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Editorial

The world is currently facing the greatest public  
health challenge of the 21st century: the COVID-19 
pandemic. This novel disease first emerged in December 
2019, when an outbreak of pneumonia due to unknown 
etiology emerged in Wuhan, China. Since then, the 
infection caused by the severe acute respiratory  
syndrome coronavirus 2 (SARS-CoV-2) has affected 
more than 200 countries, resulting in excess of 26 million 
confirmed cases with 876,616 deaths (6 September  
6 2020).1

To date, children have been spared from the worst  
health impacts of COVID-19.2 Compared to adults, 
absolute number, severity and mortality of confirmed 
pediatric cases remain low.3 Fortunately, only a small 
proportion of infected children becomes critically ill. 
At the end of July 2020, the cumulative number of  
child COVID-19 cases reported in United States were 
338,982 (8.8% of all cases) with 86 deaths.4 Some 
hypothesis that may explain why children have less 
severe disease are: lower angiotensin-converting  
enzyme 2 (ACE2) expression, possible antibody- 
dependent enhancement (ADE) mechanism of the  
SARS-CoV-2 and/or immature adaptative immunity.5 
Clinical manifestations of COVID-19 in children differ 
widely from adults, necessitating a high level of clinical 
suspicion to diagnose these children.6 About half of  
infected children may have no fever or respiratory 
symptoms. Gastrointestinal symptoms may occur early, 
which may be mistaken with other acute abdominal 
diseases, such as appendicitis.7 Younger age, obesity and 
presence of comorbidities have been shown to be risk 
factors for severe pediatric COVID-19 disease.3

By April 2020, reports of a novel Kawasaki 
disease-like multisystem inflammatory syndrome  
affecting children and adolescents emerged from  

Europe and North America.8 In May, the Center for  
Disease Control and Prevention released a health alert 
describing this disease and labeled it as multisystem 
inflammatory syndrome in children (MIS-C), a rare  
severe condition that can manifest 2–4 weeks after  
the onset of COVID-19 in children and adolescents. 
Currently, MIS-C is generally considered as a different 
clinical entity from Kawasaki Disease. Children with 
MIS-C often present shock with cardiac involvement, 
gastrointestinal symptoms, increased inflammatory 
markers with positive laboratory test results for SARS-
CoV-2.9 MIS-C, however, have not been described in  
Asia. Reasons for this difference remain unclear. One 
plausible explanation may be related to the SARS-
COV-2 genomic diversity resulting in different antigens 
presentation and individual genetic variation.10

 In this issue of Annals Academy of Medicine, Singapore, 
Li et al evaluated the clinical, epidemiological and 
laboratory parameters of 39 children infected with 
SARS-CoV-2, which represented approximately 70%  
of all pediatric cases detected in Singapore by May  
2020.11 Household transmission accounted for 95% 
of cases. All children had a mild disease, and none  
required oxygen supplementation or intensive care. In 
fact, 38.5% of the infected children were asymptomatic. 
The presenting symptoms of symptomatic children  
were low grade fever (54.2%), rhinorrhea (45.8%), 
sore throat (25%), diarrhea (12.5%) and acute olfactory 
dysfunction (5.4%).

While this study corroborates with the current evidence 
that children with COVID-19 have good prognosis and 
favorable clinical course, it also raises concern about the 
role of children in the viral transmission chain. Since vast 
majority of children with COVID-19 are asymptomatic  
or have mild disease, they are less likely to be tested 
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when compared to adults, leading to an underestimate  
of the true numbers of infected people. In addition,  
it has been observed that children younger than 5 years  
with mild to moderate COVID-19 have higher 
nasopharyngeal SARS-CoV-2 viral loads when  
compared to older children and adults which could 
potentially make children silent spreaders of the virus.12 
However, there is little consensus among experts about 
the importance of children in the spread of COVID-19, 
and the prospect of reopening schools has increased the 
debate on this issue in several countries. The results 
presented by Li et al in this issue of Annals, suggest that 
many children with COVID-19 may return to school 
without being aware of their infection since they are 
asymptomatic.11 This is an important issue and should 
be considered when approaching school return during 
this pandemic. Locally in Singapore, the approach of 
reopening schools with the appropriate precautions  
(e.g., safe distancing, mask wearing and staggered  
opening of certain extracurricular activities) is a prudent 
one. The priority of school reopening is correctly  
placed in the overall approach of larger reopening of  
the economy.

As a result of this pandemic, it is estimated that 60% 
of students worldwide have their education disrupted.13 
School closures are based on prior experience from 
influenza outbreaks, for which the transmission of the 
virus was largely driven by children. However, due 
to differences in the transmission dynamics, the same 
advantages may not be applicable in the COVID-19 
pandemic. In fact, there are conflicting reports in this 
area. In Australia, where most schools have remained  
open during the first epidemic wave, a study evaluating 
SARS-CoV-2 transmission in 25 educational settings 
(primary and secondary schools, and early childhood 
education and care settings) found low incidence of 
children and staff members with COVID-19 and low 
rates of virus transmission.14 An analysis conducted  
in the United States performed between March and 
May 2020, showed that school closure was temporally 
associated with declined COVID-19 incidence and 
mortality, although, it remains possible that some of 
this decline may have been related to other concurrent 
interventions.15 In Israel, a major COVID-19 high  
school outbreak occurred only ten days after schools 
reopened.16 Laboratory testing revealed that 153 
students (attack rate: 13.2%) and 25 staff members 
(attack rate: 16.6%) were infected. Indeed, there remains  
inconclusive data on the relative contribution of  

school closures to SARS-CoV-2 transmission control. 
However, as pediatricians, we must be mindful that 
schools provide meals, shelter, social and mental  
support for children. Bearing this in mind, in countries 
where school reopening is being debated, this must be 
planned carefully, with priority given to children’s physical 
and mental health.

In conclusion, many children infected with SARS-
CoV-2 may not be identified because they are 
asymptomatic. Asymptomatic children with COVID-19 
can potentially spread the virus, however, their  
importance in the transmission chain remains unclear. 
Accurately establishing the child’s role in the pandemic 
is crucial to making appropriate public health decision.
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