La gestione clinica dei pazienti Covid-19:
condivisione dell’esperienza acquisita ad oggi in Italia
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- Condividere aggiornamenti OMS sulla gestione clinica
dei pazienti

- Mantenere una piattaforma che faciliti lo scambio di

esperienza clinica tra i clinici che gestiscono i pazienti
COVID in Italia
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» Sorveglianza negli operatori sanitari
 Systematic reviews Clorochina/HC
 COVID e HIV
* |PC
* Test diagnostici

* Condivisione esperienza per centro/regione (60 min)
* Gestione domiciliare
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- 12 681 casi diagnosticati definiti come
operatori sanitari

Quello che * Eta mediana 48 anni, 33% di sesso maschile,

sappiamo finora 0.4% diletalita
(a livello centrale) - Rappresentano circa il 10% dei casi segnalati

- E evidente I'elevato potenziale di trasmissione
in ambito assistenziale di questo patogeno

Task force COVID-19 del Dipartimento Malattie Infettive e Servizio di Informatica, Istituto Superiore di Sanita. Epidemia COVID-19, Aggiornamento nazionale: 6 aprile
2020 - ore 16:00.



TABELLA 5. DISTRIBUZIONE DEI CASI, DECEDUTI E LETALITA IN OPERATORI SANITARI

. ) ) Deceduti [n Letalita

Classe d'eta (anni)  Casi [n (%)] (%)] (%)

: 1829 1151 (9,1%) 0 (0%) 0%

| problema degll 30-39 2.100 (16,6%) 3 (6,5%) 0.1%
. . . 40-49 3.548 (28,1%) 3 (6,5%) 0.1%

ope ratori sanitari 50-59 4.348 (34,4%) 13 (28,3%) 0.3%
60-69 1.416 (11,2%) 17 (37,0%) 1.2%

con COVI D-19 70-79 85 (0,7%) 10 (21,7%) 11.8%
Totale 12.648 (100%) 46 (100%) 0.4%

NOTA: LA TABELLA NON INCLUDE I CASI CON ETA NON NOTA

* | dati sono largamente incompleti (non riportata
I'informazione «operatore sanitario: S/N»)

* Non esistono informazioni strutturate sui tipi di
operatori sanitari

* Poche informazioni sui fattori rischio

* Nessun dato sull’esposizione; nessun dato sulla
mansione e tipo di OS



- Indagine epidemiologica sugli operatori
sanitari risultati positivi al test diagnostico per

approfondire il SARS-CoV-2
tema per prevenire

Necessario

- Studio caso controllo




Indagine
epidemiologica

sugli operatori
sanitari risultati
positivi

Sitratta di una revisione e adattamento in
italiano, in collaborazione con il WHO, del
documento WHO “Health workers exposure risk
assessment and management in the context of
COVID- 19 virus” Interim guidance 4 March 2020,
disponibile al link
https://apps.who.int/iris/bitstream/handle/10665
/331340/WHO-2019-nCov-
HCW_risk_assessment-2020.1-eng.pdf



Indagine
epidemiologica

sugli operatori
sanitari risultati
positivi: obiettivo

L'obiettivo e descrivere le caratteristiche
epidemiologiche e formulare ipotesi sulla modalita di
acquisizione della malattia degli OS risultati positivi al
test diagnostico per COVID-1a9.

| risultati dell'indagine epidemiologica supporteranno la
formulazione di indicazioni per |la prevenzione e il
controllo dell'infezione da SARS-CoV-2 correlata

all’assistenza



Indagine
epidemiologica
sugli operatori

sanitari risultati
positivi:
caratteristiche

- Ambito sorveglianza
» Esaustivo su tutti i sanitari positivi al tampone
- Approfondimento prospettico

* Questionario somministrato ai sanitari che
effettuano il tampone.

* | questionari dei positivi su una piattaforma
dell'lSS (GO-DATA)

* Raccolta dati individuali

- Dati analizzati e presentati in modo aggregato



Indagine
epidemiologica

sugli operatori
sanitari risultati
positivi: dove siamo

* Protocollo e scheda condivisa con CTS

* Protocollo e scheda raccolta dati disseminata
ad alcune regione Pilota

- Piattaforma informatica pronta

* Tra oggi e domani coinvolgimento di tutte le
regioni attraverso email e contatti personali

* Inquadramento dei dati raccolti come un
approfondimento della sorveglianza dei casi
COVID-19

* Iniziare prima possibile e mantenere aperta la
rilevazione durante la fase 2



Indagine
epidemiologica

sugli operatori
sanitari risultati
positivi: sezioni

* Informazioni sull'intervistatore
- Informazioni sull'operatore sanitario

- Informazioni sulla struttura sanitaria e
sull'operatore sanitario

- Attivita dell'operatore sanitario svolte su
caso COVID-19 (contatto e droplet) in
contesti senza rischio di produzione di
generazione di aerosol

- Attivita dell'operatore sanitario svolte su
caso COVID-19 in contesti con rischio di
generazione di aerosol

* Incidenti con materiale biologico



Indagine
epidemiologica

sugli operatori
sanitari risultati
positivi: alcuni focus

* Tipo di personale sanitario
* Tipo di area ospedaliera in cui lavora I'OS

* Contatto stretto nelle sue mansioni o in
ambiente extralavorative

* Tipologia di assistenza sanitaria

* Struttura COVID-19+

* Formazione recente su IPC

- Conoscenza 5 momenti e disponibilita GEL

* Tipologia contatto stretto, dpi indossati e loro
uso, igiene delle mani



Gruppo di lavoro
Indagine
epidemiologica

sugli operatori
sanitari risultati
positivi

* Paolo D’Ancona
* Andrea Siddu

* Alberto Mateo Urdiales

Con la collaborazione di Alessandro Cassini
(WHO) e Benedetta Allegranzi (WHO)



Grazie per |'attenzione!

dancona@iss.it
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COVID-19 in People with
HIV and viral hepatitis

At present there is no evidence that the risk of infection or
complications of COVID-19 is different among PLHIV who
are clinically and immunologically stable on ART when
compared with the general population.

Some PLHIV may have the known risk factors for COVID-19
complications, such as diabetes, hypertension and other

noncommunicable diseases and as such may have
increased risk of COVID-19 unrelated to HIV.

PLHIV who are taking ARV drugs should have at least 30
days of antiretrovirals (ARV) if not a 3 to 6-month supply
and be offered the opportunity to ensure that their
vaccinations are up to date (influenza and pneumococcal
vaccines).

At this stage there is no evidence to suggest people living
with hepatitis B or hepatitis C, who are otherwise well
and do not have advanced liver disease, and do not fall
into any of the above risk groups, are at greater risk of
infection or complications of COVID-19.

This Q&4 guidance document is intended to assist national HIV and viral hepatitis programmes
and its health workers provide guidance to persons affected by HIV/AIDS and viral hepatifis, and
to maintain continuity of eszential services during the COVID-19 pandemic. WHO is confinually
monitoring and responding to the COVID-19 pandemic and will update the Q&A as more
information becomes available including how it i= affecting the comprehensive HIW and Hepatitis
responses wclhdwide.

Chapter 1: risk for COVID-19 in people living with HIV and viral hepatitis

Are people living with HIV and viral hepatitizs at increazed rigsk of being infected with SARS-
CoV-2, the virus causing COVID-197?

HIV: People living with HIV (PLHIV) with advanced disease, those with low CD4 cell count and
high wiral load and pecple living with HIV who are not taking antiretroviral freatment (ART) have
an increased risk of infections and related complications in general. K is unknown if the
immunosuppression of HIWV will put a person at greater risk for COVID-19, thus, until more is
known, additional precautions for all PLHIV with advanced HIV or poordy controlled HIV, should
be employed ' %,

Af present there is no evidence that the risk of infection or complicafions of COVID-19 is different
among PLHIV who are clinically and immunologically stable on ART when compared with the
general population. Some PLHIV may have the known risk factors for COVID-19 complications,
such as diabetes, hypertension and other noncommunicable diseases and as such may have
increased risk of COVID-19 unrelated fo HIV. We know that during the SARS and MERS
outbreaks there were only a few case reportz of mild dizease among PLHIV. To date, there are
a few case reporis of a person living with HIV who had moderate COVID-19 and recovered =

WHO recommends that service providers ensure that PLHIY who are taking ARV drugs should
have at least 30 days of anfiretrovirals (ARV) if not a 3 to 6-month supply and be offered the
cpportunity fo ensure that their vaccinations are up to date (influenza and pneumococcal
vaccines). Adequate supplies of other medicines to freat coinfections, comorbidities and addiction
should also be ensured.

Viral hepatitis: Overall, there is limited information on persons with chronic viral hepafitis B or C
with COVID-19. At this stage there is no evidence to suggest people living with hepatitis B or
hepafitiz C, who are otherwize well and do not have advanced liver disease, and do not fall into
any of the above risk groups, are at greater risk of infection or complications of COVID-19.

DEE, Inbenm Guidancoe Ffor COWiD-13 and Persans with 50V, hitps ) faildsinfonih. gov'suicelinessthbm B, corid = 19-and- persons-withe hiv
indterim sguildance -5 58 lin ber m-guid an oe- for-cowid - 19-and spe rso ns-with-h v (March 20, 2000)
* US [OC, 0OWID-13: Peaple wha ane at higher risk for severe ilnesshitps:/fweew.ode. gow/ coronawdrus,/2009-noowspecific- groups/people-at
Fiighezr-risk.himl [March 22, 2020)
' Zhu F, Can ¥, Bu 5, Zhou ML Codinfection of SARS-Co%-2 and HIV ina patent in Wuban city, China, § of Medical Wirokogy 11 March 2020,
hittps:/ fonlinelibramy veliey. com dod/Fullf 10, 1002/ |mw. 25732




Systematic Reviews

* There is no high-quality evidence on benefits and harms

e Two small studies (one RCT) with many methodological
concerns and are at best, low quality evidence.

* France: 80pt receive 600 mg of hydroxychloroquine daily and their viral
load in nasopharyngeal swabs was tested daily in a hospital setting;
depending on their clinical presentation, azithromycin was added. HCQ
significantly associated with viral load reduction/disappearance in
COVID-19 patients and its effect is reinforced by azithromycin

* China: RCT, enrolled 30 treatment-naive patients with confirmed COVID-
19. Patients in HCQ group were given HCQ 400 mg per day for 5 days
plus conventional treatments. On day 7, COVID-19 nucleic acid of throat
swabs was negative in 13 (86.7%) HCQ cases and 14 (93.3%) cases in the
control group (P>0.05).

* Care must be exercised in extrapolating in vitro results to in
vivo, and potential side effects, toxicities and interactions
with other drugs must remain a key consideration.

* Multiple clinical trials are underway to strengthen the data
and better characterize effectiveness

* |f this drug is effective in COVID-19, this may drive
unavailability for malarial patients and other chronic diseases
as a treatment and as a prophylaxis.

RAPID REVIEW — Aprl 1%, 2020.
{The mformation ncluded 1n this review reflects the evidence as of the date posted in the
document. Updates will be developed according to new avallable evidence)

COVID-19: Chloroquine and hydroxychloroquine research

Dnsclaimer

Thiz docoment includes the results of 2 rapid systematic review of coczent available hteramure. The
information mehided in thes revew reflacts the emidence az of the date posted in the docoment.
Recommendations were based on the evidence available and itz quabty (GRADE methodology) at
the time the review was published. Yet, recognizing that there are nmumerous ongoing clncal taals,
PAHOC will periodically update these reviews and corresponding recommendations as new evidence
becomes availzble.



Infection Prevention
and Control

https://www.who.int/publications-
detail/advice-on-the-use-of-masks-
in-the-community-during-home-
care-and-in-healthcare-settings-in-
the-context-of-the-novel-
coronavirus-(2019-ncov)-outbreak

Advice on the use of masks in the context of COVID-19

Interim quidance
6 Aprl 2020
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https://www.who.int/publications-detail/advice-on-the-use-of-masks-in-the-community-during-home-care-and-in-healthcare-settings-in-the-context-of-the-novel-coronavirus-(2019-ncov)-outbreak

Testing strategies (COVID19

Purpose of testing

Detect acute infection =2 molecular test (maybe antigen test*
Contact tracing = Molecular test (maybe antigen test*)
Serosurveillance = antibodies

Immunity? = antibodies?

Advice on the use of point-of-care immunodiagnostic tests
for COVID-19

SEERSAc Bt @ World Heaith

B8 April 2020 Organization

In sxpuese 10 e geeewing OONTTR 1 pandomic arad shertages o lahoraton b muilccular icwing < spacity md reagenta, saliple
dagnontic it manuctizer have dovelopad md bope sclling rapid s coy-n-ue deviees 1ol oeny ouside of
Laturakony sctlings. Thee simpils 1o kit s b silles m»r.;.mrmn:m\mwm in resirsiony snpics
Ie . apretias, ol sl of deteciion, in blaod of scufs, of i i reaponie

WHD appland the eflizres of st devekepers o Emmovaals sl respuend 10 e meeds of ie popuation

Humever, befire thewe irts cen be recommendod, they mast be valalaind in e syppropriaic populations and setings. nsdeguee
Ients oy e pasents with ac live infectan o fbely e i patizns as b te Sweme when ey & ool Geher g
e control clTors. At presest, baoed m currest evidence, WHO recisscnds the we of these new poist-of-care
immunealiapostic tests only in e sech setvismes. They shoud st be used in any oher setting., including for sl docion-
s g, il evichinnce supporting wse P specili idicatin i available.

WHO conlitus 1o valuls avalible imsasodispots ot fo COVID-LD and will spdste this samiif: bief wh acouy

Rapid diagnoshic tests based on anfigen detection

e type of rapid disgaosss: 1est (RDT) detects (he peesenie of vil roies fessigens) expressed by the COVID-19 v in g
sarsple fomn (e respeatoey teact oF poram. IF fie gt astigen i present in sfTasent comeseations in the sesple, it will bt
1o apecific: mibodien Foxed 1.8 paper strip conosed in a plastic casing and geacraic o visally desccishie sigrad, typically within 30
ks, The ssligen(i) deteetad dee exprosed oy when B vinus is sctivel replicstng. asefiore, such bsls e besl wsed o
identify s ox cwly mfection

How well the s week depends o sevesal factons, including the time from oaset of il te concentrasion of virs @ e
spevimem, the ity of the spezimen collecnl from 8 poron sl how it is procescd, and e prosie Sealsio

in ihe 1o ki Blascd cn expericncs with anlige-based RO for other sespraiony discases mach an mucnes, i
peaticres tane compmushils cone cntratin of influses vinas in gy sempic o e i COVIDN, the sty of i 1o
wmmaght be expeated o vary Team 38% e RO

Bisscd om this informasion, half or moes of COVID-13 infoand paticnts might be sised by sch icsts, depending on the groap of
paticrss 1isd These swempine wgenly squine fethe ey 10 undossad whether they = accumse AdStally, fle-
puositive sesels - dhat i, 4 st dhowing that 8 peren i ifocied whe they are not - coul] occer 7 the sseboics on the 12 wxip
alse necognice antagens of vinses: obes tan COVID-19, -.:L-rmhm- oy insvcy thal caue the commin wid My of
e smligen Acieclion 1o llal s mds ey ol juentially
T used an triage tests b ppidly idemiify putients whe are very likely to lanve COVID-1%, reducing cr simissing the need for
expeasive malacelas sonliFEatr y ISRy

With the limidod dals sow svailsble, WHO dess aol currently recomsscnd he use of satipes-deleting rapid disguostic (e
for patient care, slthough research i teesr performssce snd jpoieniial e wilty B highly enosaragel.
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Advice on the use of point-of-care immunodiagnostic tests
for COVID-19

Selentiic oriet 77X, World Health
8 April 2020 ™ Organization

Rapid diagnostic tests based on antigen (Ag) detection: Ag are expressed only when a virus is

replicating, thus such test can be used to identify acute or early infection.

e Sensitivity (FN): 38-80%.

* FP also possible due to cross reaction with other coronavirus.

* If available tests demonstrate adequate performance, can be used as triage test to identify people
v likely to have COVID19, reducing the need for molecular confirmatory tests needed.

With the limited data now available, WHO does not currently recommend the use of
antigen-detecting rapid diagnostic tests for patient care, although research into their
performance and potential diagnostic utility is highly encouraged.



Advice on the use of point-of-care immunodiagnostic tests

Serology COVID19 i

77 World Health
8 April 2020 ¥%/V Organization

* Majority of pts develop Ab response only in the 2nd week after onset of symptoms.

* In some pts with COVID-19 + confirmed by molecular testing (e.g. RT-PCR), weak, late or absent antibody
responses have been reported (false negative results) (1,2,3)

* Ab detection tests targeting COVID-19 may also cross-react with other pathogens, including other human
coronavirus and give false-positive results.

* No evidence to date to support that immune response protect from reinfection with the COVID-19 virus.

* SEROLOGY: Support vaccines development, and improve understanding of the extent of infection among
people who are not identified through active case finding and surveillance efforts, the attack rate in the
population, and the infection fatality rate.

 Limited utility for clinical diagnosis, although some clinicians has used for presumptive diagnosis of recent
COVID-19 in cases where molecular testing was NEG but where there was a strong epidemiological link to
COVID-19 infection and paired blood samples (acute and convalescent) showing rising antibody levels.

Based on current data, WHO does not recommend the use of Ab-detecting rapid diagnostic tests for patient care but
encourages the continuation of work to establish their usefulness in disease surveillance and epidemiologic research

1. Zhao J, Yuan Q, Wang H, Liu W, Liao X, Su Y, et al. Antibody responses to SARS-CoV-2 in patients of novel coronavirus disease 2019. medxriv [Internet]. 2020; Available from: https://www.medrxiv.org/content/10.1101/2020.03.02.20030189v1.full.pdf
2. Okba N.M.A, Muller M.A., Li W, Wang C, et al. SARS-COV-2 specific antibody responses in COVID-19 patients. medxriv [Internet]. 2020; Available from: https://www.medrxiv.org/content/10.1101/2020.03.18.20038059v1
3. Lin D, Liu L, Zhang M, Hu Y, et al. Evaluation of serological tests in the diagnosis of 2019 novel coronavirus (SARS-CoV-2) infections during the COVID-19 outbreak. medxriv [Internet]. 2020; Available from: https://doi.org/10.1101/2020.03.27.20045153



Condivisione esperienza
clinica



1. Importanza della precocita’ di utilizzo antivirali (primi 7-10
gg dall’insorgenza dei sintomi). Avrebbe un senso a domicilio?

2. Sembra essere meno utile nel paziente avanzato in Tl tranne
che nel caso di utilizzo di Remdesivir, che puo’ aggiugere
chances al paz grave ed accelerare la negativizzazione virale

1. In mancanza di antivirali rischio di negativizzazione piu lenta
2. Steroidi a pz con insuff respiratoria da piu’ giorni (7 giorni)

4. Buona risposta con riduzione della necessita’ di intubazione
ma finestra ristretta

OSSIGENOTERAPIA:

cardine del trattamento

IMPORTANZA USO di farmaci

in studi controllati per
generare evidenza!

1. Discreta utilizzazione di Tocilizumab (inizialmente in fasi
avanzate ora piu precocemente) con esperienza positiva,
miglioramente anche di pz in CPAP, anche se in alcuni pz si €’
osservato un peggioramento a 24 hrs dalla somministrazione.

2. Buona correlazione tra marcatori (Ddimero, PCR, ferritina) e
IL6: con almeno 2 o 3 marcatori elevati inizio monoclonali

3. Uso di immunomodulanti ha una finestra ristretta

1. Tromboembolia polmonare frequente

2. Profilassi con eparina bpm per tutti i pz (4000 unita/g)

3. Profilassi a domicilio. Azzardo? Morti improvvise
documentate e emorragie ge.

4. Se d-dimero aumenta (4-5 vv): eparina a dosaggi terapeutici
5. Embolia polmonare massiva: eparina ad alte dosi

6. In acuto, utilizzo di anticoagulanti orali e’ complicato




Condivisione esperienza clinica

Gestione domiciliare

Terapia empirica, criteri di ricovero/dimissione,
indicazione isolamento alla dimissione: a casa vs
altre strutture, follow-up post-dimissione

Diagnostica

Tampone neg con quadro suggestivo: quali indagini?
Cosa

funziona e
cosa no

Quesiti
rimanenti

Immunodepressi

Fattore di rischio?

Considerazione perticolari per la terapia?




Aggiornamento studi in corso

AlFA



O ARD,  learian
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Aggiornamento sui farmaci resi disponibili per COVID-19
al di fuori delle indicazioni terapeutiche

Sperimentazioni cliniche - COVID-
19

Clinical Trials:
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 Remdesivir: 2 Gilead RCT, hospitalized

e Tocilizumab: 3 trial (1 CT; 2 RCT), hospitalized
Anakira vs Emapalumab vs SOC: RCT SOBI, hospitalized
Sarilumab RCT Sanofi, hospitalized

Hydro Stop Trial (HCQ): RCT, non profit, outpatients
Solidarity trial

Compassionate use programmes
e Remdaesivir
e Ruxolitinib

e Canakinumab



Conclusione



Domande e
suggerimenti per |
prossimi webinar?

LINK: https://who-
euro.webex.com/join/Venice

e bertagnholios@who.int

* penazzatom@who.int

e zambonf@who.int

Mercoledi 15 Aprile ore 17:00

WEBINAR con direzioni sanitarie

Giovedi 16 Aprile
ore 18:00
INFETTIVOLOGI

Venerdi 17 Aprile
ore 17:00
INTENSIVISTI
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#BrighterDifference

Sostegno psicologico

* Per un sostegno psicologico gratuito gli
operatori possono contattare
'associazione https://emdr.it/, gli
operatori sono disponibili anche
telefonicamente o con un colloquio online.

* Altre associazioni che si stanno attivando
per un sostegno nel territorio sono :

http://www.psicologiperipopoli.it/,

https://www.sipemsos.org/



https://emdr.it/
http://www.psicologiperipopoli.it/
https://www.sipemsos.org/
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