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Facteurs de risque

Table 8 Cardiac and non=-cardiac risk factors

Cardiac risk factors

Previous infective endocarditis

Valvular heart disease

Prosthetic heart valve

Central venous or arterial catheter

Transvenous cardiac implantable electronic device

Congenital heart disease
Non-cardiac risk factors

Central venous catheter

People who inject drugs
Immunosuppression

Recent dental or surgical procedures
Recent hospitalization

Haemaodialysis

= ESC 2023
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Antibioprophylaxie dé Q #dications

Uniquement chezujetsahau risgue RED
AMdeEi
ProthesesalvulairegycomprisTAVet mitraclip)
Cardiopathiesongénitalegcyanogenesonoperéeu opéréesdepusmaoinsde 6
MOIS, ou avec materiel)
Assitance ventriculaire

Uniquament pour lesgestesdentairesarisque
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Antibioprophylaxie de | EO:

of endocarditis

Developed by the task force on the management of endocarditis

guid des autres gestes invasifs => NON

Section 3. Recommendation Table 2 — Recommendations for

infective endocarditis prevention in high-risk patients

Systemic antibiotic prophylaxis [may be considered Jfor

high-risk patients undergoing an invasive diagnostic or
therapeutic procedure of the respiratory, IIb C
gastrointestinal, genitourinary tract, skin, or

musculoskeletal systems.

Surla basedesrésultats de 2 études sur basesde données médico -administratives
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Antibioprophylaxieglet QrAodalites

Lcomaoanon Prise en charge
bucco-dentaire des
patients a risque
d’endocardite
infectieuse

Dans ldheure préecédant le geste o

Absence ddll ergie ala peénicilline Amoxicilline 50 mg/ kg
Allergie alapénicilline Azithromycine 500 mg 20 mg/ kg
ou 1g 25 mg/ kg
Pristinamycine Cl<6ans

AMOXICILLINE : le + efficace

Si doute sur allergie => Tests necessaires




Antibioprophylaxie avant pose de TAVI / tout
materiel intracardiagque par voie fémorale

couvrir Enterococcus faecalis et Staphylococcus aureus

Amoxicilline - acide clavulanique 2 g IV
Allergie: vancomycine 20 mg/kg ou teicoplanine 12 mg/kg
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Diagnosticc DUKE 2023

Table 10 Definitions of the 2023 European Society of Cardiology modified diagnostic criteria of infective endocarditis
Major criteria
(i) Blood cultures positive for IE
(a) Typical microorganisms consistent with |E from two separate blood cultures:
Oral streptococc, Streptococcus gallolyticus (formerly 5. bovis), HACEK group, 5. aureus, E faecalis
(b) Microorganisms consistent with |E from continuously positive blood cultures:
* >2 positive blood cultures of blood samples drawn >12 h apart.
+ All of 3 or a majority of >4 separate cultures of blood (with first and last samples drawn >1 h apart).
(c) Single positive blood culture for C. burnetii or phase | IgG antibody titre >1:800.
(ii) Imaging positive for IE:
Valvular, perivalvular/periprosthetic and foreign material anatomic and metabclic lesions characteristic of |E detected by any of the following imaging techniques:
+ Echocardiography (TTE and TOE).
» Cardiac CT.
« [18F]-FDG-PET/CT(A).
« WBC SPECT/CT.



Minor criteria

(i) Predisposing conditions (i.e. predisposing heart condition at high or intermediate risk of IE or PWIDs)*
(ii) Fever defined as temperature >38°C
(iii) Embolic vascular dissemination (including those asymptomatic detected by imaging only):
* Major systemic and pulmonary emboli/infarcts and abscesses.
* Haematogenous osteoarticular septic complications (i.e. spondylodiscitis).
* Mycotic aneurysms.
* Intracranial ischaemic/haemorrhagic lesions.
* Conjunctival haemorrhages.
* |aneway's lesions.
(1Y) Immunological phenomena:
* Glomerulonephritis.
* Osler nodes and Roth spots.
* Rheumatoid factor.
(V) Microbiological evidence:
* Positive blood culture but does not meet a major criterion as noted above.
+ Serological evidence of active infection with organism consistent with IE.
IE Classification (at admission and during follow-up)
Definite:
+ J major criteria.
* 1 major criterion and at least 3 minor criteria.
* 5 minor criteria.
Possible:
* 1 major criterion and 1 or 2 minor criteria.
* 3—4 minor criteria.
Rejected:
* Does not meet criteria for definite or possible at admission with or without a firm alternative diagnosis.
[18F]-FDG-PET/CT, "*F-flucrodecxyglucose positron emission tomography; CT(A), computed tomography (angiography); HACEK, Haemaphilus, Ageregatibacter, Cardiobacterium, Eikenella,
and Kingellg; IE, infective endocarditis; lg, immunoglobuling PWID, people who inject drugs; TOE, transoesophageal echocardiography; TTE, transthoracic echocardiography; WBC SPECT/CT,

white blood cell single photon emission tomegraphy/computed tomegraphy.
*For detailed explanation of predisposing conditions, please see Section 3.

© ESC 2023
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Héemocultures

AAVANT ATB++
A10ml minimum
ACulture : 5 jours uniqguement

APlusieurs HC + : IRRQ 9 A

ADélai de positivité court : ARQ 9 A
A Staphaureus
AEnterococcus Kahn et al, CID 2021

Oldberget al EurJ ClirMicrobiol Infect Dis. 2021
Finhmanret al, J Clin Med. 2021
LourtetHascoét et alzurJ ClirMicrobiol Infect Dis. 201




» Front Microbiol. 2020 Jul 23;11:1639. doi: 10.3389/fmicbh.2020.01639 4

Single-Sampling Strategy vs. Multi-Sampling Strategy for Blood Cultures
in Sepsis: A Prospective Non-inferiority Study

David Yu 12", Anna Larsson 1, Asa Parke 3:4, Christian Unge 23, Claes Henning %, Jonas Sundén-Cullberg 34,

Anna Somell 8, Kristoffer Stralin 34", Volkan Ozenci 17>
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Microbiologie
Bactériesdentifiéespar HC,
N =3116

m Staphylococcus

Pathogéne Valve native Valve prothétique
; N=1764 (65%) N=939 (35%)

aureus
SCN S. aureus 32% 23%
S. coagulase negative 9% 18%
m Streptococcus S. viridans 15% 10%
viridans S. gallolyticus 7% 6%
m Enterococcus Entérocoques 13% 22%
Gram negatif 3.5% 2.5%
m Streptococcus

gallolyticus
m BGN

RegistreEuroEndpHabib et al., 2019



Aucune documentation microbiologigue

Bactéries a 4 Bactéries non O
croissance lente cultivables

Fievre Q Coxiellaburnetii
Staphylocoques

Maladie de Whipple

Bartonella
Streptocoques

- Mycoplasmgneumoniae
Streptocoques déficients :

-Gemella Legionellgpneumophilia
-Granulicatellaspp

Entérocoques

Brucella(si critere géographique
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ORIGINAL RESEARCHARTICLE
Prevalence of Infective Endocarditis in
QUGISStre ptOfO nt dESEP Streptococcal Bloodstream Infections Is

Dependent on Streptococcal Species



ORIGINAL RESEARCHARTICLE
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.. Prevalence of Infective Endocarditis in
S .0 ordonii Streptococcal Bloodstream Infections Is
S sanguinis Dependent on Streptococcal Species
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Chamat-Hedemand et al., Circulation, 2020

Number of cases with BSI



Patient Characteristics, Microbiology, and Mortality

P a rti C u I ar i té S d e E i S u r T AV I : %fa {S:elcrtril\salril?i?oc;rditis After Transcatheter Aortic

Jarl Emanuel Strange,'*" Lauge Bstergaard,' Lars Kober,' Henning Bundgaard,’ Kasper Iversen,” Marianne Voldstedlund,’ Gunnar Hilmar Gislason,***
Jonas Bjerring Olesen,” and Emil Loldrup Foshel'

Enterococcuspp

Streptococcuspp
HC negatives rares CCL des auteurs :
ATBprophylaxieouvrant

les entérocoques?

CoNS Streptococci Enterococci Staphylococcus aureus

I |E after TAVI [ |E after non-TAVI PV [l Native valve IE

Strange et al., Clinical Infectious Diseases, 2023



ARN 16s sur les valves

Alntérét dans le€ia HC négatives
A Si ATB préalable aux prélévemebgtério

A Bactéries de culture difficileCpxiellaBartonelld T — o
rrsH rrfH
ADNr 16S ADNr 58S
~1500pb ~120pb

ASensibilité variable suivant les études

AFaux positifs
A Bactéries commensales
A Contamination bactérie environnementale
At SNEAaAGFYOS RS tQI'5b  AYyFSOUA2Yy | OUAO
Rovery et al., Pediatr. J. Clin. Microbiol. 2005

Timbrooket al, CID 2017
Lieasmaret al, J CliMicrobiol, 2017
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Paraclinique

Tep scanner au 18FDG

Scanner cardiaque Ouscintiaux leuco marqués si Te
non disponible




Criteresd'imagerie

Table 10 Definitions of the 2023 European Society of Cardiology modified diagnostic criteria of infective endocarditis
Major criteria
(i) Blood cultures positive for IE
(a) Typical microorganisms consistent with |E from two separate blood cultures:
Oral streptococc, Streptococcus gallolyticus (formerly 5. bovis), HACEK group, 5. aureus, E faecalis
(b) Microorganisms consistent with |E from continuously positive blood cultures:
* >2 positive blood cultures of blood samples drawn >12 h apart.
+ All of 3 or a majority of >4 separate cultures of blood (with first and last samples drawn >1 h apart).
(c) Single positive blood culture for C. burnetii or phase | IgG antibody titre >1:800.
(ii) Imaging positive for IE:
Valvular, perivalvular/periprosthetic and foreign material anatomic and metabclic lesions characteristic of |E detected by any of the following imaging techniques:
+ Echocardiography (TTE and TOE).
» Cardiac CT.
« [18F]-FDG-PET/CT(A).
« WBC SPECT/CT.



Echographie cardiaque

Clinical suspicion of IE

Transthoracic echocardiography
ETT
'l'_ v . 'l' . 'b_ 1¢¢ intention
Prosthetic valve Poor quality Positive Negative Indispensable
or TTE
Intracardiac device
— Clinical suspicion of IE ETO
J, l' Prothése
; Forte probabilité clinique
High Low ETT positive
A ,l, j, Faibleéchogénicité
> fE9 «—— TEE  Stop|

Répéter
a J 57 si forte probabilité



Suspiciom'endocarditea S doré

Patients a risque = ETO

-Embolisation fébrile
-Insuffisance cardiaque fébrile
-prothese

-Pace/DAI

-hémodialyse

-bactériémie prolongée
-Usager de drogues IV
-immunodépression

1¢/5 RQSYR2O0OFNRA|GS

PositionnemenDr M Richardson



Echographie cardiaque

Criteres majeurs
Risque embolique a gauche

A Taille > 10mm
A Mobilité

- végeétations

Surgery/necropsy  Echocardiography

Vegetation Infected mass Oscillating or
attached to an non-oscillating
endocardial intracardiac mass on
structure, or on valve or other
implanted endocardial
intracardiac structures, or on
material implanted

intracardiac material

Diapoempruntéeau Dr M Richardson



Echographie cardiaque

13/04/2012 10:53:47

Criteres majeurs
Risque embolique a droite

A Taille > 20mm
A Mobilité

- végeétations

2410312011 12:12:36

Surgery/necropsy  Echocardiography

Vegetation Infected mass Oscillating or
attached to an non-oscillating
endocardial intracardiac mass on
structure, or on valve or other
implanted endocardial
intracardiac structures, or on
material implanted

intracardiac material

Diapoempruntéeau Dr M Richardson



Echographie cardiaque

Criteres majeurs
Méfiance si

- Atteinte périannulaire

- Abceés Bicuspidie !

- Pseudoanévrisme prothese i
i

- fistule ;’
Décrire “iisacunidl?

N Ve
g

t QSEGSyarzy

Pensez au

Scanner!!!

Diapoempruntéeau Dr M Richardson



Echographie cardiaque

Criteres majeurs
- Atteinte périannulaire

- pseudoanévrisme

Surgervinecronsy  Echocardiograohy

Pseudoaneurysm  Perivalvular cavity  Pulsatile perivalvular

communicating echo-free space, with
with the colour-Doppler flow
cardiovascular detected

lumen

Diapoempruntéeau Dr M Richardson



Figure 1. Algorithmes pour le diagnostic de 'EVN/EVP (A)
et de I'El associée a un DECI (B)

Suspicion d’EVN /

Evaluation initiale et classification:
Présentation dlinique + hémocultures + ETT + ETO (classe 1)

(riteres diagnostiques (ESC 2023)

El certaine El possible El rejetée

Répbier les hémocultures si elles sont négatives ou douteuses
Répéter 'ETT / FETO dans les 57 jours
« (1A cardiaque ou [18FJFOG-PEVCT(A) powr [a mise au point des Ksions
vahluiaires
(classe 1)

« WBC SPECT
Recherche des critbres mineurs: imagesie du ceveau ou du corps en
ter (IRM, CT, PEFCT, WBC SPECT) pour détecter des |&sions a distance

(classe Ifiia)

(1A cardiague
(classe )

_>.».
i Imagerie du cerveau et du corps entier
—> (CT, [18F]FDG-PET/CT etfou IRM)
(classe |
Imagerie du cerveau et du corps entier

(CT, [18F]FDG-PET/CT et/ou IRM)

(classe 11b)

ESC GUIDELINES Delgado and al, EHJ 20



Tableau 6. Recommandations pour le role des modalités d'imagerie en cas d'El

Recommandation Classe  Niveau

L'ErT est recommandée comme maodalité d'imagerie de premiére ligne en

bactériémie a S. aureus, E. faecalis et certaines espbees de streptocoques.

e | B
cas de suspicion d'El.
L'ET0 est recommandée chez tous les patients présentant une suspicion l 8
tlinique d’El et une ETT négative / non diagnostique.
L'ETO est recommandée chez tous les patients présentant une suspicion
dinique d'Bl en présence dune prothese vaivulaire ou d'un dispositif | B
intracardiaque.
Il est recommandé de répéter I'ETT et/ou I'€T0 dans les 5-7 jours en cas
dexamen initial négatif ou non concluant lorsque la suspicion chinique d'El I C
ieste levée.
L'ET0 est recommandée chez les patients suspects d'e, méme en cas
dETT positive, sauf en cas d'EVN droite isolée avec une ETT de qualité dont | C @
les résultats sont formels,
La réalisation d'une échocardiographie doit 8tre envisagée en cas de Iia B

ESC GUIDELINES Delgado and al, EHJ 20



Le CTA cardiaque est recommandé chez les patients susceptibles de
présenter ung EVN afin de détecter les lésions valvulaires et de confirmer |
le diagnostic d'fl.

Le [18F]FDG-PET/CT(A) et le CTA cardiaque sont recommandés en cas
d"EVP possible pour détecter les [ésions valvulaires et confirmer le |
diagnostic del.

Le CTA cardiaque est recommandé en cas d'EVN et d'EVP pour
diagnostiquer les complications paravalvulaires ou périprothétiques si I
[échocardiographie n'est pas concluante,

U'imagerie du cerveau et du corps entier (CT, [18F|FDG-PET/CT et/ou IRM)
est recommandée chez les patients symptomatiques souffrant d'une EVN
et d'une EVP pour détecter les lésions périphériques ou évaluer les cntéres
diagnostiques mineurs (tableau 7).

Le WBC SPECT/CT doit Btre envisagé chez les patients présentant une
suspicion dlinique élevée d'eVP lorsque I'echocardiographie est négative lla
ou douteuse et lorsque le PET/CT rfest pas disponible.

Le [18F]FDG-PET/CT(A) peut Btre ervisagé en cas d'El possible liée aun
DEC! pour confirmer le diagnostic.

L'imagerie du cerveau et du corps entier (CT, [18F]FDG-PET/CT et IRM)
peut Btre ervisagée en cas d’EVN et d'EVP pour la recherche des Iésions b
périphériques chez les patients asymptomatiques.

~

b

3 3 3| 3 13 3 3¢

[18FJFDG-PET: tomographie par émission de positrons au 185-fluorodesaxyglucose; CI(A): (angio)scanner;

El: endocardite Infecteuse; IRM - imagens par résonance magnétique ; EVN : endocardite sur valve native;

EVP: endocardite sur valve prothétique ; ET0: échocardiographie transcesophagienne;

ETT: échocardiogiaphie transthoracique; WEC SPECT: tomographiie 3 émission monophotonique aux globules blancs marqués,

ESC GUIDELINES Delgado and al, EHJ 20



Place etOle du scannecardiague

| certaine |

'

'

!

El possible

Répbter les hémowltures si elles sont négatives ou douteuses

El rejetée
Répdter 'ETT / 'ETO dans les 57 jours

C1A cardiaque ou [18F JFOG-PEVCT(A) pour fa mise au point des Ksions
valvulaires
(classe 1)

WBC SPECT
Recherche des critbres mineurs: imagerie du cerveau ou dy corps en
ther (IRM, CT, PEFCT, WBL SPECT) pour détecter des lésions a distance

(classe /i)

(1A cardiaque
(classe )

Imagerie du cerveau et du corps entier

(CT, [18F]FDG-PET/CT et/ou IRM)

Imagerie du cerveau et du corps entier
(CT, [18F]FDG-PET/CT et/ou IRM)

ESC GUIDELINES Delgado and al, EHJ 2023

[ Class | recommendation ]

[ Class lla recommendation ]

[ Class Ilb recommendation ]

[ Suspected endocarditis ]
I

[ ESC 2023 diagnostic criteria for diagnosis of |IE

!

Possible IE

*—{ Rejected IE |

e
extracardiac complications

Repeat blood cultures if negative or
doubtful
r—[ Repeat TTE/TEE within 5-7 days F
Cardiac CTA to diagnose valvular
lesions

Add minor criteria: Brain or whole-
body imaging to detect distant

Prosthetic valve

lesions
18F-FDG-PET/CT to diagnose
valvular lesions
( WBC SPECT —

Suspected paravalvular
complications and TEE inconclusive
¥
[ Cardiac CTA ]

¥
Brain or whole-body imaging ]

pr—

No symptoms suggestions
extracardiac complications
L 2
[ Brain or whole-body imaging J

| Rejected I[E  }—




Place etOle du scannecardiaque

Strengths

Strengths

No radiation exposure

Less invasive for patient

No contrast agent exposure

Good diagnostic accuracy for
paravalvular complications

Assessment of valvular function

Better diagnostic accuracy for
prothetic valves

Good diagnostic accuracy for
valvular complications

Assessment of extracardiac
structures or coronary arteries

Weaknesses

Weaknesses
More invasive for patient Radiation exposure
Less accurate for diagnosis of Contrast agent exposure
paravalvular complications

No assessment of extracardiac
structures or coronary arteries

Less accurate for valvular lesions
(especially small vegetation)

More difficult in patients with
prosthetic valves

More difficult in patients with high
or irregular heart rate

Operator dependent performance

Expertise needed for assessment

JSCAI ©

Comprehensive Review

Computed Tomography in Infectious Endocarditis

Eefje M. Dalebout, MD "¢, Alexander Hirsch, MD, PhD *®, Jolanda Kluin, MD, PhD¢,
Tjebbe W. Galema, MD, PhD?, Jolien W. Roos-Hesselink, MD, PhD?,

Ricardo P.J. Budde, MD, PhD *""

<Echographieardiaquepour lésionsvalvulaires

> Echographigour Iésionsparavalvulaires

Peutaider adétecteratteintesextracardiaques

Plannificationdu délaichirurgical




Scannecardiague

Delaboutet al., 2024

A Y

<

J

|

A Jing etal. | B Jain et al. b (& Oliveira et al.

| Publishedin2022 | | [ Publishedin2021 )1 Publishedin2020 |
[ 13 studies included ] [ 10 studies included ] [ 8 studies included ]
[ Partial overlap with B ] [ Partial overlap with A and C ] [ Complete overlap with A ]
[ Total of 990 patients ] [ Total of 872 patients ] [ Total of 510 patients ]
| TEE and CT 1 TEE and CT )1 TEE and CT ]
[ Native and prosthetic valves ] [ Native and prosthetic valves ] [ Native and prosthetic valves ]
[ Surgical findings as reference ] [ Surgical findings as reference ] [ Surgical findings as reference ]
[ Most recent meta-analysis ] [ Subgroup for prosthetic valves ] [ Subgroup for CT protocol ]

\ V J\ 7\

 Sensitivity | | Specificity | Sensitivity | [ Specificity |
[ 91% - 96%‘-9’3] [ 80% - 83%"“] ‘—[ Vegetation “—b [ 80% - 86%"BC ] [ 80% - 84%ABC ]
(T6% - 8195 ) (88% - 93%¢ | | +— Perforation —> | [41% - 48%*8¢ ) | 92% - 93%* |
[ 86%-91%% | [ 98%-99%*8 | | +— Fistula — | [ 79%-98%" | | 98%* |
(69% - 100%¢) (96%-99%€ || —|  Paravalvularleak  [— | [ 72%-85%" ] [ 100%* )
(e% ) ([ 9% )|+  Dehiscence (—>|(__46% ][ 9% ]




Place etoledu TEP/CT
e b ibe L e

Répéiey les hémodultures si elles sont négatives ou douteuses
- Répbter I'ETT / V'ETO dans les 57 jours
+ (1A cardiaque ou [18FJFOG-PEVCT(A) pour fa mise au point des Ksions

valvulaires
(dasse ) ‘ Positivitéfonctionde

WBC SPECT
Recherche des crtbres mineurs: imagerie du cerveau ou dy corps en
ther (IRM, CT, PEFCT, WBL SPECT) pour détecter des lésions a distance

Valve native < Valvarothétique

(classe /i)

(1A cardiaque

Imagerie du cerveau et du corps entier
> (g [ISi]FDG-PH/(I e(/ou IRM)
(classe 1)

Dispositifintracardiaguemplantable

Localisation2res

Imagerie du cerveau et du corps entier
=] (CT, [18F]FDG-PET/CT et/ou IRM)
classe IIb)

ESC GUIDELINES Delgado and al, EHJ 2023



Place etoledu TEP/CT

Journal of Nuclear Cardiology
Volume 26, Issue 3, June 2019, Pages 922-935

. | Originally Published 8 June 2020 | (3 ) Cheok for updates
Diagnosis of Infective Endocarditis by
Subtype Using '®F-Fluorodeoxyglucose

Meta-analysis of 18F-FDG PET/CT in the Positron Emission Tomography/Computed
diagnosis of infective endocarditis Tomography: A Contemporary Meta-Analysis

a O A b A H a A : a
Maryam Mahmood MbChB ® & B, Ayse Tuba Kendi MD °, Saira Ajmal MD °, Saira Farid MD °, Tom Kai Ming Wang, MBCHB, MD(res), Alejandro Sanchez-Nadales, MD, Efehi Igbinomwanhia, MD, Paul Cremer, MD, Brian Griffin, MD, and Bo

John C. O'Horo MD, MPH © €, Panithaya Chareonthaitawee MD ¢, Larry M. Baddour MD @9, M. 0=
— Xu, MB BS (Hons) AUTHOR INFO & AFFILIATIONS
Rizwan Schail MD @ ¢

Circulation: Cardiovascular Imaagina * Volume 13. Number 6 = https://doi.ora/10.1161/CIRCIMAGING.120.010600

- [outesEi :
0
Sensibilité76.8% Sensibilité74%

P 5
Spécificité77.9% Spécificité88%

VN : Se 319%5p98%
VP : Se 86%p84%
DECI : Se 72%p83%




Place etOle du TEPscanner

» J Nucl Cardiol. Author manuscript; available in PMC: 2022 Feb 1.
Published in final edited form as: J Nucl Cardiol. 2019 Sep 4;28(1):289-294. doi: 10.1007/512350-019-01874-x [

Correlating cardiac F-18 FDG PET/CT results with intra-operative findings
in infectious endocarditis

Sami El-Dalati ¢, Venkatesh L Murthy b, Anna B Owczarczyk €, Christopher Fagﬂd, James Riddell IV 3, Sandro

Cinti 3, Richard L Weinberg b

PET Cardiac SUV
Organisms (n) Duke criteria  Echo findings results max Blood pool SUV
Echolucent
space posterior
to the
bioprosthetic
MSSA Definite AV Positive 6.8 2.0
Native AV
MSSA/MRSA Possible thickening Positive 5.6 1.8
Staphylococcus Native AV
epidermidis Definite vegetation Positive 21 2
Staphylococcus Bioprosthetic
lugdunensis/ AV vegetation
Citrobacter spp.  Possible with abscess Positive 5.2 15
Native AV
vegetation with
Streptococcus aortic root
mitis Definite abscess Positive 31 1.2
Normal
Streptococcus bioprosthetic
mutans Definite AV Positive 5.3 1.6
Streptococcus Bioprosthetic
bovis Definite AV vegetation Positive 6.2 1.6
Streptococcus Native MV
agalactiae Possible vegetation Positive 4.4 2.4
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Prise en charge globale




Patient-centred care

Recovery plan
Patient education - oral and general hygiene

" @Esc—




Délai de la chirurgi

@ESC—

'_IE..'E 10 Proposad surgical timing for infactive andocarditis. HACEK, Hoemophilus, Aggregatibocter, Cardickacterum, Eikenells, and Kingalle: PVE, prosthas-

= vahra endocarditis. Surgery timing: emergency, within 24 h. Urgant, within 3-5 days. Mon-urgent, within sama haspital admission. *Despits appropriata
IS TR SR TR (RN R T P S T S = - TIPSR S T P T JURT S I TP PR S P



INDICATIONS CHIRURGICALES

Obstruction

Fuite l Fistule

~ %

Insuffisance
cardiaque

OAP, choc

Décompensation

Emergency Urgent

Diapoempruntéeau Dr M Richardson



INDICATIONS CHIRURGICALES

Obstruction
Fuite l Fistule
Insuffisance
cardiaque
OAP, choc Décompensation
Emergency )

Urgent

perS|stantes

Atteinte
périannulaire
Staphdoré
Hémocultures Fongique
BMR

Infection
Non
controlée

Urgent

Diapoempruntéeau Dr M Richardson




INDICATIONS CHIRURGICALES

Obstruction
Fuite l Fistule
Insuffisance
cardiaque
OAP, choc Décompensation
Emergency )

Urgent

Atteinte
périannulaire BAV
Staphdoré
Hémocultures Fongique
per5|stantes BI\/IR
Infection
Non
contrélée
Urgent

Taille végétation
> 10mm a gauche
> 20mm a droite

|

Risque
Embolique

Urgent

Diapoempruntéeau Dr M Richardson
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Antibiothérapie




Traitement Empirique

LLLLL



Indications du traitement empirique

Dandouteslesautressituations|e traitementantibiotiquepeutetre
différéjusqu® dzE NB adzf GF 0a RS f QI SY2 Odz




Tratement empirique .

El valvulaire native + prothétigue >1 an post chir

=> Cibles : SAMS (35%), streptocoques (35%), enterocoques (10%)

+gentamicine IV (5 mg/kg/jour) uniguement chez les patients en sepsis)



Traitement empirigue Jounalof

J Antimicrob Chemother 2019; 74: 3511-3514
doi:10.1093/jac/dkz388 Advance Access publication 8 September 2019 ChemOtherClpy

In vitro bactericidal activity of amoxicillin combined with different
cephalosporins against endocarditis-associated
Enterococcus faecalis clinical isolates

Nathan Peiffer-Smadja™?t, Elena Guillotel?t, David Luque-Paz’, Naouale Maataoui**, F.-Xavier Lescure™? and
Vincent Cattoir () 3>¢*

Etuddnvitro
10souchefREdterococcifaecalidk E) et 2 souchesleréférence

Unesynergeaétéobsenveeal? & 24h:

w amoxalline/cefazolire et amoxalline/ceftriaxore pour 12/12 souches
Un effet bactéricide aétéobsenve a4 h:

w amoxdlline/cefazolie pour 8/12 souches

w amoxalline/ceftriaxore pour 6/12 souches

Enmoyenneamoxicilline/cefazolinitaitt QI & aldbldhattéiidd@3ah



Tratement empirique .

Elvalvulairanativet prothétique>1an postchir
=>Cibles : SAMS (35%), streptocoques (35%), entérocoques (10%)

Amoxicilline IV (200 mg/kg/jour) + céfazoline IV (100 mg/kg/jour)

+gentamicine IV (5 mg/kg/jour) uniguement chez les patients en sepsis)

Y S aIIeri'e auxbétdactamines:

Alernative : vanoomycne IV
(30 mg/kgjour, perfuson continue apresdose de charge




Traitement empirique

Elvalvulairgorothétiqueprécoce<l an postchir
=>Cibles StapldontmetiR Enterocogues, BGN

DaptomycinebV(lz mg/kg/jouryt céfépime I\B0 mg/kg/jour, perfusion continue aprés une dose de charge)
+ gentamicingV(5mg/kg/jour)uniquementhezespatientssnsepsis)



Eia Streptocoque

LLLLL



Ei a Streptococcus sendbles(@viirRni G 0,25 mg/l)

Antibiotique Dosage Duree Commentaires
(semaines)

Traitement standard de 4 semaines

Amoxicilline 150 mg/kg/j, IV en 4 a 6 fois 4 Ce schéma de 4 semaines sans

ou aminosides est préféré chez les

Ceftriaxone 4 patients > 65 ans et/ou

2 g/}, IV enl fois _ _
Insuffisance rénale chronique

6 semaines si El sur VP

Traitement de 2 semaines

Amoxicilline 150 mg/kg/j, IV en 4 a 6 fois 2 Uniquement si El sur valve native
ou et a fonction rénale normale
Ceftriaxone 2 g/d IV en 1 fois 5

avec 2

Gentamicine 3 mg/kg/d, IV en 1 fois

Allergie aux beta-lactamines
Vancomycine 30 mg/kg/j, IV, en 2 fois ou en continu 4 6 semaines si EI sur VP



Ei a Streptococcus SFP a la Péni G (cmi >0.25mg/l)

Guidelines Infectious Diseases Now 55 (2025) 105011

MIC amox = 0.5 mg/L » Amox 100 mg/kg/d
\ Alternative if

MIC C3G < 0.5 mg/L Ceftriaxone 2g /d
Streptococcal |lE
(no allergy to - 0.5 mg/L<MIC amox <=2 mg/L MIC C3G < 0.5 mg/L Ceftriaxone 2g /d
lactams)
Amox 200 mg/kg/d

MIC C3G > 0.5 mg/L + Gentamicine 3 mg/kg/d

Ceftriaxone 2g /d

L

MIC amox > 2 mg/L \ MIC C3G = 0.5 mg/L

MIC C3G = 0.5 mg/L

Fig. 1. Algorithm for the choice of antibiotic in streptococcal IE according to the MICs of amoxicillin and ceftriaxone. Abbreviations: MIC: minimal inhibitory
concentration, C3G: ceftriaxone, amox: amoxicillin.

Durée :

4 semaines de beta-lactamine si EI VN Gentamicine : 15jours
6 semaines de beta-lactamine si EI VP

Vancomycin 30 mg/kg/d



ElastreptocoquefRRatouteslesB-LactouallergieBL

Vancomycine :
A 30 mg/kg/jour IV en 2 fois ou en continu

Durée :
A 4 semaines si El VN
A 6 semaines si El VP



Eia Enterocoque

30°™ JRPI
Journée Régionale de
Pathologie Infectieuse

Mardi 08 octobre 2024

9h00 a 17h00

Faculté de Médecine de Lille
Pole Recherche
Espace Congrés




El a Enterococcus faecalis

Contexte Molécules Durée

AMOX CEFTRIAXONMB 6 semaines / 6 semaine:

l GGSYGA2Y | dzE F2NI Sa
Neuro et nephrotoxicitée

* Smth AAC2015,Werth JAC2015,SkoulasAAC2014



El a Enterococcus faecalis

Contexte Molécules Durée

DAPTO si CMI <2 SSCHISINES
VANCO + GENTA 6 semaines / 2 semaines

Allergie aux BL

* Smth AAC2015,Werth JAC2015,SkoulasAAC2014



El a Enterococcus faecium sans ht niveau de R
aux aminosides

Contexte Molécules Durée

S/SFP/R Amoxicilline §  VANCO GENTAMICIN

* Smth AAC2015,Werth JAC2015,SkoulasAAC2014




Eia Staphylocoque

LLLLL



Antibiothérapie des El staphylococciques
(valves natives)

SASM
Pasddll ergie aux bétalactamines Céfazoline Aprivilegier siinfection du SNC(diffusion)
Ou Aprivilégier sifoyers profonds ou bactéeriémie
Cloxacilline persistante

Allergie ala pénicilline Céfazoline



Cefazoline vs Pénicilline-NBactériémie

Lee et al., 2018
Cefazolin versus anti-staphylococcal penicillins for the treatment of « JOUBNAL OF

methicillin-susceptible Staphylococcus aureus bloodstream infections Antlmlcro blal
in acutely-ill adult patients: results of a systematic review and
meta-analysis

V lower rates of treatment failure (OR: 0.70; 95% CI. @.&R; P<0.001
V all-cause mortality (OR: 0.69; 95% CI. 60531; P<0.001

VaeKS NS 2F OSTFII2fAy Ay GKS Y2alid aSOSNBf @
w Eszi:;iig[g;;d Clinical Br ) Clin Pharmacol (2018) 84 1258-1266 1258
ORIGINAL ARTICLE Rindoneet al., 2018

Meta-analysis of trials comparing cefazolin to
antistaphylococcal penicillins in the treatment
of methicillin-sensitive Staphylococcus aureus
bacteraemia

V lower mortality rate with cefazolin vs. ASP (RR) 0.78, 95% CD®B89P < 0.0001
V Clinical cure more often with cefazolin (RR 1.09, 95% 1.2 P = 0.02)

LJI



Cefazoline vs Pénicilline-acteriemie

90-day all-cause mortality

Cefazolin

Study Events Total Events
Bal 2015 21 105 75
Lee 2011 1 4 5
Lee 2018 2 79 24
Li 2014 0 59 1
McDanel 2017 231 1163 502
Paul 2011 29 72 91
Poliatt 2016 5 70 5
Random effects model 289 1580 703
Heterogenety: = 83%, ©° = 0.0867, p = 0.01

Etudes de cohorte, rétrospectives

ASP

Total Relative Risk RA  95%-Cl Weight
249 ! 0.66 [0.43;1.02) 23.3%
41 - 0.20 [002; 1.64) 2.7%
163 . 017 [0u04: 0.71] 54%
34 — 0.19 [001; 462) 1.2%
2004 > 0.79 [0.69; 0.81] 33.0%
281 |~ 1.24 [0.00; 1.73) 26.9%
30 —_— 043 [013;1.37] 75%
2802 < 0.71 [0.50; 1.02] 100.0%

] i | |

oM 0 1 10 100

Favours Cefazolin

Favours ASP Weis et al., 2019, Revue de littérature



Cloxacillin versus cefazolin for meticillin-susceptible

@

Staphylococcus aureus bacteraemia (CloCeBa): a prospective,
open-label, multicentre, non-inferiority, randomised clinical

trial

Charles Burdet, Nadia Saidani, Céline Dupieux, Adrien Lemaignen, Etienne Canoui, Laure Surgers, Marc Olivier Vareil, Agnés Lefort,
Raphaél Lepeule, Nathan Peiffer-Smadja, Alexandre Charmillon, Vincent Le Moing, David Boutoille, Violaine Tolsma, Sophie Abgrall, Michel Wolff,

Pierre Tattevin, Marina Esposito-Farése, Frangois Vandenesch, Xavier Duval*, Sarah Tubiana*, Frangois-Xavier Lescure®, for the CloCeBa Study

Groupt

315 participants

®

CrossMark

CJP 75%p CFZ
CJP 74%p CLX

Effetsindésirables
15% CFZ

Cefazolin Cloxacillin Treatment difference

(n=146) (n=146) (95% Cl) p value
Survival at day 90 134/146 (92%) 134/146 (92%) 0% (-7 to 7) 0-0005
Microbiological tday3(orday5i

icrobiological success at day 3 (or day 5in 136/146 (93%) 135/146 (92%) 1% (-6 to 7) 00002

participants with endocarditis)
Absence of relapse of bacteraemia at day 90 145/146 (99%) 144/146 (99%) 1% (-3 to 4) <0-0001
Clinical success at day 90 116/144 (81%) 111/139 (80%) 1% (-9 to 10) 0-0041
Clinical success at day 7 105/142 (74%) 98/140 (70%) 4% (-6 to 14) 0-0013

27% CLX
p=0.010




Cefazoline vs Péenicilline-MeEndocardites

European Journal of Clinical Microbiology & Infectious Diseases
https://doi.org/10.1007/510096-021-04313-3

Contexte :
Rupture de stock en France BéeniM

ORIGINAL ARTICLE

Antistaphylococcal penicillins vs. cefazolin in the treatment
of methicillin-susceptible Staphylococcus aureus infective endocarditis:
a quasi-experimental monocentre study

Gp 1¢ 35 patients CJP
01/201503/2016 : Mortalité toute cause a J90
PENICILLINE M
— N 28.6%
P >
Gp 2¢ 38 patients cp \
03/201612/2016 : Mortalité toute cause a J90
CEFAZOLINE

Lefevre et al., 2021




Antistaphylococcal penicillins vs. cefazolin in the treatment
of methicillin-susceptible Staphylococcus aureus infective endocarditis:
a quasi-experimental monocentre study

Fig.2 Kaplan-Meier 90-day
survival estimates in patients
with MS5A-IE receiving ASPs
(Anti Staphylococcal Penicillin)
or cefazolin

Product-Limit Surviva

| Estimates

With Number of Subjects at Risk

LY

b [Log-Rank p = 05727}
90%
80% A tessssssnssssnnns dPEPRecsnsssnnnnnns -aCefazolin
S 70% ASPs
L)
[=
§ 60%
o
S 50%
s
E 40%
i
30%
20%
..-"-’ -
o]
T T T T T
0 20 40 60 80
Days since patiens’ admission in hospital (Days)
Number at risk
ASPs 35 M 34 k) 29 28 26 25 23 22
Cefazolin 38 M 33 &} 30 30 30 30 30 30

Lefévre et al., 2021



. . . Contents lists available at ScienceDirect
Original article oments e S e CCLM[!AL
Clinical Microbiology and Infection @~ |sicrosiolosy

Comparative outcomes of cefazolin versus antistaphylococcal N e o -
penicillins in methicillin-susceptible Staphylococcus aureus infective

endocarditis: a post hoc analysis of a prospective multicentre French

cohort study

A 210 patients inclus,
A 53 (25%) souséfazoline 157 (75%) sous OXA/CLOXA.

Al dzOdzy S r Y2NIUFtAGS £ Wohn Y
A 24.5% (13/53) gp CRE29% (45/157) gp OXA/CLOXA
A pP=0.561cOR 1.2 ; IC95% 0201 ; p.681

AOFFAOFOAGS Y | dzOdzyS
A durée de séjour,
A chirurgie secondaire non programmée a J90,
A taux de rechute.

ATolérance : arréts de traitement pour effet indésirable moins fréquents dans gp CFZ
A 0/53 versus 13/157 patients (p=.042)

Lecomte et al., 2021



Contents lists available at ScienceDirect

Original article

Clinical Microbiology and Infection MICROBIOLOGY

Comparative outcomes of cefazolin versus antistaphylococcal e Homeae s e o et o

CLINICAL

AND INFECTION
]
BEESCMID

penicillins in methicillin-susceptible Staphylococcus aureus infective
endocarditis: a post hoc analysis of a prospective multicentre French
cohort study

100%
g 75%
L
1]
]
o
S 50% A
©
=
B
=
D 259
p = 0.29 (log-rank)
— Cefazolin
0%- ASP
0 90 180 270 360
Days since the first positive blood culture
Number at risk
Cefazoli 53 40 35 31 31
ASP| 157 111 101 93 89
0 90 180 270 360

Days since the first positive blood culture

Fig. 3. Kaplan-Meier curve showing 1-year all-cause survival in 210 patients with methicillin-susceptible Staphylococcus aureus infective endocarditis treated with cefazolin
compared to antistaphylococcal penicillins. Patient data were censored at time of death. ASP, antistaphylococcal penicillin.

Lecomte et al., 2021



» Ther Adv Infect Dis. 2025 Oct 27;12:20499361251384146. doi: 10.1177/20499361251384146 (%

Comparative effectiveness of cefazolin versus antistaphylococcal
penicillins in methicillin-susceptible Staphylococcus aureus infective
endocarditis: a systematic review of observational studies

Laura Juliana Jaime-Ardila 1'2, Jorge Leonardo Tdmara-Rivera 2, Laura Cristina Nocua-Baez 3*°, Candida Diaz-

Brochero 678, Sugeich Del Mar Melendez-Rhenals 2

7 cohortesinclues

Efficacité
comparable

Mortalité J30 avec CFZ

Mortalité J90similaire

Avecmoinsd'El

Pas ddifférencesurtauxde
rechute duréed'hospitalisation
et durée debactériémie




Antibiothérapie des Ei a Staphylocogue (VN)

SASM
Pas ddall ergie aux bétalactamines Ceéfazoline Aprivilégier siinfection du SNC(diffusion)
Ou Aprivilegier sifoyers profonds ou bactériémie
Cloxacilline persistante
Allergie alapénicilline Céfazoline
Allergie aux bétalactamines Daptomycine Association pendant au plus 7 jours apresla
+ Fosfomycine premiere hémocult ure positive
SARM
Daptomycine Association pendant au plus 7 jours apres la
+ premiere hémocult ure positive
Ceftaroline

Ou Fosfomycine



Antibiothérapie des Ei a Staphylocogue : doses

ATB Dose journaliere (fonction rénale conservée
CEEAZOLINE 80-100mg/kg/24hin 3IVdoses

Or,1V loadingdoseof 30 mg/kgover 1 hour (max.2g)and startingatthe sametime
(bypass)Vmaintenancaloseof 80- 100mg/kg/24h(max.8g/24h)in 2 12-hour
iInfusions

(CL)OXACILLINE 12g/jen 46 doses IV
CEFTAROLINE 1800mg/24hen3dosesIV
DAPTOMYCINE 10mg/kg/24hen une dose IV

VANCOMYCINE Dose de charge puis perfusion continue avagscomycinémie
residuelle a 225mg/L

FOSFOMYCINE 8g/24hhourin41Vdoses



Antibiothérapie des Ei a Staphylocoque (VP) i
quid des aminosides

ASepsis

ALimiter émergence desistances=> en association avec
ARMP

Contents lists available at ScienceDirect

CLINICAL

NNNNNNNNNNNN

A Cefazoline

journal homepage: www.clinicalmicrobiologyandinfection.com

ADaptomyciné

Narrative review
Aminoglycosides for infective endocarditis: time to say goodbye?

D. Lebeaux "°, N. Fernandez-Hidalgo * >, B. Pilmis *, P. Tattevin °, ].-L. Mainardi '

AArréter une fois inoculum maitrisé

Lebeaux et al. Clin microbiol infect 2020



Antibiothérapie des Ei a Staphylocoque (VP) i

q u Id d e Ia R I\/I P Clinical Infectious Diseases
MAJOR ARTICLE

[s Rifampin Use Associated With Better Outcome
in Staphylococcal Prosthetic Valve Endocarditis?
A Multicenter Retrospective Study

Mortalité a un an Rechute Duree de séjour
wR+ :37.6% (38/101) wR+:5.9% (6/101) wR+:42.3+/ 18.6
wR-31.6% (25/79) wWR-:8.9% (7/79) wR:31.3 +£14
wp=0.62 wp=0.65 0p<0.001

Le Bot et al, CID 20z



ANTIMICROBIAL AGENTS AND CHEMOTHERAPY, July 2008, p. 2463-2467 Vol. 52, No. 7
0066-4804/08/$08.00+0 doi:10.1128/AAC.00300-08
Copyright © 2008, American Society for Microbiology. All Rights Reserved.

Addition of Rifampin to Standard Therapy for Treatment of Native
Valve Infective Endocarditis Caused by Staphylococcus aureus”
David J. Riedel,'* Elizabeth Weekes,’+ and Graeme N. Forrest®

Institute of Human Virology and Division of Infectious Diseases, University of Maryland School of Medicine, Baltimore,
Maryland 21201"; Department of Pharmacy, University of Maryland Medical Center, Baltimore, Maryland 21201% and
Department of Medicine, Division of Infectious Diseases, University of Maryland School of Medicine,
Baltimore, Maryland 212013

TABLE 3. Adverse effects of rifampin for cases and controls

TABLE 4. Clinical outcomes for cases and controls
o i Value for group Pl
“haracteristic or effect value Act Value f
Cases Controls V Emerge nce de reSIStan CES Characteristic or outcome e T P value
5 s ¢ c 5 Cases Controls
Total no. of subjects 42 42 V Effets indésirables hépatiqug :
Rifampin-resistant isolates [no. (%)}* 9 (21) 0(0) <0.001 . Total no. of subjects - 42 42
Median time to rifampin resistance” 16 (11-26) NA?  NA V Interactions [Median length of bacteremia 5.2 (1-26)  2.1(1-8)  <0.001
[days (range)] . [days (range)] o
Elevated transaminases, =5 X 9 (21) 1(2) 0014 med|Camenteu ses Requirement of hemodialysis 8 (19) 7(17) 0.8
baseline [no. (%)] v o (%)] » 0 o1 5 (5 0.03
o - = I7 - - z z - 4 g 3 . he a e
Drug inferactions [no.(%)F 22 (52) 0(0) <0001 VV Durée de séjour prolongee alve buEiry(gn% (%)] ; E?lg 48 0.03
“ All nine isolates were from patients who were bacteremic at initiation of . : ian lenpth of stay [days 213 (2-66) 147 (4-62) 0.09
rifampin treatment. V SUYVIG MOINS bonne (range)] - ) )
P Nine isolates were analyzed. o
¢ Drug interactions occurred with methadone (nine cases), warfarin (four I Survival [no. (%)] 3@ 00 O'MSI
cases), protease inhibitors (three cases), antifungal agents (e.g.. fluconazole
LG8y GA2y Y LI GASyda y2y O2YLI NroftSa SydnNB fSa
OYSNESYOS RS w Y o LI GASYy(Ga &adzNJ mc GN}AGSAE Oy

Riedelet al. 2008

(N B



Place de la RMP
A dzZRS& O2YyUN)IRAOU2ANDBAX
ALY UNRRdAzOUAZ2Y dzyS FT2Aa f QAy 2 Od

I\l Nantes

N A £ A4 2 * 1
Ab S S é é A u $ R Q dzy S QQ BRENARCH CNANTES i !nserm W7 Université

RIFREE

"Rifampin-free regimen versus standard of care in
the treatment of staphylococcal prosthetic valve
endocarditis: a multicénter randomized controlled
non-inferiority study”

Investigateur coordonnateur : Dr Raphaél Lecomte

Conseil scientifique : Pr David Boutoille, Pr Xavier Duval, Pr Bruno
Hoen, Pr Vincent Le Moing, Pr Pierre Tattevin, Pr Francois
Vandenesch

dz



Antibiothérapie des Ei a Staphylocoque (VP)

CEFAZOLINE / CLOXACILINNE

s

RELAIS ORAL?

RIFAMPICINE
Hémoc- /
Chirurgie
DAPTOMYCINE RELAIS ORAL
MI RIFAMPICINE
Hémoc-/

Chirurgie
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Relais per 0s? Les premiers essais

Endocardites a Streptococcus péni S ; valve native

n=15 Ceftriaxone 2s  Amox1gx4/j 2s -

S eee—— Suivi 6M i

— > Remission : 100%
Ceftriaxone 2g/j 4s

n=15
Stambouliaret al. Revinfect Dis 1991

Heldmanet al. Am J Med 1996



Relais per 0s? Les premiers essais

Endocardites a Streptococcus péni S ; valve native

— Ceftriaxone 2s  Amox1gx4/j 2s
= e Suivi 6M
]

> Rémission : 100%
n=15 Ceftriaxone 2g/j 4s

Stambouliaret al. Revinfect Dis 1991

8AOCT AEOIi gUE staph=tENMVE OECIT g

. : : . 50% perdus de vue
n=45 Ciprofloxacine 750x2 + rifampicine 300mg x2 Rémission > 88%
. L] Vd 7
I > Meilleure tolérancenéphro,
Nn=40

Oxacilline 2g/4h ou vanco 1g/12h; 6s hépato groupe PO

Heldmanet al. Am J Med 1996
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Dicloxacillin and rifampicin 15 (33)

Amoxicillin and r'lfampi{:in 13 (29) Oral regimens Frequency n (%)

Moxifloxacin and rifampicin 3(7) Amoxicillin and rifampicin 47 (52)
Amoxicillin and moxifloxacin 12 (13)
Rifampicin and linezolid 8(9)
Moxifloxacin and linezolid 8(9)
Amoxicillin and linezolid 7 (8)

Oral regimens Frequency n (%)
Amoxicillin and moxifloxacin 24 (47)
Amoxicillin and linezolid 13 (25)
Amoxicillin and rifampicin 6(12)
Moxifloxacin and linezolid 5(10)

Iversenet al. NEJM 2019
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Clinical implementation of partial oral
treatment in infective endocarditis: the Danish

POETry study

Stabilization criteria

Left-sided IE with 5. aureus, @

coagulase-negative staphylococei,
Streptococcus spp. or
Enterococcus faecalis
Intravenous antibiotics administered @
=10 days and =7 days after C—
heart surgery
Stabilization of infection
i No fever (T <38°C) =2 days @
' O—»
il CRP <25% of max or <20 mg/l

i Leucocytes <15 x 10° per L

Other indication for continued
intravenous antibiotic administration,
BMI >40 kg/m? or reduced
gastrointestinal uptake

1®

Mo new surgical Mew surgical
indication indication

RN

Consider oral step-down Continue intravenous
antibiotic therapy antibiotic therapy

STREPTOCOQUES

ENTEROCOQUEsServes émises
(PKPD)

STAPHYLOCOQUEServes émise

Y Molécules de POET non dispo en Fra
Y Attente résultats de RODEO

Pries-Heje et al., European Heart Journal, 2023



Clinical implementation of partial oral

5 é é 3 LJ y 2 y (treatment in infective endocarditis: the Danlshﬂ

POETry study
a @ Patients with IE
E Y L ) Différences significatives su
ZZZet';‘?g‘Z’E‘g::‘Lii‘i S ¢ les caractéristiques des
| patients :
® Patiepts cons@ered
O e

FIN
30 a0

Patients received Patients received
oral step-down traditional intravenous
antibiotic therapy antibiotic therapy

Pries-Heje et al., European Heart Journal, 2023



Clinical implementation of partial oral

Eﬁ:l CaC|té Sl m | I a| re d u PCtreatment in infective endocarditis: the Danish

POETry study

Composite primary outcome
i Symptomatic embolic event
i Unplanned cardiac surgery

i Relapse of bacteraemia
iv All-cause mortality

Cumulative incidence 1V . N:59(18%)

40%

30| Log rank p=0.051 p:O .051

20%— Intravenous

CJP :
PO : N=30 (13%

i

Oral step-down
0%—

| T T T T T |
0 1 2 3 4 5 6

Months since end of antibiotic treatment
\ 322 298 286 277 271 268 263
,Q) 240 232 228 220 214 212 210

Pries-Heje et al., European Heart Journal, 2023



Clinical implementation of partial oral

Eﬁ:l CaC|té Sl m | I a| re d u PCtreatment in infective endocarditis: the Danish

POETry study

A Embolic events B Non-planned heart valve surgery
g = @ =

s 2 Gray's test p =0.38 c & Gray's test p = 0.64

= =

] g

= =

< . = &

@ @

2 w 2 w

= Intravenous w Oral

= =

: . E el e
O e T T T T T | © e T T T T T |

Median length of stay o 1 2z 3 4 5 ¢ o 1 2 3 4 5 &

Months Months
Intravenous 322 298 288 280 274 272 268 Intravenous 322 300 290 283 278 276 271

O step- l = 24daYS(IQR 17—36) Oral 240 236 232 226 222 219 217 Oral 240 237 233 226 220 218 216

htmwnws = 43 mys (IQR 32_51) o Relapse of bacteremia D All-cause mortality
<0.001 g o g =
- ™ h = = —
(P ) E ~ | Gray'stestp=10.91 E & | Logrank p=0.02 Infravenous
2 2
£ . £ =
R s e
= = Oral
L; Oral %
E =l & s E =
Q = [ I T T I T 1 Q = [ I T T I T ]
0 1 2 3 4 5 6 0 1 2 3 4 5 6
Months Months
Intravenous 322 300 290 285 279 276 271 Intravenous 322 300 291 286 282 280 276
Oral 240 233 229 224 220 218 216 Oral 240 237 233 228 224 222 220

3 Cumulative incidence of each of the compeonents of the composite endpoint. Occurrence of (A) symptomatic embolism, (B) unplanned
urgery, (C) relapse of bacteraemia, or (D) all-cause mortality after end of antibiotic treatment for IE and within & months of follow-up.
JHC) are presented from 0% to 12% and panel D from 0% to 20%. Intravencus, intravenous antibiotic treatment; Oral, oral step-down anti-

s

Pries-Heje et al., European Heart Journal, 2023
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Real-World Application of Oral Therapy for Infective
Endocarditis: A Multicenter, Retrospective, Cohort Study

Sarah Freling,"? Noah Wald-Dickler,"*® Josh Banerjee,' Catherine P. Canamar,' Soodtida Tangpraphaphorn,' Dara Bruce,® Kusha Davar,"
Fernando Dominguez,' Daniel Norwitz,® Ganesh Krishnamurthi,'? Lilian Fung,'? Ashley Guanzon,"* Emi Minejima,"* Michael Spt-;lll)t-;rg.I
Catherine Spellberg,' Rachel Baden,' Paul Holtom,"? and Brad Spellberg'

IV

211 patients
+ vieux (55 vs 39, p=0.01)
+ comorbides :
DiabetecIRC dialysés
Valve aortique

PO
46 patients
Valve tricuspide
UDI (37% vs 18%, p=0.01)
SARM (34.8% vs 20.4%, p = 0.0«

Succes clinigue similaire

IV/IPO

Table 2. Clinical Outcomes

Intravenous Oral Arm P
Cutcome Amin=211) (n=46) Value
Clinical success at 90 days 178 (B4 4] 40 {87.0) 66
Alve 193 (91.5) 41 189.1) 61
Lack of 59
Absanc 2
complic
Clinical success at 90 days
by comorbidity®
Liver diseasa 24 (872 8{57.1) 02
Readmissions within 90 days 72 (34.1) 12 {26.1) .29

Freling et al., Clinical Infectious Diseases, 2023
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Real-World Application of Oral Therapy for Infective
Endocarditis: A Multicenter, Retrospective, Cohort Study
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Table 4. Adverse Events

AE

Total patients with AEs®
Drug allergy {ag, rash)
E',rtnpenia"

Acuta kidney injury

IW-lima infaction

IV line—ralated thrombosis
Other IV line—related
complications®

All IV line—related AEs

Intravenous
Arm
n=211})
b8 (27.5)
6 (2.9

10 (4.7
23009
4 {1.9)
4 (1.9
9i{4.3)

17 (8.1)

Oral

Arm F
{n= 48] Value
4 {8.7) 004
0 (0.0 A5
2 14.3) 66
1{2.2) 048
0 {0.00 B85
0 0.0 85
0 (0.0} 23
0 (0.0 04

Table 7. Length of Therapy and Length of Hospitalization

Intrawvenous
Length of Tharapy and Armm Cral Arm
Hospitalization n=211) {n=45] F¥alus

Meadian langth {interguartile rangel, d

Length of inpatient stay 16 {10-31) 14518.8-23.3) 20 |

QA YLI Of

2 3 LIA G| f

Freling et al., Clinical Infectious Diseases, 2023




Molécules du relal oral

Guideline

Oral switch may be offered after at least 10 days of effective IV
antibiotic therapy and at least seven days after valve surgery in
stable patients.

Table 6
Oral antibiotic regimen according to IE bacteria.

First-line oral antibiotic

Alternative oral antibiotic

regimen regimen
Streptococcus spp. Amoxicillin + rifampicin Awaiting results of the RODEO
or trial
Amoxicillin + moxifloxacin Amoxicillin
Enterococcus Amoxicillin + moxifloxacin Awaiting results of the RODEO
faecalis trial
Amoxicillin
Staphylococcus Awaiting results of the RODEO  Cotrimoxazole
Spp- trial
Rifampicin + levofloxacin
GNB Ciprofloxacin

Adult antibiotic dosage and route

Oral antibiotic Dosage if patient < 70 kg Dosage if patient > 70 kg
Amoxicillin 1.5 g tid 2 gtid

Rifampicin 600 mg qd 900 mg qd

Moxifloxacin 400 mg qd 400 mg qd

Levofloxacin 500 mg qd 750 mg qd
Cotrimoxazole 320/1600 mg tid* 320/1600 mg tid*
Ciprofloxacin 750 mg bid 750 mg bid

*Lower doses of oral cotrimoxazole (160/800 mg bid) have been used in un-

complicated S. aureus bacteraemia.




Relais per os Attente des resultats :
RODEO

A Relais Oral Dans le traitement des Endocardittaphylocoquesu streptOcoquesnultisensibles

A Multicentrique, national, randomisé, en ouvert

A PHRC 2014
/ e 4%xc|u5|on / CPJ = Echec \
Inclusion Malabsorption .
A > 18 ans Mauvaise observance A Décés

A Embole septique
A Rechute microbiologique
@ Chir vasculaire urgence /

A endocarditeO dzdzNJ 3 | dzOK S

A S. aureug SCNFQ etrifam S
Streptocoques, entérocoquesnox S

A >10j AB IV

A Apyrétigue >48hhémocstériles j { dzh BA 2dpa | dzOt

v

PO 14|

Randomisation 1:1
Stratifieechir valvulaire
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HAS

HAUTE AUTORITE DE SANTE

Médicament vV Vaccination Vv Dispositif v Evaluation économique vV Moyens d'information vV Agenda

Ex: diabete, antalgique. alzheimer. prothése de hat Dans tout le site v

Industriels > Médicament > XYDALBA (dalbavancine), antibiotique de la classe des glycopeptides

& AvisdelaCT du 14 décembre 2016

. . .
T XYDALBA (dalbavancine), antibiotique de la AMM : Peau et Tissus mous
classe des glycopeptides

INFECTIOLOGIE - Nouveau médicament
AVIS SUR LES MEDICAMENTS - Mis en ligne le 29 mars 2017

]y ECOUTER

[-] AJOUTER A MA SELECTION Nature de la demande

Inscription
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XYDALBA (dalbavancine), antibiotique de la AMM : Peau et Tissus mous
classe des glycopeptides

INFECTIOLOGIE - Nouveau médicament
AVIS SUR LES MEDICAMENTS - Mis enli

[-] AJOUTER A MA SELECTION Nature de la demande

ASpectreanti-Gram-+

ADemivie 14,4 jours=> Traitement prolongé
APériodicité de perfusion : 7, 14, ... Joius
APossibilité TDR : Dosage cible

1Allergan et al, 2019:Dinh et al, 20193Dunne et al, 20154Escrihuelidal et al, 2019



Dalbavancine prolongée hors AMM

Infections RandomiseCtl 80 1,5% Rappeoet al, 2019
OStéo- Cohortes Rétro. 64 3,5% Morata et al, 2019
articulaires Cohortes Rétro. 62 NA Wunschet al, 2019
+/-matériel Cohortes Rétro. 50 17,8% Bai et al. 2020
Cohortes Rétro. 48 4,0 % Dinh et al, 2019
Bactériemies  Cohortes Rétro. 49 0 Hidalgo et al, 2019
compliguées Cohortes Rétro. 13 0 Vasquez et al, 2020
Cohortes Rétro. 113 NC BrysonCahnetal,
2019
Infections Cohortes Rétro. 9 4 Dinh et al, 2019
materiel Cohortes Rétro. 10 0 Bouzaetal, 2018
endovasculaires Cohortes Rétro. 6 NA Borketal, 2019



Dalbavancine dans |&s

Etudes Traitement Nbrede patients Efficacité M3 (%) Récidive Auteurs
34 85 0 Hidalgo et al, 2019
Relais 27 92 3,7 Tobudic et al, 2018
traitement 25 89 NA Wunsch et al, 2019
, de reference 19 72(m) 4 Dinh et al, 2019

Cohortes Retrosp.

9 55 44% PdV Bryson et al, 2019
Schémas 8 75 24% PdV Vazquez et al, 2019
Variables 7 85 14 Bouza et al, 2019
6 83 16 Bai et al, 2020

Gatti et al, 2021



Dalbavancine Eicindications, schéema CHU

Prise en charge aigué Retour 3 domicile / HAD / SSR ‘ ‘
114 128 142

J0 17
4—‘ Traitement de référence )—’14 T >
Surveillance
Dalbavancine Dalbavancine Efficacité et tolérance
1500 mg 1500 mg M3, M6 et M12

76% succes clinique

Indication Relais Dalbavancine 4% éCheC
Effets indésirables graves / allergie Critére médical
20% PDV

Toxicomanie IV

Acces veineux complexe

Permettre retour au lieu de vie

Critere Médico-

Prise en charge palliative .
Social

Infection KT/ PAC
Syndrome Glissement

Opposition aux soins

Travail en cours avec le PiFaureet HCleiss



Eifongiques
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Endocardites fongiques

Symptomes typigues des

endocardites plutot absents
Fievre 6670%, peu signes peripj

Thompson et al., Clinical Microbiology Reviews, 2023



