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Discussion with Reviewers

W.G. Robertson: If thiazides correct the oxalate trans-
port excess in the red cells from stone formers, why do
they not reduce urinary oxalate excretion, since this
would be anticipated from the authors’ model?
Authors: Our data show no relationship between 24
hour urinary oxalate and the flux rate constant of the
oxalate self-exchange in RBC. It seems that the differ-
ence between ICN patients with increased or normal
oxalate flux lies in a different time course of oxaluria
after oral challenge with oxalate. In fact, 8 hours after
challenge, oxalate recovery from the urine is the same
regardless of the presence or not of the RBC abnormali-
ty; however, subjects with increased RBC oxalate self-
exchange displayed a faster excretion of oxalate in the
first 2-4 hours (Baggio et al., 1986a). It is true that
thiazides were never shown to reduce urinary oxalate ex-
cretion, but we wonder if they cannot modify the time
course of oxaluria after meals.

B. Hesse: To what extent did urinary oxalate excretion
decrease during treatment with GAGs, and was the de-
crease significantly correlated with reduced erythrocyte
oxalate self-exchange and band 3 protein phosphoryla-
tion?
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Authors: 15 day oral treatment with GAGs promoted
a reduction in urinary oxalate of 25%, in erythrocyte
oxalate self-exchange of 35 %, and in band 3 phosphory-
lation of 24 % (Baggio et al., 1991b). The three varia-
bles were not statistically correlated.

Reviewer V: Have GAGs decreased stone formation in
patients with ICN?

Authors: To our knowledge there is only one open
clinical study in which the effect of GAGs on stone re-
lapses was evaluated. Danielson et al. (1988) reported
that in 96 frequent relapsing stone forming patients
(some of whom had enteric disorders), pentosan polysul-
phate, 400 mg/daily, decreased the disease activity dur-
ing a mean treatment time of 22 months. Pentosan poly-
sulphate, a synthetic GAG, was orally administered at a
very high dosage capable of increasing the inhibition of
calcium oxalate crystal growth in urine. No effect was
observed on oxalate excretion. We have no experience
with this drug on RBC oxalate self-exchange, and unfor-
tunately it is not possible to match this drug with the
animal extractive GAG used in our study due to their
different chemical structure, and to the different bio-
availability (pentosan polysulphate has a very low oral
bioavailability, 0.5-1%).

M. Akbarieh: The authors suggested that red blood cell
anomaly is a risk marker of ICN. How can the authors
explain this hypothesis, and how it might be tested?

Authors: When we published our family studies on the
genetics of the RBC anomaly in 1986, we observed that
not all the subjects presenting the anomaly had passed
stones (Baggio et al., 1986a). After a 5 year follow-up,
5 of those subjects became stone-formers. It is remarka-
ble that only those with the RBC anomaly formed uri-
nary stones; we believe that this is a clear demonstration
that abnormal oxalate self-exchange in erythrocytes is a
marker of the risk to become a stone-former. Of
course, to strengthen this conviction, more families must
be studied with a longer follow-up, and more insights
into the physiopathological meaning of the cellular
anomaly in terms of nephrolithiasis must be gained.




