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Dear editor,  

 Sheehan and colleagues published an interesting study in the CID1 aiming to 
document the frequency of COVID-19 reinfection in the US. Reinfection is a hot topic 
in COVID-19, since its occurrence ruins previous arguments favouring that post-
COVID-19 ‘herd immunity’ as a theoretical mechanism for public protection. In the 
study by Sheehan et al,1 COVID-19 reinfection occurred at a rate of 4.9%, after 11 
months of follow up. However, it is quite possible that this proportion represents 
underestimation, for a couple of reasons. First of all, retrospective studies may fail in 
documenting many of the viral exposure opportunities that patients may have had. 
Also, mild/asymptomatic episodes of COVID-19 may have been silent to 
researchers. In previous studies, the frequency of reinfection / re-positive PCR rates 
ranged 12.8 to 48.9%.2,3 Therefore, 4.9% might just the tip of the iceberg. 

Coming back to the study by Sheehan et al,1 it is not clear whether patients 
had a second PCR done due to symptoms or other reasons. Was there a policy in 
place to test asymptomatic patients? Due to the retrospective and muticenter nature 
of the study, probably not. If that is the case than positive PCR results would mostly 
represent random findings among symptomatic individuals within a community. From 
the medical perspective, a better clinical description of reinfections episodes would 
also be helpful, and a comparison of clinical findings of reinfections and first COVID-
19 episodes. 

 We must say that we were surprised to see authors calculating,1 based on 
their database analysis, the percentage of protection that a COVID-19 reinfection 
would provide. Unfortunately, protection rates cannot be determined due on the 
retrospective nature of their investigation, particularly due to the fact that study arms 
were not properly balanced. For instance, how sure can we be that patients with 
previous COVID-19 and those who never had the infection were equally followed, 
got similar viral exposure, and were equally tested for COVID-19? 

 And finally, even though many COVID-19 reinfections were mild1 [some might 
actually have been asymptomatic and missed by the authors], a large proportion of 
episodes (29.0%) required admission to the hospital1, which is of great concern. 
Previous studies have also discussed that COVID-19 reinfection could result in 
severe disease.4 We believe this should be the main message for this manuscript. In 
a world of fast-disseminating faking news, large-scale vaccination continues to be 
best strategy to protect the world population against COVID-19, while promoting 
‘herd immunity’ from previous infections is associated with a high risk of 
hospitalization.  
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