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Scientific justification 

• Infective endocarditis (IE) : in-hospital mortality rate : 15-25% 

• Leading causes of mortality: 

– heart failure (HF)  

– stroke caused by vegetation embolization.  

• Symptomatic embolic events after antibiotic initiation: 15% 

• Benefit of Valve surgery:  

– clearly demonstrated in pts with periannular complications and moderate to severe HF 

resulting from acute valve regurgitation.  

– Indications of valve surgery for prevention of embolic complications are less clearly 

defined.  

• Timing of surgery to prevent embolism : critical since the risk of new 

embolic event is highest during the first weeks of antibiotic treatment.  
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Scientific justification 

Points in favor of early valve surgery (EVS) in pts with high embolic 
risk include the following  

1. Pts with high risk of embolism are identified by ETO  

2. Low postoperative mortality 

3. IE guidelines state that valve surgery 
– should be performed in IE with vegetation above 10 mm AND an embolic event 

occurring while patients are receiving antibiotic (grade I/B) 

– should be considered in IE with vegetation above 30 mm (Grade IIaB) and may be 
above 10 mm and severe valve regurgitation, 

4. Korean RCT: showed that EVS in patients with high risk of 
embolism and severe valve regurgitation was associated with a 
significantly reduced risk of embolism compared with 
conventional treatment.  

5. However,  
– less than 80 pts enrolled ,  

– Pts characteristics (age, type of microorganisms) are completely different from 
those of IE patients in Europe and the USA,  
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Primary objective  

• To compare clinical outcomes of EVS (as soon as 

possible within 72 hours of randomization) with those 

of a conventional management based on current 

guidelines in patients with left-sided native-valve IE 

and high risk of embolism. 
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Secondary objectives  

1. Six-months and one-year  
1. all-cause death and clinical embolic events  

2. Mortality 

3. symptomatic embolic event rates 

4. neurological disability 

5. infective IE relapse 

6. cardiac congestive heart failure 

7. surgery recurrence rate 

8. valve prosthesis severe adverse event 

2. Quality of life in survivors at 6 months and 1 year. 
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Experimental design 

National multicenter prospective randomized open 

blinded end-point (PROBE) sequential superiority trial 
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Inclusion criteria 

1. Age ≥ 18 years 

2. Definite IE based on the modified Duke criteria (ESC 2015) 

3. Length of vegetation on native aortic and/or mitral valve, as 
assessed by TOE  

- between 10 and 15 mm [ ] AND (severe regurgitation OR previous 
symptomatic or asymptomatic embolic events)  

- OR above or equal to 15 mm  

4. Pts agree to the protocol (informed written consent) 

5. Initiation of IE active AB < 5 days (≤120 hours) before 
inclusion 

6. National health or universal health plan affiliation coverage 
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Non-inclusion criteria 

1. Pts with “emergent” indication of surgery based on 2015 

European Guidelines 

2. Pts who are not candidates for surgery due to high risk 

post-surgery mortality based on the judgment of a 

multidisciplinary evaluation (endocarditis team) including for 

example coexisting major embolic stroke with a risk of hemorrhagic 

transformation, symptomatic hemorrhagic stroke;   poor medical status, 

such as coexisting malignancies… 

3. Pregnancy 
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Intervention / Primary outcome 

• Intervention arm: Cardiac surgery as soon as possible 

within 72 hours of randomization 

• Comparison arm: Conventional care according to the 

2015 European guidelines. 

 

• Composite Primary outcome: 

    All cause death and symptomatic embolic event within 

6 weeks of randomisation 
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Autorisations réglementaires 

• En attente de l’accord du CPP et ANSM 

• Mise en place en septembre  2018 
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Civility 

Name First Name City 
Health facility Speciality 

Mr. Duval 

Iung  

Nataf 

Xavier 

Bernard 

Patrick Paris  

Bichat hospital Infectious diseases 

Cardiology 

Cardiac surgery 
Mr. 

Le Moing Vincent Montpellier 
CHU Montpellier Infectious diseases 

Mr. 

Tattevin Pierre Rennes 
CHU Rennes Infectious diseases 

Mr. 

Boutoille David Nantes 
CHU Nantes Infectious diseases 

Mr. 

Bernard Louis Tours 
CHRU de TOURS Infectious diseases 

Mr. Selton-Suty 

Goehringer 

Christine 

François Nancy 

CHU Nancy Cardiologist 

Infectious diseaes 
Mr. 

Beraud Guillaume Poitiers 
CHU Poitiers Infectious diseases 

Mr. 

Piroth Lionel Dijon 
CHU Dijon Infectious diseases 

Mr. 

Nazeyrollas Pierre Reims 
CHU Reims Cardiologist 

Mr. 

Chirouze Catherine Besançon 
CHU Bensançon Infectious diseases 

Mr. 

Lucht Fréderic Saint Etienne 
CHU St Etienne Infectious diseases 

Mr. Delahaye 

Ferry 

Obadia 

François 

Tristan 

Jean-François Lyon 

CHU Lyon Cardiologist 

Infectious diseases 

Cardiac surgery 
Mr. 

Hoen Bruno Point à Pitre  
CHU Guadeloupe Infectious diseases 

Mr. 

Porte Lydie Toulouse 
CHU Toulouse Infectious diseases 

Mr. 

Lansac Emmanuel Paris  
Montsouris Cardiologist 

Mr. 

Tribouilloy Christophe Amiens 
CHU Amiens Cardiologsit 

Participating centers 
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Statistical analysis 

• With a sequential design, a maximum sample size of 99 
patients per arm would provide 90% power to detect a 
significant difference with respect to the primary end point 
at the 2-sided significance level of 0.05,  

• assuming that the combined in-hospital event rate (death 
and symptomatic embolic event) would be  
– 20% in the conventional treatment group  

– 5 % in the early surgery group.  

• Considering that 5 % of patients will be lost-to-follow up at 
6 weeks, or no data available,  

• we plan to include 208 patients (104 patients per arm) 

• 16 medical centers in France 
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