Letter

Dear Editor,
We have read with the greatest interest
the article by Reynard et al.1 They have
compared rapid antigen tests with PCR,
which they consider to be the only molecular method. However, lateral flow assays
(LFAs) together with several other laboratory methods are performed for the
‘molecular’ diagnosis of SARS-
CoV-
2.2
Furthermore, since the appearance of
rapid nucleic assays, the term ‘rapid test’
for antigen/antibody assays can lead to
misunderstanding and should be avoided.
Moreover, it is impossible to compare
substantially different methods, referring
to PCR and rapid point-of-care tests. It is
obvious that ‘PCR inhibitors’ would lead
to higher Ct values and subsequent false-
negative results.3 Also, while PCR assay
results are accurate in high viral loads, the
so-called Hook effect would lead to false-
negative results in LFAs, thus trammelling
the comparison of these assays.3
Current literature has revealed several
reasons for false COVID-19 test results,
among different assays.3 The authors have
tried to rate the sensitivity of each test
but instead of that, we believe that emergency physicians should identify potential
reasons for false test results and, thus,
prevent misdiagnosis. Retesting and alternative testing (alternative sample/target/
test kit) is the key for COVID-19 management in ambiguous cases.
Finally, the authors propose mass-
testing as a future direction. Although we
agree, this is an epidemiological prospect,
far away from the emergency department
practice. It is also suggested that future
studies should correlate infectivity with
viral load, omitting that a positive test
result indicates SARS-CoV-2 carriers and
not patients. Furthermore, pre-
existent
immunity (previous infection or vaccination) could prevent a severe COVID-19
disease, despite the detected viral load.
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Reply to Mouliou et al
Dear Editor,
We read the response by Mouliou et
19
al to our article entitled ‘COVID-
Rapid diagnostics: practice review’1 with
interest. The authors of the response note
that we have labelled PCR and nucleic
acid tests as ‘molecular’ and state that
lateral flow antigen testing devices should
also be given that label. However, we
would encourage readers to read the original manuscript, in which we have articulated the difference between molecular
and antigen assays.
The authors were concerned that we
were equating ‘rapid diagnostics tests’
in the introduction section with antigen
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tests We indeed pointed out that a limitation of reverse transcriptase PCR assays
is their relatively long turnaround time.
However, by going on to state: ‘Rapid
diagnostic tests could aid decision
making in the emergency department’,
we were referring to tests with a shorter
turnaround time, regardless of type of
test.
The authors point out that interferences could explain false negative results
and that therefore it was invalid for us to
compare different assays. The authors also
suggest that the Hook effect could cause
false negative results with lateral flow
antigen testing devices, although it appears
that direct evidence has been cited for
this phenomenon. While noting that the
possibility of a Hook effect is important,
we should note that a false negative result
is still a false negative result even if it has
been caused by the Hook effect. The fact
that assays may be subject to different
interferences certainly does not invalidate
a discussion of the relative merits of the
different tests.
Similarly, we think there is a suggestion from the authors that we should not
have reported on test sensitivity but rather
attempted to understand reasons for false
negative diagnoses. However, test sensitivity is a fundamental measure of diagnostic test accuracy, whatever the reasons
for false negative diagnoses. The suggestion to retest using different assays may
help to reduce false negative diagnoses.
Readers may, however, wish to have more
clarification about whether every patient
sample ought to be retested with another
assay or only selected samples as the definition of ‘ambiguous cases’ itself is not
clear.
Further, it appears that the authors
did not welcome our discussion of the
use of lateral flow antigen testing devices
for mass population testing because it is
far removed from the emergency department. Nonetheless, this is a fundamental
component of testing strategy. Emergency
physicians, in our experience, remain keen
to understand aspects of the wider testing
strategy.
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COVID-19 diagnosis in the
emergency department: seeing
the tree but losing the forest

