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Malignant melanoma is a common cancer that accounts for 5% of all new cases diagnosed in the U.S. each year. In
Japan, the incidence rate is 1-2/100,000 people, making it a rare cancer, but the frequency of occurrence and the number
of deaths are increasing every year. Drugs approved and commonly used in Japan as standard therapy for advanced
disease include immune checkpoint inhibitors (ICIs), such as anti-PD-1, and anti-CTLA-4 antibodies, as well as BRAF'
inhibitors and MEK inhibitors for patients with BRAF mutations. In patients without BRAF mutations, which account
for 73% of Japanese melanoma patients, secondary treatment options are limited to the previously used cytotoxic
chemotherapy, including DTIC, if the aforementioned combination therapy with ICI or monotherapy is ineffective. In
other words, there is an urgent need to establish a new chemotherapy regimen for patients with the wild-type BRAF gene
after ICI failure. In addition to BRAF, NRAS, KIT, MTOR, PTEN, and NF'] are known mutated genes associated with
malignant melanoma. K/7 mutations are relatively common (15-25%) in the acral and mucosal types, which account for
more than half of Japanese malignant melanomas, and they are regarded as a potential therapeutic target. Although the
NCCN guidelines position imatinib monotherapy as a second-line treatment, the drug has not yet been developed and
approved in Japan. However, the efficacy of imatinib as a monotherapy has not been sustained long enough. In recent
years, a combination therapy with KIT inhibitors and other immunotherapies has shown promise.

This research project encompasses Phases I and II of a clinical trial of a combination therapy with imatinib and
pembrolizumab designed to address the unmet medical needs of Japanese patients with K/7-mutant melanoma after the
failure of standard therapy, which is based on preclinical data on a KI7 inhibitor and anti-PD-1 antibody combination.
The study was planned to be conducted as an Advanced Medical Treatment B, with the goal of obtaining a clinical POC
for this combination therapy and generating evidence for the treatment of rare cancers in Japan within the research and
development period. The plan for implementation as Advanced Medical Care B was made based on a PMDA in vitro
diagnostics general consultation held on July 9, 2019 regarding the detection method of KIT mutations after a special
preliminary interview with the MHLW, which was held on May 28, 2019. The plan was approved by the Clinical
Research Review Committee on November 8, 2020 and announced as Advanced Medical Care B on January 31, 2020.
A jRCT notification was submitted on February 5, 2021. In 2021, three Level 1 cases in the Phase I study and its dose-
limiting toxicity evaluation were completed; in 2022, two additional sites were added and the transition to Level 2
proceeded. The DLT evaluation of Level 2 was completed by the end of FY2022, and the study moved to Phase II. The
evaluation of seven patients in Stage 1 of the Phase II trial was completed in 2023. An interim evaluation on whether to
continue the study was conducted after the evaluation of the response rate, the primary endpoint of the study. During this
period, additional sites were added to promote enrollment. As of the end of October 2024, 18 cases were enrolled out of
the target number of 19. Considering that the number of patients required for efficacy analysis is at least 17, enrollment
was terminated at the end of October, but the study treatment is still ongoing. The data will be fixed and a summary

report will be prepared after the completion of all observations, including the maintenance period for all enrolled patients.
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