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therapy for BRAF V600E-mutated metastatic colorectal cancer
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BRAF V600E-mutant resectable distant metastases of colorectal cancer are technically
resectable but oncologically comparable to unresectable, and the development of new highly
effective perioperative chemotherapy combined with surgical resection as a multidisciplinary
treatment is essential to improve treatment outcomes. While the need for developing new treatments
is recognized, the development of such treatments is unlikely to be driven by industry, as they are
rare fractions with an incidence rate of only 3% We, therefore, conducted a multicenter Phase II
study to evaluate the efficacy and safety of the combination of encorafenib + binimetinib +
cetuximab, which was approved by the Japanese regulatory authorities in 2020 for the treatment of

‘advanced or recurrent unresectable colorectal cancer with BRAF mutation that has progressed after
cancer chemotherapy’ 1in the perioperative setting. An investigator—initiated phase II clinical
trial was planned. The subjects are patients with BRAF V600E-mutant resectable distant metastases,
and the primary endpoint is the one—year progression—free survival rate, and secondary endpoints
include progression—free survival, overall survival, relapse—free survival, objective response
rate, pathological complete response rate, and radical resection rate. The trial will enroll 32
patients at 18 centers in Japan and will take four years for enrolment, one year for observation,
and one year for analysis. It has been agreed with the PMDA that the trial will use BRAF V600OE
mutant resectable distant metastases treated with standard therapy extracted from the disease
registry as the control arm data.

Regarding the implementation of investigator—initiated clinical trials, a system for
conducting BRAF V600E mutation recruiting consisting of 158 centers nationwide was established. In
addition, the investigators thoroughly screened BRAF V600E mutations in distant metastases of
resectable colorectal cancer, and from January 2022 to March 2025, 32 (1.6%) of 1976 resected cases
were found to have BRAF V600E mutations. The proportion of unscreened cases was initially 41.2%
(January 2022) but currently remains around 5%, indicating that screening was conducted
appropriately. Rapid BRAF screening using circulating tumor DNA (ctDNA) in blood was combined with
tissue BRAF screening. The first patient was enrolled on 14 September 2022, and 29 patients were
enrolled by the end of March 2025 (31 patients enrolled as of May 2025).

On the other hand, in the creation of data for the control group of the clinical trial, the
Ministry of Health, Labor and Welfare’s 2022 Clinical Innovation Network (CIN) Promotion Support
Project was adopted for the renovation of the standard treatment registry (GALAXY study) for
colorectal cancer resection cases linked to genetic information. The project utilized this to
develop procedure manuals for monitoring, cleansing, coding, data provision, and case review
meetings. On—site monitoring for eligibility was conducted according to the monitoring protocol. In
the future, follow—up of registry-registered cases, efficacy monitoring, and statistical analysis
will be carried out to generate trial control group data
The program plans to apply for regulatory approval for the combination of encorafenib + binimetinib
+ cetuximab for the treatment of BRAF V600E mutation—positive metastatic colorectal cancer,
including unresectable as well as resectable previously untreated patients. This investigator—
initiated clinical trial is the world’ s first and only attempt of its kind. This investigator—

initiated clinical trial is expected to contribute to improved patient outcomes through regulatory



approval for the perioperative use of triplet combination therapy. It is also likely to have
academic significance in promoting genomic medicine in the perioperative period and serve as a
model case for low—cost, investigator—initiated clinical trials for developing perioperative
treatments for rare fractions, for which companies are cautious about development. It is also

considered to have significant health and economic significance.



