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Sirs,
In a recent publication in Pediatic Nephrology Hellerstein
et al. [1] proposed the urinary cystatin C/creatinine ratio
as a marker of glomerular filtration rate (GFR). However
appealing the idea of screening urine to detect probands
with decreased GFR may be, some words of caution are
warranted.

The patient population of Hellerstein et al. was com-
prised mostly of patients with tubulointerstitial damage
from uropathies. Unfortunately, two groups that are crit-
ical for the evaluation of their technique were barely
studied. These include patients with isolated tubular in-
jury who have a high urinary cystatin C/creatinine ratio
but normal GFR [2, 3] and patients with minimal change
nephrotic syndrome. The authors present one single pa-
tient with IgA nephropathy with nephrotic-range pro-
teinuria and a high urinary cystatin C/creatinine ratio but
fail to state the GFR. Data both in rats [4] and in man [5]
indicate that in nephrotic syndrome albumin competes
with low molecular weight protein absorption in the
proximal tubule [5], leading to low molecular weight pro-
teinuria. Therefore the cystatin C/creatinine ratio may
well be an indicator of renal disease but it does not re-
liably reflect GFR in situations where there is significant
proteinuria of tubular or glomerular origin.

The authors assess the analytical performance of the
urinary cystatin C/creatinine ratio using a GFR cut-off of
60 ml/min per 1.73 m2. Although the non-invasiveness of
their method is appealing for screening purposes, such a
low threshold would miss children in the “creatinine-
blind” range who should be the target group of screening
programs for renal disease.

Thus detection of incipient renal impairment remains
the preserve of serum cystatin C [6], which cannot be
replaced by the less invasive urinary test proposed by the
authors.
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