Letter to the Editor

Hyponatremia in Acute Stroke: To Treat or Not to Treat?
Dear Editor,

Hyponatremia is the most common electrolyte disorder
both in hospitalized patients and individuals from the com-
munity with a reported incidence mounting up to 30% and
8%, respectively.'” Its association with increased risk of
mortality has been well-established.” Several meta-analyses
have demonstrated that hyponatremia increases mortality in
patients with common clinical conditions, such as acute
myocardial infarction, heart failure, cirrhosis, and chronic
kidney disease,”” while “correction” of serum sodium levels
improves survival.”®

Hyponatremia is frequently observed in patients with
stroke either upon their admission (3.9%-45.3%) or during
hospitalization (40%-45%).” In this context, Chen et al have
recently published a well-designed meta-analysis investi-
gating the association of hyponatremia with the risk of
short- and long-term mortality in patients with acute ische-
mic or hemorrhagic stroke.” Therein the authors included
12 observational studies with 21,973 subjects and con-
cluded that hyponatremia increases the risk of all-cause
mortality both short-term (hazard ratio [HR]: 1.78; 95%
confidence interval [CI]: 1.19-2.75) and long-term following
a stroke (HR: 2.23; 95% CI: 1.30-3.82).”

By scrutinizing the available literature, 2 significant
studies are apparently missing.”'’ Lasek-Bal et al pub-
lished a study of 464 patients with chronic kidney disease
who experienced a first-ever ischemic stroke showing that
hyponatremia was associated with worse neurological
outcomes and increased mortality at 1 month (odds ratio:
3.41,95% CI: 1.66-7.04)." Likewise, in another prospective
study by Shah et al evaluating the impact of incident
hyponatremia on short-term mortality in patients with
hemorrhagic stroke (n =234), hyponatremia during hospi-
talization was associated with increased in-hospital mor-
tality (odds ratio: 10.21, 95% CI: 3.81-27.37).%"!

There are several causes accounting for hyponatremia in
patients with acute stroke. First, hyponatremia may be
related with patients” comorbidities, such as type 2 diabetes,
chronic kidney disease and heart failure as well as with con-
comitant drug treatment, including thiazide diuretics, anti-
depressants, and nonsteroidal anti-inflammatory drugs.”'”
Moreover, during hospitalization, “inappropriate” adminis-
tration of hypotonic solutions, poor solute intake, complicat-
ing infections and drugs, such as mannitol, may lower
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serum sodium levels.'”'” In the acute stroke setting, second-
ary adrenal insufficiency due to pituitary ischemia or hem-
orrhage, syndrome of inappropriate antidiuretic hormone
secretion and cerebral salt wasting should be considered in
the diagnostic approach of hyponatremia.'® Chen et al
acknowledged the fact that most data of the studies
included in their analysis was not adjusted for all these
potential confounding factors, which represents a major lim-
itation.” Consequently, there is no ‘safe’ answer to the ques-
tion whether hyponatremia independently affects survival
of stroke patients or it is merely a marker of major comor-
bidities worsening the prognosis.

Stroke physicians should keep in mind evidence sug-
gesting that the correction of hyponatremia improves sur-
vival in patients with heart failure or subarachnoid
hemorrhage regardless of the underlying cause.”® There-
fore, despite the lack of guidelines for the management of
hyponatremia in patients with acute stroke, implementing
an effective treatment strategy would be in the benefit of
patients. This strategy should include: (1) restoration of
fluids and electrolytes in volume-depleted hyponatremia,
(2) hypertonic solutions in cases of symptomatic hypona-
tremia, and (3) treating the underlying cause in cases of
hyper- and euvolemic hyponatremia (eg, withdrawal of
an offending drug). Fluid restriction and/or drugs like
loop diuretics, urea, and vasopressin-receptor antagonists
(vaptans) are also available therapeutic options."”" All
things considered, whether correcting or restoring serum
sodium levels in patients with acute stroke would
improve short and long-term prognosis remains to be
answered in future studies.
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