2017, he is still on this treatment after 16 cycles of FOLFIRINOX.
The best tumor response is stable disease on RECIST. The adverse events during the treatment
included neutropenia (grade 3), nausea (grade 2), vomiting (grade 2), peripheral neuropathy (grade
2), hiccup (grade 2), cough (grade 2), and elevation of alkaline phosphatase level (grade 2). Because
of the neutropenia, the doses of irinotecan and oxaliplatin were reduced to 150 mg/m?2 and 65
mg/m2, respectively, and 5-FU bolus infusion was also discontinued.

< Case 3>

Case 3 is a 63-year-old female with recurrent intrahepatic cholangiocarcinoma with liver and
lymph node metastases. At the end of April 2017, she is still on this treatment after 14 cycles of
FOLFIRINOX. The best tumor response is stable disease on RECIST. The adverse events during
the treatment included neutropenia (grade 2), elevation of alkaline phosphatase level (grade 2),
peripheral neuropathy (grade 1). Because of the neutropenia, the dose of irinotecan was reduced to

150 mg/m2 and 5-FU bolus infusion was discontinued.

Safety of the first 3-6 patients enrolled to stepl of this study will be evaluated by independent data
monitoring committee. Based on the statement from the committee, MHLW will judge whether
this study can be advance to step 2 or not. When it is approved, the study will be carried out as a

multicenter study.
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