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COVID-19: Sono già due anni. 
Come si cura oggi in Ospedale?



Potential role in the treatment of COVID-19 
(based on available data)

*

Song. Int J Antimicrob Agents 2020; Xu. Mil Med Res 2020; Pascarella. J Intern Med 2020
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Robinson PC, et al. PNAS 2022



NIH, COVID-19 Guidelines, Feb 2022- Therapeutic Management of 
Adults Hospitalized for COVID-19 based on Disease Severity

Infect Dis Ther 2021



Arrivo ed utilizzo 
del Vaccino

Cosa è cambiato in 2 anni??? 

Ampia 
Conoscenza



Confronto per settimana dei casi notificati di COVID-19, 
ospedalizzazioni, ricoveri terapia intensiva e decessi 

(Gen-Giu 2021 e 2022)

Efficacia della vaccinazione nel 



Tasso di incidenza per 100000 per stato vaccinale e fascia di età
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Retrospective, single-center study including patients ≥ 18 years hospitalized for COVID-19 in Infectious Disease and Emergency Units
(San Martino Hospital) from 1st May to 31st December 2021.

Data collected: demographical data, multimorbidity and disability score, 
vaccination time (“vaccinated” all patients hospitalized ≥ 14 days after first dose or ≥ 7 days after second/third dose)

therapy for COVID-19, mortality at 7 and 30 days, ICU admission, ventilation type. 

Not Vaccinated
N=245 (62.03%)

Vaccinated
N=150 (37.97%)

Std Diff

Baseline 
Characteristics

Male sex, N(%) 150(61.22%) 84(56.00%) 0.106
Age, mean(SD) 63.94(16.02) 77.11(12.41) -0.919

CIRS, median(IQR) 3(1-7) 8(4-11) -0.865
Barthel, median(IQR) 100(68.5-100) 70(25.5-100) 0.546

BMI>= 30, N(%) 67(27.35 %) 20(13.33%) 0.353
Diabete Mellito, N(%) 35(14.29%) 32(21.33%) -0.184

Overlap-weighting a Inverse weighting b
HR(95% CI) p-value HR(95% CI) p-value

30-days death 0.83(0.49-1.40) 0.483 0.77(0.43-1.35) 0.360
7-days death* 0.78 (0.32-1.86) 0.579 0.66(0.25-1.72) 0.392

OR(95% CI) p-value OR(95% CI) p-value
ICU 0.23(0.05-0.97) 0.046 0.23(0.06-0.91) 0.036

Oxygen 0.33(0.14-0.75) 0.008 0.32(0.14-0.74) 0.008

Under consideration ID Week. Russo C, Tagliafico L, Labate L, Ponzano M et al.

Cox proportional hazards models for death at 30 days were performed 
and logistic regression models were used 

to assess the impact of vaccination on ICU admission and need of Oxygen 
(adjusting for age, Cumulative Illness Rating Scale [CIRS], gender, Remdesivir, Monoclonal antibodies, Tocilizumab use)

Effect of SARS-CoV-2 vaccination in a frailty COVID-19 cohort: 
a real life experience in a Northern Italy Hospital 

Remdesivir, ‘Steroids’, mAb, 
Tocilizumab, Anakinra



SARS-COV-2: Variabilità sincrona delle varianti

Vince il più efficiente e non il più forte 

Cit. CFP



Figure 1: COVID-19 cases since beginning of 2020 stratified by encoded SARI

The coloured bars represent three phases with respect to the dominating SARS-CoV-2 variants. SARI = Severe Acute Respiratory Infection; SARI- =

COVID-19 without SARI; SARI+ = COVID-19 with SARI

Submitted BMC Infect Dis



Lewnard J,  Nature Medicine 2022



C+I & Variants of Concern
16.12.2021:

C+I  no retain
neutralising

activity against the 
Omicron variant



Lancet Infect Dis 2021

25% C+I and Remdesivir
15% C+I and tocilizumab or sarilumab



Remdesivir: mantenuta efficacia su varianti

Martinot M et al CID 2020

Reported mutation
in RdRP (D484Y) 

following
remdesivir
treatment



Beigel et al. NEJM 2020

Beigel JH et al.  NEJM 2020



Aleissa M M et al, AAC 2020



Febbraio 2020 
1° utilizzo Roma Spallanzani per terapia coppia cinese 

……
28 mesi di utilizzo



Falcone M et al. Clin Therap 2022

Studio prospettico osservazionale 312 pts ospedalizzati con COVID-19  tra sett 2020- Gen 2021
N=90 < 5 gg, N=222 > 5 gg da inizio sintomi

Primary composite outcome: HFNC, NIV or IMV, or death



Garcia Vidal C, 2021

123/242 pts received Remdesivir and  

Studio osservazionale di 
coorte da lug-sett 2020



Garibaldi BT, CID 2021

Studio retrospettivo, pts COVID-19 ospedalizzati Feb 20-Feb 21 US. 
Remdesivir recipients matched to control using Time Dependent PS. 
Primary outcome: time to improvement
Secondary outcome: time to death
42473 pts (44%) in Remdesivir

Remdesivir pts on:
no Oxygen (aHR 1.3 95%CI 1.22-1.38)
or low flow oxygen (aHR 1.23, 95% CI
1.19-1.27) were significantly more likely to
achieve clinical improvement by 28 d and
significantly reduced mortality in pts on
low flow oxygen

Incidenza cumulativa per clinical improvement

…E survival probability





Dexamethasone



Based on the current evidence, we are moderately certain
that systemic corticosteroids probably reduce mortality

slightly amongst
hospitalised, symptomatic COVID-19 patients. 

Most of the participants in the studies
were treated with invasive mechanical ventilation and non-
invasive ventilation/continuous positive airway pressure or 

high-flow oxygen. 

Wagner C, et al 2021





A subgroup analysis: 
patients > 60 y in the MP group had a 

lower mortality rate at Day 28

Prado Jeronimo CM, MetCovid Team, CID 2021



Critically ill patients in ICU: 
tocilizumab and sarilumab were
effective as compared with SOC 

(glucocorticoids in > 80%)

NEJM, 2021



Kyriakopoulos C, et al. 
Respirology 2021

9 RCT, 43 Observational Studies



ANAKINRA and SAVE MORE Trial
Kyriazopoulos E et al, 2021

The SAVE-MORE trial showed that early start of 
treatment with anakinra guided by suPAR levels in 

patients hospitalized with moderate and severe 
COVID-19 significantly reduced the risk of worse

clinical outcome at day 28. 



Giacobbe DR et al, Front in Bio Land 2021

Complex balance between the
effects of anti inflammatory/
immunomodulatory agents for
the treatment of COVID-19 and
possible unfavoreble impact of
bacterial infections



I pazienti con COVID-19 dal pdv terapeutico 
possono essere gestiti in maniera simile?

Siddiki H, el al. 2020



Garcia-Vidal C, et al. CID 2022

Studio retrospettivo osservazionale di 
coorte, 246 pts

99 (40%) personalized therapy
147 (60%) no



3 Clinical Patterns

1) Co-infection pattern: 

3) Thrombotic pattern: patients who were assumed to 
have coagulopathy events



1) Inflammatory pattern:  excessive cytokine response
3 clinical-inflammatory subset patterns

a) CRP > 10 mg/dl, ferritine < 3000 ng/ml >>IL-6 profile
b) CRP > 10 mg/dl, ferritine > 3000 ng/ml >>Il-6 and IL-1 profile
c) CRP < 10 mg/dl, ferritine > 3000 ng/ml >>IL-1 profile

This patterns justified personalized therapy approaches

Outcomes at day 5 after identification:  
Improvement ( < 02 and > Sp02) >>> 93.9% in personalized therapy group
Death (early 5 d, 14d, 28d >> 2% vs 18%, 20% vs 40%, 20%vs 44%)

Multivariate analyses: 
personalized therapy was

indipendently associated with 
decreased early mortality

(OR 0.144 95%CI 1.003-1.121)

Analytics markers are a reflex of cytokine patterns

CRP reflects pro-inflammatory response mediated by IL-6 

Hyperferritine reveals immune dysregulation mainly mediated by 
IL-1 and IFN gamma



Immunotype 1: 
connected to more-severe disease

Tailoring clinical treatment

Matthew D et al. Science 2020 



Dorgham K, et al. JACI 2021



La durata ed il tipo di terapia 
Nel paziente con COVID-19 

va individualizzata su ospite?



Brown Li An K, et al JACI 2022



2021



Baldi F et al Submitted

Pattern cellulare  
differente vs pt trattato 
solo con remdesivir o 
solo con monoclonale 

2 Pts trattati con rituximab
(LNH e Wegener)

BAL SARS-COV-2 pos e 
viremia positiva



In vitro Effetto sinergico molnupiravir e 
nirmatrelvir a 48 h e a 72 ore 

Nuova  combinazione sinergica anti 
SARS-COV-2 

Next step: studi preclinici e trials su 
popolazioni a rischio 



Nel paziente con severe e/o critical COVID-19 
il Respiratory management (tecnica e timing)

va individualizzato su paziente?



2020



Camous L, et al Crit Care 2022 Vera M, et al. J Crit Care 2021

Studio prospettico osservazionale monocentrico  

In COVID-19 pts, late intubation, P/F < 100 > 48 h, older
age were associated with increased ICU mortality

Studio retrospettivo monocentrico  

In COVID-19 pts, late intubation after 7 gg DXM were
associated with high ICU mortality (87%)



Work Together, Fast and Effective

Arrivo ed utilizzo 
del Vaccino

Ampia 
Conoscenza
e Real life 

Experience

Terapia 
individualizzata 

su ospite 

COVID-19: Sono già due anni. 
Come si cura oggi in Ospedale?



Grazie…. 
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