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(£ FE&) Protocol development of a multicenter, double-blind, placebo-controlled, randomized controlled trial of

FK506 treatments in patients with severe infertility.
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The goal was to discuss and develop a protocol for conducting doctor-initiated clinical trials based on expert
knowledge. The first half was discussed an essential part of the clinical trial protocol: primary endpoints, study
design (dose, dosage, number of treatments, duration of administration), treatment before embryo transfer,
endometrial condition before embryo transfer. We proceeded with discussions on the definition, transplantation
method, selection/exclusion criteria, and examination sites and examination methods that are expected to be
applied to the treatment of related diseases in the future. It was necessary to optimize based on the knowledge of
each researcher, such as the presence or absence of endometrial infection in the treated patient, the endometrial
environment (proliferation, differentiation) and immune status before implantation, and grades of the fertilized
egg. Regarding study design, pre-pregnancy immunological evaluation and detailed evaluation of dose /
administration period and outcomes were used from all clinical data of patients who have been treated with
tacrolimus for infertility / infertility involving immunity in the past. The main discussions on the protocol outline
for consultation with PMDA face-to-face advice are the setting of primary endpoints, the setting of administration
period, the setting of minimum and maximum doses, and the study design with the goal of improving the rate of
live birth. The uncertainties will be discussed in the Protocol Review Committee and PMDA consultation will be

held.



