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calculated using the so-called Corona
Score)7 should be regarded as an
essential containment measure.
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In ReplydRepeated
Testing in SARS-CoV-2
Infection
To The Editor: We appreciate the
points raised by Lippi et al regarding
our article describing repeated
testing for severe acute respiratory
syndrome coronavirus 2 (SARS-
CoV-2) infection.1 In summary, the
authors emphasize that repeated
testing may be helpful in improving
the negative predictive value of
testing and ensuring that cases of
COVID-19 are identified. The au-
thors include evidence supporting
the conclusion that identification
of the SARS-CoV-2 virus is directly
related to the number of nasopha-
ryngeal swabs that are collected
and also emphasize the importance
of case-finding in control of the
pandemic. In general, we agree that
repeated testing may be helpful in
certain situations of ongoing high
suspicion for active infection where
alternative approaches are not
feasible; however, we believe that
testing should not be applied
indiscriminately in a resource-
constrained situation.

The results of several studies
have suggested that the number of
unique patient specimens tested for
SARS-CoV-2 is directly related to
the positive identification of the
virus and that there may be a high
false-negative rate of molecular
testing.2,3 The study by Zhang et al2

reported 41 hospitalized patients
with an initial negative polymerase
chain reaction test who had at least
1 positive result on subsequent
testing. However, the timing between
tests was not reported in this article,
which raises the possibility that some
of the patients could have become
infected after their first test. No labo-
ratory test has 100% sensitivity, and
we agree that the likelihood of
detecting infected individuals will in-
crease if they are tested more
frequently. This characteristic of lab-
oratory testing is not unique to
SARS-CoV-2 but could be applied
to molecular testing for many other
infectious diseases. However, wide-
spread indiscriminate repeated
testing is not currently possible.

Unfortunately, supply chain
challenges continue to limit the
widespread availability of SARS-
CoV-2 polymerase chain reaction
testing in the United States. Tests
should be used in an efficient
manner and guided by principles
of diagnostic stewardship.4 We
agree that there may be a role for
repeated testing in patients with
high clinical suspicion of coronavi-
rus 19, and where a positive result
would change clinical management.
However, in situations with low pre-
test probability and limited re-
sources, repeated testing of a
sample collected from the same
anatomical site demonstrated a low
yield (2%) in our study. The clinical
stage of illness can be used to deter-
mine whether an upper or lower res-
piratory specimen may provide
more useful information, with
detection of SARS-CoV-2 in lower
respiratory sources becoming more
likely as the disease progresses.
The data on test characteristics in
asymptomatic patients remain
limited. Further studies are needed
to identify the utility of repeated
testing in this population.

Even in the absence of wide-
spread test availability, there are a va-
riety of strategies that have been
proposed to mitigate the risk of
false-negative testing, including
strict infection control measures,
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development of improved diagnostic
tests, risk stratification of patients
before testing, and the use of stan-
dardized protocols for the manage-
ment of patients who test negative.5

These strategies, combined with stra-
tegic use of repeated testing, will pre-
serve limited resources and provide
the best route toward ending the
SARS-CoV-2 pandemic.
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Severe Hyponatremic
Encephalopathy in a
Patient With COVID-19
To The Editor: Coronavirus disease
2019 (COVID-19) has been declared
a pandemic. The illness manifests
mainly with fever and respiratory
symptoms. We present the first
reported case of life-threatening hypo-
natremia in a patient with COVID-19.

A 56-year-old woman was
brought to the hospital for sudden-
onset altered mental status. The pa-
tient had been at work on the day of
admission. She had sore throat and,
within hours, developed confusion
and incoherent speech. Her only co-
morbidity was hypertension, for
which she had been treated with hy-
drochlorothiazide for 3 years. She
was taking no other medication or
supplement. Vital signs were stable,
with blood pressure of 110/70 mm
Hg. On examination, she was
obtunded and without focal neuro-
logic deficits. Laboratory testing
showed serum sodium 115 mEq/L,
potassium 3.2 mEq/L A 55-year-old
man with history of hyperlipidemia
and previou, and magnesium
1.2 mmol/L. Serum osmolality was
247 mOsm/kg, whereas urine osmo-
lality was 670 mOsm/kg. Computed
tomography scan of the head and
chest x-ray film showed no acute
pathology. Urine toxicology results
were negative. She was clinically
euvolemic and diagnosed with
acute-onset severe hyponatremia
from an antidiuretic hormone
(ADH)-dependent pathway. She
was treated with 3% hypertonic sa-
line and desmopressin. Being at the
epicenter of the COVID-19
pandemic, SARS-CoV-2 testing was
performed, and results came back
positive. Computed tomography of
the chest revealed ground-glass
opacities bilaterally. Influenza
testing, blood cultures, and urinaly-
sis results were negative. Thyroid
stimulating hormone level was
normal, and serum cortisol was
appropriately elevated. The patient’s
serum sodium and mental status
normalized over the next 4 days,
and she was advised to stop taking
hydrochlorothiazide on discharge.
She denied developing any respira-
tory symptoms on a telemedicine
visit 10 days postdischarge.

Severe hyponatremia (<120
mEq/L) may present with manifesta-
tions of cerebral edema including
obtundation, seizures, coma, respi-
ratory arrest, and death. Thiazides
are known to cause severe hypona-
tremia that can simulate a syndrome
of inappropriate ADH-like picture
associated with hypokalemia. The
risk of thiazide-induced hyponatre-
mia is present for as long as 10 years
after initiation of therapy.1 In pa-
tients on thiazides, severe hypona-
tremia could be precipitated by a
lung infection, similar to our
patient.2 Pneumonia not only pre-
cipitates hyponatremia in patients
on thiazides but can cause it inde-
pendently by an ADH-dependent
pathway. Although classically
described in legionella pneumonia,
hyponatremia occurs with a variety
of bacterial, viral, and fungal lung
pathogens.3 Mechanisms and risk
factors of thiazide- and pneumonia-
induced hyponatremia and their
interplay is shown in the Figure.3,4

As first-line antihypertensive
agents, thiazides arewidelyprescribed.
In 2012, in the United States alone, an
2285
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