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FIRST MESSAGE
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Who should be treated at home?
Stage Characteristics
Asymptomatic 
infection

Positive virologic test for SARS-CoV-2 (ie, NAAT or antigen 
test) but no symptoms consistent with COVID-19

Mild illness

Varied symptoms (eg, fever, cough, sore throat, malaise, 
headache, muscle pain, nausea, vomiting, diarrhea, loss of 
taste or smell) but no shortness of breath, dyspnea, or 
abnormal chest imaging

Moderate illness SpO2 ≥ 94% and lower respiratory disease evidenced by 
clinical assessment or imaging

Severe illness SpO2 < 94%, PaO2/FiO2 < 300 mm Hg, respiratory rate > 30 
breaths/min, or lung infiltrates > 50%

Critical illness Respiratory failure, septic shock, and/or multiorgan 
dysfunction

NIH COVID-19 Treatment Guidelines Last Updated March 24, 2022
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The Pillars of COVID-19 Treatment
 Supportive care (antipyretics, analgesics, or antitussives)

 Oxygen, Non-invasive Support, Mechanical Ventilation. 

 Antiviral Agents

 Monoclonal Antibodies

 Anticoagulants

 Immunomodulators
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Supportive Care 

 Fever

 Headache

 Myalgias

 Cough

ALL 
Patients

NIH COVID-19 Treatment Guidelines Last Updated March 24, 2022



Antiviral agents and Monoclonal
Antibodies

 Chronic renal failure 

 Severe pulmonary disease  

 Oncological/oncohematological pathology in  the active phase 

 Primary or acquired immunodeficiency 

 Obesity [(Body Mass Index, BMI) ≥30] 

 Severe cardiovascular disease (heart failure, cardiomyopathy) 

 Uncompensated diabetes mellitus

At high risk
patients

NIH COVID-19 Treatment Guidelines Last Updated March 24, 2022



The landscape is changing

In Italy > 90% of the population is vaccinated



Who Remains At Risk Of Severe Disease 
After Vaccination?

Medical Conditions Associated With Higher Risk for Severe COVID-19

NIH COVID-19 Treatment Guidelines Last Updated March 24, 2022



Outpatient treatment for COVID-19



Potential Mechanisms Of Action Of Anti-
SARS-COV-2 Antiviral Drugs

Zhao L, Front Pharmacol 2022;13:840639
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Potential Mechanisms Of Action Of 
Anti-SARS-COV-2 Antiviral Drugs



ANTIVIRAL AGENTS
SUMMARY

NIRMATRELVIR/r 
(Paxlovid)

MOLNUPIRAVIR 
(Lagevrio)

REMDESIVIR X 3 (Veklury)

Dosing 300-100 mg BID GFR ≥ 60
150-100 mg BID GFR ≥ 30- <60

800 mg  BID 200 mg as a single dose on day 1, followed 
by 100 mg once daily on days 2 and 3

Route Oral Oral IV

Trial EPIC-HR MOVE-OUT PINE-TREE

N 2246 1433 563

Vaccinated NOT INCLUDED NOT INCLUDED NOT INCLUDED

Symptoms (days) < 5 < 5 < 7

Condition High 
Risk

≥ 1 ≥ 1 ≥ 1

Age (median) 46 43 50

Efficacy 89% 31% 87%

NNT 16 34.5 22

Deaths 
(Drug/Placebo)

0/13 1/9 0/0

Activity VOC Yes Yes Yes

GFR ≥ 30 No adjustment ≥ 30

Pregnancy No experience. Discuss Contraindicated Discuss



Key issues
Age of the patient
 12 yo> Age< 18 yo
 Age <65 yo
 Age >65 yo

Underlying 
conditions

• Renal impairment
• Liver impairment 
• Pregnancy
• Other 

comorbidities 

Other concomitant medications 

Time from symptoms onset

Modality of infusion

Vena a. Personal view



Clinical case 

https://www.covid19-druginteractions.org/



Jayk Bernal A, N Engl J Med 2022



Our clinical experience

 Observational retrospective cohort study (January 2022 
and February 2021) 

 Aim: to describe our clinical experience with 
molnupiravir to treat patients with mild or moderate 
SARS-Cov-2 infections since its recent approval in Italy.

Bassetti M; Vena A; personal data



Our clinical experience

Inclusion criteria
Non-hospitalized adult (aged ≥18 years) patients 
Confirmed COVID-19 by polymerase chain reaction or by 

antigenic test; 
Had initial onset of signs/symptoms attributable to COVID-19 for 

≤5 days prior to start molnupiravir; 
Mild or moderate illness at the time of the initial administration
Had at least one characteristic or underlying medical 

condition associated with an increased risk of severe illness 
from COVID-19. 

Bassetti M; Vena A; personal data



Bassetti et al. Personal data. 

Our clinical experience

Primary endpoint: composite of 
requirement of hospital 
admission and/ or need for 
supplemental oxygen during the 
30-day follow-up period.

Secondary endpoints: included 
30-day overall mortality and 
adverse events. 

Bassetti M; Vena A; personal data



Our clinical experience

36 patients had more than 1 risk factor for  
disease progression

Median time to study drug 
initiation from symptoms onset 

2.3 days

Bassetti M; Vena A; personal data



Our clinical experience

Our results suggest that molnupiravir is a well
tolerated and effective drug for the treatment of 

mild moderate COVID-19

Bassetti M; Vena A; personal data

Only 1 
unvaccinated
patient was

admitted
because of 
COVID-19

No patients
died for 
Covid-19

Adverse events: 
rash with only

one patient
requiring
treatment 

withdrawal



NNT 103

Hammond C; N Engl J Med 2022



Covid-19 Relapses after nirmatrelvir

Gupta K; under Review; 2022 



What about monoclonal
antibodies?



nAb-cocktail derived from a large 
pool of candidates

• Binding affinity
• Neutralisation potency
• 3D structure
• Non-overlapping epitopes

• Convalescent plasma from 
previously infected patients

• Humanised mice challenged 
with SARS-CoV-2 spike protein

Bind to distinct regions of the 
spike protein

Antibodies 
collected

Antibodies 
screened

nAbs
selected

Hansen. Science 2020
Baum. Science 2020

https://www.regeneron.com/covid19 (Accessed Sep 2020)

https://www.regeneron.com/covid19


MONOCLONAL ANTIBODIES

 BAMlanivimab
 ETEsevimab
 CASirivimab
 IMDevimab
 SOTrovimab
 CILgavimab
 TIXagevimab
 REGdanvimab
 BEBtelovimab



Variant of Concern
Italy



Monoclonal Antibodies Activity 
Against VOC

BAMlanivimab, ETEsevimab, CASirivimab, IMDevimab, SOTrovimab, CILgavimab, 
TIXagevimab, REGdanvimab, BEBtelovimab

https://covdb.stanford.edu/page/susceptibility-data/



Yamasoba, Under Review bioRxiv.gov



TIXAGEVIMAB/CILGAVIMAB

Montgomery; Lancet 2022



ANYTHING ELSE?



FLUVAXIMINE

JAMA Network Open. 2022;5(4):e226269. 



DISCUSSION
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