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BCG-induced protection: Effects on innate immune memory
Mihai G. Netea*, Reinout van Crevel®

Cell Host & Microbe
BCG Vaccination Protects against Experimental Viral

Infection in Humans through the Induction of
Cytokines Associated with Trained Immunity

Department of Ini
Nijmegen, The Ne

ARTICL]

Keywords:

BCG

Innate immune r
Trained immunit
Tuberculosis

OCAPES

‘0 da Pés-Graduacao (PDPG) —
mia

t tuberculosis
on mycobac-

Graphical Abstract Authors ir}troductjon
Rob J.W. Arts on against
| certain malig-

%

N\

Non-vaccinated

N

BCG vaccinated

i EE
X

\

Simone J.C.F.M. Moorlag,

- : on adaptive
Boris Novakovic, ...,

mechaniemec

——
BCG vaccine protection from severe coronavirus
disease 2019 (COVID-19)
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protection against experimental viral
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|dentificar em pacientes convalescentes de COVID-19 vacinados com BCG ou placebo:

« Padrdes/assinaturas imunoldgicas em resposta ao SARS-CoV-2

» Impacto do efeito terapéutico da vacina na sindrome P0s-COVID

BATTLE TRIAL
" _COVID-19: BCG As Therapeutic
¢« Vaccine, Transmission Limitation, and

* - Immunoglobulin Enhancement
© (BATTLE) — Capes Notice n° 11/2020
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Symptoms that predict positive COVID-19 testing and hospitalization: an analysis of 9,000

patients

Mehrsa Jalalizadeh; Patricia A. F. Leme; Keini Buosi; Franciele A. V. Dionato,; Cristiane F.
Giacomelli; Luciana S.B. Dal Col; Karen L. Ferrari; Ana Carolina Pagliarone; Lucas M. Gon;

Douglas F.O. Cezar; Akbar A. Esfahani; Leonardo O. Reis.

UroScience, School of Medical Sciences, University of Campinas, UNICAMP and Pontifical

Catholic University of Campinas, PUC-Campinas, Brazil.

RUNNING TITLE: Predicting positive COVID-19 testing and hospitalization
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Time-analysis of COVID-19 dispersion among health care workers and the general

population

Patricia A. F. Leme; Mehrsa Jalalizadeh; Franciele A. V. Dionato; Keini Buosi; Luciana S.B.
Dal Col; Cristiane F. Giacomelli; Karen L. Ferrari; Ana Carolina Pagliarone; Lucas M. Gon;

Cristiane L. Maia; Akbar A. Esfahani; Leonardo O. Reis.

UroScience, School of Medical Sciences, University of Campinas, UNICAMP and Pontifical

Catholic University of Campinas, PUC-Campinas, Brazil.

RUNNING TITLE: COVID-19 pandemic among health care workers
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BCG vaccine safety in COVID-19 convalescent adults: BATTLE a " |
randomized controlled trial i

Franciele A.V. Dionato®'!, Mehrsa Jalalizadeh 21 Keini Buosi?, Marilia B. Visacri®, Luciana S.B. Dal Col ?,
Cristiane F. Giacomelli ®, Patricia A.F. Leme?, Cristiane L. Maia ?, Patricia Moriel °, Leonardo O. Reis *“*

? UroScience, School of Medical Sciences, University of Campinas, UNICAMP, and the Pontifical Catholic University of Campinas, PUC-Campinas, Brazil
bﬂeparlmm.’. of Pharmacology, School of Medical Sciences, University of Campinas, Campinas (SP), Brazil
“Center of Life Sciences, Pontifical Catholic University of Campinas, PUC-Campinas, Brazil

ARTICLE INFO ABSTRACT
Article history: Introduction: The safety of BCG revaccination is uncertain and there is no data on its use in patients with
Received 11 March 2022 COVID-19.

Received in revised form 4 June 2022
Accepted 12 June 2022
Available online 20 June 2022

Methods: COVID-19 convalescent adults confirmed by SARS-CoV-2 RT-PCR in South-America were 1:1
randomized in the first 14 days of symptoms to BCG intradermal vaccine or placebo and evaluated for
adverse events on days 7, 14, 21, and beyond 40 days. Clinical Trial Registration: NCT04369794.

Results: 151 placebo and 148 BCG patients were included in the final analysis, with an average age of

gg;w\?;?éne 40.7 years. No severe adverse event to BCG was reported. On day 7, 130 (87.8%) of the BCG recipients
COVID-19 had local reaction, average size of 10.6 + 6.4 mm, compared to only 2 (1.3%) placebos. Lesions gradually
SARS-CoV-2 shrunk in size (mean 10.5 mm, 9.7 mm, and 6.8 mm at 14, 21, and beyond 40 days, respectively. The
BCG Lesion number of symptoms in any of the visits was not different between groups, and anosmia resolved earlier
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doi: 10.1111/joim.13523

Randomized clinical trial of BCG vaccine in patients
with convalescent COVID-19: Clinical evolution,
adverse events, and humoral immune response

® Mehrsa Jalalizadeh', Keini Buosi', Franciele A. V. Dionato’, Luciana S. B. Dal Col’,
Cristiane F. Giacomelli', Karen L. Ferrari', Ana Carolina Pagliarone’, Patricia A. F. Leme',
Cristiane L. Maia', Reza Yadollahvandmiandoah', Quoc-Dien Trinh?, Kleber G. Franchini?,
Marcio C. Bajgelman® & Leonardo 0. Reis'#

From the ! Department of UroScience, School of Medical Sciences, State University of Campinas—UNICAMP, Campinas, Brazil; > Brigham
and Women’s Center for Surgery and Public Health, Harvard Medical School, Boston, Massachusetts, USA; 3Brazilian Center Jor Research
in Energy and Materials, CNPEM, Brazilian Biosciences National Laboratory—LNBio, Campinas, Brazil; and ? Center for Life Sciences,
Pontifical Catholic University of Campinas, Campinas, Brazil

Abstract. Jalalizadeh M, Buosi K, Dionato FAV, Dal the 6-week follow-up visit than placebo (anos-
Col LSB, Giacomelli CF, Ferrari KL, et al. Ran- mia: 83.1% vs. 68.7% healed, p = 0.043, num-
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 Reducao de ageusia e anosmia em mais de 20% no grupo BCG

» Grupo BCG foi menos propenso a apresentar mialgia (5% vs 14%, p = 0.0377) e artralgia (1%
vs 8,5%, p = 0.0206)

« Menor producao de IgG em individuos com historico de vacinagcdo com BCG

 Reducao da afinidade de IgG calculada pela razao neutralizacao/lgG no grupo BCG

« Provavel predominio de resposta imune celular reforcada pela reducéo tanto de IgG anti-

SARS-CoV-2 quanto de sintomas nesses individuos
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Resultados esperados:

« Conhecer o impacto da infeccao por SARS-CoV-2 no sistema imune a médio e longo prazo

principalmente na presenca de sindrome Pos COVID ou sequelas

« Expandir conhecimento da seguranca e impacto do BCG:

1) na incidéncia de sequelas e sindrome P6s-COVID;

2) no padrao de resposta imune inata e adaptativa de pacientes que desenvolveram sindrome

P0s-COVID em comparacédo com aqueles com resolucéo completa.
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Projecéo de Futuro:

« Contribuir para o entendimento de consequéncias de médio e longo prazo da COVID-19

« Avaliacdo terapéutica promissora do BCG (baixo custo, disponivel e seguro com décadas de

experiéncia prévia) com potencial prevencédo e minimizacédo de danos de medio e longo prazo

» Fornecer evidéncias cientificas para orientar desenhos de estudos futuros, politicas publicas e

medidas de enfrentamento.
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