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SARS-CoV2 invasion Response of host immune system 













APROCCHSS Trials 







Death 
 

 25,7 SOC % vs 22,9 % Dex 
 

41,4 % SOC-MV vs 29.3 % Dex-MV 
 

26,2 % SOC-O2 vs 23,3 % Dex-MV 



METCOVID 











MILD DISEASE SEVERE DISEASE 





Carl H. June et al. Science 2018;359:1361-1365 

Cosa sappiamo…  
Gli eventi avversi immuno-relati: CAR-T e sindrome da rilascio di citochine 



Marzo 2020 



20/21 patients recovered from COVID-19 ARDS after a single dose of tocilizumab in 24-48 h 



TOCIVID-19 Study design 

Primary endpoint: 
- Lethality rate two weeks after registration in the ITT phase 2 
population 
- Lethality rate one month after registration in the ITT phase 2 
population 

** by clinical 
judgment  

Main inclusion criteria: 
•Hospitalized due to 
clinical/instrumental 
diagnosis of pneumonia 
COVID-19 
•Oxygen saturation at 
rest in ambient air 
≤93%  
•Intubated less than 24 
hours before 
registration 

www.aifa.gov.it 

Tocilizumab 8 mg/kg 
(up to a maximum of 800mg per 
dose). 
  
A second administration can be given 
after 12 hours** 

331 patients enrolled 

Phase II 
FOLLOW UP 

Hypothesis: 
P0: two-week and 1-month lethality rates for the population defined by the 
selection criteria is around 20% and 35%, respectively . 

P1: the experimental drug may produce a 10% reduction of the  lethality (from 
20% to 10% at two weeks and from 35% to 25% at one month from registration in 
the study, P1), 330 patients will provide 99% and 95% power, respectively, with a 
2.5% bilateral alpha error for each test. 

http://www.aifa.gov.it/
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TOCI + SOC 
-44% MV or Death 









28-day mortality 





SARILUMAB 





TOCILIZUMAB 



SARILUMAB 



















• Early elevation of suPAR = risk of progression to SRF or death 

 

• Two-step strategy 

 

• First :  elevated suPAR to identify patients at risk 

 

• Second : early targeted treatment with a recomb. IL-1 recept. antag. 
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• Most targets or new drugs 

       were a failure in the preclinical 

       trial 

 

•   There is a gap between potential  

      targets/new drug discovery and 

      clinical translation 

 

•   The old drugs are really shortcuts 

      or just distract our attention ? 

 

•   Several approach : 

 

      - concentrating on the must potential 

     druggable targets 

     - strengthening cooperation among 

      multiple disciplines 

      - long-term monitoring of virus  

mutations 

 

 

        THERE IS STILL A LONG WAY TO GO 


