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The B cell independent mechanism of Rituximab in Pediatric-Onset Intractable
Nephrotic Syndrome.
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To examine the role of SMPDL3b in the pathogenesis of NS, we examined
urinary excretion of SMPDL3b by using dot blotting. Urinary excretion of SMPDL3b in patients with
heavy proteinuric NS was significantly decreased compared to that in patients in remission, those
with IgA nephropathy/vasculitis, and controls.

These findings suggest that changes in SMPDL3b expression on the podocyte probably occur in
pediatric-onset NS. Among them, RTX may work on podocyte in SMPDL3b-dependent manner, suggesting
that low expressions of SMPDL3b in urine and glomerular immunoreactivity even in remission resulted
in the RTX-resistance. Although detailed mechanism of downregulation of SMPDL3b expression remains
to be elucidated, SMPDL3b is, at least in part, involved in the pathogenesis of pediatric-onset NS.
In addition, measurement of urinary excretion of SMPDL3b could be a possible in invasive biomarker
to predict reactivity to rituximab therapy in pediatric onset nephrotic syndrome.
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