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Sir,
In their letter to the Editor [1], Fujinaga and Sakuraya briefly
report details of their single-center experience with steroid-
sparing agents for the treatment of steroid-dependent nephrot-
ic syndrome (SDNS) in children [2]. The variety of medica-
tions used [mycophenolate mofetil (MMF), cyclosporin A
(CsA), cyclophosphamide, and mizoribine] reflects the dilem-
ma of choosing the suitable long-term steroid-sparing agent in
children with frequently relapsing nephrotic syndrome
(FRNS) or SDNS that we have discussed in our review [3].

The authors have observed an association of MMF with
reduced risk of relapse but increased risk of hospitalization
compared to other immunosuppressants once the children
had a febrile infection. This observation addresses the impor-
tant questions of potential triggers activating relapse of the
nephrotic syndrome and how to modify the trigger threshold.
Since the original article is written in Japanese, we cannot
comment on factors potentially contributing to febrile infec-
tions and relapse, but cumulative immunosuppression, length
of treatment, combined therapy, sequential therapy, type of
glomerulopathy, immunological and infectious parameters,
and patient adherence might all play a role. Furthermore, the
need for hospitalization and time of hospital stay are important
criteria for treatment efficacy, and acute kidney injury is a
frequent complication in children hospitalized with nephrotic
syndrome [4].

The authors describe their center practice of using CsA
prior to MMF as steroid-sparing agent in children with
FRNS or SDNS and refer to our randomized prospective trial

showing a higher efficacy of MMF after previous treatment
with CsA [5], which we have discussed comprehensively in
our review [3]. While we agree that sequential therapy with
CsA and MMF may be an excellent option, the experience of
Fujinaga and Sakuraya as well as our data indicates that more
controlled prospective studies are needed to find better treat-
ment strategies for FRNS and SDNS patients. We would
completely agree that factors triggering relapse and/or febrile
infections in children with FRNS/SDNS on maintenance im-
munosuppression should be among the topics in the focus of
such future studies.
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