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In their manuscript recently published in Prostate Cancer
and Prostatic Disease Journal Bliwise et al. [1] explored, as
several previous studies [2], the impact of nocturia on all-
cause mortality and found an increased mortality risk in
men presenting with ≥3 nocturia episodes/night. They
concluded that nocturia was an independent predictive
factor of mortality.
Although the authors have to be congratulated for the
quality of their work, we would like to underscore several
concerns that may question the reliability of their
conclusion.

Firstly, the REDUCE trial was designed to determine
whether dutasteride reduced the risk of incident prostate
cancer among men who are at increased risk for the disease
and the analysis of the effect of nocturia on mortality in men
complaining from LUTS was not planned.

Secondly, the threshold they chose to define nocturia (≥3
episodes per night) is not very much justified and might be
called into question as it is not in line with the one from the
International Continence Society (≥1/night) nor with the
most widely accepted to define clinically meaningful noc-
turia (≥2/night) [3]. One may then wonder if the definition
chosen could have been data-driven.

Another significant drawback is that nocturia was not
documented with bladder diaries. Self-estimation by
patients has been shown to be poorly reliable and com-
monly overestimating the number of nocturia episodes [4].

It is then also impossible to determine the proportion of
patients with nocturnal polyuria (NP) as an underlying
cause of nocturia in this cohort.

The Medical Outcomes Study (MOS) sleep questionnaire
has several limitations that Branche et al. [5] clearly
acknowledged in their manuscript. One of the main short-
comings of the MOS questionnaire is that it is a poor tool to
screen patients with obstructive sleep apnea (OSAS), a
condition that can cause nocturnal polyuria by increasing
atrial natriuretic peptide release secondary to hypoxia dur-
ing apneic episodes. OSAS has been reported to be a
common underlying etiology of nocturia [6]. Untreated/
undiagnosed OSAS can result in the occurrence of cardio-
vascular diseases, including coronary artery disease,
hypertension, left ventricular dysfunction, and arrhythmias.
Hence, OSAS may well be a significant driver of the rela-
tionship between nocturia and mortality. The lack of
adjustment for this important confounder can be regarded as
a significant limitation of the present report.

The pathophysiology of nocturia is far from being
completely elucidated. Several cofactors such as nocturnal
hypertension or primary sleep disorders have recently been
suggested as possible contributors to nocturia pathogenesis
and have just started being explored as such [7]. Even
though the authors could not be blamed for lacking to adjust
their analysis for these cofactors as their definitions and
implications is not well defined nor standardized yet, these
conditions may well play a significant role in the relation-
ship between nocturia and mortality that will require to be
further explored.

In conclusion, in addition to several other limitations,
this study, as the previous ones exploring the impact
of nocturia on overall mortality, may have missed important
confounders, especially OSAS. The relationship between
nocturia and mortality might not be that straightforward
and we might be missing the forest for the trees. Further
studies are needed to elucidate the comorbidities that
may underpinned the relationship between nocturia and
mortality.
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