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Pediatric idiopathic nephrotic syndrome (NS) is the most frequently designated incurable chronic renal disease in
children (primary nephrotic syndrome), affecting approximately 1,000 children in Japan each year. 90% of these
are steroid-sensitive NS (SSNS), which can be inducted into remission with steroid treatment; 70% of SSNS
relapse and 45-50% become frequently relapsing (FRNS) or steroid-dependent (SDNS), requiring
immunosuppressive drug treatment such as cyclosporine to reduce or stop steroid use. However, more than half of
these patients develop refractory FRNS/SDNS, in which relapses cannot be controlled with immunosuppressive
drugs, or relapse after treatment is discontinued, and many of these patients move into adulthood and have
difficulty with schoolwork, employment, and other activities. The quality of life (QOL) of pediatric patients with
SSNS is significantly impaired for a long period, as the majority of patients relapse once affected, about half
require long-term treatment including immunosuppressive drugs, and restrictions in school life are necessary.
Adverse effects from steroids/immunosuppressive drugs are inevitable.
We have conducted several high-quality clinical trials in the past, including investigator-initiated clinical trials and
advanced medicine B trials, to evaluate the efficacy and safety of rituximab in preventing relapse or inducing
remission in patients with refractory FRNS/SDNS, immunosuppression-naive FRNS/SDNS and refractory
steroid-resistant nephrotic syndrome. We have succeeded in proving the efficacy and safety of the drug. The
results of these trials have been used to provide evidence to the world (Iijima K, Nozu K, Lancet 2014; Iijima K,
Nozu K, J Am Soc Nephrol 2022; Nozu K, Clin Exp Nephrol 2023). SDNS (RCRNSO1 study), conducted since
2008, proved the efficacy and safety of rituximab for the first time in the world (Ilijima K, Nozu K, Lancet 2014),
successfully obtained approval for an expanded indication and is now the standard treatment for refractory
FRNS/SDNS in Japan and abroad. In the RCRNSO1 study, NS relapsed with B-cell recovery in most cases, but
the JSKDCO07 (lijima K, Nozu K, J Am Soc Nephrol 2022) and JSKDC10 (Nagano C, Nozu K, BMC Nephrol
2022) studies in FRNS/SDNS with a short time since onset of NS Nozu K, BMC Nephrol. 2019, trial results in
preparation for publication) showed that long-term remission was achieved in 20% and 38% of patients,
respectively. This is a remarkable result as rituximab treatment led to a high rate of long-term remission in these
patients, who would normally have had to struggle with steroids and immunosuppressive drugs for several years
to decades.Thus, in patients with SSNS, earlier treatment with rituximab has a high potential to prevent
subsequent relapses and lead to long-term remission.
The proposed investigator-initiated clinical trial is a landmark study aimed at improving the quality of life of
patients with SSNS by testing whether rituximab can maintain long-term remission in patients with early relapse
who have a first relapse within six months of their initial remission and are at very high risk of relapse or
progression to FRNS/SDNS. The study is a landmark study aimed at improving the quality of life of patients with
SSNS. This is the first trial of its kind in the world to test whether the combination of rituximab can safely induce
long-term remission in these patients at a higher rate than standard treatment with steroids alone, and is an
extremely important trial that could fundamentally change the treatment of nephrosis in children. The trial
requires the enrolment of 40 patients. Currently, 17 centers have requested to participate in the study, and based on
the results of a questionnaire survey of these centers, it is estimated that a total of 57 cases can be enrolled, and it
is strongly expected that case enrolment can be completed during the enrolment period. This study aimed to
develop a protocol for a physician-led clinical trial and to complete the PMDA face-to-face advice.
The details of the study are described below.
Study description.
The investigator-initiated clinical trial will be conducted as an open-labeled, randomized, controlled trial. The
protocol for the physician-initiated clinical trial will be developed during the study period and will be completed
up to the PMDA pre-interview. Eligible patients will be pediatric SSNS with a first relapse within 6 months of
initial remission. Patients will be randomly (1:1) allocated to the study and standard treatment groups: after
induction of remission with prednisolone for the first relapse, rituximab 375 mg/m2/dose (max 500 mg/dose) will
be given twice a week apart in the study group, but not in the standard treatment group. Thereby, the efficacy and
safety of early administration of rituximab will be assessed.
Activities to date
1. protocol review meetings and stakeholder meetings held (four times in total).

4 September 2023

3 October 2023

4 October 2023

1 November 2023

— After the above meetings, a draft clinical trial protocol version 0.4 was prepared.
2.2 PMDA pre-interview and face-to-face advice.

28 November 2023 Preliminary meeting.

No particular problems were encountered and only a written review was completed.
3. group meeting held

4 and 5 December 2023



