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N = 452 randomized pts



Bamlanivimab
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FDA: Emergency Use Authorization (Nov 10, 2020)
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21January 2021

We prospectively pursued a “cocktail” 
approach because of previous experience 
with the emergence of treatment-resistant 
mutant virus when a single antibody, 
suptavumab, was used to target respiratory 
syncytial virus. 

N: 275 randomized pts



Casirivimab + Imdevimab
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FDA: Emergency Use Authorization (Nov 21, 2020)
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 The findings from these two clinical trials are provocative and promising.
 Such monoclonal antibodies may also be successful in preventing SARS-CoV-

2 infection as an alternative to vaccination for people who cannot take a 
vaccine or need more immediate prophylaxis either before or after exposure.
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 Disegno sperimentale: è richiesta la presentazione di studi clinici randomizzati di 
fase III, che prevedano almeno tre bracci di trattamento, due dei quali costituiti 
da anticorpi monoclonali, che devono essere posti a confronto con lo Standard 
of Care. 

 Trattamento sperimentale: l’intervento è rappresentato dalla somministrazione di 
anticorpi monoclonali in fase avanzata di sviluppo clinico. Al momento il 
protocollo dovrà includere almeno i seguenti due trattamenti: bamlanivimab (Eli-
Lilly) e casirivimab/imdevimab (Regeneron). Per il successivo inserimento di 
eventuali altri anticorpi si rende necessario un preventivo confronto con 
l’Agenzia che ne dovrà autorizzare l’impiego.

27/01/2021



Remdesivir
Does Remdesivir Actually Work?



È indicata nei pazienti ospedalizzati, di peso superiore a 40 kg ed età maggiore di 12 anni, 
che soddisfano tutte le seguenti condizioni:
 polmonite
 esordio dei sintomi da meno di 10 giorni
 eGFR>30
 ALT <5 volte il limite superiore dell’intervallo di riferimento
 NON necessità di ventilazione non invasiva o ossigenoterapia ad alti flussi
 NON necessità di ventilazione meccanica o ECMO
 necessità di ossigenoterapia

Remdesivir (fornito da AIFA ad personam tramite il Emergency Support Instrument della 
Commissione Europea)
 Dose da carico di 200 mg per via endovenosa
 Dosi successive di 100 mg al dì per vie endovenosa per complessivi 5 giorni

Terapia antivirale: remdesivir

10



• 65% of patients who received a 5-day course of remdesivir showed a clinical

improvement of at least 2 points on the 7-point ordinal scale at day 14, as compared

with 54% of patients who received a 10-day course.

• After adjustment for imbalances in baseline clinical status, patients receiving a 10-day

course of remdesivir had a distribution in clinical status at day 14 that was similar to

that of patients receiving a 5-day course (P = 0.14 by stratified Wilcoxon rank-sum test).

• Discharge rates were higher in the overall population among patients who had had

symptoms for less than 10 days before receiving the first dose of remdesivir (62%) than

among those who had had symptoms for 10 or more days before receiving the first

dose (49%).

5 November 2020



• Post hoc analysis to determine whether any subpopulation might have benefitted from receiving

more than 5 days of therapy with remdesivir.

• The oxygen-support status among all patients still hospitalized on day 5 was noted. Patients were

then evaluated according to original treatment assignment for day 14 outcomes, to determine the

effect of an additional 5 days of treatment with remdesivir.

• Among patients receiving mechanical ventilation or ECMO at day 5, 40% (10 of 25) in the 5-day

group had died by day 14, as compared with 17% (7 of 41) in the 10-day group.

• Treatment with remdesivir beyond 5 days among patients who were receiving noninvasive

positive-pressure ventilation or high-flow oxygen, receiving low-flow oxygen, or breathing ambient

air did not appear to improve outcomes.

5 November 2020



5 November 2020

• Adaptive Covid-19 Treatment Trial (ACTT-1):double-blind, randomized, placebo-

controlled trial of intravenous remdesivir in adults who were hospitalized with Covid-19

and had evidence of lower respiratory tract infection.

• Patients were randomly assigned to receive either remdesivir (200 mg loading dose on

day 1, followed by 100 mg daily for up to 9 additional days) or placebo for up to 10

days. During the study, 373 patients (35.6% of the 1048 patients in the as-treated

population) received hydroxychloroquine and 241 (23.0%) received a glucocorticoid

• The primary outcome was the time to recovery, defined by either discharge from the

hospital or hospitalization for infection-control purposes only.



• Those who received remdesivir had a median recovery time of 10 days (95% confidence

interval [CI], 9 to 11), as compared with 15 days (95% CI, 13 to 18) among those who received

placebo (rate ratio for recovery, 1.29; 95% CI, 1.12 to 1.49; P<0.001, by a log-rank test).

• In the severe disease stratum (957patients) the median time to recovery was 11days, as

compared with 18 days (rate ratio for recovery, 1.31; 95% CI, 1.12 to 1.52) For those receiving

mechanical ventilation or ECMO at enrollment (baseline ordinal score of 7), the rate ratio for

recovery was 0.98 (95% CI, 0.70 to 1.36). The benefit of remdesivir was larger when given

earlier in the illness, though the benefit persisted in most analyses of duration of symptoms.

• Sensitivity analyses in which data were censored at earliest reported use of glucocorticoids or

hydroxychloroquine still showed efficacy of remdesivir.

5 November 2020



DOI: 10.1056/NEJMoa2007764
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 Solidarity trial did not find a statisticallly significant

difference in mortality.

 This finding is not inconsistent with ACTT-1… [which] 

demonstrated robust results on time to recovery and 

odds of clinical improvement.
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NEJM  31.12.2020
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 Randomizzato, doppio cieco
 Baricitinib + remdesivir vs 

remdesivir (515/518 paz).

 If a hospital had a written policy 
for Covid-19 treatments, patients 
could receive those treatments.

 Patients who received 
combination treatment  with 
baricitinib plus remdesivir
recovered a median of 1 day 
faster than patients who received 
remdesivir and placebo.

Remdesivir + ?   Baricitinib, a Janus Kinase Inhibitor

5 Jan 2021
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Steroidi

2 marzo 2020 13 marzo 2020

 Pazienti ARDS: dopo 24h dalla 

diagnosi di ARDS: desametasone 20 

mg/die per 5 giorni, poi 10 mg/die 

per 5 giorni (su indicazione

intensivistica).

 Se paziente BCRSS score >2: 
valutare desametasone 20 
mg/die per 5 giorni poi 10 mg/die 
per 5 giorni (su indicazione 
intensivistica).

 Pazienti ARDS :                      
dopo 24h dalla diagnosi di ARDS: 
desametasone 20 mg/die per 5 
giorni, poi 10 mg/die per 5 giorni 
(su indicazione intensivistica).
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17 marzo 2020



Sacco - 5 febbraio 2021 - Rizzi 28

Steroidi

17 July 2020
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Steroidi
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Steroidi
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Steroidi
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Steroidi
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Steroidi
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Steroidi
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 The pathogenesis of hypercoagulability in COVID-19 is still ill-defined. Some experts have 

postulated that endothelial injury plays a central role in the pathogenesis of acute respiratory 

distress syndrome and organ failure in patients with severe COVID-19: 

- Libby P, Lüscher T. COVID-19 is, in the end, an endothelial disease. Eur Heart J. 2020 Sep 

1;41(32):3038-3044. doi: 10.1093/eurheartj/ehaa623. 

- Lowenstein CJ, Solomon SD. Severe COVID-19 is a Microvascular Disease. Circulation. 2020 Sep 

2. doi: 10.1161/CIRCULATIONAHA.120.050354. 

 

 There is evidence of direct invasion of endothelial cells by SARS-CoV-2, potentially leading to cell 

injury:  

- Teuwen L-A, Geldhof V, Pasut A, Carmeliet P. COVID-19: the vasculature unleashed. Nat Rev 

Immunol 2020;20:389-391 (2020). doi: 10.1038/s41577-020-0343-0. 

- Varga Z, Flammer AJ, Steiger P et al. Endothelial cell infection and endothelitis in COVID-19. 

Lancet 2020;395:1417-1418. doi:10.1016/S0140-6736(20)30917-X). 

 

 Endothelial injury may be mediated by cytokines, such as interleukin 4 (IL-4), interleukin 6 (IL-6), 

interleukin 10 (IL-10), Tumor Necrosis Factor α and other acute phase reactants. The contribution 

of complement-mediated endothelial injury has also been suggested: 

- Magro C, Mulvey JJ, Berlin D, Nuovo G, Salvatore S, Harp J, Baxter-Stoltzfus A, Laurence. 

Complement associated microvascular injury and thrombosis in the pathogenesis of severe 

COVID-19 infection: A report of five cases. J Transl Res2020;220:1-13. doi: 10-

1016/j.trsl.2020.04.007. 

 

 Experimental COVID-19 therapies targeting these pathogenetic mechanisms have been proposed; 

there is some preliminary evidence in favor of the use of narsoplimab, a human monoclonal 

antibody targeting mannan-binding lectin-associated serine protease-2. Narsoplimab, which is 

approved for the treatment of Hematopoietic Stem Cell Transplant-associated Thrombotic 

MicroAngiopathy (HSCT-TMA) and atypical Hemolytic Uremic Syndrome (aHUS) down-modulates 

SARS-CoV-2-induced activation of the lectin pathway and endothelial cell damage, and could 

reduce the thrombotic risk of COVID-19 patients. 
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Grazie per 

l’attenzione
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