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(P23E) Multicenter investigator—initiated confirmatory clinical trial to expand indications of

metformin to atypical endometrial hyperplasia and endometrial cancer
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This study aimed to determine the appropriate dosage and administration of metformin in combination with progestin
therapy as a novel fertility preservation therapy for uterine cancer and endometrial atypical hyperplasia and confirm long-
term efficacy and safety of metformin through the conduct of an investigator-initiated clinical trial. The clinical trial began
in July 2019, and recruitment of participants ended in May 2022.

The study was designed to enroll 120 patients and assign 40 patients each to Group A (MPA alone, control group), Group
B (metformin 750 mg group), and Group C (metformin 1500 mg group).

Two years after the start of the clinical trial, the number of patients was recalculated to consider dropout cases, and the
target number of patients increased to 138 (46 in each group). The primary endpoint is 3-year recurrence-free survival, and
secondary endpoints are complete response rate, recurrence-free survival, improvement in insulin resistance and BMI,
pregnancy rate, pregnancy and perinatal prognosis, and incidence of adverse events.

By the end of May 2022, 155 patients had been enrolled, and enrollment was terminated when the target number of cases
was reached. Figures 1 and 2 show the progress and number of registrations per site. Clinical trials will continue to be
conducted in each institution in accordance with the clinical trial protocol after April 2023. The last enrolled patient is

scheduled to visit the hospital at the end of May 2025, and we aim to fix the clinical trial summary report by the end of

March 2026.
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