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Antibiotic prescribing in patients with COVID-19: rapid review and
meta-analysis
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Background

The proportzon of patients infected with SARS-CoV-2 thar are prescnbed antibiotics 15 uocertan, and may
contribute to paticat harm and global antibsotic resistance

Objective

The aum was 1o estimate the prevalence and associated factors of annhbsotic prescnbme 1 patients with
COVID-19

Study Eligibility Criteria

We included mndomized controlled trials: cobort studies: case series with > 10 patients: and experunental
or observational design that evaluated antibiotic prescribing.

Participants

The study participants were patients with laboratory-confirmed SARS-CoV-2 infection, across all
healthcare settings (hospital and commuunity) and age groups (paediatric and adult),

Methods

The main outcome of interest was proportion of COVID-19 patients prescribed an antibiotic, stratified by
geographical region, severity of illness and age. We pooled proportion data using random effects meta-
nnalysis

Results

We screened 7469 studies, from which 154 were included in the final analysis. Antibiotic data were
available from 30 623 patients, The prevalence of antibjotic prescribing was 74.6% (95% C1 68.3-80,0%)

On univariable meta-regression, antibiotic prescribing was lower in children (prescribing prevalence odds
ratio (OR) 0.10, 95% C1 0.03-0.33) compared with adults. Antibiotic prescribing was higher with

-

increasing patient age (OR 1.45 per 10 year increase, 95% C1 1.18-1.77) and higher with increasing
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Estimated bacterial co-infection was 8.6% (95% C14,7-15.2%) from 31 studies

Conclusions

Three-quarters of patients with COVID- 19 receive antibiotics, prescribing is significantly higher than the

estimated prevalence of bacterial co-infection. Unnecessary antibiotic use is likely 1o be high in patients
with COVID-19
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Bacterial Superinfection Is
Found in a Minority of

Patients Admitted with
COVID-19 Respiratory Failure

Patricia Kritek, MD, reviewing Pickens CO et al. Am |
Respir Crit Care Med 2021 Oct 15

More frequent use of bronchoalveolar lavage might
minimize empirical broad-spectrum antibiotic coverage for
patients with COVID-19.

When patients with COVID-19 are admitted to the
intensive care unit, guidelines recommend empirical
coverage for bacterial superinfection with community-
associated pathogens. Broad-spectrum antibiotics also
are given commonly when concern is raised for
ventilator-associated pneumonia (VAP), often without
sampling of lower airspaces to minimize risk to
clinicians.
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Chicago hospital performed bronchoalveolar lavage
(BAL) on all 179 patients admitted with respiratory
failure due to COVID-19 during a 4-month period; three

quarters of patients had initial BAL within 48 hours of
admission. Additional BAL was performed in COVID-19
patients when clinical concern for VAP was

Fluid was sent for both quantitative culture and
multiplex polymerase chain reaction (PCR) testing.

After initial BAL, bacteria were detected in 21% of
patients. Only three patients had resistant organisms
(i.e., methicillin-resistant Staphylococcus aureus or
Stenotrophomonas maltophilia); all three patients had
received antibiotics previously. Other clinical criteria did

statistically different between patients with early
bacterial superinfection and other patients. Almost all
patients had BALs to assess for VAP at some point; half
of these were unrevealing. Only seven VAPs were
diagnosed with PCR alone (i.e., negative culture), and
fewer than one third were caused by resistant
organisms.

COMMENT

Most patients admitted with respiratory failure due

to COVID-19 do not need empirical bacterial
coverage. However, determining which patients do
need such coverage is difficult. Although routine

standard practice (and | don't think should be),
these results suggest that more-aggressive lower
airway sampling can b« A ‘ficial, particularly to
avoid unnecessary antibiotic use.



* Va fi o prezentare despre noul coronavirus si copii.

» Scopul prezentarii este acela de a trece in revista particularitatile
infectiei SARS-CoV-2 in populatii pediatrice, de diverse varste.

* Obiectivul prezentarii este acela de a va convinge ca nu pot fi extrapolate
toate strategiile utilizate la adult, in abordarea comunitatilor de copii.

* Mesajul de luat acasa — “Copilul nu este un adult in miniatura”



In Romania

We are GfK.

We turn resosrch inlo amarn business

Conform unui studiu de piata al GfK publicat in 2017 in Romania 74%
din persoanele confruntate cu o problema de sanatate apeleaza
INAINTE de a merge la medic la Social Media si la cautarea on-line pe
Google.



Retete “minune”
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9 Dr Adina Alberts &

6 noiembrie 2020 O

Dragi colegi, medici de familie!
Ma adresez dvs in mod special acum, pentru ca pe umerii dvs va cadea, in curand,

Adina Alberts a publicat reteta cu greul acestei pandemil

: Trebuie sa gestionati prin telefon mii de situatii medicale. Trebuie sa oferiti explicatil,
SChema dasua de tratament pentm cov' D sa dati retete, sa acordali atentie si grija tuturor celor care din nefericire se vor
19 infecta cu SARS-Cov2. Si nu vor fi putini!

Este multa munca. Trebule sa aveti disponibilitate pentru a spune mereu “prezent”.

de tulls Gorgorin | 10NGI2020 + 06:30 n ;’i:ia intai* se muta incet, incet catre dvs, in cabinetele si pe telefoanele/ laptopurile

Fac un apel a toleranta si infelegere.

Ca de obicel, EU INCERC SA AJUT!

De aceea voi posta mai jos, schema dasica de tratament In cazul in care cetatenii au
nesansa de a fi testati pozitiv la SARS-Cov2.

o Subliniez, aceste medicamente trebuie luate 1a indicatia medicului dvs.

Marea majoritate a medicilor de familie sunt de acord cu aceasta schema de
tratament

1. Azitromicina cp de 500 mg, 1cp/ zi, 5-7 zile

2. Paracetamol cp de 500 mg, 1cp la 8 ore, in caz de febra sau dureri, 14 zile,

3. Aspenter, cp de 75 mg, 1 ¢p pe zi, 14 zile.

4. Medrol cp 4 mg, 1 cp /zi timp de 2 zile, apoi 2 cp/zi inca 2 zile, apol cate 3 cp/zi
pana la 10 zile, la ora 10 dimineata.

5. Protectie gastrica, Sunt muite variante, De exemplu: Omeran cp 20 mg, 1 cp ia 12

ore, 14 zile.

6. Probiotice. Sunt multe variante. De exemplu: Linex forte ¢p 60 mg, 1-2 cp pe zi, 14

zile,
Medicul Adina Alberts a decis sa faca publica reteta cu 7. Antitusive. Sunt multe variante. De exemplu: BronhoKiir, 5 mi de 3 ori/zi, cat
schema clasica de tratament in cazul infectarii cu SARS- persista tusea. ‘ . o _
Cov2. Adina Alberts spune ci majoritatea a medicilor de g \S:glz‘:s:el E:uza;t;‘;?tr:ic;iememen pentru igiena orofaringiana, 1-3 cp/zi, 14 zile
familie sunt de acord cu aceasta schema de tratament. 10. Vitamina D 1000 UI/ zi, 14 zile.

11, Zini (o4} EE mg g sgm 14 "'S'
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Ethics, and COVID-19 Misinformation” in the Journal of
Medical Internet Research

Covid 'infodemic': Contested truths are a
reality we must deal with

A general suspicion of all kinds of expertise has played out across a range of issues :
® Tue, Jun 021 0
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TikTok says anti-vaccine misinformation video
from conspiracy theorist 'doesn’t violate
guidelines'

Anti-vaccine protest outside the Four Courts in Dublin on Monday. Distrust of medical and public health experts has

deep roots and predates Covid. Photograph: Collins Courts




Copilul nu este un adult in miniatura !




Diferente adult/copil

Table 1. Clinical characteristics of SARS-CoV-2 infection in children and adulis.

Children

Adults

Asymptomatic or mild illness
Main presentation symptoms (e.g., fever, cough, shortness of breath)
Upper respiratory tract involvement
Lower respiratory tract involvement

Wheezing

ARDS

Rate of co-infection with other respiratory viruses
Chest radiographic changes
MNeurological disorders and coagulopathy
Increased inflammation markers in severe cases
Severe Systemic Inflammatory Response Syndrome

Martality

More likely
Similar
Predominantly
Less common
Infrequent

Infrequent
(mainly < 1 year old)

Higher
Generally less pronounced
Unknown prevalence
Yes
Yes, as MIS-C

Lower

Less likely
Similar
Present
Frequent

Infrequent

Possible
(mainly = 65 years old)

Lower
Pronounced in most cases
Present
Yes
Yes, as Cytokine Storm

Higher

MIS-C: Multisystem Inflammatory Syndrome; ARDS: Acute Respiratory Distress Syndrome.




33433

PIMS/MIS-C

2. Definition of MIS-C

On 13 May, the Centers for Disease Control (CDC) issued a health advisory establishing the following definition
for a reportable case of MIS-C (see Box 1 and Figure 1 for details) [5]:

Box 1. CDC case definition for multisystemn inflammatory syndrome in children (MIS-C).

(1) Anindividual aged < 21 years with:
(2) Clinical criteria:
« Aminimum 24-h history of subjective or objective fever = 38.0 °C AND
» Severe illness necessitating hospitalization AND
« Two or more organ systems affected (ie., cardiac, renal, respiratory, hematologic, gastrointestinal,
dermatologic, neurclogical)

(3) Laboratory evidence of inflammation
* One or more of the following: an elevated CRP, ESR, fibrinogen, procalcitonin, D-dimer, ferritin, LDH, or
IL-6; elevated neutrophils or reduced lymphocytes; low albumin

(4) Laboratory or epidemiologic evidence of SARS-CoV-2 infection
» Positive SARS-CoV-2 testing by RT-PCR, serology, or antigen OR
» COVID-19 exposure within 4 weeks prior to onset of symptoms

(5) No alternative diagnosis

Abbreviations: CDC, Centers for Disease Control; CRP, C-reactive protein; ESR, erythrocyte sedimentation
rate; LDH, lactate dehydrogenase; RT-PCR, reverse transcriptase polymerase chain reaction; SARS-CoV-2,
severe acute respiratory syndrome coronavirus-2.

About MIS (cdc.gov)



https://www.cdc.gov/mis/about.html

Cum evolueaza COVID-19 la copil?

The risk of Covid-19 climbs a lot with age

ial Center for Health Statistics
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Infectia cu SARS-CoV-2 la copil produce rareori forme semnificative de boala si
DOAR 2% din copiii infectati ajung spitalizati — American Academy of Pediatrics*
Children and COVID-19: State-Level Data Report (aap.org)



https://www.aap.org/en/pages/2019-novel-coronavirus-covid-19-infections/children-and-covid-19-state-level-data-report/

Cum evolueaza COVID-19 la copil?

American Academy
of Pediatrics

PEDICATED Tor THE HEALTH OF ALL ¢

Q_ Search All AAP

Home News Membership Career Resources Research  Philanthropy  About the AAP

Children and COVID-19: State-Level Data Report

Home / Critical Updates on COVID-19 / Children and COVID4 State-Level Data Report
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State-level reports are the best publicly available and timely data on child COVID-19 cases in
the United States. The American Academy of Pediatrics and the Children’s Hospital Association
are collaborating to collect and share all publicly available data from states on child COVID-19
cases. The definition of “child” case is based on varying age ranges reported across states (see

report Appendix for details and links o all data sources)

As of November 4, over 6.5 million children have tested positive for COVID-1¢ since the onset of
the pandemic. This week over 107,000 child cases were added, a slight increase over the prior
weelk. Child cases have declined since a peak of 252,000 the week of September 2nd, but

COVID cases among children remain extremely high. For the 13th week in a row child COVID-19
cases are above 100,000. Since the first week of September, there have been almast 1.5 million 9

additional child cases
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Prevalence of COVID-19 in adolescents and
youth compared with older adults in states
experiencing surges
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Abstract

Purpose

There has boen consderabio CoNtrovenyy ngardng susceptitiity of adolescants (10-19
youars) and youth (15-24 years) 10 COVID- 19 Mowever. a number of studos have reported
that adolenconts are signdicanty loss suscephible than older acuits. Summer 2020 provided
AN OPPOrUNAY 1O ERAMING GALH ON HRIVARINCE SNCH 4NN MONIN Of KCRIOWNS, with the
Gasing Of MAtrCtions, PEOpie wers MINGING. leading 10 SUrges I canes.

We axamined data hom Departments of Health weOeites n 5x U S states expenencing
SUMGES 1 CANes 10 deterrming pravaence of COVID- 19, and two prevalence- related mes-
sures, N adolescants and youth as compared 10 cider adulty. The two other moasures
O 10 AOVAMNCE ware (Percentigs of CAtes COMOMNVEdD IN & QIVen AgH Qroup) | (per-
contage of cases expected based on population demographics |, and parcentage deviaton,
Of [ (% cbserved—"%, expacied)’ % expected) x 100
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Experimental Biology

and Medicine
Exp Buol Med (Mavwood) 2021 Feb, 240(3) 203-207 PMCID PMCTBS067 1
Putiished online 2020 Nov 19 dos 10 117 71835370220075110 PMID 30210552

A mini-review on the effects of COVID-19 on younger individuals

Machumiie Maoivanosn.* Manes P Joouekar” Mubu Sudesh Kavama. > Saiu Aoa Yeomalx Maao.* ane
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Abstract

Coropavins disease 2019 (COVID-19) pandenuc has uprooted our kives Like never before since its onset m
the late December 2019, The world has seen mounting infections and deaths over the past few months
despite the nuprecedented mensures countries are uuplementing, such as lockdowns, social distancing,
mask-weaning, and banning patherings in large groups. Interestingly, young imdividuals seem less likely to
be impacted by severe acute respiratory syndrome coronavirus 2 (SARS-CoV-2), the virus responsible for
COVID-19. While the rate of transmission, symptom preseatation, and fatality is lower in chuldren thao
people from other age groups, they have been disproportionately affected by strict lockdown measures
needed 1o curb viral spread. In this review, we describe the association between patient age and COVID-19,
epidemiology of SARS-CoV-2 infection i children. psychological effects associated with lockdowns and
school closures, and possible mechanises underlyiog lower transmission rate of COVID-19 in children

Goto £

Keywords: COVID- 19, younger individuals, SARS-CoV-2, immune systemn, psychology, education




Pana la Delta copiii nu erau o problema...

Meta-Analysis > Clin Infect Dis. 2021 Jun 15;72{12)21146-e1153. dot. 10.1093/ad/ciaal
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A Meta-analysis on the Role of Children in Severe
Acute Respiratory Syndrome Coronavirus 2 in
Household Transmission Clusters

Yanshan Zhu Conor ) Bloxham < Katina D Hulme Jane £ Sinclan Zhen Wei Marcus Tong
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Lauren E Steale ', Ellesandra C Noye 7, Jiahai Lu 3, Yao Xi
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Affilations + expand
PMID: 33283240 PMCID: PMCT7799195 DO 10.1093/ad/ciaa1825
Free PMC article

Abstract

The role of children in the spread of severe acute respiratory syndrome coronavirus 2 (SARS-CoV-2)
: of the
literature on household SARS-CoV-2 transmission clusters (n = 213 from 12 countries). Only 8 (3.8%)

transmission clusters were identified as having a pediatnc index case. Asymptomatic index cases were
associated with a lower secondary attack in contacts than symptomatic index cases {estimate nsk ratio
[RRL 0.17: 95% confidence interval [CiL 0.09-029). To determine the susceptibility of children to
household infections the secondary attack rate in pediatric household contacts was assessed. The

secondary attack rate in pediatric household contacts was iower than in adult household contacts (RR,
0.62; 95% (1, 0.42-0.91). These data have important implications for the ongoing management of the
COVID-19 pandemic, including potential vaccine prioritization strategies

Keywords: COVID-19; SARS-CoV-2: children; household; transmission



Valul 4 in SUA (unde a inceput scoala in august)

o Summary of Findings (data available as of

Fig 6. United States: Number of Child COVID-19 Cases Added in Past Week’ 9 /3 0 /21) .
e L. Cumulative Number of Child COVID-19 Cases™
l '""...1,__ e 5,899,148 total child COVID-1g cases reported, and children represented 16.2%
; — S (5.899,148/36,501,460) of all cases
o o

i SSEHIT . o Overall rate: 7,838 cases per 100,000 children in the population

B AL R

§ Change in Child COVID-19 Cases”
* 173,469 child COVID-19 cases were reported the past week from 9/23/21-9/30/21

it | | ﬂ n | (5,725,680 10 5,899,148) and children represented 26.7% (173,469/648 881) of the
. _ weekly reported cases
i e

o Overtwo weeks, 9/16/21-9/30/21, there was an 7% increase in the cumulated number of
X3O crestere a child COVID-19 cases since the beginning of the pandemic (380,333 cases added

(5,518,81510 5,899.148))

nr de cazuri

Children and COVID-19: State-Level Data Report (aap.org)



https://www.aap.org/en/pages/2019-novel-coronavirus-covid-19-infections/children-and-covid-19-state-level-data-report/

Risc relativ de deces al COVID-19 la copil

Childhood deaths in the US from Covid-19 and other causes

Average annual deaths of children under 18 in recent years, from January through September

Covid-19" Flu and Heart disease** Drowning** Firearms** Motor vehicles**
pneumonia**

*Covid-19 deaths: January through September 2021
**Other deaths: Annual average from January through September across 2015 to 2019 (latest available data)

Source: Centers for Disease Control and Prevention ‘/‘m



Factori de risc la copil

Pediatric Clinics

Pediatric Clinics
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*Dong Y., Mo X,, HuY,, Qi X., Jiang F., liang Z., Tong S. Epidemiological
Characteristics of 2143 Pediatric Patients With 2019 Coronavirus Disease in
China. Pediatrics 2020 doi: 10.1542/peds.2020-0702.



Cum evolueaza procesele patogenice la copil?

Stage Il (hyperinflammation phase

SARS-CoV-2
infection:
Asymptomatic
or mildly
symptomatic

‘ Plasma \AY
TNF-ﬁ IL-12, IL-6 cell

* L NUTY  Mesenteric
adenitis

B mild infection ..
. H lleitis
. MON release/storm yperimmune b ‘
ROt o response Colitis

INFECTION: ¢ Adchias

colonization or ™

Nasopharyngeal IL-1B,IL-23, IL-4, % Antibodies
R

L=h

Direct
viral .
injury

(unlikely)




Ordin al Ministrului Sanatatii 13 Oct 2021
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ACTE ALE ORGANELOR DE SPECIALITATE
ALE ADMINISTRATIE! PUBLICE CENTRALE

— Ovdin al ministrulul sanatapl, intenmar, priving
modificarea anexes la Ordinul ministruls sAndtits
e 487/2020 pentry aprobarea protocolulul de
tratarment ol infectiel cu virusid SARS-CoV-2

ACTE ALE COLEGIALUI MEDICILOR
DIN ROMANIA

— Decwe pentru stabiirea procadumn de consultare &
efectuare a folocopiion din dosarele deciplinare aflate
pe rolu & In arhiva Comisil do juwisdiche a Consiulu
nabonal al Coleguly Medicilor &n Romamna i o
Comiswi suparoars de dscipind a Coleglulu Mediolor
din Rominia

A.2. Recomandari pentru cazurile pediatrice

1. Infectia cu SARS-CoV-2 este, in general, mai usoara la
copii decat la adulti si o proportie substantiala a copiilor prezinta
infectie asimptomatica.

2. Exista date limitate privind patogeneza, tabloul clinic si
terapia bolii COVID-19 la copii. in absenta unor date adecvate

privind tratamentul copiilor cu COVID-19 acut, recomandarile se
bazeaza pe rezultatele si datele de siguranta pentru pacientii
adulti si riscul copilului de progresie a bolii.
3. Forme de severitate ale infectiei cu SARS-CoV-2 la copil:
— forma usoara: simptome generale si/sau de tract
respirator superior, fara manifestari evocatoare de pneumonie,
fara afectare pulmonara;




— forma medie: pacienti cu pneumonie confirmata imagistic,
dar fara hipoxemie (daca nu exista afectare respiratorie
anterioara bolii actuale);

— forma severa: detresa respiratorie cu Sa0O, sub 94% in
aerul atmosferic si anomalii imagistice de afectare pulmonara;

— forma critica: pacienti care prezinta insuficienta
respiratorie severa cu necesar de suport ventilator, soc septic

4. Conform datelor actuale din literatura, copiii care prezinta
in antecedente afectiuni cronice (patologie neurologica,
sindroame genetice — inclusiv trisomia 21, obezitate, boli

il UC UTUaTIC
v

cardiopulmonare cronice), imunocompromisi, precum Si

. lerapie specifica
a) Majoritatea copiilor cu infectie cu SARS-CoV-2 nu vor
necesita terapie specifica.

b) Utilizarea corticoterapiei se recomanda in special pentru
copiii spitalizati cu COVID-19 care necesita oxigenoterapie.

c) Remdesivir este recomandat pentru:

— copii cu varsta 2 12 ani cu COVID-19 spitalizati care au
factori de risc pentru boli severe si necesita oxigenoterapie;

— copii cu varsta 2 16 ani cu COVID-19 spitalizati care
necesita oxigenoterapie, indiferent de prezenta factorilor de risc
pentru boala severa.

Remdesivirul poate fi luat in considerare pentru copiii cu
COVID-19 spitalizati, indiferent de varsta, dar cu greutate peste
3,5 kg, in situatile in care necesita oxigenoterapie si la
recomandarea medicului specialist de boli infectioase.

d) Tratamentul anticoagulant profilactic sau curativ este
rezervat formelor severe sau critice si va fi luat in considerare la
recomandarea medicului specialist boli infectioase sau ATI.

e) Nu exista dovezi suficiente pentru sau impotriva utilizarii
produselor de anticorpi monoclonali anti-SARS-CoV-2 pentru
copiii cu COVID-19 care nu sunt spitalizati, dar care au factori de
risc pentru boli severe. Pe baza studiilor la adulti, bamlanivimab
plus etesevimab sau casirivimab plus imdevimab pot fi luate in
considerare de la caz la caz pentru copiii spitalizati cu varsta
peste 12 ani si care prezinta risc crescut pentru forma severa de
boala. Se recomanda consultarea unui specialist in boli
infectioase in astfel de cazuri.

adulti si riscul copilului de progresie a bolii.
3. Forme de severitate ale infectiei cu SARS-CoV-2 la copil:
— forma usoara: simptome generale si/sau de tract

respirator superior, fara manifestari evocatoare de pneumonie,
fara afectare pulmonara;

A.3. Strategie terapeutica in functie de forma de boala
pentru cazurile pediatrice

1. Forma usoara:

— simptomatice;

— antiinflamator nesteroidian;

4 MONITORUL OFICIAL AL ROMANIEI, PARTEA |, Nr. 978/13.X.2021

— +/- antibioticoterapie (cand exista semne de asociere a
unei infectii bacteriene).

2. Forma medie (fara oxigenoterapie):

— simptomatice;

— antiinflamator nesteroidian sau corticoterapie (la
latitudinea medicului curant);

— antibioticoterapie (se vor folosi antibioticele indicate in
pneumonia comunitara).

— simptomatice;
— antibioticoterapie adaptata;

— corticoterapie iv (dexametazona 0,15 mg/kgc/zi —
maximum 6 mg/zi, metilprednisolon — 0,8 mg/kg/zi —
maximum 32 mg/zi, hidrocortizon),

— anticoagulant in doza profilactica (enoxaparina) — in
functie de factorii de risc (clinici si biologici) pentru tromboza
venoasa,

— antiviral (remdesivir) — la recomandarea medicului
specialist de boli infectioase;

— +/— imunomodaulator (tocilizumab) — la recomandarea
medicului specialist de boli infectioase.

4. Forma critica (cu necesar de suport ventilator) pentru
cazurile internate in sectiile ATI:

— simptomatice;

— antibioticoterapie adaptata;

— corticoterapie iv (dexametazona, metilprednisolon);

— anticoagulant in doza curativa (enoxaparina);

— antiviral (remdesivir) — cu eventuala recomandare a
medicului specialist de boli infectioase;

— imunomodulator (tocilizumab) — cu eventuala
recomandare a medicului specialist de boli infectioase;

— tratamentul socului si al disfunctiilor de organ.
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Durata tratamentului antiviral este una orientativa, in raport cu
evolutia pacientului, inclusiv aparitia de efecte adverse severe.

Rezultatele studiilor efectuate sunt influentate atat de
eficienta produselor testate, cat si de eterogenitatea loturilor de
pacienti in privinta momentului infectiei cu SARS-CoV-2 in care
au fost tratati.

Persoanele cu infectie asimptomatica cu SARS-CoV-2 nu
primesc tratament deoarece nu s-a demonstrat ca ar reduce
durata excretiei virusului i nici nu ar preveni evolutia catre forme
severe de boala.

Medicamentele cu actiune antivirala potential active
impotriva SARS-CoV-2 sunt:

B.1.a. Remdesivir

Remdesivir este un antiviral potential util pentru tratamentul
COVID-19, care inhiba ARN polimeraza ARN dependenta,
blocand prematur transcriptia ARN. Are activitate in vitro
impotriva coronavirusurilor, inclusiv impotriva SARS-CoV-2.

Datele obtinute in studii clinice in tratamentul COVID-19 au
fost contradictorii; includerea unor procente diferite de pacienti
aflati in diferite faze evolutive ale COVID-19 poate fi una dintre
explicatile majore ale acestor diferente. Un prim studiu
randomizat, controlat, dublu orb (RCT), derulat in China, a fost
intrerupt prematur din cauza lipsei de eficienta si a unei rate
sporite de efecte adverse: 12% fata de 5% placebo. Datele unui
alt RCT, comunicate de Beigel JH si colaboratorii, au aratat o
reducere a duratei medii a simptomatologiei de la 15 zile la
10 zile si a riscului de deces dupa 29 de zile de la 15,2% la
11,4% la pacientii tratati cu remdesivir. Datele studiului
SOLIDARITY nu evidentiaza o reducere semnificativa a letalitatii
si a duratei de spitalizare, dar rezultatele au fost mai bune la
pacientii la care s-a administrat mai devreme in cursul bolii, cand
aveau un necesar redus de oxigen.



Pathogens Detected in U.S. Children with Community-Acquired

Pneumonia Requiring Hospitalization.

JainSetal. N EnglJ Med 2015;372:835-845.
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Concluzia EPIC

* Diagnostic testing for multiple pathogens revealed a pathogen in 81% of
the children with pneumonia

 aviral pathogen was detected in 73% of the children
 a bacterial pathogen in 15%

* Multiple pathogens were detected in 26% of the children
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Efficacy and safety of antibiotic agents in children with COVID-19: a
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Abstract Gotn &

Background

The aim of this review was to evaluate the efficacy and safety of annbiotic agents in children with COVID-
19, as well as to introduce the present situation of antibiotics use and bactenial coinfections in COVID-19
patients.

Methods

We searched Cochrane library. Medline, Embase, Web of Science. CBM. Waafang Data and CNKI from
their inception to March 31. 2020. In add:uion. we searched related studies on COVID-19 published before
March 31, 2020 through Google Scholar. We evaluated the nisk of bias of incinded studies, and synthesized
the results using a gualitative synthesis

PMCID PMC7220645
PMID: 32566556

Results

Six studies met our inclusion criteria. Five studies on SARS showed an overall risk of death of 7.2% to
20.0%. One study of SARS patients who used macrolides, quinolones or beta lactamases showed that the
mean duration of hospital stay was 14.2, 13.8 and 16.2 days, respectively, and their average duration of
fever was 14.3. 14.0 and 16.2 days. respectively. One cohort study on MERS indicated that macrolide
therapy was not associated with a significant reduction i 90-day mortality (adjusted OR 0.84, 95% CT:
0.47-1.51, P=0.56) and improvement in MERS-CoV RNA clearance {adjusted HR 0.88, 95% CI: 0.47-
1.64, P=0.68). According to the findings of 33 studies, the proportion of antibiotics use ranged from 19.4%
to 100.0%6 1 children and 13.2% to 100.0% in adults, despite the lack of etiological evidence. The most
commonly used antibiotics in adults were quinolones, cephalosporins and macrolides and in children
meropenem and linezolid.

Conclusions

The benefits of antibiotic agents for adults with SARS or MERS were questionable in the absence of

bacterial coinfections. There is no evidence to support the use of antibiotic agents for children with
COVID-19 in the absence of bacterial coinfection,
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Abstract Go o

Aim

This study aims to assess rates of antibiotic prescriptions and its determmnants in i children with COVID
19 or Multzystem Inflanunatory Syndrowme (MIS-C)

— cu sau fara antibiotic?

Results

A total of 990 chuldren were included; 921 193%) with COVID-19, 69 (7.0%) with MIS-C. The prevalence
of antibiotic use was 24.5% (= 243), MIS-C with (OR = 45.458) or without (OR = 10.35) cardine
lvolvement, provision of intensive care (OR = 9.60), seed for hospital care (OR = 6.87), pneumonia
and’or ARDS detected through chest X-rays (OR = 4.40), admunistration of systemic corticosteroids

(OR = 4.39), oxygen support, mechanical ventilation or CPAP (OR = 2.21), pyrexia (OR = | 84), and
female sex (OR = 1.50) were independently associated with increased use of antibiotics. There was
significant variation in antibjotic use across the hospitals,

Conclusion

Our study showed o high rate of antibiotic preseriptions in ¢hildren with COVID- 19, in particular in those

with severe disease or MIS.C. Prospective studies are needed 1o provide better evidence on the recoguition
and management of bacterial infections in COVID-19 children

Keywords: COVID- 19, SARS-COV-2, antibiotics, stewardship

Abbreviations

MIS-C mulusystem wtlammatory syndrome
NICU peoantal intensive care unit

PICU pediatric intensive care unit

RT-PCR real ime polymerase chain reaction
CDC centers for disease and control

Key Notes

¢ To date, there are no comprehensive dati on autibiotic vse in children with COVID-19 and
Multisystem Inflammatory Syndrome

e Our study showed a high rate of antibiotic prescriptions in children with COVID-19 and in

particular in those with severe disease or Multisystem Inflammatory Syadrome

o High antibiotic prescriptions may fuel antibiotic resistance, better local guidelines are needed 10
ensure that antibjotics are prescribed to those with higher risk of bacterial co-infections
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We read the article “High rates of antibiotic prescriptions m children with COVID- 19 or mulusystem
nflammatory syndrome: A muitinational expenence i 990 cases from Latin Amenica” by Yock-Corrales A.
et al. published in Acta Paediatrica in March 2021 with interest. We would like to congratulate the authors
and make some contributions based on our regional observatiopal study from the UK oan this lughlighted
concern.
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Yock-Cormrales A. et al. report on the antibiotic prescriptions and its determunants in children with COVID-
19 or MIS-C in five Latin Amenican countries. Antibiotic prescription prevalence was reported to be
24.5%.1 A high rate of antibiotic prescriptions was observed m children with MIS-C, on respiratory
support., radiological evidence of pneumonia and fever. It raises a real emerging concern of antibiotic
resistance as an effect of this pandemic. We report a similar observation made in the West Midlands. UK.
in hospitalised children, reviewing the regional practice of management of children with

suspected confirmed COVID-19 and PIMS-TS (MIS-C).2 Children (<16 vears old) adnutted to paediatric
wards with suspected COVID-19 infection between | March and 31 July 2020 from nine district general
hospitals were included. Dunng this first wave, the suspicion levels for COVID-19 were high: however,
umely screening and mrnover time of RT-PCR swab were evolving. Hence, diagnoses were predomunantly
basad on clinical suspicion and contact history. *Suspectad COVID-19" was defined as those admitted with
fever and symptoms associated with upper and 'or lower respiratory tract symptoms or gastroimntestinal

Syt racte of soplese oaem t = Eor : s S ol

senior clinician. Among the 607 children included. 447 (74%) were <5 years old. COVID-19 swabs were
taken in 366 (93%). and 45 (7.4%) were positive. 115 (19%¢) had a discharge diagnosis of suspected
COVID-19. Eight (1.3%) had PIMS-TS. 273 (45%) children had blood cultures taken and 255 (93%) were
pegative. 197 (32%) had reported chest radiograph abnormalities out of 397 performed. 390 (64%) children

received antibiotics, a higher rate in comparison with the study published (24.5%). 186 {31%¢) recaived

broad-spactrum antibiotics. There was no difference in antibiotic use between suspected (62%) and

confirmed COVID (64%) cases (p-value-0.768). However, as reported by Yock-Comales A. et al, antibiotic
was significantly higher in PIMS-TS cases (84%, p-value -0.011),

This observed high antibiotic use in a UK cohort, in particular broad-spectrum antibiotics, m the presence
of low culture positivity and PIMS-TS is alarming. However, this study was conducted in the first wave,
when there was an uncertainty on the impact of novel coronavirus on children and the challenges in
distinguishing PIMS-TS and sepsis persisted. Our knowledge has since exponentially heightened, and it is
evident that the majornity of children infacted with COVID-19 have mild or few symptoms. From the
reported evidence. the rates of bacterial and fungal co-infections are low in the early phase of COVID-19.3
With the ongoing pandemuc worldwide and the concemn of a third wave, it is important thar this awareness
15 dissenunated and antibiotic stewardship strategies are mcorporated i the management of children with
COVID-19.
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Kids and COVID: why young
immune systems are still on top

Innace immunity might be the ey to why children have fared better with the virus, Bot the

Defta vartant poscs fresh unknowms.
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Published online 2021 Sep 8. do. 10 2090 vaconesB09 1002 PMID 34579240

Pediatric COVID-19: Inmunopathogenesis, Transmission and
Prevention
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Children are unique m the context of the COVID-19 pandemic. Overall. SARS-CoV-2 has a lower medical
impact in children as compared to adults. A higher proportion of children than adults remain asymptomatic
following SARS-CoV-2 infection and severe discase and death are also less common. This relative
resistance contrasts with the high susceptibility of children to other respiratory tract infections. The
mechanisms involved remain incompistely understood but could include the rapad development of a robust
mnate munune response. On the other hand, children develop a umque and severe complicanon. named
multisvstem mflammatory syndrome in children, several weeks afier the onset of symptoms. Although
children play an important role 1n the transmission of many pathogens. their contribution to the
transmission of SARS-CoV-2 appears lower than that of adults. These unique aspects of COVID-19
children must be coasidered in the benefit—risk analysis of vaccination. Several COVID-19 vaccines have
been authorized for emergency use in adolescents and clinical studies are ongoing in children. As the
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Antiviral immunity Damage control
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The genetics underlying severe COVID-19

The Imunuine systen) is compbex and involves many genes, including those that [:]
encode cytokines known as lnterferons (IFNs). Individuals that lack specific IFNs

can be more susceptible to infectious diseases. Furthermore, the autoantibody

systemn dampens IFN respofise to prevent damage from pathogen - induced (o]
inflammation, Two studies now examine the likelihood that genetics affects the

risk of severe coronavinus disease 2019 (COVID-19) through components ol this
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Imunitatea are performante diferite in functie de varsta
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La copil problemele se situeaza ... in viitor

* PIMS =TS (Sindromul Pediatric de
Inflamatie Multisistemica asociat
temporal cu infectia produsa de
SARS-CoV-2) sau MIS-C (Multisystem
Inflammatory Syndrome in Children)

» PACS (Post-Acute COVID-19
Syndrome)

| (™) Headache High ESR, CRP, ferritin,
Mll\hgkm ' LDH, IL-6, Fibrinogen,

CPK D-dimers etc.,

Gl, dermatologic induratio
or neurologic) AND

No alternate e pesling
plausible diagnosis r=
AND Curren tVrecent |
SARS-CoV-2 infection |
(RT-PCR/serology/Ag) '
or COVID-19 exposure
<4 wk prior

| toonset of symptoms
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What is the case definition of multisystem inflammatory
syndrome in children (MIS-C)?

The CDC issued a Health Advisory on May 14, 2020, that outlines the following case definition
for MIS-C

e Anindividual aged <21 years presenting with fever,! laboratory evidence of
inflammation ? and evidence of clinically severe iliness requiring hospitalization, with
multisystem (22) organ involvement (cardiac, renal, respiratory, hematologi

gastrointestinal, dermatologic. or neurological); AND 0

o No alternative plausible diagnoses; AND

Positive for current or recent SARS-CoV-2 (COVID-19) infection by RT-PCR, serology, or antigen test
or COVID-19 exposure within the 4 weeks prior to the onset of symptoms




MIS-C conform CDC

Daily MIS-C Cases and COVID-19 Cases Reported to CDC (7-Day

Moving Average)
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Sindromul Pediatric de Inflamatie Multisistemica
asociat temporar cu infectia produsa de SARS-CoV-2
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MIS-C conform CDC

Health Department-Reported Cases of Multisystem Inflammatory
Syndrome in Children (MIS-C) in the United States

Since mid-May 2020, CDC has been tracking case reports of multisystem inflammatory syndrome In children (MIS-C), a rare but serious condition
associated with COVID-19, CDC is working to learn more about why some children and adolescents develop MIS-C after having COVID-19 or

contact with someone with COVID-19, while others do not,

Data on this page are reported voluntarily to CDC by each jurisdiction’s health department. CDC encourages all jurisdictions to report the most
complete and accurate information that best represents the data avallable in their jurisdiction Learn more about the data.

Last updated with cases reported to COC on or before November 1, 2021*

TOTAL MIS-C PATIENTS MEETING CASE TOTAL MIS-C DEATHS MEETING CASE
DEFINITION* DEFINITION

5,526 48

*Additional patients are under investigation, After review of additional clinical data, patients may be excluded if there are alternative diagnoses that

explained their iliness

Summary

* The median age of patients with MIS-C was 9 years. Half of children with MIS-C were between the ages of 5 and 13 years.
* 61% of the reported patients with race/ethnicity information available occurred in children who are Mispanic/Latino (1,444 patients) or Black,

Non-Hispanic (1,568 patlents).

* 98% of patients had a positive test result for SARS CoV-2, the virus that causes COVID-19. The remalning 2% of patients had contact with
someone with COVID-19,

o 60% of reported patients were male,

CDC COVID Data Tracker



https://covid.cdc.gov/covid-data-tracker/#mis-national-surveillance

Caz clinic

* Domnisoara A, in varsta de 8 ani
* Adusa de urgenta de catre salvare

* Suspiciune de abdomen acut
e Dureri abdominale violente
* Varsaturi
* Absenta diaree
 Somnolenta
* Febra




Aspecte clinice




Evaluarea functiilor vitale

el S enzor T1 TEMP dec

Afebrila,
hiporeactiva,
Zace In pat,
lipsita de putere,
fara detresa

70 + 2 x varsta = 86!




Evaluarea functiilor vitale

Deteriorare progresiva cu
accentuarea somnolentei

70 + 2 x varsta = 86!
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Evolutie

* Febriciteaza la valori inalte ¢ Evaluare cardiologica
(Conf dr Eliza CINTEZA la Spitalul MS Curie)
 Somnolenta

Conventional

e Agravare progresiva pe fondul
scaderii TA

* Initiere PEV continua cu inotrop
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Treatment of Multisystem Inflammatory Syndrome in Children

INTERNATIONAL OBSERVATIONAL COHORT STUDY
Primary Treatment

- IVIG alone IVIG and Glucocorticoids a
b /= glucocorticoids alone = :
P / f ' | / f
614 | ol
Children with suspected 4 / /
MIS-C, of whom 490 & vt *'“‘
met WHO MIS-C criteria N=246 N=208 N=99

Inotropic or ventilatory ‘?4 ?6 1.7
support by day 2 or later patients patients patents
Ol' death Ad justed OR, 0.77; Adiusted OR, (.54

O95% C1L0.33-1.82 5% C1, 0,.22-1.33

No significant difference in recovery from MIS-C among children treated with IVIG,

glucocorticoids, or IVIG plus glucocorticoids

AJ. McArdle et al.  10,1056/NEJMoa2102968

Radia T, Williams N, Agrawal P, Harman K, Weale J, Cook J, Gupta A.

Multi-system inflammatory syndrome in children & adolescents
(MIS-C): A systematic review of clinical features and presentation.
Paediatr Respir Rev 2021 Jun;38:51-57.
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Treatment of Multisystem Inflammatory Syndrome in Children
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Association of Intravenous Immunoglobulins
Plus Methylprednisolone vs
Immunoglobulins Alone With Course of
Fever in Multisystem Inflammatory
Syndrome in Children
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Ce facem cand nu merge nimic??
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Abstract

Objective: To provide guidance on the management of Multisystem Inflammatory Syndrome in
Children (MIS-C), a condition characterized by fover, inflammation, and multiorgan dysfunction that
manifests late in the course of severe acute respiratory syndrome coronavirus 2 [SARS-CoV-2)
infection. Recommendations are also provided for children with hyperinflammation during
coronavirus disease 2019 (COVID-19), the acute, infectious phase of SARS-CoV-2 infection

Methods: The Task Force was composed of 9 pediatnic rheumatologists and 2 adult rheumatologists,
2 pediatnc cardiologists, 2 pediatric infectious disease speciaiists, and 1 pediatric critical care
physician. Preliminary statements addressing clinical questions related to MIS-C and
hyperinflammation in COVID-19 were developed based on evidence reports. Consensus was built
through a modified Deiphi process that involved anonymous vating and webinar discussion. A 9.

Review > Nat Rev Rheumatol 2021 Oct 29;1.18. doi: 10.1038/541584-021.00709-9

Online ahead of print

Multisystem inflammatory syndrome in children and
Kawasaki disease: a critical comparison
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Abstract

Children and adolescents infected with severe acute respiratory syndrome coronavirus 2 (SARS -CoV
2) are predominantly asymptomatic or have mild symptoms compared with the more severe
cofonavirus disease 2019 (COVID-19) described in adults. However, SARS-CoV-2 Is also assoclated
with a widely reported but poorly understood paediatric systemic vasculitis. This multisystem
Inflammatory syndrome in children (MIS-C) has features that ovedap with myocarditls, toxic-shock
syndrome and Kawasaki disease. Current evidence indicates that MIS-C is the result of an exaggerated
innate and adaptive immune response, charactenized by a cytokine storm, and that it is triggered by
prior SARS-CoV-2 exposure. Epidemiological, clinical and immunological differences classify MIS-C as
being distinct from Kawasaki disease. Differences include the age range, and the geographical and
ethnic distribution of patients. MIS-C is associated with prominent gastrointestinal and carchovascular
system involvement, admission to intensive care unit, neutrophilia, lymphopenia, high levels of IFNy
and low counts of naive CO4™ T cells, with a high proportion of activated memory T cells. Further
Investigation of MIS-C will continue to enhance our understanding of similar conditions associated
with a cytokine storm
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Characteristics and Outcomes of US Children -
and Adolescents With Multisystem EVO ‘ Ut IS

Inflammatory Syndrome in Children (MIS-C)
Compared With Severe Acute COVID-19

Leora R. Feldstein, PhD"-2: Mark W. Tenforde, MD': Kevin G. Friedman, MD3; et al
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PACS — Post-Acute COVID-19 Syndrome

Post-Acute COVID-19 Syndrome

From ‘Brain Fog’ to
Heart Damage,
COVID-19’s Lingering
| Problems Alarm

5 Scientists
f J Couzin-Frankel

Long COVID/Post-Acute COVID-19 Syndrome (PACS) a

August 12, 2020

STAT

Long After the Fire
of a COVID-19
Infection, Mental
and Neurological
Effects Can Still
Smolder
E Cooney

rnall, PhD | Vito lacoviello, MD

A majority of non-hospitalized COVID-19 patients are not back to normal health or normal biochemistry three months on,

with one or more symptomsl persisting in 57% of those patients up to six months following the acute phase

Nathan G. Lawler et al. Systemic Perturbations in Amine and Kynurenine Metabolism Associated with Acute SARS-CoV-2
Infection and Inflammatory Cytokine Responses, Journal of Proteome Research (2021). DOI: 10.1021/acs.jproteome.1c00052



http://dx.doi.org/10.1021/acs.jproteome.1c00052
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Case report and systematic review suggest that children may

SR

experience similar long-term effects to adults after clinical

COVID-19
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Abstract

Alm: Persistent symptoms in adults after COVID-19 are emerging and the term long
COVID is increasingly appearing in the literature. However, paediatric data are scarce.
Methods: This paper contains a case report of five Swedish children and the long:
term symptoms reported by their parents, It aiso includes a systematic literature re-
view of the MEDLINE, EMBASE and Web of Science databases and the medRxiv/
bioRxiv pre-print servers up to 2 November 2020

Results: The five children with potential long COVID had a median age of 12 years
(range 9-15) and four were girls. They had symptoms for 6-8 months after their clini-
cal diagnoses of COVID-19. None were hospitalised at diagnosis, but one was liter
admitted for peri-myocarditis. All five children had fatigue. dyspnoea, heart paipita-
tions or chest pain. and four had headaches, ditficulties concentrating, muscle weak:
ness, dizziness and sore theoats. Some had improved after 6-8 months, but they all
suffered from fatigue and none had fully returned to school. The systematic review
identified 179 pubfications and 19 of these were deemed refevant and read in detail
None contained any information on iong COVID in children

Conclusion: Children may expenience similar long COVID symptoms to adults and
females may be more affected

Dar la copil?
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Presymptomatic Mild lliness Moderate lliness Severe lliness Critical lliness

Positive SARS-CoV-2 Mild symptoms {e.g., Clinical or radiographic  Oxygen saturation <94%; Respiratory failure, shock,
test; no symptoms fever, cough, or change evidence of lower respiratory rate and multiorgan

in taste or smell); respiratory tract disease; 230 breaths/min, dysfunction or fallure

no dyspnea oxygen saturation =94% lung infiltrates >50%

Screening testing; if Diagnostic testing Diagnostic testing Diagnostic testing Diagnostic testing
patient has known
exposure, diagnostic
testing

Isolati Yes Yes Yes Yes

Virg replication

Potential therapy
T | Antibody therapy o Aioammatory therkgy

Proposed Diseasd
Pathogenesis
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M Monitoring for symptoms  Clinical monitoring Clinical monitoring: Hospitalization, oxygen  Critical care and specific
DSt ; f patient is hospitalized  th nd specific  therapy (d h
Considerations and supportive care if patient is hospitalize therapy, and speci therapy (dexamethasone,
and at high risk for therapy {remdesivir, possibly remdesivir)
deterioration, possibly dexamethasone) Home  Mews  Mew ety v kag-tem inpects of Mg devage after CONI- 14
remdesivir

New study into long-term impacts of lung
damage after COVID-19
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UK Interstitial Lung Disease-Long COVID Study (UKILD-Long COVID)
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'The long tail of Covid-19' - The detection of a
prolonged inflammatory response after a SARS-CoV-
2 infection in asymptomatic and mildly affected

e e T e T patients

Persistent endotheliopathy in the pathogenesis of
long COVID syndrome

| o) "y ) It et ) ( | 1 Y 3
wM Parthiba ' ) t | A G .
¥ ) Py MF { M
1 \ ' | " na ' N !
flisato 4+ expand
| | ' | path i |
PMID 1730 PMOID. P DO

Collaborators, Atfiliations 4 expand
PMID: 3437550% PMCID: PMCB420256 DO 1 1111/)th 154
Free PMC artich Abstract

Long Cowd’, or medical complications assoc
Absll‘a(‘l POSI-vral COMPLCIDON that 15 DEING MOre And MOre O e
5 an moteasng need 10 undetstand the d Y

Bncllground: Persistent symptoms including breathlessness, fatigue, and decieased exercise tolerance

have been (eported in patients alter acute SARS -CoV-2 infection. The biological mechanisms

undetlying this “long C( WID* syndrame remain unknown. However, autopsy studies have highlighted

the key roles played by pulmonary endotheliopathy and microvascular immunothrombosis in acute

COVID-14

Ob)odlm: 10 assess whether endothelial cell actvation may be sustained in convalescent COVID-19

patients and contribute to long COVID pathogenesis
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Understanding the burden of interstitial lung disease post-COVID-19:
the UK Interstitial Lung Disease-Long COVID Study (UKILD-Long
COVID)
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Introduction

The COVID-19 pandemic has led to over 100 million cases worldwide. The UK has had over 4 million
cases, 400 000 hospital admussions and 100 000 deaths. Many patients with COVID- 19 suffer long-term
symptoms, predominantly breathlesspess and fatigue whether hospitalised or not, Early data suggest
potentially severe long-term consequence of COVID-19 is development of long COVID-19-related
interstitial lung disease (LC-ILD)

Meta-analysis of initial observations has identified
substantial levels of LC-ILD with an estimated 27%
of CT scanned patients having fibrotic changes

during hospitalisation, and an estimated 33% with
fibrotic changes at 6 months, which suggests

minimal regression over time *

*Laura Fabbri SM, Khan F, Chi W. Post-viral parenchymal lung
disease of COVID-19 and viral pneumonitis: a systematic
review and meta-analysis.

medRxiv 2021. 10.1101/2021.03.15.21253593




PACS — Post-Acute COVID-19 Syndrome

Table 1. Symptoms commonly reported among people with post-COVID conditions

+ ¢ Dyspnea or increased respiratory effort .
+ * Fatigue o
+ * Post-exertional malaise and/or poor endurance + .
* “Brain fog,” cognitive impairment o
+ * Cough o
+ * Chest pain + .
e Headache + “
* Palpitations and/or tachycardia o
e Arthralgia o
+ * Myalgia °
+ e Paresthesia .

Abdominal pain

Diarrhea

Insomnia and other sleep difficulties
Fever

Lightheadedness

Impaired daily function and mobility
Pain

Rash (e.g., urticaria)

Mood changes

Anosmia or dysgeusia

Menstrual cycle irregularities

* Post-exertional malaise (PEM) is the worsening of symptoms following even minor physical or mental exertion, with
symptoms typically worsening 12 to 48 hours after activity and lasting for days or even weeks.

Patient History and Physical Examination| Evaluating and Caring for Patients with Post-COVID Conditions | CDC



https://www.cdc.gov/coronavirus/2019-ncov/hcp/clinical-care/post-covid-workup.html
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BMC Pulmonary Medicine

Table 4a. Selected assessment tools for evaluating people with post-COVID conditions

Home About Articdes Submission Guidelines In Review  Join The Editorial Board
] | — ooy
search anticle ALY Published: 01 October 2012

Functional status and/or
Fatent.Reported Outcomes Measurement Information System (PROMIS) (62

byt Cogritive Function &) The modified Medical Research Council scale for the
assessment of dyspnea in daily living in obesity: a
pilot study

PoSt-Cond- 19 Funcional Status Scale (PCFS)

EuroQol.SD (EQ-50)
Claire Launois =7 Coralie Barbe, Eric Bertn, Julie Nardi, Jeanne-Marie Perotin, Sandra Dury, Francors

Lebargy & Gaétan Deslee

Respiratory conditions Modified Medical Research Coundl Dyspnea Scale (mMRC) BMC Pulmanary Medicine 12, Article number; 61 (2012) | Gte this article
§3k Accesses | 47 Ciwations | 2 Altmetric Metrics
Neurologic conditions
Montreal Cognitive Assessment (MoCA) Abstract

Mirn Mental Status Examination IMMSE)

Background

Compass 31 (for dysautonomia) Dyspnea is very frequent in obese subjects. However, its assessment is complex in clinical

Seie ~ orvk practice. The modified Medical Research Council scale (mMRC scale) is largely used in the
o S s (T assessment of dyspnea in chronic respirntory diseases, but has not been validated in obesity,
The objectives of this study were to evaluate the use of the mMRC scale in the nssessment of
dyspnen in obese subjects and to analvze its relationships with the 6-minute walk test

(6MWT), lung function and biological parameters.

Launaois, C., Barbe, C., Bertin, E. et al. The modified Medical Research Council scale for the assessment of dyspnea in daily
living in obesity: a pilot study. BMC Pulm Med 12, 61 (2012). https://doi.org/10.1186/1471-2466-12-61
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Long COVID and the mental and physical health of children and
young people: national matched cohort study protocol (the CLoCk
study)

introduction

N See this imaqge and '\p_y:qht information in PMC

Fig. 2 a 3D-55P analysis of "B£DG PET normalized to the whole brain shows mild-to-moderate

FDG hypometab n the bilateral anterior and medial temporal lobes, superior panetal

lobes. lateral oconital lobes. antenor cinoulate cortices and bilateral cerebellar hemisoheres b

Younger DS. Post-acute sequelae of SARS-CoV-2 infection (PASC): peripheral, autonomic, and central nervous
system features in a child. Neurol Sci 2021 Oct;42(10):3959-3963.



Ce putem face?

Diosd Suten 0. 17 Yours New Admissions of Patients with Confirmed COVID-19 per 4 g
58 394 100,000 Population by Age Group, United States B IS e Israel reports that 1 1 02 percent
S Al Aug 01,2020 - Sep 15,2021 kY

0 R, e 11 of all children infected with

e SARS-CoV-2 suffer from long
359 COVID

Price 7-Day Averuge

371 : ‘,
Peak 7-Day Aversg S I g Emily Ochial
R i ‘ i ¢
-5.2% i
st s e , W e , The Israeli Health Ministry announced Monday that over 10 percent of
-8.3% : = / Israeli children who have been diagnosed with coronavirus are showing
o AWMU AR - R A y signs of post-acute COVID-19 ("long COVID™), meaning they are suffering
- ‘ N — * S __T_M_,,‘,M.__,W . o COVID-19 symptoms for over four weeks after initial infection, according to
""- '-":‘:-:- ::T' '.‘*::'-k U001 1 (e bk bk (Db wrn e Dncominns | 20000 hao s fuad oo o orves 1hon wmtbenbobgs qupbndd Dots s o s deis Aoy Bovs soatadnns B o o o1l Ining uw T""u.s Ol’lsru(.’_

Its follow-up survey of 13,864 children between the ages 5-18 who
recovered from COVID- 19 found that a staggering 11.2 percent reported
A CDC study published earlier this month found that hospitalization rates were 10 symptoms of long COVID. The troubling figures come as child infections and
death continue to skyrocket across the world as a result of the Delta variant

times higher among unvaccinated kids than among fully vaccinated kids.
which is affecting and hospitalizing children at alarming rates,
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Children: A French Prospective Multicenter Study
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Abstract

To assess the relevance of systematic severe acute respiratory syndrome coronavirus 2 (SARS-CoV-2
screening of all children admitted to hospital, we conducted a prospective multicenter study includin

438 consecutive hospitaized chiidren. A symptom-based SARS-CoV-2 testing strategy failed to

identify 45% (95% confidence interval, 24%.-68%) of hospitalzed children infected by SARS-CoV-2. To

hmit intrahospital transmission, a systematic screening of children admitted to hospital should be

consiclered

Keywords: COVID-19; SARS -CoV-2 infection; children; intra-hospital transmission; systematic

screening

> Emer g Infect Dis. 2021 Feob,27{2)404-410, dor: 10.3201/e1d2702 202318 Epub 2021 Jan 4

Universal Admission Screening for SARS-CoV-2
Infections among Hospitalized Patients, Switzerland,
2020

Thomas Scheser, Adrian Schibli, Geri Eich, Christian Rilegg, Frank Kube, Adnan Schmid, Urs Karres
Aline Waolfenst erger, Hugo Sax, Peter W Schreiber
PMID: 33395382 PMCID: PMC7853575 DOL 103201 /eid2702.202318

Free PMC article

Abstract

Switzerland began a national lockdown on March 18, 2020, in response to the rapid spread of severe
acute respiratory syndrome coronavirus 2 (SARS-CoV-2). We assessed the prevalence of SARS-CoV-2
infection among patients admitted to 4 hospitals in the canton of Zurich, Switzerland, in Apnil 2020

symptoms of coronavirus disease (COVID-19). Overall, 529 (18.8%) persons had >1 symptom of

COVID-19, of whom 60 (11.3%) tested pos:tive for SARS-CoV-2. Eight asymptomatic persons {04%)
also tested positive for SARS-CoV-2. Our findings indicate that screeming on the basis of COVID-19
symptoms, regardiess of clinical suspicion, can identify most SARS-CoV-2-positive persons in a low

prevalence setting

Keywords: 2019 novel coronavirus disease; COVID-19; PCR; SARS-CoV-2; Switzerdand; asymptomatic
transmission; coronavirus; coronavirus disease; diagnosis; emerging infections; epidemioiogy,
respiratory infections; screening: severe acute respiratory syndrome coronavirus 2; testing; viruses;
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Determining the optimal strategy for reopening schools,
the impact of test and trace interventions, and the risk of
occurrence of a second COVID-19 epidemic wave in the UK:
a modelling study

pvrrrw Paesbe Soffutm, O C tem Satrpn M Stuart Ds Mty Dorwet | Elan Romasl & Vine ™ Chn floned ™

Summary

Rackground As lockdown measures 10 slow the spread of wevere acute respimatory syndrome corenaviras 2
(SARS-CoV-2) infection bagin o vuse in the UK, i is bportant to sssess the impact of any changes in policy, inclading
school reopening and broader reluxation of physical ditancing messires. We aimod 1o use sn individisl-based moded
o predict the kmpact of two possible stratogles for reapening schools 1o all students in the UK from September, 2020
n combmation with different about el of physical distancing measures and the scale-up of

testing

Methods In this modelling study, we wsed Covasim. 4 stiochastic individual-based madel for trmasenission of
SARS-Cov-2, calibrated 1o the UK epidemic The model describes individusls’ contact netwocks stmtified imto
household. school, warkplace, and community yers. and wies demngraphic and epid dagical data from the UK
We simulated six different scenation, repre ng, the comd of two sthood reopening strategies (full time and »
panitime rots wywtem with 50% of students attending school an ahernate works) and theee Mesting scemarios
(ON% comtact tracing with oo scale-up in testing, 68% contact trackng with sufficient testing 1o avoid & second COVID-19
wave, and 40% contact tracing with sufficient testing 1o avaid 3 secand COVID- 19 wave). We estimated the number of
new infections, cases, and deaths, a5 well a1 the effective repouduction ber (R) under diff Ina
senxitnty anadysis to account for uncertainties within the vtochastic L we also Lated indec o

children and young adabts aged younges than 20 years t 50% relative 30 obder sgos (20 years and alder)

-

Findings With increased leveds of testing (betwern 59% and 57% of symptamatic poople tested 2t some polet during
an active SARS-CoV.] infection, depending on the scenaria), and effective comtact tracing snd olstion, an epidesmic
rebound muight be prevented. Assuming 65% of contacts could be traced, wr estimate that 75% of individuals with
symptomatsc indection would need 1o be tested and positive cases isolated if schools return full-time in Septemnber. or
65% i 3 purs-time rota systems were ssed. 1 ouly 40% of contacts could be traced. these fliguees would incresse 1o £7%
and 795, respectively. However, without these levels of testing and contact tracing, reopening of schools together
with gradual relaxing of the lockdown measures aze lihedy 10 inducr 3 second wave that would pesk in Decesnber, 2020
o schools spen fulltime o Septesnber. and in February, 2021 if 3 part-time rots systern were adopied. 1n elther case,
the second wave would resilt in R tising above 1 and & resulting second wave of infections 2-0-2-3 times the sire of
the original COVID-19 wave. When infoctiousness of children and young adulis was saried from 100% o 50% of that
of clder ages. we still found that a comprehensave and effective st -trace-isulate strategy would be reguired 10 avoid
& secund COVIDA 19 wave.

Interpretation To prevent 3 second COVID-19 wine, relasation of physical distancing, including reopening of scheols
M the UK must be accompanied by largoscale, populationwide testing of symptosnatic individuals and effective
tracing of their contacts. followed by balation of dlagnosed individuals
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B Phase 2-3 Trial

2316 Children were screened

ORIGINAL ARTICLE

1) Were esciuded

§ Witheeow

16 Dud not meet eligibility criteria

2285 Underwem randomization

 §
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INTIG2b2, 10 g

1517 Rocewed dove |

1314 Recorved dowe 2

1510 Completed | mo follow up vian
afer dose 2

757 Were sssigned 1o receive
placebo

751 Recewwed dose |

Evaluation of the BNT162b2 Covid-19
Vaccine in Children 5 to 11 Years of Age

E.B. Walter, K.R. Talaat, C. Sabharwal, A. Gurtman, S. Lockhart, G.C. Paulsen,
E.D. Barnett, F.M. Munoz, Y. Maldonado, B.A. Pahud, |.B. Domachowske,
E.A.F. Simdes, U.N. Sarwar, N. Kitchin, L. Cunliffe, P. Rojo, E. Kuchar, M. Ramet,
[. Munjal, J.L. Perez, R.W. Frenck, Jr., E. Lagkadinou, K.A. Swanson, H. Ma, X. Xu,
K. Koury, S. Mather, T.J. Belanger, D. Cooper, O. Tiireci, P.R. Dormitzer, U. Sahin,
K.U. Jansen, and W.C. Gruber, for the C4591007 Clinical Trial Group*

ABSTRACT

7 Receved dose 2

746 Completed 1 mo follow-up viait
alter dose 2

BACKGROUND
Safe, effective vaccines against coronavirus disease 2019 (Covid-19) are urgently

needed in children younger than 12 years of age.
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(BT ot tx Otmcne Cortot ot Pvrr Pfizer COVID-19 vaccine shows
S . | | | 90.7% efficacy during trial in
T D children

bes Myocarditis and Pericarditis After mRNA COVID-19
oo Vaccination

Myocandeis s infamematon of e eat e o9 STATEMENT
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N T— Ontario Recommends the use of
e What You Need toknow  Pfizer-BioNTech COVID-19 Vaccine
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v mRNA

o isbnlaapmssnoiatizoi e NEW YORK: The Pfizer/BioNTech COVID-19 vaccine showed 90.7% efficacy against
the coronavirus in a clinical trial of children 5 to 11 years old, the US drugmaker

said on Friday.
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How likely is your child, aged 5-11, to get a COVID-19 vaccine i United States progress
when it becomes available to them?
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Ce putem face acum in Romania?
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De vina suntem noi medicii care prescriem
complet aiurea carbapeneme si cefalosporine de

ultima generatie pentru boli virale sau bacteriene
"banale”. Sau utilizam combinatii fantasmagorice
de clase terapeutice, care nu exista in niciun ghid
de practica din lume... Pentru ca noi suntem
"speciali”, La noi nu se aplica ghidurile de practica
ale IDSA sau ESPID... lar in cele mai multe cazuri
NICI macar cele ale Societatii Nationale de
Pediatrie. De ce? Pentru ca practicam o medicina
defensiva pe principiul "cazutului drobului de
sare", pentru ca nu colaboram destul intre noi
clinicieni, farmacologi, microbiologi si
epidemiologi. Pentru ca parintii solicita IMPERIOS
antibiotice pe post de antipiretic si pentru ca
exista multiple bariere de comunicare medic si
pacient. Si nu in ultimul rand din comoditate sau
pentru ca este la moda... Eu cred ca putem face
progrese impreuna in sensul cel bun, Un proces
de stewardship similar celui olandez ar putea fi
implementat si la noi. Am facut tentative la
INSMC si se pare ca functioneaza... Sunt maindru
de rezidentii mei care nu prescriu frenetic
antibiotice...
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COVID-19 vaccination: a guide for eligible

children and young people aged 12 to 17

Updated 15 September 2021
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This leaflet explains the coronavirus (COVID-19) vaccination programme for eligible
children and young people.

What is COVID-19 or coronavirus?

COVID-19 is a very infectious respiratory disease caused by the SARS-CoV-2 virus. Very
few children and young people with COVID-19 infection go on to have severe disease.

There is no cure for COVID-19 although some newly tested treatments do help to reduce
the risk of complications.



