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1. Development of Clinical Trial Protocol:
The investigator—initiated clinical trial plan is outlined below. A preliminary meeting for the
PMDA strategic consultation was held on July 2, 2024, followed by a face—to—face RS strategic
consultation on October 22, 2024, during which the final agreement was reached. In developing the
trial plan, input was gathered from a patient advocacy group for Lynch syndrome regarding the
development concept and trial content, and their needs were reflected in the plan. For the
implementation of this investigator—initiated trial, six medical institutions were selected, and the
trial plan was agreed upon with the principal investigators at each site
® Study Design: Multicenter, single—arm, open—label trial
® Study Treatment: 48-week treatment with anti-PD-1/PD-L1 inhibitors
® Primary Endpoint: Treatment success at one year
® Secondary Endpoints: Progression—free survival, Treatment success survival (institution—assessed),
Event—free survival, Disease-free survival, Distant metastasis—free survival, Overall survival,
Adverse events, Treatment completion, Curative resection in salvage surgery cases, EORTC QLQ-C30,
EQ-5D-5L

® Sample Size: 35 patients

At the same time, in order to promote patient enrollment for this rare cancer, a protocol was
developed and an implementation structure was established for an observational study that conducts
MSI-H testing as a screening method for resectable urothelial carcinoma with MSI-H or dMMR.

In this research and development project, the protocol agreed upon during the face—-to—face RS
strategic consultation defined treatment success rate as the primary endpoint. Additionally, multiple

secondary endpoints were established to allow comprehensive evaluation of treatment efficacy,
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including progression—free survival and quality of life measures (EORTC QLQ-C30, EQ-5D-5L). Notably,
given the rarity of the target disease, efforts were made to enhance patient identification through
the implementation of a screening observational study and collaboration with patient advocacy groups,

thereby streamlining MSI-H testing for patient selection.

2. Utilization of Decentralized Clinical Trials (DCT):

To facilitate the enrollment of patients with this rare cancer in the clinical trial, a patient-—
centered clinical trial environment was established, centered on eRecruitment, remote eConsent,
telemedicine, and delivery of investigational drugs to satellite sites

For the ePRO/eCl1inRO system, mock operational environments were built and tested using REDCap and
CRSCube, confirming the potential to reduce patient burden while improving data quality. Regarding
eRecruitment, two vendors—one targeting patients and the other targeting physicians—were evaluated
and compared, leading to the establishment of an effective foundation for smooth patient enrollment.

For eConsent, demonstration environments using systems from REDCap and MICIN were verified,
confirming that the necessary functionalities were properly implemented. In terms of investigational
drug delivery, procedures were developed to ensure safe and reliable transportation, and simulation
deliveries confirmed appropriate temperature control throughout the process

In this research and development project, considering that the target disease is a rare cancer,
elements of decentralized clinical trials (DCT) were actively incorporated to create a system that
promotes participation of patients who have faced challenges in joining clinical trials due to
geographical or physical limitations.

Furthermore, through consultation meetings with patient advocacy groups for Lynch syndrome, feedback
and requests from patients and their families were collected and reflected in the refinement of the
study protocol. This approach embodies the principles of patient—centered clinical research and serves

as a model case for conducting socially acceptable and ethically sound clinical trials



