
(Tucidides, The Peloponnesian wars, Book 2, The Plague in Athens)

Letture immunologiche, da Tucidide a Camus: https://www.repubblica.it/salute/dossier/noi-e-loro/

Fondazione Humanitas per la Ricerca e Piccolo Teatro di Milano: Daniela Minerva, Claudio Longhi; lette da Sonia 
Bergamasco e Neri Marcoré, commento di Alberto Mantovani

https://www.repubblica.it/salute/dossier/noi-e-loro/


SARS-CoV-2 genome and proteins

(SARS-CoV-2 as seen by three of my grandchildren Tommaso, Mattia and Agata)



«Έτσι, δεν γνωρίζω» 

«I know I do not know»

(Socrates)

https://www.lincei.it/sites/default/files/documenti/Commissioni/Health_committee_Covid19_Summer_report_July2020.pdf

https://www.lincei.it/it/article/covid-19-vaccines-november-2020-report

M. Cecconi, G. Forni, A. and Mantovani, Intensive Care Medicine 2020 

https://www.lincei.it/sites/default/files/documenti/Commissioni/Health_committee_Covid19_Summer_report_July2020.pdf
https://www.lincei.it/it/article/covid-19-vaccines-november-2020-report
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Host genetics and COVID-19



Ellinghaus D, et al. Genomewide Association Study of Severe Covid-19 with Respiratory Failure. N Engl J Med. 2020;NEJMoa2020283. 

Timeline of rapid COVID-19 GWAS

Manhattan Plot of the meta-analysis 
highlighting the two susceptibility loci for 
Severe COVID-19 with Respiratory Failure
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(De Santis et al., Ann Rheum Dis., 2021)
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COVID-19: AT THE INTERCEPTION OF GENETIC PREDISPOSITION, GENETC IMMUNODEFICIENCY 
UNMASKED BY THE VIRUS,  AUTOIMMUNITY AND UNCONTROLLED INFLAMMATION
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Princess Caroline requested to Sir Hans Sloane her 

children be inoculated. He refused to perform the 

procedure himself

George I, her father-in-law, gave permission for girls, 

not boys 

She coaxed him into setting up Newgate Prison 

experiment 1721

Medical, political, media witnesses

Maitland performed inoculations

6 prisoners offered pardon in exchange for 

inoculation

1 had already had smallpox-used as a control

After recovery, 1 subject was sent to sleep in the 

same bed as a smallpox infected child- test of 

efficacy.

(inspired by Professor B. M. Assael and modified from his slides)

LADY MONTAGUE and COTTON MOTHER: 1721-2021, 300 YEAR 

ANNIVERSTY THE FIRST INOCULATION/VACCINATION CLINICAL TRIAL

AND REAL WORLD ASSESSMENT



COVID-19 vaccines: 
Where we stand and challenges ahead.
Twelve candidate vaccines currently in Phase III trial.

COVID-19 vaccines based on the whole inactivated SARS-CoV-2.

(Forni and Mantovani, Cell Death Differentiation,2021)



COVID-19 vaccines: 
Where we stand and challenges ahead
Twelve candidate vaccines currently in Phase III trial:

COVID-19 Vaccines based on Spike protein.

(Forni and Mantovani, Cell Death Differentiation, 2021)



COVID-19 vaccines: 
Where we stand and challenges ahead
Twelve candidate vaccines currently in Phase III trial: 

COVID-19 Vaccines based on Spike protein mRNA carried by lipidic microparticles.

(Forni and Mantovani, Cell Death Differentiation, 2021)



COVID-19 vaccines: 
Where we stand and challenges ahead

COVID-19 Vaccines based on Spike protein encoded by adenoviruses

(Forni and Mantovani, Cell Death Differentiation, 2021)



Ligabue



Ex COVID subjects increase exponentially anti-
Spike 1/2 IgG levels after the first jab

(Levi, Azzolini, Pozzi et al, MedRxiv, 2021; J Clin Invest in press)





Cellular and Molecular Mechanisms
Underlying Trained Innate Immunity in 

Response to Vaccines, Microbial
Products and Cytokines

(Mantovani, Netea. Trained Innate Immunity, Epigenetics, and Covid-19, New England Journal of Medicine, 2020 )



2000- 2010: GAVI’s 10TH ANNIVERSARY

Clemens J, Holmgren J, Kaufmann SHE, Mantovani A:

Ten years of the Global Alliance for Vaccines and Immunization:

challenges and progress Nature Immunology 2010 .

REASONS FOR HOPE:

COVAX





Letture immunologiche, da Tucidide a Camus: https://www.repubblica.it/salute/dossier/noi-e-loro/

Fondazione Humanitas per la Ricerca e Piccolo Teatro di Milano: Daniela Minerva, Claudio Longhi; lette da Sonia
Bergamasco e Neri Marcoré, commento di Alberto Mantovani

https://www.repubblica.it/salute/dossier/noi-e-loro/




COVID-19: AT THE INTERCEPTION OF GENETIC PREDISPOSITION, GENETC IMMUNODEFICIENCY, 
AUTOIMMUNITY AND UNCONTROLLED INFLAMMATION



Ex COVID subjects increase exponentially anti-
Spike 1/2 IgG levels after the first jab

(Levi, Azzolini, Pozzi …. Mantovani and Rescigno, MedRxiv, 2021)


