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ABSTRACT

Severe acute respiratory syndrome coronavirus 2 (S2&R&) has
brought focus to attempts to limit viral replication and manage th
immunological response to infection. Lipids modulate host recef
binding, facitate viral fusion, and fuel viral replication; thus,
modulation of viralhost lipid interactions may have therapeutic
utility (1). Indeed, the spike (S) glycoprotein on the surface of -S4
CoVL2 tightly binds the free fatty acid linoleic acid, stabilizirgnd
reducing its interaction with the host angiotensinnverting
enzyme 2 (ACE2) receptor that facilitates viral cell entry (2).
However, in the case of many viral infections, including CQ9|D
is the overexuberant host immune response that resin life
threatening consequences of infection. Therefore, therapies tha
modulate bioactive lipids that regulate the host immune respong
to respiratory viral infections may be beneficial.
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Nature
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Evolution of antibody
immunity to SARE0V2

Studio di coorte su 87
persone con storia di
infezione da SARS0V2 che
dimostra la persisteza di
cellule B della memori@no
a 6 mesi di distanza
RFEffQAYTFST A2
intestinali di alcuni pazienti
persistono antigeni virali,
forse alla base della
maturazione della risposta
anticorpale nei centri
germinativi e del
mantenimento dei liglli di

Severe acute respiratory syndrome coronavuUSARE0V2) has
infected 78 million individuals and is responsible for over 1.7 mil]
deaths to date. Infection is associated with development of varig
leves of antibodies with neutralizing activity that can protect
against infection in animal models. Antibody levels decrease wit
time, but the nature and quality of the memory B cells that woulg
be called upon to produce antibodies uponringection has not
been examined. Here we report on the humoral memory respon
in a cohort of 87 individuals assessed at 1.3 and 6.2 months aft
infection. We find that IgM, and IgG a18AR$C0\,2 spike protein
receptor binding domain (RBD) antibody titres decrease sigmnitfly
with IgA being less affected. Concurrently, neutralizing activity i
plasma decreases by fivefold in pseudotype virus assays. In cof
the number of RBBpecific memory B cells is unchanged. Memo
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IgA, pure osservato in
guesto lavoro.

B cells display clonal turnover after 6.2 miogsitand the antibodies
they express have greater somatic hypermutation, increased
potency and resistance to RBD mutations, indicative of continug
evolution of the humoral response. Analysis of intestinal biopsie
obtained from asymptomatic individuals 4omths after the onset
of coronavirus diseas2019 (COVI9), using
immunofluorescence, or polymerase chain reaction, revealed
persistence of SARSV2 nucleic acids and immunoreactivity in
the small bowel of 7 out of 14 volunteers. We conclude that the
memory B cell response to SAB&V2 evolves between 1.3 and 6
months after infection in a manner that is consistent with antiger
persistence.
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Samet JM et al

Clinical Infectious
Diseases

https://academic.oup.co
m/cid/advance
article/doi/10.1093/cid/ci
ab039/6103221

Airborne Transmission of
SARE0V2: What We Know

Quattro domande sulla
trasmissione dBARE0V2,
con un richiamo ai
fondamentali studi di Wells
1934
(https://academic.oup.com/
aje/article
abstract/20/3/611/2800257
redirectedFrom=fulltex}

We examine airborne transmission of SARS/2 potential using a
sourceto-dose framework beginning with generation of virus
containing droplets and aerosols and ending with virus depositid
the respiratory tract of susceptible individuals. By addreg$our
critical questions, we identify both gaps in addressing four critica
guestions with answers having policy implications.
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COVIBL9 measures also
suppress flu for now

[ I RAFTFdza A2
yStftQSYAASFS
mantienea livelli «inter-
stagionalb, probabilmente
per effetto delle misure di
contenimentodi SARE0V
2. Questo fatto non e
completamente positiv.
sara piu difficile selezionare
i ceppi per il vaccino

RSt f QF yy,2he LIN.
RQI £ NI LI NI
fondamentale dato che una
maggiore proporzione di
popolazionesara
suscettibiledopo questa
stagione anmala.

y
N

Influenza forecasters are a cautious bunch. Flu cases can spike
late winter after months of low infection rates, making experts
reluctant to predict a mild season too soon. But many are ready
declare that COVHD9 control measures have dramedily tamped
down the flu and other respiratory viruses that would normally b
ripping through the Northern Hemisphere.
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Sax PE

NEJM

https://www.nejm.org/co
vid-vaccine

Covid19 Vaccindresource
Center

Rispostead alcune
domande sui vaccini contrg
SARE0V2, con riferimento
a quelli approvati negli USA
RFEffQAYFSGGA
della Harvard Medical
School.

Paul Sax, M.D., a Professor of Medicine at Harvard Medical Sch
and an infectious diseaseagpalist, provides concise and engagin|
FyagSNR G2 Of Ay A OA9vacGnatjodz$d to
the questions and concerns patients will raise.

Wang H et al

Emerging Infectious
Diseases

https://wwwnc.cdc.gov/ei
d/article/27/1/20-
3379 article

Performance of Nucleic Acic
Amplification Tests for
Detection of Severe Acute
Respiratory Syndrome
Coronavirus 2 in
ProspectivelyPooled
Specimens

Il pooling dei campioni
testati per SARE0V2 puo
essere utile per risparmiare
risorse in particolare nello
screening siunisceun
certo numero di campioni,
ciascundalei quali risultera
diluito nel pool finalee solo
in caso dpositivita del pool
si ritestano singoli
componentiper trovare |l
positiva In questo studio su
1648 campioni sottoposti a
pooling si osserva come il
numero di positivi, la carica
virale e la sensibilita del tes
utilizzato influenzino la
concordanza & risultato del
pool e dei singoli test.

Pooled nucleic acid amplification tests for severe acute respiratq
syndrome coronavirus 2 could increase availability of testing at
decreased cost. However, the effect of dilution on analytical
sensitivity throughsample pooling has not been well characterize
We tested 1,648 prospectively pooled specimens by using 3 nuq
acid amplification tests for severe acute respiratory syndrome
coronavirus 2: a laboratorgieveloped reatime reverse
transcription PCR taegging the envelope gene, and 2 commercial
available Panther System assays targeting open reading frame
Positive percent agreement (PPA) of pooled versus individual
testing ranged from 71.7% to 82.6% for pools of 8 and from 82.¢
to 100.0% for poolsf 4. We developed and validated an
independent stochastic simulation model to estimate effects of
dilution on PPA and efficiency of astage pooled realime reverse
transcription PCR testing algorithm. PPA was dependent on the
proportion of tests with psitive results, cycle threshold
distribution, and assay limit of detection.
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Genomic evidencef a SARS
CoV\2 reinfection case with
E484K spikenutation in
Brazil

Caso di reinfezione da part
di SARE0V2 del ceppo

« brasiliano» B.1.1.248
portatore della mutazione
E484K gia associata a esc:
da siero immune e ridotta
affinita con anticorpi
neutralizzanti.

To date, uncertainty remains about how long the protective
immune responses against SARSEZ@érsists and the first reports
of suspected reinfection began to be described in recovered
patients months after the first episode. Viral evotutimay favor
reinfections, and the recentlgiescribed spike mutations,
particularly in the receptor binding domain (RBD) in SBR&
lineages circulating in the UK, South Africa, and most recently in
Brazil, have raised conceom their potential impactn infectivity
and immune escapé&Ve report the first case akinfection from
genetically distinct SARS V2 lineage presenting the E484K spik
mutation in Brazil, a variant associated with escape from
neutralizing antibodies.

Anesi GL et al

Annals ofnternal
Medicine

https://www.acpjournals.
org/doi/10.7326/M20
5327

Characteristics, Outcomes,
and Trends of Patients With
COVIB19¢Related Critical
lliness at a Learning Health
System irthe United States

Studio di coorte
retrospettivo su 468
pazienti critici ricoverati cor
COVIEL9 (68.2% ventilati,
25.9% trattati con
vasopressori) tra marzo e
maggio 2020: gisservauna
riduzione della mortalita tra
i primi e gli ultimi 15 giorni
del peiodo studiato, a
fronte di caratteristiche di
base invariate.

BackgroundThe coronavirus disease 2019 (COWIPpandemic
continues to surge in the United States and globally.
Objective:To describe the epidemiology of COM®&related
critical illness,ricluding trends in outcomes and care delivery.
DesignSinglehealth system, multihospital retrospective cohort
study.

Setting:5 hospitals within the University of Pennsylvania Health
System.

Patients:Adults with COVIR29¢related critical illness whavere
admitted to an intensive care unit (ICU) with acute respiratory
failure or shock during the initial surge of the pandemic.
MeasurementsThe primary exposure for outcomes and care
delivery trend analyses was longitudinal time during the panden
Theprimary outcome was attause 2&lay inhospital mortality.
Secondary outcomes were-gthuse death at any time, receipt of
mechanical ventilation (MV), and readmissions.

ResultsAmong 468 patients with COVID¢related critical illness,
319 (68.2%) weregeated with MV and 121 (25.9%) with
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vasopressors. Outcomes were notable for arcalise 2&8ay in
hospital mortality rate of 29.9%, a median ICU stay of 8 days
(interquartile range [IQR], 3 to 17 days), a median hospital stay
13 days (IQR, 7 to 25 dgyand an altause 36day readmission
rate (among nonhospice survivors) of 10.8%. Mortality decreass
over time, from 43.5% (95% ClI, 31.3% to 53.8%) to 19.2% (ClI,
to 26.7%) between the first and last-tfay periods in the core
adjusted model, wheras patient acuity and other factors did not
change.

Limitation: Singleghealth system study; use of, or highly dynamic
trends in, other clinical interventions were not evaluated, nor we
complications.

ConclusionAmong patients with COVAD¢related critcal iliness
admitted to ICUs of a learning health system in the United State
mortality seemed to decrease over time despite stable patient
characteristics. Further studies are necessary to confirm this reg
and to investigate causal mechanisms.
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Figure 1. All-cause 28-day in-hospital mortality over time.

All-cause : in-hospital mortality decreased over ICU admission dates in 15-day periods in the
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Chaccour C et al

EClinicalMedicine

https://www.thelancet.co
m/journals/eclinm/article
/P11S2589
5370(20)304648/fulltext

The effect of early treatment
with ivermectin on viral load
symptoms and humoral
response in patients with
non-severe COVHDI: A
pilot, doubleblind, placebe
controlled, randomized
clinical trial

Trial pilota sulla terapia cor|
unasingoladose di
ivermedinain 12 pazienti
con COVIE9 lieve, contro
12 trattati con placebosi
osserva umpparente
effetto di precoce
scomparsa dei sintomi e ur
tendenza allaninore carica
virale (non statisticamente
significativa) al tampone di
controllodopo7 giorninei
trattatidd t 2 A OKS |
e attiva in vitracontro la
replicazione di SAR®V2,
gli autori suggeriscono
ulteriori studi.

Background Ivermectin inhibits the replication of SARSV2 in
vitro at concentrations not readily achievable with currently
approved doses. There is limited evidence to support its clinical
in COVIEL9 patients. We conducted a Pilot, randomized, double
blind, placebecontrolled trial to evaluate the efficacy of a single
dose of ivermectin reduce the transmission of SAR&2 when
administered early after disease onset.

Methods: Consecutive patients with nesevere COVHD9 and no
risk factors for complicated disease attending the emergency ro
of the Clinica Universidad de Navarra between July 31, 2020 an
September 112020 were enrolled. All enrollments occurred with
72 h of onset of fever or cough. Patients were randomized 1:1 tq
receive ivermectin, 400 mcg/kg, single dose (n = 12) or placebo
12). The primary outcome measure was the proportion of patien
with detectable SARG0V2 RNA by PCR from nasopharyngeal s
at day 7 postreatment. The primary outcome was supported by
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determination of the viral load and infectivity of each sample. Th
differences between ivermectin and placebo were calculated us
Fister's exact test and presented as a relative risk ratio. This stu]
registered at ClinicalTrials.gov: NCT04390022.

Findings All patients recruited completed the trial (median age, }
[IQR 1936 in the ivermectin and 244 in the controls] years; 12
[50%] women; 100% had symptoms at recruitment, 70% reportg
headache, 62% reported fever, 50% reported general malaise aj
25% reported cough). At day 7, there was no difference in the
proportion of PCR positive patients (RR 0-92, 95% CEI008/ p =
1-0).The ivermectin group had nestatistically significant lower
viral loads at day 4 (p = 0-24 for gene E; p = 0-18 for gene N) ai
7 (p = 0-16 for gene E; p = 0-18 for gene N) post treatment as W
lower IgG titers at day 21 post treatment (p = Q:Zatients in the
ivermectin group recovered earlier from hyposmia/anosmia (76
158 patientdays; p < 0.001).

Interpretation: Among patients with noisevere COVHI9 and no
risk factors for severe disease receiving a single 400 mcg/kg do
ivermectn within 72 h of fever or cough onset there was no
difference in the proportion of PCR positives. There was howevq
marked reduction of selfeported anosmia/hyposmia, a reduction
of cough and a tendency to lower viral loads and lower IgG titers
which warants assessment in larger trials.
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Fig. 2 Viral load evolution by study arm. Viral load values were log-transformed. The boxes show the interquartile range. Dots represent each individual value.

Smit M et al

Clinical Microbiology and
Infection

https://www.clinicalmicro
biologyandinfection.com/
article/S1198

743X(21)0004@/fulltext

Prophylaxis for COVAL®: a
systematic review

Revisione sistematica sulla
profilassi pree post
esposizione contro COVID
19:1Q A R ddoahina
sembra aveormaifallito nei
trial clinici, rimangono da
studiare eventuali nuove
molecole.

Background While the landscape of vaccine and treatment
candidates against the novel coronavirus (COGMPhas been
reviewed systematically, prophylactic candidates remain
unexpbred.

Objectives Map pre and postexposure prophylactic (PrEP and
PEP) candidate for COVIDB.

Data sourcesPubMed/Medline, Embase, International Committg
of Medical Journal Editors and International Clinical Trials Regig
Platform clinical triategistries and MedRXxiv.

Study eligibility criteria and Participantall studies in humans or
animals and randomized clinical trials (RCTs) in humans reporti
primary data on prophylactic candidates against C@\AD
excluding studies focused on key ptgtions.

Interventions: PrEP and PEP candidate for CEGAMD

Methods: Systematic review (SR) and qualitative synthesis of
COVIBL9 PreP and PEP studies and RCTs complemented by s
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of MedRxiv and PubMed and Embase for studies reporting RCT|
outcomes fce SR search completion.

Results We identified 13 studies (out of 2,119 database records
and 117 RCTs (out of 5565 RCTs in the registries) meeting incly
criteria. NoRRCT studies reported on cressctional studies using
hydroxychloroquine (HCQ) humans (n=2) or reported on animal
studies (n=7) most of which used antibodies. All five completed
RCTs focused on the use of HCQ as either PrEP or PEP and th
the crosssectional studies reported no prophylactic effect. The
majority of ongoing RGTevaluated HCQ or other existing
candidates including neBARSC0V 2 vaccines, anti(retrojirals, or
use of vitamins and supplements.

Conclusions The key message from completed studies and RCT|
seems to be that HCQ does not work, there is little eviden
regarding other compounds with all RCTs using candidates othg
than HCQ still ongoing. It remains to be seen if the portfolio of
existing molecules being evaluated in RCTs will identify succesd
prophylaxis against COVID or if there is a need fohe
development of new candidates.

Marr KA et al

Emerging Infectious
Diseases

https://wwwnc.cdc.gov/ei
d/article/27/1/20-
2896 article

Aspergillosis Complicating
Severe Coronavirusisease

Venti casi di aspergillosi
polmonare associata a

COVIELY9 (CAPA) e disamir
della letteratura.

Aspergillosis complicating severe influenza infection has been
increasingly detected worldwide. Recently, coronavirus disgase
associated pulmonary aspeitgsis (CAPA) has been detected
through rapid reports, primarily from centers in Europe. We proy
a case series of CAPA, adding 20 cases to the literature, with rg
of pathophysiology, diagnosis, and outcomes. The syndromes g
pulmonary aspergillosisomplicating severe viral infections are
distinct from classic invasive aspergillosis, which is recognized 1
frequently in persons with neutropenia and in other
immunocompromised persons. Combined with severe viral
infection, aspergillosis comprisecanstellation of airwaynvasive
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and angieinvasive disease and results in risks associated with p}
airway fungus clearance and killing, including viaus
inflammationassociated epithelial damage, systemic
immunosuppression, and underlying lung disedRadiologic
abnormalities can vary, reflecting different pathologies. Prospec
studies reporting poor outcomes in CAPA patients underscore tff
urgent need for strategies to improve diagnosis, prevention, and
therapy.

—]

Figure 1. Representative computed tomography (CT) scans for 9 patients with aspergillosis complicating severe viral pneumonia

in patients with coronavirus disease. Scans were obtained at or around diagnosis of coronavirus disease—associated pulmonary
aspergillosis in this series of patients, described in the Table (https://wwwnc.cdc.gov/EID/article/27/1/20-2896-T1.htm). Corresponding
case-patients are indicated with lettered superscripts in the radiology column of Table 1. Examples of nodules and cavitating nodules are
indicated by red arrows, and prominent airway thickening and bronchiectasis in ground glass opacities are indicated by red stars.

Li F et al

The Lancet

https://www.thelancet.co
m/journals/laninf/article/

Household transmission of
SAR&0V2 and risk factors
for susceptibilityand
infectivity in Wuhan: a
retrospective observational
study.

Studio retrospettivo su
p T pontatti domestici di
H g pasigi COVHDO
(sintomatici e asintomatici)
segnalati a Wuhan tra
dicembre2019e aprile

Background Wuhan was the first epicentre of COVIB in the
world, accounting for 80% of casesdhina during the first wave.
We aimed to assess household transmissibility of severe acute
respiratory syndrome coronavirus 2 (SARS/2) and risk factors
associated with infectivity and susceptibility to infection in WuhaI
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6/fulltext

2020: si stima un tasso
RQIFGdl OQmn RS
differente suscettibilita

I fft QAYTFST A2y
classi di et&d evidenza di
una minore contagiosita
degli asintomatici rispetto a
sintomatici.

Methods: This retrospectiveohort study included the householdy
of all laboratoryconfirmed or clinically confirmed COVID cases
and laboratoryconfirmed asymptomatic SAR®\2 infections
identified by the Wuhan Center for Disease Control and Preven{
between Dec 2, 2019, angAl 18, 2020. We defined households
groups of family members and close relatives who did not
necessarily live at the same address and considered household
shared common contacts as epidemiologically linked. We used
statistical transmission modi¢éo estimate household secondary
attack rates and to quantify risk factors associated with infectivit
and susceptibility to infection, accounting for individieel
exposure history. We assessed how intervention policies affecte
the household reprodutve number, defined as the mean numbel
of household contacts a case can infect.

FindngsHT mMnm K2dzaSK2ftRa 6A0GK H
household contacts were identified. The secondary attack rate
estimated with the transmission model was 15-@%% Cl 15
16-0), assuming a mean incubation period of 5 days and a maxi|
infectious period of 22 days. Individuals aged 60 years or older
at a higher risk of infection with SARS\2 than all other age
groups. Infants agedqd years were signidantly more likely to be
infected than children agedc¢® years (odds ratio [OR] 2-20, 95%
1-4@3-44) and children aged;62 years (1-53, 1-Q2-34). Given
the same exposure time, children and adolescents younger thar
years of age were more likely iofect others than were adults age
60 years or older (1-58, 1-€B95). Asymptomatic individuals werd
much less likely to infect others than were symptomatic cases ((
0-14;0-31). Symptomatic cases were more likely to infect others
before symptom onsethan after (1-42, 1-3¢1-55). After mass
isolation of cases, quarantine of household contacts, and restric
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of movement policies were implemented, household reproductiv
numbers declined by 52% among primary cases (from 0-25 [959
0-24;0-26] to 0-130-100-13]) and by 63% among secondary caj
(from 0-17 [0-160-18] to 0-063 [0-0%D-070]).

Interpretation: Within households, children and adolescents wer
less susceptible to SAR®\2 infection but were more infectious
than older individuals. Presyptomatic cases were more infectious
and individuals with asymptomatic infection less infectious than
symptomatic cases. These findings have implications for devisir
interventions for blocking household transmission of SER®¥2,
such as timely vaccinat of eligible children once resources
become available.

Mahase E

BMJ

https://www.bmj.com/co
ntent/372/bmj.n158

Covid19: What new variants
are emerging and how are
they being investigated?

Domande e risposte sulle
varianti conosciute di SARS
Co\2: in particolaresi
ritiene chei vaccini
approvati finoradebbano
continuare ad essere effica
poiché la proteina spike e
molto grande e singole
mutazioni non dovrebbero
comprometteref ifdmunita
ottenuta.

The new, more transmissible variant of SARS2 found in
England is just one of many variations of the virus being detectg
around the world. Elisabeth Mahase looks at what we know so f

Connors M et al

Annals of Internal
Medicine

SARE 02 Vaccines: Much
Accomplished, Much to
Learn

Cosa sappiamo e cosa
NAYIlIYS RIF OF
dei vaccini contro SAR®V
2 in una lgera di Anthony
Fauci e collaboratori.

Over the next weeks and months, physicians will face questions
regarding the science, safety, and efficacy of the first wave of sd
acute respiratory syndrome coronavirld{SARE0\2) vaccines to
be authorized ad distributed. In most cases these vaccine

platforms will be new technologies that have not previously beei
administered other than through clinical trials. Although the initig
data on efficacy and safety are extraordinarily encouraging, mai
questions emain regarding who should receive these vaccines 3
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https://www.acpjournals.
org/doi/10.7326/M2%
0111

the immediate, intermediate, and loAgrm impact of the
vaccination program on the pandemic.

Sharma A et al

The Lancet

https://www.thelancet.co
m/journals/lanhae/article
[P11S2352
3026(20)3042%/fulltext

Clinical characteristics and
outcomes of COVHDI in
haematopoieticstem-cell
transplantation recipients:
an observational cohort
study

Studio di coorte
osservazionale su 318
persone sottoposte a
trapianto di cellule stamina
ematopoieticheche hanno
O 2 y (i Nifeiziene daf Q
SAR&0V2 (intervallo
mediano 17 mesi dal
trapianto allogenico e 23 dé
trapianto autologo)
sopravvivenza a 30 giorni
del 68% per il trapianto
allogenico e 67% per quellc
autologq un dato che mette
in luce la fragilita di questi
pazienti.

Background Haematopoietic stentell transplantation (HSET
recipients are considered at high risk of poor outcomes after CQ
19 on the basis of their immunosuppressed status, but data fronj
large studies in HSCT recipients are lacking. This study describ
characteristics and outcomes of HSCT recipients dftveloping
COVIBL9.

Methods: In response to the pandemic, the Center for Internatio
Blood and Marrow Transplant Research (CIBMTR) implementeq
special form for COViDS-related data capture on March 27, 202(
All patientg irrespective of age, diasis, donor type, graft
source, or conditioning regimensvere included in the analysis
with data cutoff of Aug 12, 2020. The main outcome was overall]
survival 30 days after a COVID diagnosis. Overall survival
probabilities were calculated using Kaplsieier estimator. Factors|
associated with mortality after COVIID diagnosis were examined
using Cox proportional hazard models.

Findings 318 HSCT recipients diagnosed with CaMvere
reported to the CIBMTR. The median time from HSCT to CBVIL[
diagnasis was 17 months (IQR45) for allogeneic HSCT recipient
and 23 months (&1) for autologous HSCT recipients. The medis
follow-up of survivors was 21 days (IQ&8) for allogeneic HSCT
recipients and 25 days (¢25) for autologous HSCT recipients. 34
(18%) of 184 allogeneic HSCT recipients were receiving
immunosuppression within 6 months of COMI®diagnosis.
Disease severity was mild in 155 (49%) of 318 patients, while s
disease requiring mechanical ventilation occurred in 45 (14%) o
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318 patienst ie, 28 (15%) of 184 allogeneic HSCT recipients an|
(13%) of 134 autologous HSCT recipients. At 30 days after the
diagnosis of COVADY, overall survival was 68% (95% Q793 for
recipients of allogeneic HSCT and 679 {B}for recipients of
autologous HSCT. Age 50 years or older (hazard ratio 2-53, 959
1-16;5-52; p=0-020); male sex (3-53; L&47; p=0-006), and
development of COVHD9 within 12 months of transplantation
(2-67, 1-385-36; p=0-005) were associated with a higher risk of
mortality among allogeneic HSCT recipients, and a disease
indication of lymphoma was associated with a higher risk of
mortality compared with plasma cell disorder or myeloma (2-41,
[1-08;5-38]; p=0-033) in autologous HSCT recipients.
Interpretation: Recipients o&utologous and allogeneic HSCT wh|
develop COVH29 have poor overall survival. These data empha
the need for stringent surveillance and aggressive treatment
measures in HSCT recipients who develop CQYID
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Ranzani OT et al

The Lancet

https://www.thelancet.co
m/journals/lanres/article/
P11S2212600(20)30569

9/fulltext

Characterisation of the first
Hpn nnn K2alLJA
for COVIEL9 inBrazil: a
retrospective analysis of
nationwide data

Analisi retrospettiva delle
caratteristiche dei primi
250.000 pazienti adulti
ricoverati per COVHDO in
Brasile

Background Most lowincome and middléncome countries
(LMICs) have little or no datatégrated into a national surveillancg
system to identify characteristics or outcomes of CGlAMospital
admissions and the impact of the COMMDpandemic on their
national health systems. We aimed to analyse characteristics of|
patients admitted to hosjpal with COVIEL9 in Brazil, and to
examine the impact of COVI® on healthcare resources and-in
hospital mortality.

Methods: We did a retrospective analysis of all patients aged 20
years or older with quantitative RFCR (RGPCR}Eonfirmed
COVIEL9 who were admitted to hospital and registered in SIVEHR
Gripe, a nationwide surveillance database in Brazil, between Fe|
and Aug 15, 2020 (epidemiological week83). We also examined
the progression of the COUI® pandemic across threewleek
periods wihin this timeframe (epidemiological weekg®, 13,22,
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and 2€30). The primary outcome was-lospital mortality. We
compared the regional burden of hospital admissions stratified K
age, intensive care unit (ICU) admission, and respiratory suppof
We aralysed data from the whole country and its five regions:
North, Northeast, CentralVest, Southeast, and South.

Findings. S0 6SSy CS6 wmc |yR ! dz3 w
RTgPCReonfirmed COVI29 were admitted to hospital and
registered in SIVEBI1ipe. The mean age of patients was 60 (SD ]
@SEFNEX MM cpT oOonT:0 2F HpnN
MNO PHM Opc20 2F Hpn HNo & SNJ
had no comorbidities. Case numbers increased across the threg
week periods studig: by epidemiological weeks 422, cases were
concentrated in the North, Northeast, and Southeast; by weeks
30, cases had spread to the Centéést and South regions.
HOH noc O6dpmM:>0 2F wpn Hyy LI G
when the data were xported; inhospital mortality was 38%
OyT pmMp 2F HoH noc LIGASYG&EOL
LI 6ASyGa FRYAGOGSR G2 GKS L/ |
those who were mechanically ventilated. The overall burden of [
admissions per ICU ts was more pronounced in the North,
Southeast, and Northeast, than in the Cenéést and South. In
the Northeast, 1545 (16%) of 9960 patients received invasive
mechanical ventilation outside the ICU compared with 431 (8%)
5388 in the South. Hhospital mortality among patients younger
OKFYy cn @SINBR ¢l a omM> O6nHAAN
Mp: omchpn 2F MM MpcO Ay GKS
Interpretation: We observed a widespread distribution of COXYD)
across all regions in Brazil, resulting in a lugarall disease burder
In-hospital mortality was high, even in patients younger than 60
years, and worsened by existing regional disparities within the




health system. The COVID pandemic highlights the need to
improve access to higtuality care for ctically ill patients admitted
to hospital with COVH29, particularly in LMICs.
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Figure 3: In-hospital mortality stratified by age, sex, comorbidities, level of education, self-reported race, ICU
admission, and invasive mechanical ventilation for patients with COVID-19 admitted to hospital in Brazil
Data are from patientswith a defined hospital outcome; proportions of patients were calculated on the basis of
complete case data for sex, comorbidities, level of education, self-reported race, ICU admission, and invasive
ventilation variables. Data on race were collected as self-reported race or skin colour, classified as Branco (White),
Preto (Black), Pardo (Brown), Amarelo (Asian), or Indigena (Indigenous). ICU=intensive care unit.
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Clinical Infectious
Diseases

https://academic.oup.co
m/cid/advance
article/doi/10.1093/cid/ci
ab037/6104139%?searchr
sult=1

Evaluation of SARS0\2
transmission mitigation
strategies on a university
campus using an agent
based network model

Modellovirtualedi
mitigazione dellaiffusione
di SAR€0V2 in una
universita, basato sulle
caratteristiche della
University of California San
Diego

Universities are faced with decisions on how to resume campus
activities while mitigating SAR\2 risk. To provide guidance fol
thesedecisions, we developed an agdmsed network model of
SAR&0V2 transmission to assess the potential impact of
strategies to reduce outbreaks. The model incorporates importal
features related to risk at the University of California San Diego.
foundthat structural interventions for housing (singles only) and
instructional changes (fromdperson to hybrid with class size cap]
can substantially reduce RO, but masking and social distancing
required to reduce this to at or below 1. Within a riskigation
scenario, increased frequency of asymptomatic testing from
monthly to twice weekly has minimal impact on average outbreg
size (1.11.9), but substantially reduces the maximum outbreak s
and cumulative number of cases. We conclude that an
interdependent approach incorporating risk mitigation, viral
detection, and public health intervention is required to mitigate
risk.

Schjorring OL et al

NEJM

https://www.nejm.org/do
i/full/10.1056/NEJM0a20
32510?query=featured F
ome

Lower or Higher Oxygenatio
Targets for Acute Hypoxemi
Respiratory Failure

Trial clinico multicentrico
OKS O2y FTNRYyI
a2 LINI OOABSyI
diversi target di
ossigenazione nel paziente
critico con insufficienza
respiratoria ipossica acuta
randomizzando 2928
pazienti fra i target di paO2
60 mmHg o 90 mmHg non
riesce a dimostrare una
differenza di mortalita o di

giorni senza supporto

BACKGROUNIPatients with acute hypoxemic respiratory failure
the intensive care unit (ICU) are treated with supplemental oxyg|
but the benefits and harms of different oxygenation targets are
unclear. We hypothesized that using a lower target fottipar
pressure of arterial oxygen (Pao2) would result in lower mortality
than using a higher target.

METHODSIn this multicenter trial, we randomly assigned 2928
FRdzf G LI GASyiGa K2 KIR NBOSY
hours before randomization) angdho were receiving at least 10
liters of oxygen per minute in an open system or had a fraction ¢
inspired oxygen of at least 0.50 in a closed system to receive 0X
therapy targeting a Pao2 of either 60 mm Hg (lowwgygenation
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intensivo a 90 giorni.

group) or 90 mm Hg (higin-oxygenation group) for a maximum off
90 days. The primary outcome was death within 90 days.
RESULT:&t 90 days, 618 of 1441 patients (42.9%) in the lewer
oxygenation group and 613 of 1447 patients (42.4%) in the high|
oxygenation group had died (adjesl risk ratio, 1.02; 95%
confidence interval, 0.94 to 1.11; P=0.64). At 90 days, there wa
significant betweergroup difference in the percentage of days th
patients were alive without life support or in the percentage of d
they were alive after bspital discharge. The percentages of
patients who had new episodes of shock, myocardial ischemia,
ischemic stroke, or intestinal ischemia were similar in the two
groups (P=0.24).

CONCLUSIONSmMong adult patients with acute hypoxemic
respiratory failuren the ICU, a lower oxygenation target did not
result in lower mortality than a higher target at 90 days.

Table 2. Primary and Secondary Outcomes.
Risk Risk Adjusted
Lower-Oxyg Higher-Oxyg ion Ratio Difference Odds Ratic
‘Outcome Group Group (95% CI)* (95% CI)* (95% CI) P Value
Primary outcomet
Death by day 90 — no./total 618/1441 (42.9) 6131447 (42.4)
no. (%)
Adjusted for stratification 1.02 ! 0.64
variablest (0.94t01.11) (-2.92t04.17)
Adjusted for stratification 106 050
and baseline variables§ (0.90 to 1.24)
Secondary outcomes¥
Median percentage of days 87.8 (0.0-96.7) 24.4 (0.0-96.0) 010
alive without life sup-
port (IQR)
Median percentage of days 55.6 (0.0-85.6) 50.0 (0.0-84.4) 067
alive after hospital dis-
charge (IQR)
Serious adverse events — no.f 525/1453 (36.1) 555/1457 (38.1) 0.95 -1.6 0.24
total no. (3¢) (0.84t01.07)  (-6.0t02.8)
Shock 492/1453 (33.9) 521/1457 (35.8)
Myocardial ischemia 14/1453 (1.0) 8/1457 (0.5)
Ischemic stroke 19/1453 (1.3) 231457 (1.6)
Intestinal ischemia 321453 (2.2) 29/1457 (2.0)




Weinreich DM et al
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https://www.nejm.org/do
i/full/10.1056/NEJMoa20
35002?query=featured F
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REGNCOV2, a Neutralizing
Antibody Cocktalil, in
Outpatients with Covid 9

Analisi ad interim dei
risultati di un trial clinico su
275 pazienti con infezione
da SARE0V2, non
ospedailzzati, trattati con un
cocktail di due anticorpi
monoclonali diretti contro le
proteina spike a due divers
dosaggi o con placebo:
riduzione della carica virale
I 1 3IAZ2NYyA R
trattati.

BACKGROUNRecent data suggest thabmplications and death
from coronavirus disease 2019 (Cot@) may be related to high
viral loads.

METHODSIn this ongoing, doubkelind, phase &3 trial involving
nonhospitalized patients with CovitB, we investigated two fully
human, neutralizingnonoclonal antibodies against severe acute
respiratory syndrome coronavirus 2 (SARS/2) spike protein,
used in a combined cocktail (REGRV?2) to reduce the risk of the
emergence of treatmentesistant mutant virus. Patients were
randomly assigned (1:1) to receive placebo, 2.4 g of REGAV?2,
or 8.0 g of REGROV2 and were prospectively characterized at
baseline for endogenous immune response against SARR
(serum antibodgpositive or serum antibodynegative). Key end
points included the timaveighted average change in viral load frg
baseline (day 1) through day 7 and the percentage of patients W
at least one Covid9¢related medically attended visit through day
29. Safety was assessed in all patients.

RESULT®ata from 275 patients are rep@d. The leassquares
mean difference (combined RE&NDV2 dose groups vs. placebo
group) in the timeweighted average change in viral load from da

G§KNRdAK RFe 17 ¢l a& bnopc f23Am)
AYUSNIIE o/ L83 patiertswhowerd setum ® m
antibodycy $3 1 GAGS G oFasStAysS | yR
Opps /LT bandtm G2 bandmnov AY

trial population, 6% of the patients in the placebo group and 3%
the patients in the cornined REGXCOV2 dose groups reported ai

least one medically attended visit; among patients who were se]
antibodygnegative at baseline, the corresponding percentages w
Mp: YR 2 ORAFFSNBYOSST b LI
The percentages gfatients with hypersensitivity reactions,
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infusionrelated reactions, and other adverse events were simila
the combined REGROV2 dose groups and the placebo group.
CONCLUSIONH this interim analysis, the RE@&DV2 antibody
cocktail reduced virdbad, with a greater effect in patients whose
immune response had not yet been initiated or who had a high
load at baseline. Safety outcomes were similar in the combined
REGNCOV2 dose groups and the placebo group. (Funded by

Regeneron Pharmaceutisadnd the Biomedical and Advanced

Research and Development Authority of the Department of Hea
and Human Services; ClinicalTrials.gov number, NCT04425629
opens in new tab.)

B Viral Load over Time According to Baseline Antibody Status
Serum Antibody-Negative

Difference in Change

from Baseline, Day 7

TWA LS mean Mean
2.4 g vs. Placebo -0.52 -0.59
8.0 g .]s Placebo -0.60 -0.71

Placebo
/

REGN-COV2,m
80g

(log, copies/mi)
~N
1

Change in Mean Viral Load
from Baseline

REGN-COV2

44 24g
T T T 1
Baseline 3 5
Days

No. at Risk
Placebo 30 23 28 2
REGN-COV2,24 ¢ 35 32 34 34
REGN-COV2,8.0g 36 34 35 35

Klass P et al

NEJM

Vaccinating Children agains
Covid191 The Lessons of
Measles

Perché e importante

ottenere dati sui vaccini
contro SARE0V2 nei

bambinie quali sfide

Imagine a highly contagious virus circulating in the community.
Many infected children have fever and some general misery but
recover without incident. Rarely, devastating compliocai occur,
leading to hospitalization, severe iliness, and occasional deaths




https://www.nejm.org/do
i/full/10.1056/NEJMp203
4765?query=featured cc
ronavirus

dovranno essere affrontate
per la vaccinazione
pediatrica.

Susceptible adults fare worse, with higher rates of poor outcoms
Would you want your child vaccinated against this disease?
You guessed we were talking about measles, right?

Alteri C et al
Nature
https://www.nature.com/

articles/s41467020-
20688x

Genomic epidemiology of
SAR&0V2 reveals multiple
lineages and early spread o
SARE0V2 infections in
Lombardy, Italy

Analisi genomica di 346
virus provenienti da casi di
COVIEL9 registrati in
Lombardia nel periodo
febbraicaprile 2020.

From February to April 2020, Lombardy (Italy) reported the high
numbers of SARG0V2 cases worldwide. By analyzirgg3whole
SARE0V2 genomes, we demonstrate the presence of seven vi
lineages in Lombardy, frequently sustained by local transmissio
chains and at least two likely to have originated in Italy. Six sing
nucleotide polymorphisms (five of them n&ynorymous)
characterized the SARG®\2 sequences, none of them affecting
glycosylation sites. The seven lineages, and the presence of log
transmission clusters within three of them, revealed that sustain
community transmission was underway before thstfiCOVIEL9
case had been detected in Lombardy.

Morgan C et al

Critical Care Medicine

https://journals.lww.com/
ccmjournal/Fulltext/2021
/02000/Almitrine Infusio
n_in_Severe Acut@&espi
ratory.38.aspx?context=Ff
eaturedArticles&collectio
nld=3

Almitrine Infusion in Severe
Acute Respiratory Syndrome
Coronavirus 2nduced Acute
Respiratory Distress
Syndrome: A Singléenter
Observational Study

Studio retrospettivo su 169
pazienti con irézione da
SARE0V2 ricoverati in
rianimazione per ARDS, di
cui 33 trattati con il
vasocostrittore almitrina (e
nel 75% dei casi con ossid
nitrico per via inalatoriagllo
scopo di ripristinare il
meccanismo di
vasocostrizione ipossicaei
responders@8 dzy @
in sopravvivenza.

Objectives: Treating acute respiratory failure in patients with
coronavirus disease 2019 is challenging due to the lack of
knowledge of the underlying pathophysiology. Hypoxemia may i
explained in part by the loss bf/poxic pulmonary vasoconstrictior
The present study assessed the effect of almitrine, a selective
pulmonary vasoconstrictor, on arterial oxygenation in severe ac
respiratory syndrome coronavirusi@duced acute respiratory
distress syndrome.

Design: Bigle-center retrospective observational study.

Setting: ICU of Lille Teaching Hospital, France, from February 2
2020, to April 14, 2020.

Patients: Patients with coronavirus disease 2019 pneumonia
confirmed by positive reverse transcriptapelymerase chin
reaction for severe acute respiratory syndrofo@ronavirus 2 and
acute respiratory distress syndrome according to Berlin definitio
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Data focused on clinicobiological features, ventilator settings,
therapeutics, outcomes, and almitrirrelated adversevents.
Interventions: Almitrine was considered in patients with severe
KELRESYAlI O6tlF2HKCAZ2H NI GAZ2 *
NBEO2YYSYRSR GKSNY}LASazZ +d |y
Comparative blood gases were done before starting almitriiad
and immediately after the end of the infusion. A positive respong
to almitrine was defined by an increase of Pao2/Fio2 ratio greats
than or equal to 20% at the end of the infusion.

Measurements and Main Results: A total of 169 patients were
enrolled. Thirtytwo patients with acute respiratory distress
syndrome received an almitrine infusion trial. In most cases,
almitrine was infused in combination with inhaled nitric oxide
(75%). Twentpne patients (66%) were responders. The median
Pao2/Fio2 ratiamprovement was 39% (93%) and differs
significantly between the responders and nonresponders (67% ||
131%] vs 6% {46%], respectively; p < 0.0001). Thed28/
mortality rates were 47.6% and 63.6% (p = 0.39) for the respong
and nonresponders, resptideely. Hemodynamic parameters
remained similar before and after the trial, not suggesting acute
pulmonale.

Conclusions: Almitrine infusion improved oxygenation in severe
acute respiratory syndrome coronavirusrizluced acute respirator
distress syndyme without adverse effects. In a multistep clinical
approach to manage severe hypoxemia in this population, almit
could be an interesting therapeutic option to counteract the loss
hypoxic pulmonary vasoconstriction and redistribute blood flow
awayfrom shunting zones.
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Figure 1.

Distribution of Paa;/Fio; ratio
before and after the almitrine
trial. Boxplots represent the
distribution of Pao;/Fio; ratio in
the global population (32
patients), in responders (21
patients) and in nonresponders
(11 patients) to an almitrine
infusion of 0.6 mg/kg. A
positive trial was defined vy an
increase in w1e Paoy/Fio; ratio =
20% at the end of the infusion
NS = not significant.

ShahP et al

Critical Care Medicine
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in.4.aspx

Is Cardiopulmonary
Resuscitation Futile in
Coronavirus Disease 2019
Patients Experiencing-n
Hospital Cardiac Arrest?

Studio di coorte
retrospettivosulle

OF N} GG4SNRAGA
di 63 pazienti ricoverati per
COVIEL9 che hanno subito
un arresto cardiaco
intraospedaliero e sono sta
sottoposti a rianimazione
cardiopolmonare: mortalita
100% indipendentemente
dalle condizioni di base, 89
presentavaitmo
RSTNRAOAL I 0A
respiratoria era la causa pit
frequente.

Objectives: There is limited data regarding outcomes after in
hospital cardiac arrest among coronavirus disease 2019 patient
None of the studies have reported the outconwsn-hospital
cardiac arrest in coronavirus disease 2019 patients in the United
States. We describe the characteristics and outcomes-bbapital
cardiac arrest in coronavirus disease 2019 patients in rural
Southwest Georgia.

Design: Retrospectiveohort study.

Setting: Singleenter, multihospital.

PATIENTS: Consecutive coronavirus disease 2019 patients wh
experienced irhospital cardiac arrest with attempted resuscitatio1
Interventions: Attempted resuscitation with advanced cardiac life
support.
Measurement and Main Results: Out of 1,094 patients hospitaliZ
for coronavirus disease 2019 during the study period, 63 patienf
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suffered from irhospital cardiac arrest with attempted
resuscitation and were included in this study. The median age W
66 years, and 49.2% were males. The majority of patients were
African Americans (90.5%). The most common comorbidities we
hypertension (88.9%), obesity (69.8%), diabetes (60.3%), and
chronic kidney disease (33.3%). Eighteen patients (28.9%) had
CharlsorComorbidity Index of 2. The most common presenting
symptoms were shortness of breath (63.5%), fever (52.4%), and
cough (46%). The median duration of symptoms prior to admiss
was 14 days. During hospital course, 66.7% patients developed
septic shock, rd 84.1% had acute respiratory distress syndrome
Prior to inhospital cardiac arrest, 81% were on ventilator, 60.3%
were on vasopressors, and 39.7% were on dialysis. The majorit
in-hospital cardiac arrest (84.1%) occurred in the ICU. Time to
initiation of advanced cardiac life support protocol was less than
minute for all irhospital cardiac arrest in the ICU and less than 2
minutes for the remaining patients. The most common initial
rhythms were pulseless electrical activity (58.7%) and asystole
(33.3%). Although return of spontaneous circulation was achievd
29% patients, it was brief in all of them. Thehimspital mortality
was 100%.

Conclusions: In our study, coronavirus disease 2019 patients
suffering from irhospital cardiac arrest had 100#shospital
mortality regardless of the baseline comorbidities, presenting illn
severity, and location of arrest.

Irving AT et al

Nature

Lessons from the host
defences of bats, a unique
viral reservoir

Interessanti caratteristiche
dei pipistrelli, in particolare
nel bilanciamento tra
risposta immunitaria
effettrice e
immunoregolazione, che

There have been several major outbreaks of emerging viral
diseases, including Hendra, Nipah, Marburg and Ebola virus
diseases, severe acute respiratory syndrome (SARS) and Middlf
respiratory syndrome (MERS#as wellas the current pandemic of
coronavirus disease 2019 (COMM). Notably, all of these




https://www.nature.com/
articles/s4158820
031280

rendono reservoir virali
ideali.

outbreaks have been linked to suspected zoonotic transmission
bat-borne viruses. Batsthe only flying mammal display several
additional features that are unique amongammals, such as a lon
lifespan relative to body size, a low rate of tumorigenesis and ar
exceptional ability to host viruses without presenting clinical
disease. Here we discuss the mechanisms that underpin the ho
defence system and immune tolerancelats, and their
ramifications for human health and disease. Recent studies sug
that 64 million years of adaptive evolution have shaped the host
defence system of bats to balance defence and tolerance, which
resulted in a unique ability to act as ideal reservoir host for
viruses. Lessons from the effective host defence of bats would |
us to better understand viral evolution and to better predict,
prevent and control future viral spillovers. Studying the mechani
of immune tolerance in batsould lead to new approaches to
improving human health. We strongly believe that it is time to fo
on bats in research for the benefit of both bats and humankind.

Fig. 2: The unique balance between host defence and immune tolerance in bats.

IFNs NLRP3
ISGs PYHIN
HSPs, ABCB1 IL-1B

Autophagy i STING

Bats show an excellent balance between enhanced host defence responses and immune tolerance
through several mechanisms. Examples of enhanced host defences include constitutive expression
of IFNs and interferon-stimulated genes (1SGs), increased expression of heat-shock proteins (HSPs),
a higher base level expression of the efflux pump ABCBI1 and enhanced autophagy. On the other
hand, dampened STING and suppressed inflammasome pathways—such as dampened NLRP3, loss

of PYHIN and downstream IL-1p—contribute to immune tolerance in bats.
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JournalThrombosis and
Haemostasis
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{ " w{ méabsacited
coagulopathy and
thromboembolism
prophylaxis in children: A
aAy3aft SntOSyidsSh
study

Studio osservazmale
prospettico su 35 bambini
ricoverati con COVAIR ed
esperienza in merito

I £ f QdzGAE AT T 2
antitrombotica.

Background Multiple investigators have described an increased
AYOARSYOS 2F GKNRYO 2 Synestddd O
individuals.Data concerning hemostatic complications in childrer
K2ALAGFEAT SR F2NJ / hxL5nmMmdpK Ydz
OKAf RNBY od6aL{n/0 INB aolyiao
Objectives¢ 2 & KI NB 2dzNJ SELISNAS¢ OS
F2a20AF 0SSR LINPmO2!| Idzdrery & a G|
Methods:5 TRAYSNJ @I f dzS&8 ¢SNBE NBO2
K2ALA G £ AT S Rrelfed Man{festatigns Innaderately
G2 ONRGAOFffte Aff LI OGASydGa |
inflammatory markers were checked at multiple time pointslan
YSRAFY NBadzZ G6§a 6SNB O2YLI NBR
appraised for each child and thromboprophylaxis was started in
selected cases.

Results¢ KANIGEMFAGS LI GASyida ¢ SNEB
@t dzSa RAR y2id RA adinglsederity, lwiefas
GSNB YIN]JSRfe RAFTFSNByid o6Sig
O2K2NIliad LYy 020K O2K2NIlaszx 5
increased upon clinical worsening but were not accompanied by
decreased fibrinogen or platelet values, witlh@arameters
returning to normal upon disease resolution. Six patients had
multiple thrombotic risk factors and were started on
pharmacological thromboprophylaxis. No deaths or thrombotic g
bleeding complications occurred.

Conclusions/ h = L pedimtde patients show mildly altered
O2F AdzA FGA2Y YR AYyFElFYYIl G2NE
/| OlFrasSa aK2gSR fF02NFG2NB &A
coagulant status. Universal anticoagulant prophylaxis in hospita
OKAf RNBY # figlated manifeStatibna is not warranted
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Structureguided multivalent
nanobodies block SARDV
2 infection and suppress
mutational escape

Messa a punto di
nanoparticelle
neutralizzanti, con la stesse
funzione di anticorpi
monoclonali ma piu
vantaggiose da produrre,
dirette contro la proteina
spike di SARSoV2.

The severe acute respiratory syndrome coronavirus 2 (SARS3)
pandemic contiues to spread with devastating consequences. H
passive immunization efforts, nanobodies have size and cost
advantages over conventional antibodies. Here, we generated f
neutralizing nanobodies that target the receptbinding domain of
the SARE0V2 spike protein. We defined two distinct binding
epitopes using xay crystallography and cry@ectron microscopy.
Based on the structures, we engineered multivalent nanobodies
with more than 106€fold improved neutralizing activity than
monovalent nanobodis. Biparatopic nanobody fusions suppress
the emergence of escape mutants. Several nanobody construct
neutralized through receptebinding competition, while other
monovalent and biparatopic nanobodies triggered aberrant
activation of the spike fusion athinery. These premature
conformational changes in the spike protein forestalled producti
fusion, and rendered the virions nanfectious.

Somekh &t al

Clinical Infectious
Diseases

https://academic.oup.co
m/cid/advance
article/doi/10.1093/cid/ci
ab035/6103916

Reopening Schools and the
Dynamics of SARSV2
Infections in Israel: A
Nationwide Stdy.

Analisi dei casi e dei ricove
per COVIELY in Israele
dopo la riapertura delle
scuole a livello nazionale
non si riesce a dimostrare
una associazione e gli
autorni suggeriscono un
ruolo non déterminante
della scuola nella diffusione
di SARE0V2.

Background The benefits of school reopening must be weighed
against the morbidity and mortality risks and the impact of
enhancing spread of COVID. We investigated the effects of
school reopening and easing of social distancing restrictions on
dynamics of SARSo0\2 infections in Israel, between Marcluly
2020.

Methods: We examined the nationwide agewise weekly incidend
prevalence, SARS0\/2 PCR tests, their positivity, COMI®
hospitalizations and associated mortality. Tempalifferences in
these parameters following school reopening, school ending, an
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following easing of restrictions such as permission of large scale
gatherings, were examined.

Results The incidence of SAR®\?2 infections gradually increasg
following scheol reopening in all age groups, with a significantly
higher increase in adults compared to children. Higher relative
ratios (RRs) of sample positivity ratesZZldays following school
reopening relative to positivity rates prior to openings were foun
for the age groups 489 (RR: 4.72, 95% CI. 3:2683) and 2689
years (RR: 3.37 [2.58.53]), but not for children aged® (RR: 1.46
[0.85-2.51]) and 1619 years (RR: 0.93 [0.6%.34]).

No increase was observed in COfDassociated hospitalizatien
and deaths following school reopening. In contrast, permission (
large-scale gatherings was accompanied by increases in inciden
and positivity rates of samples for all age groups, and increased
hospitalizations and mortality.

ConclusionsThis analysidoes not support a major role of school
reopening in the resurgence of the COMI®curve in Israel. Easing
restrictions on large scale gatherings was the major influence o
this resurgence.

Bubar KM et al
Science
https://science.sciencem

ag.org/content/early/202
1/01/21/science.abe695¢

Modelinformed COVIEL9
vaccine prioritization
strategies by age and
serostatus

Modello matematico per
confrontare diverse
strategiedi allocazione dei
g OOAY A LISIaJ
minore perdita di anni di
vita si ottiene dando priorité
agli over 60.

Limited initial supply of SAR®\2 vaccine raises the question of
how to prioritize available doses. Here, we used a mathematica
mode to compare five agstratified prioritization strategies. A
highly effective transmissiehblocking vaccine prioritized to adults
ages 2&49 years minimized cumulative incidence, but mortality g
years of life lost were minimized in most scenarios whentaccine
was prioritized to adults over 60 years old. Use of individies|
serological tests to redirect doses to seronegative individuals
improved the marginal impact of each dose while potentially
reducing existing inequities in COMIB impact. WHe maximum
impact prioritization strategies were broadly consistent across
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countries, transmission rates, vaccination rollout speeds, and
estimates of naturally acquired immunity, this framework can be
used to compare impacts of prioritization strategie€sass contexts

European Medicines
Agency

https://www.ema.europa
.eu/en/medicines/human
[EPAR/covid 9-vaccine
moderna

COVIBL19 Vaccine Moderna

Report finaledella
valutazione del vaccino

Moderna contro SARSoV
HE | dzi2 NR T

(s
9dzNR LJ RIffQ

COVIEL9 Vaccine Moderna is a vaccine for preventing coronavi
disease 2019 (COVID) in people aged 18 years and older.
COVIBLY9 Vaccine Moderna contaiasmolecule called messenger
RNA (mRNA) with instructions for producing a protein from SAR
Co\£2, the virus that causes COVIB. COVIEL9 Vaccine Moderna
does not contain the virus itself and cannot cause CE9ID

Sharma R et al

Stroke

Excess Cerebrovascular
Mortality in the United
States During the COVID
Pandemic

Aumento della mortalita e
riduzionedegli accessi
ospedalieri per ictus nel
periodo gennaienaggio

Background and Purpos€&he magnitude and drivers of excess
cerebrovasculaspecific mortality during the coronavirus disease
2019 (COVI9) pandemi@re unknown. We aim to quantify exce
strokerelated deaths and characterize its association with socia
distancing behavior and COVIB¢related vascular pathology.
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