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Dear Editor,

There is a clear need to better understand the contribution of asymptomatic SARS-CoV-2
infections (those with no symptoms at all throughout the infection) in driving the current
pandemic. However, there are caveats that in our opinion are pertinent when interpreting the
reported findings of this review, including the lack of clear definition of asymptomatic
infection and selective inclusion of cross-sectional studies. In addition, there is a problematic
interpretation of a narrative review containing a dearth of poor-quality evidence resulting in

an overestimate of asymptomatic infections, which might misinform policy response.

Of the 16 reports included in this review, four defined symptoms of COVID-19 as fever and
respiratory symptoms, three had no clear symptom definition, and six were media articles
proving no information about symptoms. Respiratory symptoms or fever do not cover the

spectrum of COVID-19 presentations, and many individuals with non-specific or mild



symptoms are misclassified as being asymptomatic. For instance, Gudbjartsson et al. reported
that approximately half of the participants in their population screening had rhinorrhoea and

cough despite inquiring for those not to participate (1).

Second, cross-sectional studies cannot determine who will remain asymptomatic throughout
their infection (2). For example, a study of 359 COVID-19 cases in Guangzhou found that 71
(86%) later developed symptoms (3). Oran and Topal include 9/16 cross-sectional reports,
but describe them as cohorts, so it is unclear whether some patients might have developed
symptoms later on. Only one report included other symptoms (malaise, rhinorrhoea, sore

throat etc.) and followed individuals, with 89% of patients developing symptoms later (4).

Third, none of the studies cited included contact tracing; therefore, we cannot comment on
asymptomatic transmission based on included studies. In contrast to the author’s conclusions,
recent studies assessing longitudinal characteristics of viral load and transmission have found
truly asymptomatic patients have significantly lower viral loads than those who develop

symptoms and transmit to fewer secondary cases (5).

Finally, a systematic review addressed the same question using a robust methodology,
excluded several of the studies that Oran and Topol included and conclude that 15-20% of

SARS-CoV-2 infected people remain asymptomatic (2).

There remains an immediate need to fill knowledge gaps on COVID-19; however, efforts
must coalesce to conducting systematic reviews using robust and transparent methodologies,

to avoid selective reporting and to provide a balanced synthesis of evidence. Academic



groups should join forces to coordinate efforts, share the burden to deliver timely robust

systematic reviews, avoid duplication and improve quality.
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Paper/Report Symptoms considered Follow up Infectivity Notes

Iceland residents Cough, fever, body No follow up. Does not provide Information Although we asked participants
aches, and shortness about onward transmission who had respiratory symptoms that
of breath “Notably, 43% of the from asymptomatic individuals they described as more than mild

participants who tested
positive reported having no

symptoms, although

symptoms almost certainly
developed later in some of

them.”

not to participate in population
screening, close to half the
participants reported symptoms,
most commonly rhinorrhea and
coughing

Vo’ Italy residents

Fever and/or cough

They have not tested the

same population

Does not provide Information
about onward transmission
from asymptomatic individuals

Nursing Facility Residents
in King County,
Washington

Fever (oral or
temporal temperature
measurement), cough,
shortness of breath,
sore throat, or any
other respiratory
symptoms

In the 7 days after their
positive test 24 of the 27
asymptomatic residents

(89%) had onset of
symptoms and were
recategorized as
presymptomatic

Does not provide Information
about onward transmission
from asymptomatic individuals

Atypical symptom:s if their
symptoms included only chills,
malaise, increased confusion,
rhinorrhea, nasal congestion, sore
throat, myalgia, dizziness,
headache, nausea, or diarrhea

Diamond princess cruise
ship

fever or respiratory
symptoms

No follow up, only
modelling provided

Does not provide Information
about onward transmission
from asymptomatic individuals

Boston homeless shelter Cough, shortness of No follow up Does not provide Information
breath, fever, “other” about onward transmission
from asymptomatic individuals
New York City Obstetric No clear symptom No follow up Does not provide Information “Fever or other symptoms of Covid-
Patients definition provided about onward transmission 19”
from asymptomatic individuals
Japanese Citizens Fever, cough, and No follow up Does not provide Information

Evacuated From Wuhan,
China

other non-specific
symptoms

about onward transmission
from asymptomatic individuals




Greek Citizens Evacuated
From Spain, Turkey, and
the United Kingdom

No clear symptom
definition

No follow up

Does not provide Information
about onward transmission
from asymptomatic individuals

New Jersey University Fever, cough, No follow up Does not provide Information
Students and Employees shortness of breath, about onward transmission
vomiting, diarrhoea, or from asymptomatic individuals
change in smell or
taste.
Argentine Cruise Ship No clear symptom No follow up Does not provide Information “COVID-19 symptoms, and body
Passengers and Crew definition about onward transmission temperatures”

from asymptomatic individuals

U.S.S. Theodore Roosevelt
aircraft carrier

Media report, no
details can be found

Los Angeles Homeless

Media report, no

shelter details can be found
Charles de Gaulle Aircraft Media report, no
Carrier details can be found

Indiana Residents

Media report, no
details can be found

Arkansas, North Carolina,
Ohio, and Virginia

Media report, no
details can be found

San Francisco Residents

Media report, no
details can be found

Table 1: Summary of reports included in Oran and Topol review



