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Dear Editor,
We refer this letter to the manuscript by Efthimia et al. [1] in
which they recently reported that in thalassemia major (TM)
patients, the start of deferasirox (DFX) has been associated
with increased risk of developing nephrolithiasis. However,
in that series, several patients were also cotreated with cal-
cium and vitamin D supplements, and the authors correctly
hypothesized that it could have facilitated the renal calculi
formation. Nevertheless, that clinical observation was not easy
to evaluate by the fact that it was not a population-based case–
control study and the definition of the population and the
duration of patient exposure to DFX treatment were not re-
ported; furthermore, the assessment of new cases was made
only through the detection of renal colic.

We reviewed the charts and radiological studies of our
patients with TM to retrospectively evaluate the incidence of
nephrolithiasis in those treated with DFX and in a matched
control population treated with desferioxamine (DFO). The
presence or the absence of nephrolithiasis had to be assessed
by abdominal ultrasonography. To further analyze data, total
therapy exposure and the incidence of nephrolithiasis adjust-
ed to 100 years of patient exposure were calculated for each
treatment. To make series comparable, data from patients

under DFO treatment were collected since January 2010. The
study was approved by the Ethics Committee of the Cardarelli
Hospital, Napoli.

Table 1 shows demographics and clinical characteristics of
patients divided in those exposed to DFX and to DFO at
baseline and at the end of drug exposure (October 2012). At
baseline, both populations were comparable for previous che-
lation history, for the percentage of patients splenectomized
and using calcium and vitaminD, for the mean creatinine level
and GFR value, and for the prevalence of renal calculi [2], but
patients treated with DFX tended to be younger and to
have lower level of uric acid. Patients already affected by
renal calculi were in average 40 years old and frequently
splenectomized, but they did not use vitamin D and calcium
supplementation more frequently than those without stones
and were not always symptomatic; however, in those under
DFO treatment, a decrease in GFR was observed following
drug exposure. Comparing basal and final values in a popu-
lation without stones, an increase in creatinine level and a
decrease in GFR were observed in the DFX group.

We observed eight (5.26/100 patients/year ) and five
(4.76/100 patients/year) new cases of renal stones in pa-
tients treated with DFX and DFO, respectively, and the
O.R. for developing nephrolithiasis under DFX was 1.17 ,
p=0.79 (data not shown). Interestingly, among stone formers
following DFX treatment, a significant decrease in uric acid
level without a decrease in renal function parameters was
observed.

Estimates of the incidence of renal stones in TM patients
are lacking [3]. In spite of this, a sustained rate of renal stone
formation under DFX treatment was confirmed; these data
highlight the presence of an asymptomatic disease that may
have contributed to its underestimation in the DFO group in
Efthimia’s series [1]. In our series, renal stone formation
appears to involve mainly patients older than 30 while the
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use of vitamin D and calcium does not seem to be a risk
factor. Recently, we have found that in patients with thal-
assemia intermedia, splenectomy by further increasing
erythrocyte number may be directly involved in hyperuri-
cemia and nephrolithiasis [4]. Although the data on pa-
tients already affected by nephrolithiasis seem to confirm a
role of splenectomy, in TM patients, because of transfu-
sions, erythroid turnover is relatively reduced, thus lower-
ing the tendency to hyperuricemia. Our longitudinal data in
patients without stones confirm a modest decrease in renal
function under DFX treatment [5] but with a decrease in
uric acid level particularly evident in stone formers
suggesting that hyperuricemia is not involved in the path-
ogenesis of stone formation under DFX treatment.
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