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T
he long-term prognosis of steroid-sensitive
nephrotic syndrome is relatively good.
However, most patients experience relapses in
their clinical course. In this issue, Sinha, et al.

[1] report the prognosis of steroid-sensitive nephrotic
syndrome in 1071 children, which is the largest
retrospective cohort study to date. They describe that
approximately one-half of the patients developed
frequent-relapsing nephrotic syndrome (FRNS) or
steroid-dependent nephrotic syndrome (SDNS),
consistent with the rates in previous reports.  FRNS and
SDNS are critical issues for children, because of the
severe adverse effects of steroid treatment, and
psychological issues owing to long hospitalization,
frequent hospital visits, and side effects of treatment.
Therefore, clarification of risk factors for a frequent-
relapsing course and its prevention are quite important.
The authors concluded that early onset (<4 years), lack of
adequate initial therapy (<8 weeks), and short duration of
initial remission lasting <6 months are risk factors for a
frequent-relapsing course. Among these, the only one in
which we can intervene is initial therapy.  Although many
pediatric nephrologists think that initial steroid treatment
at disease onset may influence the future clinical course,
the optimal length of initial steroid therapy remains
controversial. A standard basic initial steroid therapy at
primary onset was proposed by the International Study of
Kidney Disease in Children (ISKDC) more than 30 years
ago. The proposal was daily steroid therapy (60 mg/m2/d)
for 4 weeks followed by alternate-day treatment (40 mg/
m2/2d) for 4 weeks (original was 3 days of medication
followed by 4 days off in a week, but later modified).
Thereafter, this protocol was revised in a variety of ways
to obtain a better prognosis.

The KDIGO (Kidney Disease: Improving Global
Outcomes) guideline recommends that oral prednisone
should be administered as a single daily dose starting at
60 mg/m2/d or 2 mg/kg/d (maximum: 60 mg/d) for 4-6
weeks followed by alternate-day medication at 40 mg/m2/
2d or 1.5 mg/kg/2d (maximum: 40 mg/2d) with tapering
of the dose for 2-5 months [2]. The published US
guideline recommends that the initial steroid therapy
should be 2 mg/kg/d for 6 weeks followed by 1.5 mg/kg/
2d on alternate days for 6 weeks (maximum: 40 mg/2d)
[3]. In the Cochrane systematic review, it is stated that
duration of therapy up to 7 months appeared to be more
effective than therapy for 2 months in achieving sustained
remission. In Japan, a randomized controlled trial (RCT)
comparing daily therapy for 4 weeks followed by
alternate-day therapy for 6 months with the standard 2-
month therapy is ongoing. The results of this RCT will
provide some suggestions regarding the optimal mode of
initial steroid treatment. The duration of daily steroid
therapy, i.e. 4 or 6 weeks, should also be evaluated by an
RCT.

Although half of the 1071 patients progressed to
FRNS, 185 children had FRNS or SDNS and 42 had late
steroid resistance in long-term observation. However,
72% of FRNS patients were in remission or had
infrequent relapses with immunosuppressive agents or
low-dose steroid. Therefore, the long-term prognosis is
relatively good. However, a certain proportion of patients
showed disease transition to the adult form or a difficult
clinical course resistant to existing therapy. Such patients
were likely to be complicated with severe infection,
resulting in high mortality in their study. Recently,
rituximab, an anti-CD20 antibody, has become an
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emerging therapy for difficult nephrotic syndrome [5,6].
Rituximab allows such patients to discontinue steroid
treatment and dramatically reduces the number of
relapses. Rituximab can also induce remission in patients
with intractable steroid-resistant nephrotic syndrome.
Although more clinical experience is needed to establish
a safe and effective mode of administration, such new
molecular target therapies will improve the clinical
course of childhood nephrotic syndrome in the future.
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P
neumonia continues to be one of the leading
causes of mortality among children under five
years of age despite effective vaccines and
nutritional and environmental interventions.

Pneumonia deaths in health facilities might appear as the
‘tip of the iceberg’ because most of the deaths are taking
place even before these children reach a health facility.
However, with improvement in referral services, an
increasing proportion of pneumonia deaths are likely to
happen in hospitals. Therefore, identification of risk
factors of death in hospitalized children suffering from
pneumonia is critical for optimal utilization of scarce
resources for appropriate management and reduction of
childhood mortality.

Significant independent predictors of mortality in
children with pneumonia reported earlier by several
prospective studies relate to host characteristics (age less
than 1 year, lack of exclusive breastfeeding), severity of
infection (severe roentgenogram changes, leukocytosis,
bandemia), worsening of clinical condition, and hypo-
xemia (inability to feed, grunting, head nodding, respira-
tory rate >70/minute, severe chest indrawing, cyanosis),
severe malnutrition (weight for age Z score <-3) and
associated co-morbidities like diarrhea and HIV [1-4].

In this issue, Ramachandran, et al. [5] attempt to
review the situation based on retrospective chart review of

4375 children over a period of 3 years. The case fatality
rate (CFR) has been reported as 8.2% which is comparable
to earlier published reports [1]. This study has identified
need for assisted ventilation as the single independent risk
factor for mortality in children with pneumonia diagnosed
by radiological, clinical or clinical and radiological
criteria. The results of this study have been primarily
interpreted as comparison between 3 study groups, based
on certain diagnostic criteria. No significant differences
have been noted in the CFR among these study groups.
Since it was a retrospective review no hypothesis was
made for any expected differences between these groups.
However, comparison of data from three different
diagnostic/identification groups with studies using similar
criteria would have been helpful.

Categorization of cases according to severity at the
time of admission is critical to identify ‘at risk’ children for
anticipating the clinical course and to be prepared to
handle any complications. A study from Delhi [1] has
demonstrated this important association of severity of
illness with CFR ranging from 0-47% in children with
pneumonia, severe pneumonia, and very severe
pneumonia as per WHO classification. In the study by
Ramachandran, et al. [5] 47-68% of the children who died
required assisted ventilation which is much higher than
reported by others [2]. It is difficult to understand the


