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Balancing the medical and social 
needs of children during the 
COVID-19 pandemic

In reply: We thank Hyde1 for the 
interest in our Editorial, and for 
highlighting long COVID in children 
and adolescents.2 However, we contest 
the claim that our statement concerning 
symptoms in children and adolescents 
recovering from coronavirus disease 
2019 (COVID-19) inaccurately reflects 
the long COVID review.3 In that review, 
only two studies complied with the 
consensus research definition for 
long COVID, aligned with the World 
Health Organization, of symptoms 
persisting for more than 12 weeks.4 
The difference in persistent symptoms 
between COVID-19 cases and controls 
in one of these studies was 1.4% (95% 
confidence interval [CI], -2.2 to 5.0), and 
in the other it was 13.2% (95% CI, 10.9–
15.5), but the low (13.4%) response rate 
risked sample bias. Indeed, even after 
including five additional case–control 
studies with symptoms persisting 
for more than 4 weeks, the median 
difference in symptoms was only 3.0%, 
leading the authors to state that “nearly 
all symptoms reported by children and 
adolescents infected with severe acute 
respiratory syndrome coronavirus 
2 (SARS-CoV-2) are also reported in 
similar frequencies in those without 
evidence of infection”.3

Systematic reviews and meta-analyses 
have also concluded that frequencies 
of most reported persistent symptoms 
were similar between SARS-CoV-2 
cases and uninfected controls, 
and difficult to differentiate from 

symptoms following pandemic-
enforced school closures and 
lockdowns.5,6 Overall, the studies 
were of poor quality, retrospective 
and subject to bias, and many lacked 
controls.3,5,6 Absence of an agreed 
case definition precluded prevalence 
estimates of long COVID in children 
and adolescents. Nevertheless, a 
meta-analysis of five case–control 
studies found that persistent anosmia, 
headaches, cognitive impairment, 
and throat and eye discomfort were 
2–8% more common following SARS-
CoV-2 infection than in those without 
infection, but not fatigue, abdominal 
pain or myalgia.5

Prospective, longitudinal studies 
involving various age groups are needed 
to better characterise long COVID 
in children and adolescents. This 
includes recruiting suitable controls, 
employing a uniform case definition and 
individualised objective assessments. 
Finding controls who have never been 
infected will be challenging. Alternatives 
could be vaccinated individuals without 
prior proven infections or those with 
another proven viral infection. Detailed 
multidisciplinary pheno-endotyping 
studies could then be performed to 
identify precision medicine-based 
therapies.

Meanwhile, SARS-CoV-2 will continue 
to circulate. Vaccination and measures 
limiting airborne transmission, such as 
improving school indoor ventilation, will 
help reduce COVID-19 and long COVID 
in children and adolescents.
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