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Nephrotic syndrome is defined by massive proteinuria and followed by hypoproteinemia. This disease
caused by membranous nephropathy, which is accounting for about 40%. Approximately 40% of
membranous nephropathy with nephrotic cases develops to dialysis therapy in 20 years, and the prognosis
is particularly poor for treatment-resistant patients. However, it is known that if complete or partial
remission is achieved, renal prognosis could be improved. The conventional therapy of membranous
nephropathy with nephrotic syndrome is either observation without immunosuppressive therapies, or
corticosteroids alone, or in combination with corticosteroids and immunosuppressants as the first-line
treatment in Japanese guideline of nephrotic syndrome. However, no more than 30% patients achieve
complete remission with immunosuppressive therapies (corticosteroids and/or immunosuppressants) after
six months. In addition, corticosteroids have many adverse effects such as risk of infection or impaired
glucose tolerance. Therefore, a new treatment for nephrotic syndrome caused by membranous

nephropathy is needed instead of conventional therapy.

Membranous nephropathy was identified the autoantibodies of the M-type phospholipase A2 receptor,
and recently, the efficacy of rituximab, which targets B cells, has been confirmed. Rituximab was superior
in maintaining proteinuria remission in nephrotic syndrome with membranous nephropathy up to 24
months compared in the randomized controlled trial (MENTOR study). Based on this clinical study, the
KDIGO guideline, which is international guideline of kidney disease, rituximab is recommended as the
first-line therapy of membranous nephropathy with moderate to high-risk nephrotic syndrome. Therefore,
it is necessary to confirm the efficacy of rituximab for nephrotic syndrome caused by membranous

nephropathy in clinical trials in Japan.

In this project, we first investigated the data of the cohort in Nagoya University and affiliated hospitals to
understand the epidemiology of membranous nephropathy. Based on these investigational data, feasibility,
possibility of recruitment in proposing clinical trials, and the power of efficacy of conventional therapy
were confirmed, we finalized the protocol framework. We also reviewed the recent situation of treatment
in membranous nephropathy by a large domestic medical information database. In October 2021,
consultation meeting of PMDA was conducted about the main trial design, and the selection criteria of
patients, comparator, dosage and administration, primary endpoints, and number of patients were
discussed, and we finalized the protocol in the end of 2021. In addition, we prepared a sample of informed

consent form and various Standard Operating Procedures documents to prepare for the IRB.

If rituximab could be effective and safe for nephrotic syndrome with membranous nephropathy in
proposing clinical trial, it will be approved in Japan, and able to help resolve the differences from the

standard treatment overseas and provide appropriate medical care to the Japanese patients.



