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Besides discussing strategies to 
improve the performance of the 
proposed algorithm, we would like to 
point out that the comparison of the 
different screening tests could have 
been improved by consideration of 
discrimination assessment methods. 
For instance, the authors report 
sensitivities and specificities of the 
various strategies in table 5. Assessing 
C-statistics, integrated discrimination 
improvement, and net reclassification 
indices could have given better 
insight to the data. However, the 
accuracy of these estimates requires 
an appropriate sample size, which is a 
prerequisite to their interpretation.
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for SARS-CoV-2. Boum and colleagues 
provided useful information about 
the patterns of patient presentation. 
However, some important consi-
derations lead us to suggest an 
improvement to the algorithm they 
describe in figure 2A.1 Our feeling is that 
the clinical context for the suspicion 
of COVID-19 warrants consideration. 
Indeed, it is not unusual to see patients 
with a suggestive clinical presentation, 
with or without chest CT imaging 
features suggestive of COVID-19, but 
negative rapid diagnostic or RT-PCR 
test results.2 These false-negative results 
could be explained by a number of 
factors: viral load, which is associated 
with disease course and disease severity; 
sputum or throat swab sample quality, 
which must contain sufficient cellular 
material for detection; kit performance; 
sample transportation and sample 
storage conditions; lack of standardised 
operating procedures; interpretation 
of results; and quality-control issues.2 
Moreover, patients with high platelet 
counts or C-reactive protein levels are at 
increased risk of having false-negative 
first RT-PCR results.3 Finally, in the 
presence of a negative screening result 
for SARS-CoV-2, clinicians should not 
ignore potential differential diagnoses, 
which should be ruled out.

As shown in the appendix, we propose 
in case of strong clinical suspicion but 
negative antigen rapid diagnostic tests 
or RT-PCR results that the patient is 
re-sampled by a different operator 
from the one who did the first test.4 
Furthermore, adding antibody-based 
tests to the proposed armamentarium 
of diagnostic tools for COVID-19 in 
symptomatic individuals could improve 
the positive predictive value of the 
whole strategy. Also, in patients with a 
high clinical suspicion, performing up 
to three tests, as suggested by some 
authors,5 would be wise before ruling 
out the diagnosis. Nevertheless, if 
clinical suspicion remains strong, chest 
CT imaging should be done, even in 
resource-limited settings, because of 
its reasonably good sensitivity and 
severity-grading role.

The effect of clindamycin resistance 
in invasive GAS infections remains 
unclear. A murine model found 
that inhibitory concentrations of 
clindamycin reduced both the size of 
skin lesions and activity of virulence 
factors, even in clindamycin-resistant 
GAS strains.3 The role of clindamycin 
concentration at the site of infection, 
the effect of clindamycin resistance, 
and the clinical outcomes for patients 
with clindamycin-resistant GAS strains 
are yet to be elucidated. In the case 
of clindamycin-resistant GAS strains, 
clinicians could consider using linezolid; 
however, there are few data supporting 
linezolid use in severe GAS infections.4
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Negative antigen RDT 
and RT-PCR results do 
not rule out COVID-19 
if clinical suspicion is 
strong

We read with interest the Article by 
Yap Boum and colleagues,1 which 
brought significant insight into the 
importance of rapid diagnostic tests 
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