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Covid -19, primi mesi:

la scelta terapeutica

Since the beginning of the COVID-19 outbreak, a growing body of 
information on therapeutic strategies has emerged, mainly based on 

preliminary experience on retrospective studies or small case series. 
Antivirals, antimalarials, corticosteroids, biotechnological and small 
molecules, convalescent plasma and anticoagulants are among the 

drugs proposed for the treatment or in tested for COVID-19. 





 







parola guida: limitations

This assessment is undertaken based on information available to ECDC 
at the time of publication. There is substantial uncertainty regarding

the epidemiological characteristics of COVID-19. There is limited
epidemiological and clinical information on the cases of COVID-19 
identified so far (e.g. efficiency of different modes of transmission, 
proportion of mild and asymptomatic cases, transmission during

incubation and recovery period, effectiveness of treatment regimes, 
risk factors for severe illness other than age, effective preventive 

measures). Given these limitations, ECDC will revise the current risk
assessment as soon as more information becomes available. 
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EMERGENZA COVID-19

Coronavirus, cura Ascierto-Pascale: a Napoli torna a casa la prima 
paziente trattata col Tocilizumab

L’oncologo promotore dello studio Aifa: «Un altro segnale 
incoraggiante, andiamo avanti»

Corriere del mezzogiorno
25 marzo 2020



Farmaci utilizzati all’inizio della 

epidemia

• Farmaci antiretrovirali
- Lopinavir

- Darunavir

• Altri antivirali
- Remdesivir

- Ribavirina

- Favipiravir

• Altri farmaci ad azione 
antivirale

- Clorochina

- Idrossiclorochina

• Farmaci 
immunomodulanti

- Corticosteroidi

- Anti-IL6R (Tocilizumab, 
ecc)

- Anti-IL1R (Anakinra, ecc)

- Plasma iperimmune

• Altri farmaci
- Eparine a basso peso 

molecolare o Eparina non 
frazionata



Lopinavir/ritonavir

▪ Inhibit SARS-CoV-2 serine proteases?

▪ Modest evidence of in vitro activity1

▪ Retrospective case-control series suggest

benefit in SARS2,3

▪ RCT in patients with severe COVID-19 showed no 

clinical benefi43

– Possible benefit if started early in disease (prior to 

day12?)

1Sheahan TP et al Nat Commun 2020; 2Chu CM et al Thorax 2004; 3Chan KS et al Hong Kong Med J 2003; 4Cao B et al N Engl J Med 2’20



Hydroxychloroquine

▪ Two potential modes of action

– Antiviral (inhibits acidification of endosomal

vesicles)

– Anti-inflammatory

▪ in vitro evidence for antiviral activity1

▪ Mixed results from small clinical trials2,3

▪ One trial suggests faster reduction of SARS-

CoV-2 shedding from oropharynx4

1Liu J et al Cell Discovery 2020; 2Cortegiani A et al J Crit Care 2020; 3Chan Z et al medRxiv 2020; 4 Gautret P et al Int J Antimicrob Agents 
2020



Esperienza frustrante …ma 

qualcosa  abbiamo imparato



Proposta di stadiazione della 

malattia

Siddiqi HK et al, Journal of Heart and Lung Transplantation 2020



Cytokine pathogenesis of COVID-

19





abbiamo cominciato a capire…

quello che probabilmente non 

funziona



Cao B et al. NEJM 2020





Idrossiclorochina

Dati osservazionali – New York 

City

Geleris J et al. N Eng J Med 2020





Lancet 2020



tocilizumab

• Roche provides an update on the phase III 
COVACTA trial of Actemra/RoActemra in 
hospitalised patients with severe COVID-19 
associated pneumonia

• COVACTA trial did not meet its primary endpoint
of improved clinical status in patients with COVID-
19 associated pneumonia, or the key secondary
endpoint of reduced patient mortality

• The study is the first global, randomised, double-
blind, placebo-controlled phase III trial 
investigating Actemra/RoActemra in this setting

Basel, 29 July



Farmaci utilizzati all’inizio della 

epidemia

• Farmaci antiretrovirali
- Lopinavir

- Darunavir

• Altri antivirali
- Remdesivir

- Ribavirina

- Favipiravir ???

• Altri farmaci ad azione 
antivirale

- Clorochina

- Idrossiclorochina

• Farmaci immunomodulanti
- Corticosteroidi

- Anti-IL6R (Tocilizumab, ecc)

- Anti-IL1R (Anakinra, ecc) ???

- Plasma iperimmune ???

• Altri farmaci
- Eparine a basso peso 

molecolare o Eparina non 
frazionata



…e quello che, forse, almeno un 

po’ funziona



REMDESIVIR

Grein et al NEJM 2020

• RNA polymerase inhibitor with in vitro activity against Ebola, SARS, MERS and SARS CoV-2 

• Compassionate Use of Remdesivir for Patients with Severe Covid-19: 53 pts

- Clinical improvement was observed in 36 of 53 patients (68%)

Sheahan TP et al Nat Commun 2020; Wang M et al Cell Res 2020 



Remdesivir in adults with severe COVID-19: 

a randomized double-blind, placebo-controlled, multicentre trial

Wang Y et al Lancet Infect Dis 2020

▪ 237 of the intended 453 patients admitted to hospital for severe COVID-19 were randomized within 12 days of symptom onset to 
receive iv remdesivir (n=158) or placebo n=79). Concomitant use of lopinavir/ritonavir, interferons, corticosteroids permitted

Viral load by quantitative PCR on the upper respiratory tract
specimens (A) and lower respiratory tract specimens (B)Time to clinical improvement in the intention-to-treat population

No statistically significant benefits were 
observed for Remdesivir treatment beyond 

those of standard of care treatment





NIH randomized, placebo-controlled trial of 

remdesivir

▪ Interim analysis of nearly 1100 patients hospitalized with COVID-19 and lung
involvement

▪ Median time to recovery (that is, no longer requiring oxigen or hospitalization) was 31% 
faster with remdesivir than placebo (11 vs 15 days) 

▪ The mortality rate was 8% with remdesivir and 11.6% with placebo (p=0,059)

NIH news release  

FDA issued an emergency use authorization for the 
investigational antiviral drug remdesivir for the 
treatment of suspected or laboratory-confirmed 
COVID-19 in adults and children hospitalized with 
severe disease.

May 01, 2020

https://www.fda.gov/media/137564/download






Convalescent plasma 

▪ Plasma collected from patients who have recovered from COVID-19 may contain
antibodies to neutralize and suppress SARS-CoV-2

▪ Convalescent plasma has shown some benefit in treatment of avian (H1N5) and 
H1N1influenza, SARS and MERS

▪ Uncontrolled pilot study (5 patients with COVID-19 and ARDS) suggested possible
benefit. Symptoms improved in all patients and no AEs were reported.1

▪ In a case series of 10 severelly ill patients with COVID-19, patients were given antiviral
therapy and one dose of convalescent plasma. Symptoms improved in all patients and 
no serious Aes were observed.2

▪ Clinical trials planned/underway

1Shen C et al JAMA 2020; 2Duan K et al PNAS 2020 



… e, da ultimo, quello che 

probabilmente  funziona



SUPPORTO VENTILATORIO



HFNC

FR 
SatO2
Ega 
PaO2/FiO2

Venturi ‘s mask

C-PAP / BiPAP Mechanical ventilation

PaO2/FiO2 > a 400

PaO2/FiO2<400 >300  IRA di grado lieve

PaO2/FiO2 <300 > 200 IRA di grado medio

PaO2/FiO2 <200> 100 IRA di grado moderato

PaO2/Fio2 < 100 IRA di grado severo 



According to the expert consensus

statement, the following basic principles

should be followed when using

corticosteroids: 

(1) the benefits and harms should be 

carefully weighed before using

corticosteroids; 

(2) corticosteroids should be used

prudently in critically ill patients with 

2019-nCoV pneumonia; 

(3) for patients with hypoxaemia due to 

underlying diseases or who regularly use 

corticosteroids for chronic diseases, 

further use of corticosteroids should be 

cautious; and 

(4) the dosage should be low-to-moderate 

(≤0·5–1 mg/kg per day methylprednisolone

or equivalent) and the duration should be 

il cortisone







…quindi a che punto siamo?





Farmaci da utilizzare nella terapia 

di COVID-19 (Indicazioni IDSA e 

CDC)

• Farmaci antiretrovirali
- Lopinavir/ritonavir

- Darunavir

• Altri antivirali
- Remdesivir

- Ribavirina

- Favipiravir ???

• Altri farmaci ad azione 
antivirale

- Clorochina

- Idrossiclorochina

• Farmaci 
immunomodulanti

- Corticosteroidi
- Anti-IL1R (Anakinra, 

ecc)
- Plasma iperimmune
- Anti-IL6R (Tocilizumab, 

ecc)

• Altri farmaci
- Eparine a basso peso 

molecolare o Eparina 
non frazionata

Solo all’interno di studi clinici controllati



Remdesivir LG IDSA (Sep, 2020)

• Recommendation 9: In hospitalized patients with severe* COVID-19 (SpO2 ≤94% 
on room air; on supplemental oxygen, mechanical ventilation, or ECMO, the IDSA 
panel suggests remdesivir over no antiviral treatment. (Conditional
recommendation, Moderate certainty of evidence)

Remark: For consideration in contingency or crisis capacity settings (i.e., limited
remdesivir supply): Remdesivir appears to demonstrate the most benefit in those
with severe COVID-19 on supplemental oxygen rather than in patients on 
mechanical ventilation or ECMO.

• Recommendation 10: In patients on supplemental oxygen but not on mechanical
ventilation or ECMO, the IDSA panel suggests treatment with five days of 
remdesivir rather than 10 days of remdesivir. (Conditional recommendation, Low
certainty of evidence)

Remark: In patients on mechanical ventilation or ECMO, the duration of treatment 
is 10 days.

• Recommendation 11: In patients with COVID-19 admitted to the hospital without
the need for supplemental oxygen and oxygen saturation >94% on room air, IDSA 
suggests against the routine use of remdesivir. (Conditional recommendation, 
Very low certainty of evidence)



• Recommendation 4: Among hospitalized critically ill
patients* with COVID-19, the IDSA guideline panel 
recommends dexamethasone rather than no 
dexamethasone. (Strong recommendation, Moderate
certainty of evidence)

Dexamethasone 6 mg IV or PO for 10 days (or until discharge)

• Recommendation 5: Among hospitalized patients with 
severe**, but non-critical, COVID-19 the IDSA guideline
panel suggests dexamethasone rather than no 
dexamethasone. (Conditional recommendation, Moderate 
certainty of evidence)

Dexamethasone 6 mg IV or PO for 10 days (or until discharge)

• Recommendation 6: Among hospitalized patients with non-
severe*** COVID-19 without hypoxemia requiring
supplemental oxygen, the IDSA guideline panel suggests
against the use of glucocorticoids. (Conditional
recommendation, Low certainty of evidence)

Desametazone LG IDSA (Sep, 2020)

*Critical illness is defined as patients
on mechanical ventilation and 
ECMO. Critical illness includes end 
organ dysfunction as is seen in 
sepsis/septic shock. 

**Severe illness is defined as
patients with SpO2 ≤94% on room 
air, including patients on 
supplemental oxygen.

***Non-severe illness is defined as
patient with a SpO2 > 94% not
requiring supplemental oxygen.



Terapia anticoagulante – LG CDC 



Schema terapeutico COVID-19



Grazie per l’attenzione


