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BRAF mutated colorectal cancer is an unmet clinical need to develop the new therapies, and we are
efficiently identifying this rare fraction with poor prognosis using the industry-academia nationwide cancer
genome screening consortium (SCRUM-Japan) platform. BRAF mutations are classified to V600OE and
non-V600E Although both types of mutations activate MEK-MAPK signaling, their mechanisms and
clinicopathological features greatly differs and different strategies for clinical developments are needed.

For patients with BRAF V600E mutated colorectal cancer, we performed investigator-initiated phase Il
clinical trial to explore the efficacy and safety of eribulin (Eisai product), and enrolled a total of 27 patients
in the primary analysis part. Patients enroliments were finished before the estimated period (15 May 2019)
and we finished follow-up on 18 Septmber 2020. The Trials in Progress of the study was presented at the
2018 European Society of Medical Oncology in poster presentation, and protocol paper of this study were
published in ESMO Open. The results of this study were reported at the ESMO World Congress on
Gastrointestinal Cancer 2020 on July 3, 2020, and at JSMO 2021 on February 20, 2021. The results of the
TR study were also accepted to ASC0O2021. A paper is currently being prepared combining the main trial
results and TR results.

For patients with BRAF non-V600E mutated colorectal cancer, we performed investigator-initiated phase
Il clinical trial to evaluate the clinical efficacy, safety, and proof-of-concept (POC) of the combination therapy
of encorafenib (BRAF inhibitor) + binimetinib (MEK inhibitor) + cetuximab (anti-EGFR antibody drug). As
of April 13, 2022, 19 patients (10 in the primary analysis part and 9 in the anti-EGFR therapy resistance
part) have been enrolled, and 5 more candidate patients have been detected. Under the discussion with
provider of Investigational new drug (Ono pharmaceutical co.), we decided to continue the patients
enrollment until March 2023.

Patients with BRAF VG600E and non-V600E mutated unresectable advanced or recurrent colorectal
cancer treated with standard chemotherapy were enrolled in the SCRUM-Japan registry and treatment
data has been collected for use as historical control data. The data was prospectively collected with
sufficient quality for the use of new drug approval review. (AMED Project for the Promotion of Clinical
Research and Clinical Trials: Principal Investigator Atsushi Otsu). As of the end of April 2022, 65 cases
(BRAF V600E: 33, BRAF non-V600E: 32) have been enrolled.



