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Should our approach to diuretic using in
patients with gout change?
Duygu Tecer1* , Gozde Kubra Yardımcı2, Alper Sari2 and Hakan Babaoglu3

We read with interest the recent article by Ranieri et al.
[1]. The intention of the authors was to investigate the
impact of diuretic therapy on the response of
urate-lowering drugs (ULDs) in patients with gout. Ac-
cording to the results of this study, diuretic therapy did
not impair response to ULDs. Also, there was no signifi-
cant effect of diuretic use on the achievement of serum
urate (SU) targets or on the maximum doses of ULDs.
However, it is known that the European League Against
Rheumatism (EULAR) has reported its concern in re-
gard to the use of diuretics in patients with gout and
recommends substitution of diuretic to losartan or cal-
cium channel blockers if gout is diagnosed in a hyper-
tensive patient receiving loop or thiazide diuretics [2].
For this reason, we believe that the results of this study,
which reported the incompatibility with the recommen-
dations of known and accepted organizations, should be
interpreted carefully as it may bring a question mark to
daily clinical practice.
First, the retrospective design of the study led to the

heterogeneity of the patient population. Given the base-
line characteristics of enrolled patients, 137 (65.9%) pa-
tients in the allopurinol group and 30 (85.7%) in the
febuxostat group had hypertension. In addition, 107
(51.4%) patients in the allopurinol group and 20 (57.1%)
patients in the febuxostat group had dyslipidemia. But in

this study, we did not find any information about the
drugs used for hypertension and dyslipidemia which
may have an effect on urate metabolism. A large epi-
demiological study reported that calcium channel
blockers and losartan are associated with a lower risk of
incident gout among patients with hypertension [3]. It is
well known that fenofibrate and statins have uricosuric
properties [4, 5].
Second, in the study, alcohol use and dietary habits of

patients may directly affect the SU levels. But there is no
detailed information on alcohol use and dietary habits of
patients. All of these factors may have affected the re-
sults of the study.
Lastly, given diuretic indications, 63% of patients using

diuretics had pure hypertension without heart failure or
chronic kidney disease. In these patients, although there
are alternative anti-hypertensive drugs, the reason for
the continuation of diuretics after diagnosis of gout is a
matter to be discussed.
In conclusion, the results of this study, which can

change our clinical practice, consisting of a retrospective
and heterogeneous population, should be interpreted
with caution. We believe that, as the authors emphasize,
there is a need for prospective well-designed studies
about the effects of diuretics on the necessary doses of
ULDs to achieve the targeted SU level.

We thank Tecer and colleagues [6] for their interest and
considerations addressed around our article [1]. They dis-
cuss whether the approach in the diuretic treatment in pa-
tients with gout should be changed according to our results

and whether dietary habits or other agents used for hyper-
tension or dyslipidemia might have acted as confounders.
The EULAR recommendations, in both the 2006 and

2016 versions, consider substituting diuretic therapy (loop
agents or thiazides) when possible for the management of
patients with gout [2, 7]. However, this recommendation
was actually based on experts’ opinion (graded as category
of evidence 3, grade of recommendation C) and was not
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unanimous (agreement of 8.2 ± 0.9 out of 10 in 2016).
Our findings suggest that this approach may be un-
necessary, at least to achieve the proper SU target to
ensure crystal dissolution. SU was reduced below 6 mg/
dL in the majority of patients (68.1% to 79.1% in the
allopurinol group and 78.6% to 81.0% in the febuxostat
group) and there were no differences according to di-
uretics. The rate of patients achieving stricter SU tar-
gets was also considerable. Along with this, the dosage
of the ULDs was comparable between groups. We agree
with the authors that these findings should be repli-
cated in prospective controlled studies, but, in view of
our results and recent reports [8], diuretics could be
maintained. Certainly, the indication for diuretics may
drive the decision. Whether diuretic withdrawal has an
impact on future ULD maintenance dosing, in order to
prevent the formation of new urate crystals, remains to
be explored.
Alcohol and dietary intake were not registered in

clinical records, but lifestyle advice is routinely given to
all patients with gout and not led by whether they were
on diuretics or not. The use of other agents with urico-
suric action, such as calcium channel blockers, losartan,
atorvastatin, or fenofibrate, was not registered. In our
experience, their urate-lowering effect is modest, espe-
cially when they are combined with ULDs [9].
Following this, we do not routinely use them when we
initiate ULDs. Thus, their impact on our study findings
appears to be limited.
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