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oBJECTIVES: To describe the epidemiological and clinical characteristics of coronavirus disease
(COVID-19) pediatric patients aged <18 years in Italy.

meTHODS: Data from the national case-based surveillance system of confirmed COVID-19
infections until May 8, 2020, were analyzed. Demographic and clinical characteristics of
subjects were summarized by age groups (0-1, 2-6, 7-12, 13-18 years), and risk factors for
disease severity were evaluated by using a multilevel (clustered by region) multivariable
logistic regression model. Furthermore, a comparison among children, adults, and elderly was
performed.

RESULTS: Pediatric patients (3836) accounted for 1.8% of total infections (216 305); the median
age was 11 years, 51.4% were male, 13.3% were hospitalized, and 5.4% presented underlying
medical conditions. The disease was mild in 32.4% of cases and severe in 4.3%, particularly in
children =6 years old (10.8%); among 511 hospitalized patients, 3.5% were admitted in ICU,
and 4 deaths occurred. Lower risk of disease severity was associated with increasing age and
calendar time, whereas a higher risk was associated with preexisting underlying medical
conditions (odds ratio = 2.80, 95% confidence interval = 1.74-4.48). Hospitalization rate,
admission in ICU, disease severity, and days from symptoms onset to recovery significantly
increased with age among children, adults and elderly.

concLusions: Data suggest that pediatric cases of COVID-19 are less severe than adults; however,
age =1 year and the presence of underlying conditions represent severity risk factors. A
better understanding of the infection in children may give important insights into disease
pathogenesis, health care practices, and public health policies.
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The infection caused by the new
severe acute respiratory syndrome
coronavirus 2 (SARS-CoV-2),
associated to coronavirus disease
(COVID-19), characterized by severe
pneumonia in a variable proportion
of cases, was first reported in the city
of Wuhan,!~3 China, in December
2019 and then spread across
continents; first cases were initially
diagnosed in Italy in late January in
people coming from China.*

After the detection of the first locally
acquired case of SARS-CoV-2 infection
in the Lombardia region (Northern
Italy) on February 20,* the number of
cases and deaths during the
subsequent weeks increased rapidly.”
Despite the high number of diagnosed
subjects, children are still a small
proportion of the cases in Italy.® This
is likely due to several factors;
children are expected to experience
a milder disease,” and testing
strategies privileged frankly
symptomatic cases,®’ especially in
the intensely hit northern regions in
Italy.

The Chinese Center for Disease
Control and Prevention reports that,
of the 72 314 cases reported as of
February 11, 2020, in China, only 2%
were in individuals of <19 years of
age.” Children appear to be less
commonly affected by SARS-CoV-2
infection than adults, and to be more
commonly asymptomatic;7 however,
in some cases, they can develop
complications, particularly infants.°
To date, data on clinical features and
risk factors for disease severity and
death in infants, children, and
adolescents are still limited, as well as
a comparison with adults for
differences in clinical characteristics,
disease progression, and outcome.

Our objective with the current study
is to describe the epidemiological and
clinical characteristics of COVID-19 in
individuals <18 years old in Italy and
compare them with adults and the
elderly.

METHODS

Study Population

The study population included
children aged <18 years with
laboratory-confirmed COVID-19,
reported to the Italian integrated
COVID-19 surveillance system.

According to the Italian case
definition,'*~*? all patients presenting
to the health care system with
symptoms compatible with COVID-19
infection or with an epidemiological
link (close contact with a confirmed
COVID-19 case in the 14 days before
onset of symptoms, or having been

a resident or a staff member, in the
14 days before onset of symptoms, in
a residential institution for vulnerable
people where ongoing COVID-19
transmission has been confirmed),
hospitalized patients with severe
acute respiratory infections, and high-
risk health care workers should be
tested for SARS-CoV-2 virus.""™** The
case definition considers as

a confirmed case any person with
laboratory confirmation of SARS-Cov-
2 virus, irrespective of clinical signs
and symptoms.'*™ 3

Study Outcomes

The primary outcomes of the study
were to outline the epidemiological
and clinical characteristics of COVID-
19 pediatric patients in Italy,
investigate the disease severity risk
factors, and compare children and
adolescents with adults and the
elderly.

The clinical state was defined
according to the following
classification: asymptomatic (no
apparent signs or symptoms of
disease); paucisymptomatic (dry
cough, general malaise, low-grade
fever, tiredness); mild (uncomplicated
upper respiratory tract viral infection
[eg, fever, cough, sore throat, malaise,
headache, muscle pain] without
shortness of breath, dyspnea, or
abnormal chest imaging); severe (eg,
pneumonia, hypoxia dyspnea,
tachypnea requiring hospitalization);

and critical (eg, severe pneumonia,
acute respiratory distress syndrome,
septic shock, and/or multiple organ
dysfunction requiring hospitalization
in intensive care). However, in several
cases, the information about the
severity of the disease was missing or
the case was reported by the Regions
as “symptomatic.” Recovery was
defined as resolution of clinical
symptoms with 2 negative reverse
transcription polymerase chain
reaction (RT-PCR) results from
respiratory specimens at 24-hour
intervals.'*

The Italian Integrated CGOVID-19
Surveillance System

With the aim to monitor the epidemic
in Italy and support the planning of
public health actions, a case-based
surveillance system was established
on February 27, 2020. The system
contains case-based data on all
laboratory-confirmed cases of COVID-
19 as per the case definition by the
European Centre for Disease
Prevention and Control regularly
updated.’*™** From the beginning of
the outbreak until March, all
nasopharyngeal swabs tested positive
by RT-PCR at regional level were sent
for confirmation to the National
Reference Laboratory at the Istituto
Superiore di Sanita and retested
according to the World Health
Organization and Centers for Disease
Control and Prevention protocols.*>®
Because of the high concordance
(99%) of results with the regional
laboratories, the policy was then
changed, allowing selected reference
regional laboratories, with
demonstrated capacity, to directly
confirm COVID-19 suspected cases,
using a selected number of RT-
PCR-based commercial diagnostic
tests for SARS-CoV-2.13

Data Sources

Data from the Italian case-based
surveillance system of confirmed
SARS-CoV-2 infections until May 8,
2020, collected from all 21 regions
and autonomous provinces, were
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analyzed, considering patients aged
<18 years who tested positive for
SARS-CoV-2. The national
surveillance system is coordinated by
the Istituto Superiore di Sanita, and
data were collected by using a secure
online platform or received as
individual data sets (from 3 regions)
to be included in a single database.
Data collected on all laboratory-
confirmed cases include information
on demographics, clinical severity,
underlying medical conditions, date
of symptoms onset, date of diagnosis,
date of hospitalization, clinical
outcome, region of diagnosis, and
province of residence. Information on
underlying conditions was collected
based on anamnestic data, according
to the following categories:
cardiovascular, respiratory, oncologic,
neurologic, liver; and renal diseases;
metabolic disorders; diabetes;
immunodeficiency; and obesity.
Details on the 4 deaths that occurred
in children were retrieved from the
medical records.

The study was conducted as part of
public health and surveillance
activities for the COVID-19
emergency, which were entrusted to
Istituto Superiore di Sanita.'” Because
of the nature of aggregated data and
the ongoing public health response to
control the outbreak, as well as the
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importance of sharing the research
findings, full ethical approval was not
juridically required for surveillance
activities. However, the Istituto
Superiore di Sanita Research Ethics
Committee was informed.

Statistical Analysis

The x? test for categorical variables
and Kruskal-Wallis test for
continuous variables were used to
compare cases among age groups for
demographic and clinical
characteristics.

The absolute number of pediatric
cases was aggregated by regions and
autonomous provinces as well as the
cumulative incidence (per 100000
inhabitants), calculated by using
population estimates aged <18 years
for 2019 available from the Italian
National Institute of Statistics; 4 areas
were detected on the basis of the
quartiles of the national distribution
of the pediatric population (low,
medium, high, very high). In addition,
on the basis of the severity of COVID-
19 (considering the highest severity
between baseline and follow-up), risk
factors for mild, severe, or critical
outcome versus asymptomatic or
paucisymptomatic clinical state were
evaluated by using a multilevel
(clustered by region) multivariable
logistic regression model, including
sex, age groups (0-1, 2-6, 7-12,
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13-18 years), presence of pre-
existing underlying medical
conditions, and calendar time:
February 20 to March 23 (the first
month of the epidemic), March 24 to
April 15 (3 weeks after the peak of
the epidemic), and April 16 to May 8
(the last 3 weeks of observation
during the declining phase). Finally,
a comparison for demographic and
clinical characteristics was performed
among children (<18 years), adults
(18-64 years), and elderly (=65
years) by using the x? test for
categorical variables and
Kruskal-Wallis test for continuous
variables.

Statistical analysis was conducted by
using the Stata software, version 16
(Stata Corporation, College

Station, TX).

RESULTS

COVID-19 Epidemiology in Children
and Adolescents

In Italy, 16% of the residents are
made up of infants, children, and
adolescents aged <18 years. As of
May 8, 2020, this pediatric population
accounted for 1.8% (3836 of

216 305) of all COVID-19-reported
cases at the national level, with

a variable percentage across the
[talian regions. Considering all
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Epidemic curve by date of positive test result of COVID-19 cases aged <18 years (A) and aged 18 to 64 or =65 years (B), Italy, February 20 to May 8, 2020.
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patients aged <18 years with an
available date of diagnosis (3720,
97%), a continuous daily increase of
the diagnosed cases from February
23 (the first reported pediatric case)
until the peak of the outbreak (March
24-26) was found (2 weeks after the
national lockdown), whereas since
then, a gradual and steady decrease
was observed until the first week of
May (Fig 1A). An interregional
variation for pediatric COVID-19
patients was observed in Italy; the
highest absolute number of patients
was reported in the Northern regions
(Lombardia, Emilia-Romagna, Veneto,
and Piemonte), the most hit by the
epidemic (Fig 2A), whereas major
incidence rates were detected in
Autonomous Province of Trento
(180.6 per 100 000), Valle d’Aosta
(115.1 per 100000 population),

Emilia-Romagna (75.5 per 100 000),
Abruzzo (73.8 per 100 000), and
Autonomous Province of Bolzano
(62.5 per 100 000) (Fig 2B).

Demographic and Clinical
Characteristics of Pediatric Patients

The epidemiological history most
frequently reported was

a relationship with a familial cluster,
followed by a contact with

a confirmed case. Most cases of
COVID-19 occurred in adolescents
aged 13 to 17 years (40.1%),
followed by those in children 7 to 12
(28.9%), 2 to 6 (17.2%), and 0 to 1
(13.8%) years old; the median age
was 11 years, and 51.4% of them
were male (Table 1). The median time
from symptoms onset to diagnosis
increased with age, from 3 days
among infants to 6 days among
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adolescents (P < .001) as well as the
median time from symptoms onset to
hospitalization, from 1 day among
infants to 4 days among adolescents
(P =.001). Overall, the hospitalization
rate was 13.3%, and the highest
percentage of hospital admission
occurred in infants aged =<1 year
(36.6%), followed by children aged 2
to 6 years (12.8%), 13 to 17 years
(8.9%), and 7 to 12 years (8.8%) (P <
.001); the admission rate in ICU was
3.5%, with the highest value among
children aged 2 to 6 years (9.5%) (P =
.010). Preexisting underlying medical
conditions increased with age, from
3.6% in infants =1 year old to 6.0%
in adolescents 13 to 17 years old (P <
.001), and were particularly high
(9.8%) among hospitalized patients;
the most common were respiratory,
cardiovascular, and oncologic
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FIGURE 2

Absolute number (A) and incidence rates per 100 000 population (B) of COVID-19 cases aged <<18 years by Italian regions and autonomous provinces of

diagnosis. IR, incidence rate.
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TABLE 1 Demographic and Epidemiological Characteristics of Individuals

<18 Years of Age With COVID-19 in Italy, February 23 to May 8, 2020

Class of Age, y P
0-1 2-6 7-12 13-17
Total cases, n (%) 528 (13.8) 659 (17.2) 1109 (28.9) 1540 (40.1) —
Female 245 (46.4) 300 (45.5) 542 (48.9) 779 (50.6) 1
Male 283 (53.6) 359 (54.5) 567 (51.1) 761 (49.4) —
Hospitalization, n (%) 193 (36.6) 84 (12.8) 7 (8.8) 137 (8.9) <.001
ICU 5 (26) 8 (9.5 1 (1.0) 4(29) 010
Underlying conditions, n (%) 19 (3.6) 31 (4.7) 64 (5.8) 92 (6.0 <.001
Respiratory disease 0 (0.0 4 (12.9) 9 (14.1) 15 (16.3) 31
Cardiovascular 2 (10.9) 3 (9.7 5 (7.8) 7(7.6) 96
Oncologic 2 (10.5) 3.7 2 (3.1) 4 (4.4) 40
Metabolic, diabetes 1(5.3) 1(3.2) 3 (4.7) 6 (6.5) 90
Neurologic 1 (5.3) 0 (0.0) 3 (4.7) 2 (2.2) 938
Immunodeficiency 1(5.3) 3 (9.7 2 (3.1) 0 (0.0) .04
Disease severity, n (%)
Asymptomatic 3 (20.2) 141 (40.1) 267 (44.5) 334 (39.3) <.001
Paucisymptomatic 3 (20.2) 84 (23.9) 149 (24.8) 216 (25.4) —
Mild 104 (48.8) 104 (29.5) 170 (28.3) 274 (32.2) —
Severe 1(9.9) 20 (5.7) 13 (2.2) 25 (29) —
Critical 2 0.9 3 (09 1(0.2) 1(0.1) —
Recovery, n (%) 322 (61.0) 412 (62.5) 654 (59.0) 968 (62.9) 21
Deaths, n (%) 2 (0.4) 2 (0.3) 0 (0.0) 0 (0.0) 03
Days from symptoms to diagnosis, median (IQR) 3 (1-7) 4 (2-10) 5 (2-11) 6 (2-12) <.001
Days from symptoms to hospitalization, median (IQR) 1 (0-4) 2 (1-5) 2 (1-5) 4 (1-8) .001
Days from symptoms to recovery, median (IQR) 28 (23-37) 27 (22-35) 29 (23-36) 32 (22-39) .06

The X2 test for categorical variables and Kruskal-Wallis test for continuous variables were used to compare the 4 age groups. IQR, interquartile range; —, not applicable.

diseases. Among patients with
available clinical state classification
(2015, 52% of the total), younger
children, particularly infants, showed
the highest proportion of severe
infections (P < .001); specifically, the
proportions of severe or critical state
were 10.8%, 6.5%, 2.4%, and 3.0%
for age groups 0 to 1, 2 to 6, 7 to 12,
and 13 to 17 years old, respectively
(Table 1).

After adjusting for sex, age groups,
underlying medical conditions, and
calendar time of diagnosis, a lower
risk of disease severity (mild, severe,
or critical as compared with
asymptomatic or paucisymptomatic)
was detected with increasing age
compared with infants =1 year old
(2-6 years, odds ratio [OR] = 0.30,
95% confidence interval [CI] =
0.20-0.46; 7 to 12 years, OR = 0.22,
95% CI = 0.15-0.33; 13 to 17 years,
OR = 0.26, 95% CI = 0.18-0.37),
whereas a higher risk was associated
with the presence of =1 preexisting
underlying medical condition (OR =
2.80, 95% CI = 1.74-4.48). The
second period after the peak of the

outbreak was associated with a lower
risk of disease severity as compared
with the first month (February 23 to
March 23) of the epidemic (OR = 0.61,
95% CI = 0.47-0.80, March 24 to
April 15; OR = 0.33, 95% CI
0.23-0.46, April 16 to May 8);
moreover, high interregional variation
was observed, and approximately half
of the disease severity variability was
attributable to the region effect
(Table 2).

COVID-19-Related Deaths in Children

Four deaths were reported in
children, and clinical details are
described below.

The first case was of a 5-year-old girl
who died in hospital with SARS-CoV-2
pneumonia. The patient had a type-2
mucolipidosis (an inherited metabolic
disease) associated with hypertrophic
cardiomyopathy, with thickening of
the mitral and aortic valves and sleep
apnea syndrome. The patient was
treated with antibiotics and
corticosteroids, then oxygen was
added, but when the general
conditions deteriorated, a palliative

care protocol was started. The second
case was of an infant aged 2 months
with Williams syndrome, a rare
multisystemic genetic disease of
neurologic development,
characterized by typical facial
features, heart disease (especially
supravalvular aortic stenosis), and
cognitive, developmental, and
connective tissue abnormalities (joint
laxity). The infant presented stenosis
and hypoplasia of the pulmonary
arteries and supravalvular aortic
stenosis. He was admitted for cardiac
surgery and underwent a complex
surgical procedure. Although he
survived the procedure, he remained
on extracorporeal membrane
oxygenation and could never be
weaned from that in the following
days and finally died 10 days after the
surgery. The third case was of an
infant aged 6 months with a rare and
aggressive form of cancer (ie, an
extrarenal malignant rhabdoid
tumor) who underwent 10 cycles of
chemotherapy and developed fever
associated to neutropenia and
pneumonia. The last case was of a 6-
year-old girl who suffered from heart
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TABLE 2 Risk Factors for Disease Severity (Mild, Severe, or Critical Versus Asymptomatic, Paucisymptomatic) in Individuals <18 Years of Age; Multilevel
Multivariable Logistic Regression Model, Italy, February 23 to May 8, 2020

Risk factors

Disease Severity

OR 95% Cl P
Sex
Male Reference — —
Female 0.96 0.77-1.20 73
Class of age, y
0-1 Reference — —
2-6 0.30 0.20-0.46 <.001
7-12 0.22 0.15-0.33 <.001
13-17 0.26 0.18-0.37 <.001
Underlying conditions
No Reference — —
Yes 2.80 1.74-4.48 <.001
Calendar time
February 23 to March 23 Reference — —
March 24 to April 15 0.61 0.47-0.80 <.001
April 16 to May 8 0.33 0.23-0.46 <.001
Regions (random effect)
Variance among regions 418 2.04-8.59 <.001
IGC (%) 56.0 38.2-72.3 —
ICC, intraclass correlation (proportion of variation that is attributable to the effect of clustering [ltalian regions]); —, not applicable.
failure and underwent a mitral significantly increased with age (P < DISCUSSION

annuloplasty due to severe mitral
insufficiency and left ventricular
dysfunction. This hospitalization was
associated with a series of
complications, consisting of
superinfection and deterioration of
cardiac failure.

Based on medical records and from
the treating physicians’ notes, all 4
children died of a deterioration of
very compromised conditions, and to
a certain extent the impact of SARS-
CoV-2 infection may have aggravated
the situation but does not seem to be
the underlying cause of death.

CGomparison Among Pediatric, Adult,
and Elderly Populations

Evolution of the reported COVID-19
cases in Italy followed a similar trend
among children (<18 years), adults
(18-64 years), and elderly (=65
years) from February to May (Fig 1 A
and B). More female individuals were
affected by COVID-19, except for
those aged <18 years (P < .001)
(Table 3); men showed more severe
symptoms compared with women

(P < .001) among adults and elderly,
whereas no sex difference was found
among children. Hospitalization rate

.001); indeed, 13.3% of children were
hospitalized compared with adults
(28.3%) and elderly (49.9%), and
among hospitalized patients, adults
(13.0%) were the most admitted in
ICU (P < .001) as compared with
children (3.5%) and elderly (10.2%)
(Table 3). Disease severity also
significantly increased with age (P <
.001); 4.2% of children had severe or
critical symptoms, compared with
adults (17.2%) and elderly (41.1%),
whereas 63.4% of children were
asymptomatic or paucisymptomatic,
compared with adults (44.0%) and
elderly (27.3%). About half of
patients recovered within 1 month
from the onset of the disease; the
recovery rate was higher in children
(38.6%) and adults (41.9%)
compared with the elderly (20.2%)
(P < .001). Moreover, a shorter
period from symptoms onset to
hospitalization and recovery was
found among children compared with
older ages (P < .001). In general,
pediatric patients with COVID-19 had
a good prognosis, although 4 deaths
occurred, whereas the mortality rate
was 5.8% among adults with
underlying medical conditions and
25.8% among the elderly.

This is the first large study offering
a comprehensive picture of the
pediatric population diagnosed with
SARS-CoV-2 infection in Italy. After
the first indigenous case of COVID-19
diagnosed on February 20, the
number of cases rapidly increased
nationwide until the peak of the
epidemic, which occurred ~2 weeks
after the national lockdown declared
on March 11. A steady and gradual
decrease has been observed since
March 26; however, data referred to
the last week of observation (May
2-8) might be influenced by reporting
delay of the more recently diagnosed
cases. Of note, the median delay
between the date of symptoms onset
and the date of the positive test result
in the 3 study periods was 3, 5, and 9
days, respectively.

As of May 8, 2020, just after the start
of the lockdown easing in Italy,
patients <18 years old accounted for
1.8% of all reported COVID-19 cases.
This relatively low burden among
children has also been observed in
other countries,*®'° but the age
distribution might reflect testing
policies and case definitions, which
usually include the presence of
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TABLE 3 Demographic and Clinical Characteristics of Children, Adults, and Elderly With COVID-19 in Italy, February 20 to May 8, 2020

Children <18 y

Adults 18-64 y

Elderly =65y P

Median age (IQR)

11 (5-19)

49 (39-56)

81 (73-87) —

Total cases, n (%) 3836 (1.8) 111431 (51.5) 100977 (46.7) —
Female 1866 (48.6) 59245 (53.3) 54 432 (54.0) —
Male 1970 (51.4) 51957 (46.7) 46438 (46.0) <.001

Hospitalization, n (%) 511 (13.3) 31547 (28.3) 50347 (49.9) <.001
ICU 18 (3.5) 4115 (13.0) 5127 (10.2) <.001

Underlying conditions, n (%) 206 (5.4) 22570 (20.2) 54412 (53.9) <.001

Disease severity, n (%)

Asymptomatic 785 (39.0) 7959 (20.0) 3539 (13.0) <.001
Paucisymptomatic 492 (24.4) 9523 (24.0) 3885 (14.3) —
Mild 652 (32.4) 15422 (38.9) 8627 (31.7) —
Severe 79 (3.9 5854 (14.8) 9519 (35.0) —
Critical 7 (0.3) 940 (2.4) 1661 (6.1) —

Recovery, n (%) 1480 (38.6) 46 665 (41.9) 20346 (20.2) <.001

Deaths, n (%) 4 (0.1) 2428 (2.2) 26011 (25.8) <.001

Days from symptoms to diagnosis (median, IQR) 5 (2-11) 6 (3-11) 6 (2-10) <.001

Days from symptoms to hospitalization (median, IQR) 2 (1-5) 7 (3-10) 5 (2-9) <.001

Days from symptoms to recovery (median, IQR) 29 (23-37) 32 (24-40) 35 (27-43) <.001

XZ test for categorical variables and Kruskal-Wallis test for continuous variables were used to compare the 3 age groups. IQR, Interquartile range; —, not applicable.

symptoms; moreover, it may be
possible that the small proportion of
infected children reflects a lower risk
of younger subjects developing
disease symptoms. Of note, a survey
conducted in the municipality of Vo’
in Italy revealed a prevalence of
SARS-CoV-2 infection of 2.6% in the
population, and 43.2% of the
confirmed cases were
asymptomatic.?® At the national level,
the disease cumulative incidence rate
was 40 per 100000 and 419 per
100 000 in subjects aged <18 and
=18 years, respectively. The
distribution of pediatric cases varied
throughout the country, with most of
them concentrated in northern Italy;
however, differences in incidence
rates may be due to different testing
strategies implemented at the local
level (ie, children with a more serious
infection are more likely to be tested)
or to existing specific clusters.
Furthermore, children were usually
diagnosed with COVID-19 after
exposure to an infected adult within
the family circle. Children of all ages
were found positive to COVID-19,
suggesting that susceptibility is always
present. Clinical manifestations were
less severe than in adults; however,
among pediatric patients, younger
children were more vulnerable,
particularly infants aged =1 year, who

were hospitalized in approximately

a third of cases; instead, children aged
2 to 6 years were the most frequently
admitted in ICU.

Lower risk of disease severity was
detected with increasing age, whereas
a higher risk was associated with the
presence of pre-existing underlying
medical conditions. Moreover, our
study highlighted that the second
period of the outbreak was associated
with a lower risk of severe disease.
Indeed, the percentage of pediatric
patients with severe or critical
symptoms slightly decreased over
time, from 5.4% in the first month of
the outbreak to 3.5% during the last
3 weeks of the observation period, as
did the percentage of patients with
mild symptoms, from 43.4% to
28.9%. Nevertheless, this seems due
more to the effect of the phase of the
epidemic (during the peak of the
outbreak, only subjects with clear
signs and symptoms of the disease
were tested) and probably to a more
efficient health care provision due to
a decreasing number of cases in the
second phase rather than to a change
in the pathogenicity of the SARS-CoV-
2. The shifts of COVID-19 in terms of
clinical presentation and outcome as
the disease moved out from China
into Europe and the rest of the world

is still under debate; however, our
data support the hypothesis that the
disease course and severity have not
undergone major changes. The
evolution of the virus throughout the
pandemic is not occurring faster than
expected compared with other
viruses during an outbreak.*!
Different clades are emerging as
COVID-19 spread worldwide, and

a study in which researchers
performed genetic analyses of 86
complete or near-complete genomes
of SARS-CoV-2 from 12 countries
revealed many mutations and
deletions on coding and noncoding
regions.?? This provided evidence of
the genetic diversity and evolution of
this novel coronavirus, although it
does not mean that the emerged new
strains are more pathogenic than
others circulating right now.*!

Our findings are in line with those in
published studies in which authors
describe the epidemiology of COVID-
19 among pediatric patients in
China'®?? and the United States,?* in
terms of percentage of children on
the overall population, clinical
severity, hospitalization, and
outcome.

As reflected in our analysis, authors
of previous studies also showed that
children of all ages are susceptible to
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SARS-CoV-2 infection, but they seem
to be less affected than the adult
population, besides presenting with
milder symptoms.?>?>2¢ Although

a minority of children with COVID-19
require hospitalization, severe cases
have been reported.m'27 Moreover,
although children are most commonly
infected through familial clusters,
they were less likely to become
positive, when exposed, than adults.?®
Concerning the disease severity,
especially for the more severe cases,
our data were comparable with a study
on 2135 children from China including
728 laboratory-confirmed cases, in
which researchers found that 5% were
severe (presenting hypoxemia, dyspnea,
central cyanosis), and <1% were critical
(with respiratory failure, acute
respiratory distress syndrome, shock).?*

It is unclear why children showed
milder symptoms of COVID-19. A
cytokine storm has been involved in
the pathogenesis of severe forms of
the disease in adults?’; therefore, one
possible explanation could be

a weaker immune response to SARS-
CoV-2 in children compared with
adults. Other hypotheses take into
account a possible viral “competition”
in the respiratory tract of young
children and the expression of the
angiotensin-converting enzyme 2
receptor. In the first scenario, viral
interference may lead to a lower viral
load in children. As for the
angiotensin-converting enzyme 2
receptor, it acts as the receptor for
SARS-CoV-2 and it may be expressed
differently in the respiratory tract of
children compared with adults.3*3*

A recent study showed that the viral
load of symptomatic and
asymptomatic patients were similar,
and asymptomatic patients can still
infect others.>? These “silent patients”
may remain undiagnosed and be able
to spread the disease to large
numbers of people.>® However, the
extent to which children can act as
sources of infection is still under
debate, also because of physical
distancing and the closure of schools.

Of note, the European Centre for
Disease Prevention and Control is
closely following the information
about the emergence of

a postinflammatory syndrome in
children in Europe, with a possible
connection to COVID-19,34 and on
May 15, 2020, the World Health
Organization gave a preliminary case
definition because of the urgent need
for the collection of standardized data
describing clinical presentations,
severity, outcomes, and
epidemiology.>®

Unfortunately, the data reported in
our database do not allow the
identification of children with

a multisystem inflammatory disorder.

Before drawing any conclusion, some
limits of the study should be
mentioned. In particular, the data
were collected in a continuous
consolidation phase and, as
foreseeable in an emergency
situation, some information was
incomplete. Moreover, different
testing strategies may have been
applied regionally because each
region is responsible for planning and
organizing its health services;
therefore, the number of swabs per
residents, as well as the ability to
detect less serious cases in the period
after the epidemic peak, varied in the
[talian regions. Finally, we were unable
to assess clinical data, such as chest
radiography, pulmonary lesions, and
hematologic and biochemical
parameters; therefore, additional studies
are required to understand clinical and
laboratory findings associated with
pediatric cases of COVID-19.

CONCLUSIONS

Pediatric cases account for a small
percentage of COVID-19 patients in
[taly, and disease in children was often
milder than in adults. Severe disease
cases in children were associated with
younger age and underlying conditions.
Infection control measures should be
implemented to prevent COVID-19
nosocomial spread, with the need to

protect vulnerable individuals and
children with serious underlying
conditions.

A widespread availability of testing
may allow us to better understand
the infection in children, giving
important insights into disease
pathogenesis, health care practices,
and public health policies.

ACKNOWLEDGMENTS

We thank all local health personnel
involved in the COVID-19 outbreak.

The COVID-19 working group is as
follows: Paolo D’Ancona, Andrea
Siddu, Roberta Urciuoli, Stefania
Giannitelli, Paola Stefanelli,
Alessandra Ciervo, Corrado Di
Benedetto, and Marco Tallon, (Istituto
Superiore di Sanita); regional
representatives: Manuela Di Giacomo
(Abruzzo), Michele La Bianca
(Basilicata), Anna Domenica Mignuoli
(Calabria), Angelo D’Argenzio
(Campania), Erika Massimiliani
(Emilia-Romagna), Tolinda Gallo
(Friuli Venezia Giulia), Paola
Scognamiglio (Lazio), Camilla Sticchi
(Liguria), Danilo Cereda (Lombardia),
Daniel Fiacchini (Marche), Francesco
Sforza (Molise), Maria Grazia Zuccaro
(P.A. Bolzano), Pier Paolo Benetollo
(P.A. Trento), Daniela Tiberti
(Piemonte), Maria Chironna (Puglia),
Maria Antonietta Palmas (Sardegna),
Salvatore Scondotto (Sicilia), Lucia
Pecori (Toscana), Anna Tosti
(Umbria), and Mauro Ruffier

(Valle D’Aosta); and Filippo Da Re
(Veneto).

ABBREVIATIONS

CI: confidence interval
COVID-19: coronavirus disease
OR: odds ratio
RT-PCR: reverse transcription
polymerase chain
reaction
SARS-CoV-2: severe acute respira-
tory syndrome
coronavirus 2

Downloaded from www.aappublications.org/news at University of North Texas--Denton on January 19, 2021

BELLINO et al



Address correspondence to Stefania Bellino, PhD, Department of Infectious Diseases, Istituto Superiore di Sanita, viale Regina Elena, 299, 00161 Rome, Italy.

E-mail: stefania.bellino@iss.it

PEDIATRICS (ISSN Numbers: Print, 0031-4005; Online, 1098-4275).

Copyright © 2020 by the American Academy of Pediatrics

FINANCIAL DISCLOSURE: The authors have indicated they have no financial relationships relevant to this article to disclose.

FUNDING: No external funding.

POTENTIAL CONFLICT OF INTEREST: The authors have indicated they have no potential conflicts of interest to disclose.

REFERENCES

1. World Health Organization. Novel
coronavirus — China. 2020. Available at:
https://www.who.int/csr/don/12-
january-2020-novel-coronavirus-china/
en/. Accessed August 25, 2020

2. Huang C, Wang Y, Li X, et al. Clinical
features of patients infected with 2019
novel coronavirus in Wuhan, China.
Lancet. 2020;395(10223):497-506

3. Zhu N, Zhang D, Wang W, et al; China
Novel Coronavirus Investigating and
Research Team. A novel coronavirus
from patients with pneumonia in China,
2019. N Engl J Med. 2020;382(8):727—733

4. Guzzetta G, Poletti P, Ajelli M, et al.
Potential short-term outcome of an
uncontrolled COVID-19 epidemic in
Lombardy, Italy, February to March
2020. Euro Surveill. 2020;25(12):2000293

5. Wu Z, McGoogan JM. Characteristics of
and Important Lessons From the
Coronavirus Disease 2019 (COVID-19)
Qutbreak in China: Summary of
a Report of 72 314 Cases From the
Chinese Center for Disease Control and
Prevention. JAMA. 2020;323(13):
1239-1242

6. Riccardo F, Ajelli M, Andrianou X, et al.
Epidemiological characteristics of
COVID-19 cases in Italy and estimates of
the reproductive numbers one month
into the epidemic. medRxiv. Preprint
posted online April 11, 2020.

7. Zimmermann P, Curtis N. Coronavirus
infections in children including COVID-
19: an overview of the epidemiology,
clinical features, diagnosis, treatment
and prevention options in children.
Pediatr Infect Dis J. 2020;39(5):355—368

8. World Health Organization. Laboratory
testing strategy recommendations for
COVID-19: interim guidance. 2020.
Available at: https://apps.who.int/iris/bi

tstream/handle/10665/331509/WHO-
COVID-19-lab_testing-2020.1-eng.pdf?se
quence=1&isAllowed=y. Accessed
August 25, 2020

. World Health Organization. Global

surveillance for human infection with
coronavirus disease (COVID-19).
Available at: https://www.who.int/
publications-detail/global-surveillance-
for-human-infection-with-novel-
coronavirus-(2019-ncov). Accessed
March 20, 2020

. Garazzino S, Montagnani C, Dona D,

et al; The Italian Sitip-Sip Pediatric
Infection Study Group. Multicentre
Italian study of SARS-CoV-2 infection in
children and adolescents, preliminary
data as at 10 April 2020. Euro Surveill.
2020;25(18):2000600

. European Centre for Disease Prevention

and Control. Case definition and
European surveillance for coronavirus
disease (COVID-19), as of May 29, 2020.
Available at: https://www.ecdc.europa.
eu/en/covid-19/surveillance/case-
definition. Accessed August 25, 2020

. Italian Ministry of Health. Ministerial

decree N. 0007922, 09/03/2020 - COVID-
19. Aggiornamento della definizione di
caso. 2020. Available at: www.trovanorme.
salute.gov.it/norme/renderNormsanPdf?
anno=2020&codLeg=73669&parte=1%
20&serie=null. Accessed August 25, 2020

. Italian Ministry of Health. Ministerial

decree N. 11715, 03/04/2020 - COVID-19.
Aggiornamento della definizione di
caso. 2020. Available at: www.trovanorme.
salute.gov.it/norme/renderNormsanPdf?
anno=2020&codlLeg=73799&parte=1%
20&serie=null. Accessed August 25, 2020

. Italian Ministry of Health.

Comunicazione del Cts sulla definizione
di paziente guarito. [Definition of

15.

16.

17.

18.

19.

20.

21.

recovered patient]. Available at: www.sa
lute.gov.it/portale/nuovocoronavirus/de
ttaglioNotizieNuovoCoronavirus. jsp?li
ngua=italiano&menu=notizie&p=dalmi
nistero&id=4274. Accessed August 25,
2020

Corman VM, Landt 0, Kaiser M, et al.
Detection of 2019 novel coronavirus
(2019-nCoV) by real-time RT-PCR. Euro
Surveill. 2020;25(3):2000045

Centers for Disease Gontrol and
Prevention. Information for
laboratories about coronavirus (COVID-
19). Available at: https://www.cdc.gov/
coronavirus/2019-ncov/lab/rt-pcr-
detection-instructions.html. Accessed
August 25, 2020

Presidenza del Consiglio dei Ministri,
Dipartimento della protezione Givile.
Covid-19, Ordinanza 640 del 27.02.2020:
Gazzetta Ufficiale n. 50, 28.02.2020

European Gentre for Disease Prevention
and Control. Coronavirus disease 2019
(COVID-19) in the EU/EEA and the UK —
eighth update. 2020. Available at:
https://www.ecdc.europa.eu/sites/
default/files/documents/covid-19-rapid-
risk-assessment-coronavirus-disease-
2019-eighth-update-8-april-2020.pdf.
Accessed August 25, 2020

Choi SH, Kim HW, Kang JM, Kim DH, Cho
EY. Epidemiology and clinical features of
coronavirus disease 2019 in children.
Clin Exp Pediatr. 2020;63(4):125—132

Lavezzo E, Franchin E, Giavarella G, et al.
Suppression of COVID-19 outbreak in
the municipality of Vo', Italy. medRxiv.
Preprint posted online April 18, 2020.
doi: 10.1101/2020.04.17.20053157

The John Hopkins Center for Health.
SARS-CoV-2 genetics. 2020. Available at:
https://www.centerforhealthsecurity.
org/resources/COVID-19/COVID-19-fact-

Downloaded from www.aappublications.org/news at University of North Texas--Denton on January 19, 2021

PEDIATRICS Volume 146, number 4, October 2020


mailto:stefania.bellino@iss.it
https://www.who.int/csr/don/12-january-2020-novel-coronavirus-china/en/
https://www.who.int/csr/don/12-january-2020-novel-coronavirus-china/en/
https://www.who.int/csr/don/12-january-2020-novel-coronavirus-china/en/
https://apps.who.int/iris/bitstream/handle/10665/331509/WHO-COVID-19-lab_testing-2020.1-eng.pdf?sequence=1&amp;isAllowed=y
https://apps.who.int/iris/bitstream/handle/10665/331509/WHO-COVID-19-lab_testing-2020.1-eng.pdf?sequence=1&amp;isAllowed=y
https://apps.who.int/iris/bitstream/handle/10665/331509/WHO-COVID-19-lab_testing-2020.1-eng.pdf?sequence=1&amp;isAllowed=y
https://apps.who.int/iris/bitstream/handle/10665/331509/WHO-COVID-19-lab_testing-2020.1-eng.pdf?sequence=1&amp;isAllowed=y
https://www.who.int/publications-detail/global-surveillance-for-human-infection-with-novel-coronavirus-(2019-ncov)
https://www.who.int/publications-detail/global-surveillance-for-human-infection-with-novel-coronavirus-(2019-ncov)
https://www.who.int/publications-detail/global-surveillance-for-human-infection-with-novel-coronavirus-(2019-ncov)
https://www.who.int/publications-detail/global-surveillance-for-human-infection-with-novel-coronavirus-(2019-ncov)
https://www.ecdc.europa.eu/en/covid-19/surveillance/case-definition
https://www.ecdc.europa.eu/en/covid-19/surveillance/case-definition
https://www.ecdc.europa.eu/en/covid-19/surveillance/case-definition
www.trovanorme.salute.gov.it/norme/renderNormsanPdf?anno=2020&amp;codLeg=73669&amp;parte=1%20&amp;serie=null
www.trovanorme.salute.gov.it/norme/renderNormsanPdf?anno=2020&amp;codLeg=73669&amp;parte=1%20&amp;serie=null
www.trovanorme.salute.gov.it/norme/renderNormsanPdf?anno=2020&amp;codLeg=73669&amp;parte=1%20&amp;serie=null
www.trovanorme.salute.gov.it/norme/renderNormsanPdf?anno=2020&amp;codLeg=73669&amp;parte=1%20&amp;serie=null
www.trovanorme.salute.gov.it/norme/renderNormsanPdf?anno=2020&amp;codLeg=73799&amp;parte=1%20&amp;serie=null
www.trovanorme.salute.gov.it/norme/renderNormsanPdf?anno=2020&amp;codLeg=73799&amp;parte=1%20&amp;serie=null
www.trovanorme.salute.gov.it/norme/renderNormsanPdf?anno=2020&amp;codLeg=73799&amp;parte=1%20&amp;serie=null
www.trovanorme.salute.gov.it/norme/renderNormsanPdf?anno=2020&amp;codLeg=73799&amp;parte=1%20&amp;serie=null
www.salute.gov.it/portale/nuovocoronavirus/dettaglioNotizieNuovoCoronavirus.jsp?lingua=italiano&amp;menu=notizie&amp;p=dalministero&amp;id=4274
www.salute.gov.it/portale/nuovocoronavirus/dettaglioNotizieNuovoCoronavirus.jsp?lingua=italiano&amp;menu=notizie&amp;p=dalministero&amp;id=4274
www.salute.gov.it/portale/nuovocoronavirus/dettaglioNotizieNuovoCoronavirus.jsp?lingua=italiano&amp;menu=notizie&amp;p=dalministero&amp;id=4274
www.salute.gov.it/portale/nuovocoronavirus/dettaglioNotizieNuovoCoronavirus.jsp?lingua=italiano&amp;menu=notizie&amp;p=dalministero&amp;id=4274
www.salute.gov.it/portale/nuovocoronavirus/dettaglioNotizieNuovoCoronavirus.jsp?lingua=italiano&amp;menu=notizie&amp;p=dalministero&amp;id=4274
https://www.cdc.gov/coronavirus/2019-ncov/lab/rt-pcr-detection-instructions.html
https://www.cdc.gov/coronavirus/2019-ncov/lab/rt-pcr-detection-instructions.html
https://www.cdc.gov/coronavirus/2019-ncov/lab/rt-pcr-detection-instructions.html
https://www.ecdc.europa.eu/sites/default/files/documents/covid-19-rapid-risk-assessment-coronavirus-disease-2019-eighth-update-8-april-2020.pdf
https://www.ecdc.europa.eu/sites/default/files/documents/covid-19-rapid-risk-assessment-coronavirus-disease-2019-eighth-update-8-april-2020.pdf
https://www.ecdc.europa.eu/sites/default/files/documents/covid-19-rapid-risk-assessment-coronavirus-disease-2019-eighth-update-8-april-2020.pdf
https://www.ecdc.europa.eu/sites/default/files/documents/covid-19-rapid-risk-assessment-coronavirus-disease-2019-eighth-update-8-april-2020.pdf
https://www.centerforhealthsecurity.org/resources/COVID-19/COVID-19-fact-sheets/200128-nCoV-whitepaper.pdf
https://www.centerforhealthsecurity.org/resources/COVID-19/COVID-19-fact-sheets/200128-nCoV-whitepaper.pdf

22.

23.

24.

25.

26.

27.

sheets/200128-nCoV-whitepaper.pdf.
Accessed August 25, 2020

Phan T. Genetic diversity and evolution
of SARS-CoV-2. Infect Genet Evol. 2020,
81:104260

Dong Y, Mo X, Hu Y, et al. Epidemiology
of GOVID-19 among children in China.
Pediatrics. 2020;145(6):€20200702

CDC COVID-19 Response Team.
Coronavirus disease 2019 in children -
United States, February 12-April 2, 2020.
MMWR Morb Mortal Wkly Rep. 2020,
69(14):422-426

Lu X, Zhang L, Du H, et al; Chinese
Pediatric Novel Coronavirus Study
Team. SARS-CoV-2 infection in children.
N Engl J Med. 2020;382(17):1663—1665

Wei M, Yuan J, Liu Y, Fu T, Yu X, Zhang ZJ.
Novel coronavirus infection in

hospitalized infants under 1 year of age
in China. JAMA. 2020;323(13):1313-1314

Castagnoli R, Votto M, Licari A, et al.
Severe acute respiratory syndrome
coronavirus 2 (SARS-CoV-2) infection in
children and adolescents: a systematic

28.

29.

30.

31.

32.

review [published online ahead of print
April 22, 2020]. JAMA Pediatr. doi:
10.1001/jamapediatrics.2020.1467

Li W, Zhang B, Lu J, et al. The
characteristics of household
transmission of COVID-19 [published
online ahead of print April 17, 20201.
Clin Infect Dis. doi: 10.1093/cid/ciaa450

Mehta P, McAuley DF, Brown M, Sanchez
E, Tattersall RS, Manson JJ; HLH Across
Speciality Gollaboration, UK. COVID-19:
consider cytokine storm syndromes
and immunosuppression. Lancet. 2020;
395(10229):1033-1034

Ludvigsson JF. Systematic review of
COVID-19 in children shows milder
cases and a better prognosis than
adults. Acta Paediatr. 2020;109(6):
1088—-1095

Brodin P. Why is COVID-19 so mild in
children? Acta Paediatr. 2020;109(6):
1082—-1083

Zou L, Ruan F, Huang M, et al. SARS-CoV-
2 viral load in upper respiratory

33.

34.

35.

specimens of infected patients. N Eng/
J Med. 2020;382(12):1177-1179

Qian G, Yang N, Ma AHY, et al. GOVID-19
Transmission Within a Family Cluster
by Presymptomatic Carriers in

China. Clin Infect Dis. 2020;71(15):
861-862

European Gentre for Disease Prevention
and Control. Rapid risk assessment:
paediatric inflammatory multisystem
syndrome and SARS-GoV-2 infection in
children. 2020. Available at: https://
www.ecdc.europa.eu/en/publications-
data/paediatric-inflammatory-
multisystem-syndrome-and-sars-cov-2-
rapid-risk-assessment. Accessed August
25, 2020

World Health Organization. Multisystem
inflammatory syndrome in children and
adolescents with COVID-19. 2020.
Available at: https://www.who.int/
publications-detail/multisystem-
inflammatory-syndrome-in-children-
and-adolescents-with-covid-19.
Accessed August 25, 2020

Downloaded from www.aappublications.org/news at University of North Texas--Denton on January 19, 2021

BELLINO et al


https://www.centerforhealthsecurity.org/resources/COVID-19/COVID-19-fact-sheets/200128-nCoV-whitepaper.pdf
https://www.ecdc.europa.eu/en/publications-data/paediatric-inflammatory-multisystem-syndrome-and-sars-cov-2-rapid-risk-assessment
https://www.ecdc.europa.eu/en/publications-data/paediatric-inflammatory-multisystem-syndrome-and-sars-cov-2-rapid-risk-assessment
https://www.ecdc.europa.eu/en/publications-data/paediatric-inflammatory-multisystem-syndrome-and-sars-cov-2-rapid-risk-assessment
https://www.ecdc.europa.eu/en/publications-data/paediatric-inflammatory-multisystem-syndrome-and-sars-cov-2-rapid-risk-assessment
https://www.ecdc.europa.eu/en/publications-data/paediatric-inflammatory-multisystem-syndrome-and-sars-cov-2-rapid-risk-assessment
https://www.who.int/publications-detail/multisystem-inflammatory-syndrome-in-children-and-adolescents-with-covid-19
https://www.who.int/publications-detail/multisystem-inflammatory-syndrome-in-children-and-adolescents-with-covid-19
https://www.who.int/publications-detail/multisystem-inflammatory-syndrome-in-children-and-adolescents-with-covid-19
https://www.who.int/publications-detail/multisystem-inflammatory-syndrome-in-children-and-adolescents-with-covid-19

COVID-19 Disease Severity Risk Factorsfor Pediatric Patientsin Italy
Stefania Bellino, Ornella Punzo, Maria Cristina Rota, Martina Del Manso, Alberto
Mateo Urdiales, Xanthi Andrianou, Massimo Fabiani, Stefano Boros, FeniciaVescio,
Flavia Riccardo, Antonino Bella, Antonietta Filia, Giovanni Rezza, Alberto Villani,
Patrizio Pezzotti and COVID-19 WORKING GROUP
Pediatrics 2020;146;

DOI: 10.1542/peds.2020-009399 originally published online July 14, 2020;

Updated Information & including high resolution figures, can be found at:
Services http://pediatrics.aappublications.org/content/146/4/e2020009399
References This article cites 18 articles, 1 of which you can access for free at:

http://pediatrics.aappublications.org/content/146/4/e2020009399#4BI
BL

Permissions & Licensing Information about reproducing this article in parts (figures, tables) or
initsentirety can be found online at:
http://www.aappublications.org/site/misc/Permissions.xhtml

Reprints Information about ordering reprints can be found online:
http://www.aappublications.org/site/misc/reprints.xhtml

American Academy of Pediatrics

DEDICATED TO THE HEALTH OF ALL CHILDREN®

Downloaded from www.aappublications.org/news at University of North Texas--Denton on January 19, 2021



http://http://pediatrics.aappublications.org/content/146/4/e2020009399
http://pediatrics.aappublications.org/content/146/4/e2020009399#BIBL
http://pediatrics.aappublications.org/content/146/4/e2020009399#BIBL
http://www.aappublications.org/site/misc/Permissions.xhtml
http://www.aappublications.org/site/misc/reprints.xhtml

PEDIATRICS

OFFICIAL JOURNAL OF THE AMERICAN ACADEMY OF PEDIATRICS

COVID-19 Disease Severity Risk Factorsfor Pediatric Patientsin Italy
Stefania Bellino, Ornella Punzo, Maria Cristina Rota, Martina Del Manso, Alberto
Mateo Urdiales, Xanthi Andrianou, Massimo Fabiani, Stefano Boros, FeniciaVescio,
Flavia Riccardo, Antonino Bella, Antonietta Filia, Giovanni Rezza, Alberto Villani,
Patrizio Pezzotti and COVID-19 WORKING GROUP
Pediatrics 2020;146;

DOI: 10.1542/peds.2020-009399 originally published online July 14, 2020;

The online version of this article, along with updated information and services, is
located on the World Wide Web at:
http://pediatrics.aappublications.org/content/146/4/€2020009399

Pediatricsisthe official journal of the American Academy of Pediatrics. A monthly publication, it
has been published continuously since 1948. Pediatrics is owned, published, and trademarked by
the American Academy of Pediatrics, 345 Park Avenue, Itasca, lllinois, 60143. Copyright © 2020
by the American Academy of Pediatrics. All rights reserved. Print ISSN: 1073-0397.

American Academy of Pediatrics

DEDICATED TO THE HEALTH OF ALL CHILDREN®

Downloaded from www.aappublications.org/news at University of North Texas--Denton on January 19, 2021


http://pediatrics.aappublications.org/content/146/4/e2020009399

