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The Project for Elucidating Characteristics of BIM Polymorphism-positive EGFR Mutant Lung
Cancer: Japan (PEOPLE-J) study has found a BIM deletion polymorphism in about 13% of
EGFR-mutant lung cancers, and the Phase | of Vorinostat-lressa Combined Therapy on Resistance by
BIM Polymorphism in EGFR Mutant Lung Cancer (VICTORY-J) study (UMIN000015193) is a
physician-led clinical study that has treated EGFR-mutant lung cancer with a BIM deletion
polymorphism. The principal goals of the current work are to determine the maximum tolerated
dose (MTD) of vorinostat in patients who are receiving gefitinib after developing a dose-limiting
toxicity (DLT) to vorinostat and to determine the recommended dose of vorinostat for subsequent
phases of this clinical study.

Prior to last year, the safety of vorinostat was assessed in 3 patients receiving a Level 1 dose (200
mg/d) and 3 receiving a Level 2 dose (300 mg/d), and none of the patients developed a DLT. In
accordance with the protocol, patients transitioned to Level 3 (400 mg/d: the dose of vorinostat alone
approved for adults overseas and in Japan), i.e. the final level. When the 2016 research and
development plan was formulated in February 2016, there were 5 patients remaining. Three
patients were enrolled to receive a Level 3 dose prior to the end of March 2016, so there were 3
remaining patients to enroll.

This year, 3 remaining patients (2 from Nagoya University Hospital and 1 from the Shizuoka
Cancer Center) were enrolled prior to February 21, 2017. When the patients were treated with
gefitinib (250 mg/d, daily oral admin.) and vorinostat (400 mg/d for 1 week with 1 week of respite)
for 4 weeks, none developed a DLT. Thus, 400 mg/d served as the MTD of vorinostat when
administered with gefitinib, and patient enrollment concluded. As of April 24, 2017, 2 of the
patients are still being treated.

In addition, monitoring has been performed and data are being managed. Follow-up is currently
underway. Drug concentrations in the blood were measured in 3 patients who were enrolled this
year, and the level of active BIM protein expression is currently being measured and analyzed.
Work to draft a report on statistical analyses has begun. Patient enrollment in the PEOPLE-J study
to detect a BIM deletion polymorphism in patients at 21 facilities nationwide concluded on February
28, 2017 as patient enrollment in VICTORY-J also concluded. Five hundred and twenty-seven
patients with EGFR-mutant lung cancer were enrolled, and a BIM deletion polymorphism was found
in 76 (14.6%). Of those, 74 (14.2%) were heterozygous for the deletion polymorphism and 2
(0.4%) were homozygous for the deletion polymorphism. This year, 16 patients were enrolled at
Shizuoka Cancer Center, 6 were enrolled at Kanazawa University Hospital, 5 were enrolled at the
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Institute

of Biomedical Research and Innovation Hospital, 4 were enrolled at Tohoku University, and

3 were enrolled at Nagoya University Hospital. Patients with a BIM deletion polymorphism are
now being clinically analyzed.

An ethics review on the use of specimens collected during PEOPLE-J was conducted at Kanazawa
University, and approval has been granted to use those specimens to develop a kit for detection of
BIM deletion polymorphisms.

As indicated above, the plan for 2016 has fully concluded.
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