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I1. An Overview of the Study Outcome (Clinical Study Report)

For the purpose of improving the overall treatment outcomes of biliary tract cancer, a highly
treatment-refractory cancer, our study group initiated two different targeted phase 111 studies on
both patients with unresectable tumors and those undergoing curative resection, to individually
evaluate the efficacy of a new treatment.

(A) Studies on Patients with Unresectable Tumors

For cases with unresectable biliary tract cancer, we initiated a phase 111 study (JCOG1113) with
the objective of evaluating the efficacy of combined Gemcitabine plus S-1 therapy (GS therapy) as
compared to that of the standard therapy with Gemcitabine plus Cisplatin (GC therapy); the
primary endpoint of the trial is the overall survival, we have also initiated an additional study
(JCOG1113-Al) to explore the association between the biomarkers detected in pathological
specimens obtained from the enrolled patients and the treatment outcomes. The enrollment
forJCOG1113 began in June 2013. Although the enrollment period was scheduled to be 4 years
(until May 2017), the target number of 350 patients was met in February 24, 2016, itself, i.e., 1
year 3 months earlier than expected, so that we completed the enrollment process on March 4,
2016. Enrollment for the additional study (JCOG1113-Al) was started in August 2013, with 178
patients enrolled as of March 31, 2017.

With regard to the development of secondary treatments, our study group has been considering
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conducting an early clinical trial that is expected to contribute to the establishment of a new
treatment for biliary tract cancer. Since Axitinib was anticipated to be a promising drug for the
treatment of biliary tract cancer patients who had received chemotherapy with Gemcitabine, based
on the results of the study carried out using Gemcitabine-resistant biliary tract cancer cell lines and
also preceding clinical studies, enrollment for a phase Il trial of this drug was started in July 2016,
after receiving approval from the Japanese Advanced Medical Care B Program.

(B) Studies on Patients Undergoing Curative Resection

For cases treated by curative resection, we have initiated a phase Il study (JCOG1202) to
evaluate the efficacy of postoperative adjuvant S-1 therapy as compared to that of surgical
resection alone, with overall survival as the primary endpoint; furthermore, we are conducting an
additional study (JCOG1202-Al) to explore the associations between biomarkers detected in
pathological specimens obtained from the patients enrolled in the phase Il study and the treatment
outcomes.

The enrollment for JCOG1202 was started in September 2013. The number of patients enrolled
as of March 31, 2017 is 299, which represents 85% of the target number of 350. The pace of
enrollment has been 7.0 patients per month, on average, which is slightly lower than the planned
pace of 7.3 patients per month. However, over the last 1 year, the pace has somewhat accelerated
to 8.8 patients per month, owing to efforts made to provide an improved understanding of the study;,
such as e-mail distribution to each study site from the trial office, and holding group meetings, etc.
Therefore, the enrollment is expected to be completed by around September 2017, as per the initial
schedule. The additional study (JCOG1202-Al) was approved in September 2016 by the JCOG
Protocol Review Committee, and enrollment for this study was started in October 2016, with 19
patients enrolled as of March 31, 2017.
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