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This study aimed to evaluate the usefulness and safety of tacrolimus in patients with severe infertility due to immune
involvement, in whom pregnancy is difficult with existing treatments, by conducting a multicenter, two-dose, single-arm
comparative study. In the 2020 AMED research (subject management number 201k201108h0001), the protocol outline was
created based on the guidance of the PMDA, the results of past treatment information analysis, and the opinions of experts,
and the current research plan and development roadmap were developed based on the consultations with the relevant
regulatory authorities, with future pharmaceutical approval as an infertility treatment in mind. At the time of application in
December 2021, preparations were made to start clinical research as advanced medical care B. Preparations were made as
scheduled, with the aim of undergoing review by the Clinical Research Review Committee of the National Center for Child
Health and Development in January 2022, applying for advanced medical care B in March 2022, and obtaining approval
from the Advanced Medical Technology Review Committee in April 2022 and the Advanced Medical Care Conference in
May 2022. The Ministry of Health, Labor and Welfare issued an Advanced Medical Care Notification (Notice No. 63) at the
end of July 2022, and the iRCT registration application was submitted and released in August. After obtaining administrator
permission from each implementing facility, the Advanced Medical Technology Review Subcommittee reviewed and
approved the implementation of the study from cooperating medical institutions, and established a preparatory support and
implementation system with CRO (monitoring, auditing, EDC construction, etc.), case registration began in January 2023.
After the study started, the number of people screened was low due to the strict inclusion and exclusion criteria, and even
when screening was started, many cases dropped out, and the number of registered cases was unexpectedly low (the first
case was registered in May). This is because the protocol review committee that began in 2020 had set biochemical
pregnancy as the primary endpoint of the protocol framework for infertility treatment, but in the advanced medical care B
protocol, the primary endpoint was confirmation of gestational sac (clinical pregnancy), which included the possibility that
recurrent pregnancy loss may be involved in the process from biochemical pregnancy to confirmation of gestational sac. In
addition, the advanced medical care B protocol was approved on the condition that follow-up observation would be
conducted until delivery, so an observational study until delivery was conducted after the completion of advanced medical
care B. For these reasons, it became necessary to exclude all diseases related to recurrent pregnancy loss, and many
conditions were added to the inclusion and exclusion criteria, which was the main cause. In October 2024, the registration
of 26 people, the target number of registered cases, was completed, but the cumulative number of study participants was 90,
and 29% went from screening to registration. However, we believe that this strict condition setting allowed for a more
accurate evaluation.Regarding the application for amendments, 13 amendments were submitted during preparation for
implementation, and 9 amendments were submitted after the start of the study, resulting in the revision of the study plan.
Regarding extensions, the registration period was extended twice during the study, in August 2023 and January 2024, and
the study period was extended twice, in January 2024 and November 2024, and the study period extended until September
2025 after the AMED study ended. During the study, we worked with AROs (Academic Research Organizations) and CROs
(Contract Research Organizations) to manage progress and quality control, including audits. The final case was registered in
October 2024, and after the study ended, a case review meeting was held, data cleaning and data fixation were performed,
and statistical analysis is currently underway.

With the aim of being evaluated as a target item for the Unapproved Drug Rapid Practical Use Scheme by the Unapproved
Drugs and Off-Label Drugs Review Committee for High Medical Needs, we plan to compile a summary report in
accordance with the clinical trial report and submit it to the Ministry of Health, Labor and Welfare as soon as it is

completed.



