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Objectives
•Expand DisCoVery
•Build a multinational, European multi-arm COVID-19 platform trial 
beyond DisCoVeRy (WP2): EU-SolidAct
•Develop a network of hospitals to conduct clinical trials evaluating 
treatment strategies in patients with COVID-19 and other emerging 
infectious diseases
•Website: www.eu-response.eu

http://www.eu-response.eu/


EU-RESPONSE
Trial Inclusions
DisCoVeRy 1546
EU-SolidAct 290
Total 1836

Master protocoles for phase 2 and phase 3 trials 
with adaptive levels of participation (with or without biobanking possibilities) 

17 countries
100+ sites



Scientific Findings/ Therapeutic Guidance



Advocacy



Reflexions on structure/ functioning of 
trials during a pandemic



Further on-going studies using
biobanking

Subject Hypotheses/ Explorations proposed
1. Identifying circulating biomarkers of interest and respiratory microbiota signatures

Exploring the predictive value of circulating biomarkers of 
vascular and fibrosis dysfunction in patients hospitalized with 
COVID-19

sST2 kinetics may be tightly associated with clinical outcome. To address the hypothesis, we will assess 
its plasma kinetics at various time-points (days 3, 5, 8, 11, 29) and study its association to key prognosis 
criteria such as the National Early Warning Score (NEWS-2 score) and the ISARIC 4C score

Exploring the link between antigenemia and interferon 
response deregulation in patients hospitalized with COVID-19

Circulating N-antigenemia may be a key immunogenic factor contributing to extra-pulmonary disease 
and endothelial and tissue damages

Assessing respiratory microbiota signatures associated with 
COVID-19 outcome

Metagenomic sequencing on nasal swabs from COVID-19 cohorts within EU-RESPONSE and collaborative 
European influenza cohorts. State-of-the-art bioinformatics will be used to define disease-related 
respiratory microbiome signatures associated with host immunity, immunomodulating treatment, 
superinfections, and clinical outcomes.

2. Bridging the gap between the biomarkers of severity and disease complications
Bacterial superinfections in critically ill patients COVID-19 patients with alteration of immune response and immune-induced coagulopathy and 

endotheliopathy would be at higher risk for developing ventilator-aquired pneumonia (VAP) of bacterial 
origin

Fungal superinfections in critically ill patients COVID-19 patients with alteration of immune response and immune-induced coagulopathy and 
endotheliopathy would be at higher risk for developing invasive fungal infections (IFI), notably COVID-
19-associated pulmonary aspergillosis (CAPA)

3. Investigating SARS-CoV-2 within-host diversity under remdesivir treatment and point-of-care tests for neutralization assays

SARS-CoV-2 within-host diversity under remdesivir treatment Does remdesivir exert selective pressure in-vivo which could promote emergence of SARS-CoV2 
variants? 

Point-of-care tests for real-time neutralization assays allow to finalize the development of new routine methods to quantify neutralizing antibodies, whether 
in the setting of post-disease, post-vaccine, or post-monoclonal antibody administration



Collateral benefits



Creation of a European network of virology reference laboratories: VIRvOLT
(Virology Operational Labs for Drug Testing)
Austria, Belgium, Czech Republic, France, Greece, Hungary, Luxemburg, Poland, Portugal, Slovakia

To date 

 10 laboratories trained by bioMérieux and tests carried out 
by the labs, on their platform, using the same panel

 8 laboratories validated (Belgium under validation, 
Withdrawal of Norway, Austria validated but withdrawal 
after validation)

 7 laboratories performed an EQA in April 2023

Objectives

 Harmonization of procedures, techniques and capacity building 
for virological analyses

 Comparable results in a short time with the setting up of 
normalized viral loads in respiratory samples

 Preparedness and reactivity in case of a new viral emergence

Achievements

 A European network of laboratories capable of
providing virological data in a short time during
therapeutic trials, in Europe, on different viruses,
known or emerging.

 Utilisation of the same technique across
laboratories to guarantee reliable and comparable
results (normalized viral loads) at a European scale

 Partnership with Industry, bioMérieux, known for
their skills in developing quantitative PCR kits and
recognized internationally to be capable of
adapting an existing molecular kit to target an
emerging pathogen with pandemic potential in a
short time.



And… in the 
meantime.. we 
want to keep on 
running!!!



Transition to a permanent structure

oEU-RESPONSE: 
o Focus on hospitalisations, network of hospitals
o COVID-19 no longer is a major concern in this population
o How to turn a clinical network of 100+ sites in 17+ countries into 

a more permanent structure?
o How to keep the operational/methodological and laboratory 

networks alive?



Challenges
oWhat kind of network do we want/need?
oWarm-based or cold-based
oPulmonary infectious diseases or general (what is general?)
oFocus on repurposing or novel drugs or both
oHow flexible should it be?
oSome sites/hospitals/countries only had ID wards or intensive care 

units in EU-RESPONSE. Do we need both in all countries?
oPhase 2 or phase 3 or both?



Syndromic approach
oTarget population: Patients hospitalised due to general viral 
respiratory tract infections

oIntervention: broad-spectrum anti-viral
oControl: Placebo and/or Standard of Care
oOutcome: Viral / clinical



EU-ProAct
Expanded Clinical Trial Network



Discussion
o Pros:
oWarm-based
oeasy to pivot into outbreak mode 
oClinically relevant question (which antiviral to use)

oCons:
oRestricted to viral respiratory tract infections
oInitially only 30-40 sites in Phase 2, what about the rest? Cold-based?



Conclusions
• EU-RESPONSE has done a  lot of running.. And we hope to continue 
doing so!

•A European clinical trials + virology network has been created

•Significant useful scientific knowledge has been obtained

•Master clinical trial protocols have been created for future 
epidemic/pandemic outbreaks with varied levels of participation

•Significant thought has been put into how best to move forward:
• Syndromic approach
• Pre-validated contract templates for all European sites
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