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Endocardites a entérocoque

m 10% des endocardites infectieuses (El)
150 cas/an en France (El ‘certaine’ selon Duke)
Dont 90% Enterococcus faecalis

(PHRC EI 2008)
m Age moyen > 65 ans |
m Co-morbidités multiples

m Recommandations traitement
Ampicilline ou amoxicilline + gentamicine

4 a 6 semaines d’association
(recos européennes 2009)
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La solution Suédoise

Year of No. of
Reference, author study  episodes

C

Cell wall active® Aminoglycoside

[5] Geraci and Martin 1954 14 38 38
[6] Vogler et al. 1962 13

[7] Mandell et al. 1970 36 42¢ 42¢
[8] Moellering et al. 1974 14 36 24
[9] Wilson et al. 1984 56 28d 28d
[10] Rice et al. 1991° o 5

W_‘m

 Cure implies no death during treatment and no reI e at follow-up.
b Cell wall-active agents implicates penicillin, ampicillin, or vancomyecin.

L. Olaison et al. Clin Infect Dis 2002
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La solution Espagnole

Patients with Successful Outcome, %
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Annals of Internal Medicine

Brief Communication: Treatment of Enterococcus faecalis
Endocarditis with Ampicillin plus Ceftriaxone

43 El Enterococcus faecalis

1 21 HNR gentamicine
1 22 BNR

Traitement 6 semaines

1 ampicilline 2 g x 6/
— Non-HLAR group H Ceft.riaxone 2 g X- 2/]
+=+++ HLAR group 67% guérison a 3 mois

1 Un seul échec microbio
(El sur prothese valve
aortigue + Dacron aorte)

Treatment | Follow=up
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D
s J. Gavalda et al. Annals Intern Med 2007




"
ANTIMICROBIAL AGENTS AND CHEMOTHERAPY, Sept. 1995, p. 1984-1987 Vol. 39,

0066-4804/95/$04.00+0
Copyright © 1995, American Society for Microbiology

Synergistic Effect of Amoxicillin and Cefotaxime against
Enterococcus faecalis
JEAN-LUC MAINARDL"'* LAURENT GUTMANN.,? JACQUES F. ACAR,"* anp FRED W. GOLDSTEIN'

The Minimal Inhibitory Concentration (MIC) of amoxicillin that inhibited 50% of isolates decreased from 0.5 to 0.06
mg/L 1n the presence of only 4 mg/L of cefotaxime. Alternatively, the MIC of cefotaxime that inhibited 50% of isolates
decreased from 256 to 1 mg/L 1in the presence of only 0.06 mg/L of amoxicillin. By using a penicillin-binding protein
(PBP) competition assay, the authors suggested that the partial saturation of PBPs 4 and 5 by amoxicillin combined
with the total saturation of PBPs 2 and 3 by cefotaxime could be responsible for the observed synergy between these
two compounds [22].

10 7

8- ——  AmzsCn4

log10 CFU ml

TA

T T T T T T T T T T T
0 o003 006 012 025 ©5 1 2 4 a 16 32

Amx  {ug/ml)




La solution Francaise ?

m Pour l'instant
Officiellement, recommandations européennes

Prescriptions gentamicine : quelques libertés...
m Durée 2 a 6 semaines
m Modalités : 1/j de preference — monitoring residuelles

x 39% des infectiologues francais suivent les recos
(G. Beraud et al. Poster K-2174, Tuesday, ICAAC 2010)

Mortalité hospitaliere 20%
Chirurgie 50%
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Projet PHRC national 2010

m Etude randomisée, ouverte, de non-infériorité
Amoxicilline-gentamicine
Amoxicilline-ceftriaxone

m Critéere principal composite ‘évolution favorable’
Survie sans sequelles significatives
Guerison (hemocultures ‘test-of-cure’ = S12)

m Nb de patients nécessaires ( 20%, a 5%, +/- 15%)
Etude de non-infériorité -> 130 patients évaluables par bras

Durée 3 ans
OK si inclusion 30% des El francaises a E. faecalis...



Principal defi = Le recrutement

m Départements
participant aux
études de 'AEPEI




HEALTH.2011.2.3.1-1

Investigator-driven clinical trials of off-patent antibiotics.

FP7- HEALTH-2011-two-stage.

Calendrier

Publication of call 20 July 2010

Deadline for submission of stage one | 13 October 2010,
pPropoes 170004

Evaluation of stage one proposals Finalised by 3 December 2010

Letter to coordinators of successful | By 10 December 2010
stage one proposals; invitation to submit
a full stage two proposal

Coordinators informed of results of first | By end-December 2010
stage evaluation — stage one proposals

Deadline for submission of stage two | 10 February 2011 ,
proposals 17:00:00 Brussels time
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7¢me programme-cadre européen ‘santé’:
Regles du jeu

m Max =6 M €/ projet

m Sont ‘encouragés’ (= obligatoires ?)
Consortium
Prise en charge globale (etudes ancillaires)
Dissémination du savoir (planifiée)
Standardisation des pratiques
Implication organisations patients
Participation PME ‘a forte activité recherche’

m Débuts du FP-7 dans le domaine ‘essais clinigues’
Alternative essais ‘de firme’
=> Peu (ou pas) de regles spécifiques (cf. protocole)
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Figure 1.1.a. AMPICEF Overall concept

E.faecalis IE treatment
2011

Frequent nephrotoxicity and
1 ototoxicity

OUTPUTS

| AMPICEF Project

Treatment optimised for patients

2 Discrepancies within EU

| = Randomised Controlled Trial -

Therap eutic study Treatment standardised within EU

3 Sub-optimal, or no test, for
detection of drug toxicity

— 3 Ancillary studies

7 countries

No data on selection of drug
4 resistance in faecal flora

38 Clinical Trial Sites
274 patients enrolled

—




[ Diagnosis of E. faecalis endocarditis ]

TREATMENTS

RESULTS

@ Combination ampicillin-ceftriaxone

@ Combination ampicillin-gentamicin
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Ancillary studies

m Impact of ampi/ceftriaxone vs ampi/gentamicin
on fecal flora (ESBL, Clostridium difficile, MRSA)
on microbiome ?

m Enterococcus isolates testings
virulence, molecular epidemiology
Susceptibility in vitro

m New imaging for digestive investigations
Videocapsules vs endoscopy

m Hearing loss
Speech-in-noise testing through cell phones

m Risk of enterococcus IE and thrombophilic conditions

m Hemorragic events with high doses betalactams



Suggested ancillary studies

Impact of ampi/ceftriaxone vs ampi/gentamicin
on fecal flora (ESBL, Clostridium difficile, MRSA)

on microbiome ?

Enterococcus isolates testings
virulence, molecular epidemiology
Susceptibility in vitro

New imaging for digestive investigations
Videocapsules vs endoscopy

Hearing loss
Speech-in-noise testing through cell phones

Work package
'microbiology’

Work package
'new technology’

Risk of enterococcus IE and thrombophilic conditions

Hemorragic events with high doses BL

Work package
'hemostasis'’
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Project chart
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Figure 2.4.b. EC AMPICEF Budget breakdown per partner and per type of activities

RTD or related  Dissemination Management
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Conclusions (1)

m Expérience prenante mais tres enrichissante

CE pas habituée a financer des essais cliniques,
mais volonté politique affichée (alternative aux big pharma)

Consolider un consortium international (ICE)

ler essai randomisé dans I'El ©

epuis 20 ans'!

m Soutien du departement Euro
Rennes-| (Bretagne-Valorisati

Alice Ruczinski & Julien Lefeuvre

ne de I'Université
on)
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Conclusions (2)

m Résultats
770 projets ‘santé’ soumis a la lere étape
220 sélectionnés pour la 2eme étape (dont nous !)
95 finalement retenus (dont nous + 3 autres ‘francais’)
Seuls 91 sont assurés d’étre finances (pas nous...)

m Enjeu majeur

Réactiver les essais randomisés pour I'EIl (mieux que les
lapins, ou le ‘copié-collé’ des recos precédentes...)

Batir un consortium pour études ultérieures
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Opportunites infectieux FP7-2012

ORIENTATION PAPER

Proposed priorities for innovative health research
2012

Working document — not legally binding

Indicative publication date for all documents including the final work programme 1s 20 July
2011. All related documents will then be accessible via
http://cordis.europa.ew/fp7/dc/index.cfm

2.3 Translational research in major infectious diseases: to confiront majorthreats to public health
2.3.1 Anti-nucrobial g FeSISTAIICE. . o.uii ittt e et et e amaaaae e et et et e e a e e an e e e e e e nnneee e
Closed in 2012...
2.3.2 HIV/AIDS, 111'11'111'1 ancl Tllel Lul{:sla
2.3.3 Potentially new and re-emerging epldemlcs
Closed in 2012...

2.3.4 Neglected 11]fectmus chsea5es
Closed in 2012 ...
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The AMPICEF consortium
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Mission pour
le développement européen !

de La recherche

Support for EU research project: Alice Ruczinski & Julien Lefeuvre
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