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Metastatic colorectal cancer is a lethal disease, and systemic chemotherapy is the standard treatment. HER2 amplification

is a driver gene abnormality found in 2-3% of colorectal cancers, and there are reports that HER2-positive colorectal

cancer has a worse prognosis than HER2-negative colorectal cancer. HER2-positive metasatatic colorectal cancer is

considered to be a high unmet medical need for new treatment development. The goal of this study is to develop therapies

for HER2-positive colorectal cancer, a rare fraction of colorectal cancer, using the SCRUM-Japan GI-SCREEN genomic

screening system and the SCRUM-Japan patient registry.

(1) Collection of historical data of patients with HER2-amplified and HER2-positive metastatic colorectal cancer

We collected historical data of patients with metastatic colorectal cancer with HER2 amplification in the SCRUM-

Japan Registry according to the eligibility criteria for investigator-initiated clinical trials. The data by February 2020

were extracted and used as historical data for the clinical trial.



(2) Screening of HER2-positive colorectal cancer patients

We initiated a study to identify HER2-positive metastatic colorectal cancer by HER2 IHC and FISH from those with
HER?2 amplification detected in SCRUM-Japan. By the end of May 2020, 147 cases had been enrolled, and 55 patients
of HER2-positive colorectal cancer were identified. The report prepared in this study will be used to apply for
approval as a companion diagnostic agent for investigator-initiated clinical trials.

We launched the nationwide liquid biopsy screening GOZILA study to identify HER2-amplified patients by liquid
biopsy as eligible patients for investigator-initiated clinical trials. 3980 patients were enrolled by the end of March

2021.

(3) Investigator-initiated clinical trials for HER2-positive metastatic colorectal cancer

We launched investigator-initiated clinical trial in December 2017 at the Department of Clinical Research Support,
National Cancer Center East Hospital, as an ARO. Seven sites participated in this clinical trial, and 30 patients (27
patients in tumor tissue cohort and 25 patients in liquid biopsy cohort) were enrolled from December 2017 to the end
of November 2019, and the enrollment was completed.

Primary endpoints met and the clinical study report was completed and provided to the company for regulatory
approval. There is one patient whose treatment is still ongoing, but the AMED budget will expire in this fiscal year,

so we are considering ways to allow this patient to continue treatment in the clinical trial.

(4) Integrated analysis and sharing of historical data with overseas clinical studies for HER2-positive metastatic

colorectal cancer

We planned an integrated analysis and data sharing with the clinical studies of the research group that developed the

international diagnostic criteria, and are proceeding with the integrated analysis.



