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Objectives:

Nephrotic syndrome (NS) is diaghosed by the presence of proteinuria, edema, hypoalbuminemia and hyperlipidemia. NS can be classified according to age of onset or
treatment response, but there is no common concept about this. Clinically if onset used for classification of NS divided as congenital (CNS), infantile and childhood.
CNS refers to disease that is present at birth or with in the first three months of life (1-3). Later onset, between three months and one year of age, is called infantile
nephrotic syndrome (INS). Up to now, genetic basis was reported to be responsible from two thirds of early onset NS cases (1, 2,3). Mutations in NPHS1 and NPHS2

were reported to be responsible for 60% of early onset NS (1, 2).

In this study we evaluated children with infantile NS, showed the mutational analysis of NPHS1 and NPHS2 besides phenotypic features. The focus of this study was

to evaluate genotypic and phenotypic features of both NPHS1 and NPHS2.

Methods:

« We have evaluated clinical data, mutation analysis, histology, treatment modalities and outcome of 48 children with familial or sporadic infantile NS Children carrying
syndromic findings and having recurrence after kidney transplant were excluded from study.

* Forty- eight patients belonging to 44 families were classified as having infantile NS with first documented presentation between 3rd months and the end of 12th.

 The clinical diagnosis of NS required the presence of heavy proteinuria (> 40 mg/m#/h or urine protein/creatinine ratio > 2 mg/mg), edema, hypoalbuminemia (< 2.5
mg/dL) and also hyperlipidemia. Complete response was defined as both clinical healing and disappearance of proteinuria in the urine of three consecutive days. A
partial response was defined as the disappearance of edema, an increase in the serum albumin concentration and the persistence of proteinuria below nephrotic range.
Steroid resistance was defined as failure to enter into remission after 4 weeks of prednisone treatment (4).

« All renal biopsy specimen were analyzed by the same pathologist, were processed for light microscopy and immunofluorescence staining. Patients were enrolled to
study after an informed consent taken for their parents and faculty ethical comitte approved the study.

« Patients were classified into 3 groups; group 1: included cases having only NPHS1 mutation, group 2: included cases with only NPHS2 mutation, group 3: cases without

any mutation. Mutation analysis of NPHS1 and NPHS2 performed in all cases, with the mutation rate of 58.3% (28 out of 48).

Results:

Table 1. Demographic, clinical and genetic features of groups.
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rejection due to recurrence of disease. The ESRD ratio (4/10; 40%) was found highest in the
patients with NPHS2 mutation, followed by non-mutated group (5/20; 25%) and 1 in NPHS1
mutated cases (1/15; 6.7%) (Table 2).

Conclusions:

In the current screening, we showed the genotypic and phenotypic features of infantile NS. We found that Infantile NS with podocin mutation have bad prognosis according to exonal
distribution. NPHS1 mutations were found as a cause of severe and early disease type but better prognosis. Besides, E117/K mutations of NPHS1 showed the similar course with other
NPHS1 and NPHS2 mutations, only difference of that manifested relatively earlier onset. Also among NPHS1 mutations, E117K had been reported as polymorphism, but we showed our
contrary findings and asked If does it a still polymorphism?
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