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NOUVEAUTES DANS LES IOA A CG+ TS | nomie

—

o Un peu d’épidémiologie
o Considérations thérapeutiques générales
o |IOA natives : quoi de neuf ?

o |IOA sur matériel en 2025
e Quelle antibiothérapie probabiliste ?
* Place de la rifampicine ?
e Quel relais préférentiel ?
* Quand la résistance s’en méle ?
* Quelle durée ?

o Thérapeutiques innovantes
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EPIDEMIOLOGIE ) .

- )

o Incidence brute des IOA en augmentation  séjours pour pose de prothése hanche et
. , genou 2015- 2024 (ATIH)
* Augmentation de la prévalence des FDR 150000

160000
* Stabilité de I'incidence post-intervention oo /\\7_
... Mais augmentation des procédures oo

c0000 245 k 306 k

, 40000
Pourcentages de CG+ dans les IOA documentées 50000

(SI-IOA CRIOAC) 0
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o Importance des CG+ dans les IOA
 Stabilité dans le temps
* Place prépondérante des staph
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K M polymicrobien avec CG+ M staphylocoques M streptocoques M entérocoques M autres J
AL - CRIOAC 2025 Données ATIH — Données SI-IOA — Lopez-Contreras J et al, Enferm Infecc Microbiol Clin 2025 SMI ’/




EPIDEMIOLOGIE

université
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—

o Staphylocoques
e SA >>SCN IOA natives, SCN = SA IOA matériel
 SARM : stable voir en diminution = 15%

* Emergence de clones S epidermidis R
* R oxazolidinones (clone ST2)

K Pyogenes group Mitis group Anginosus group Bovis grou,

* R dalbavancine B
o Streptocoques -
* Monomicrobien sur matériel §
* Polymicrobien ++ (50%) ) | ™ II._.____
* Place prépondérante de S agalactioe e sl n s m e %

\

Coustilléres F et al, Microbiol Spectr 2023 — Cinthi M et al, ] Glob Antimicrob Resist 2024 - Travail de theése S Jamard
AL - CRIOAC 2025



EPIDEMIOLOGIE

mz'}l’_ga‘ tRéS J‘ Faculté de médecine

o Staphylocoques

e SA >> SCN IOA natives, SCN = SAIOA m¢+" JAC-
. . Antimicrobial
JAon";{rr;‘ui‘l‘:roofbial 5% ﬂg:?:?/tér;’grogt;lﬁigtg3ljacc1mrldlae163 ReSiStonce

J Antimicrob Chemother 2023; 78: 669-677
https://doi.org/10.1093/jac/dkac434 Advance Access publication 6 January 2023

Chemotherapy

Emerging resistance in Staphylococcus epidermidis during dalbavancin
exposure: a case report and in vitro analysis of isolates from prosthetic
joint infections
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* Polymicrobien ++ (50%)
* Place prépondérante de S agalactiae
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Dalbavancin-resistant Staphylococcus epidermidis in vivo
selection following a prosthetic joint infection:
phenotypic and genomic characterization

L. Ruffier d’Epenoux®?3, P. Barbier?, E. Fayoux?, A. Guillouzouic?, R. Lecomte (3 **3, C. Deschanvres {5 >*°,
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CONSIDERATIONS THERAPEUTIQUES GENERALES DANS LES IOA A CG+

université
Wde TOURS } Faculté de médecine

@ithérapie systématique ?

e Staph ++
* Quelques données observationnelles pour les IOA
* Données rassurantes dans les El et bactériémies

e Entérocoques?

o Place des molécules anti-biofilm ?
e Pour tous les CG+ ?
* Pour toute la durée ?

o Et I'activité intra-cellulaire ?
 Quid des BL en relais ?

o Suivi pharmaco ? (Cf topo S Goutelle)
* Pour toutes les molécules ?
K- Dans toutes les situations ?

IV vs PO ?
Durée optimale ?

Choix des molécules
en suppressif ?
(Cf topo V Zeller)

AL - CRIOAC 2025
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[ |OA natives a Cocci Gram Positifs ]
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ACTUALITES DANS LES IOA NATIVES A CG+ 1) (TR p—

@rthrites, IDV, IPPPD \

* Moisson de recommandations francaises récentes (2023)
* Harmonisation des schémas thérapeutiques
» Affirmation place de la monothérapie, y compris SA

o Activité intra-cellulaire ?
* Positionnement Clindamycine sur les IOA natives a SA en relais BL
* Maintien Amoxicilline pour les IOA natives a strepto ou entérocoques

o Durée
* Arthrites : 4 semaines pour strepto, 6 semaines pour staph (vs 3s SHASAR ?)
* |IDV: 6 semaines pour tout le monde
* |IPPPD : en fonction de la chirurgie, 5j a 6 semaines, 3 sem si prélevements + en zone saine

o Traitements adjuvants : ctc ?
* PHRC-I CORSAR : ctc dans les arthrites septiques vs SOC
K- CorticoSpondylo : ctc dans les IDV avec atteinte neuro : 25/65 patients inclus J

Reco Arthrites — Reco IDV — Reco IPPPD — Beau A et al, Poster JNI 2025 ~ ’/
AL - CRIOAC 2025 SM




ANTIBIOTHERAPIE : POSOLOGIES

Modalités d'administration des antibiotiques dans le cadre d'une AS sur articulation native chez |'adulte: posologies, voies d'administration, rythme, particularités

mn‘.}ga‘ tRéS } Faculté de médecine
e

Antibiotique

Adaptations : fonction

rénale, poids, modalité

de perfusion

micro-organisme

Posologie totale journaliére de référence pour une fonction
rénale (clairance entre 60 et 90 ml/min) et un IMC normal
(entre 18 et 30 kg/ m?)

Particularités/ remarques

Amoxicilline

CLLEA

Streptococcus sp, | IV : Administration discontinue : 100 mg/kg/jour IV: si 2 12g/j, perfusion continue + STP
anaérobies en 6 administrations (perfusions de 30 a 60 min toutes les 4 h) PO: au- dela de 9g/j: STP

PO: 100 mg/kg/jour en 3 & 4 prises de 2 4 3g
Enterococcus sp IV: Administration discontinue : 200 mg/kg/jour IV: si = 12g/], perfusion continue + STP

en 6 administrations (perfusions de 30 a 60 min toutes les 4 h)
PO: 200 mg/kg/jour en 3 & 4 prises de 2 a 3g

PO: au-dela de 9g/j: STP+ avis
infectiologique

Amoxicilline-

IV: Administration discontinue : 100 mg/kg/jour d'amoxicilline

1IV: amoxicilline/ clavulanate: 1g/

clavulanate ﬁ ‘] I’ @ en 4 & 6 administrations, sans dépasser 1200 mg de 200mg ou 2g/200mg
'\.J,\ clavulanate/] PO: amoxicilling/ clavulanate
PO: 100 mg/kg/jour d'amonxicilline en 3 & 4 prises de 2 a 3g 1g/125mg

Cloxacilline/

IV: Administration discontinue : 150 mg/kg/jour en 6

IV: si = 12g/], perfusion continue + STP

oxacilline administrations (perfusions de 30 a 60 min toutes les 4 h)

Céfazoline & IV: Administration discontinue : 100 mg/kg/jour en 3 IV: si =2 6g/j: STP
' ‘] I’ @ administrations

LF {perfusions de 60 min toutes les 8 h)

Ceftriaxone |e' q i. IV: 35 mg/kg/j en 1-2 perfusion de 2g maximum

Cefotaxime & IV: Administration discontinue: 100mg/kg/j en 3 & 4 perfusions
. ‘] I’ % de 2g prolongées de 4h

Ceftazidime [ IV: Administration discontinue: 100mg/kg/j en 3 a 4 perfusions | Si P.aeruginosa: STP
H ‘] i’ $ de 2 g prolongées de 4h

Céfépime & IV: Administration discontinue: 100mg/kg/j en 3 a 4 perfusions | STP recommandé systématiquement
' ‘”’ E%A de 2 g prolongées de 4

Aztreonam IV: Administration discontinue en perfusions prolongees : 2 g Si P.geruginosa: STP

AL - CRIOAC 2025

toutes les 8 h en perfusions de 4 h
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ANTIBIOTHERAPIE : POSOLOGIES T, | s

Piperacilline- IV: Administration discontinue en perfusions prolongées : [4 g
tazobactam q r’ E@r‘ pipéracilline + 0,5 g tazobactam] toutes les 6 h en perfusions de
3h
Imipénéme- ‘ ’ IV: 1 g toutes les 6 h en perfusions de 30 min
cilastatine ] I
Méropéneme ‘ ' @ IV: 2 g toutes les 8 h en perfusions de 3h
Levofloxacine ‘ ’ Staphylococcus IV ou PO: 500 mg/ 12h
i

Enterobacterales | IV ou PO: 500 mg/ 24h

Ciprofloxacine & ‘ ’ Pseudomonas spp | IV: 400 mg/ 8h
|~ Ml ol o 455
Vancomycine £ IV: Administration continue : dose de charge de 30 mg/kg en Le STP doit guider I'adaptation des
H ‘1 r’ perfusion de 2 h, puis dose d’entretien de 30 mg/kg/jour posologies : objectif de concentration
' f [stabilité jusqu’a 24 h] plasmatique au plateau : 20- 25 mg/L ;
objectif d’AUC/CMI entre 400- 600.
Teicoplanine ) ‘ ’ IV: Dose de charge de 12 mg/kg toutes les 12 hles3 a5 Le STP doit guider I'adaptation des
u ] r premiéres injections iv, puis dose d’entretien de 12 mg/kg par posologies : objectif de concentration
voie iv ou intramusculaire toutes les 24 h plasmatique : 20 et 30 mg/L.
Daptomycine & ' ’ Staphylococcus IV: 10 mg/kg en perfusions de 30 min en dose unique
u ] r spp journaliére
Enterococcus sp IV: 12 mg/kg en perfusions de 30 min en dose unique
journaliére
Linézolide <) ‘ ’ IVouPO: 600 mg/ 12 h Le STP peut étre utile pour évaluer la
H ] r toxicité hématologique.
Dalbavancine ‘ ’ IV: 1500 mg a J1 puis 1500 mg a J15 (schéma couvrant 6
] I semaines de traitement)

AL - CRIOAC 2025 SM



MONOTHERAPIE DE CLINDAMYCINE : UNE HERESIE ?

88 monoT clinda / 49 biT
Principalement CG+

-m
n=41 OR (IC95, p

JT:

NIVErsite | poc ngde medecine

e TOURS |

Multivariate
adjusted on AIC
OR (IC95, p)

IPTW
OR (IC95, p

moins d’interaction

AL - CRIOAC 2025

Jamard S et al —JAC AMR 2025

59% SA, 29% SCN, 28% polymicrobien Sex (Male) 71(740)  28(68.3)  0.76(0.34-1.72,
p=0.5)
- Charlson 6 =>Plus de ci rrhotiq ue gpe biT * Malnutrition 2(2.1) 5(122)  6.53(1.34-47.03, 11.83(1.74-112.31,
, p=0.03) p=0.02)
- 61% sur mateériel Diabetes mellitus 41(427)  23(56.1)  1.71(0.82-3.62,
p=0.15)
- 74% infections > 4 semaines Malignant Neoplasm 17(17.7)  11(26.8)  1.70(0.70-4.03,  2.43(0.80-7.47,
p=0.23) p=0.12)
Chronic alcoholic 29 (30.2) 19 (46.3) 2.00 (0.94-4.25,
, intoxication p=0.07)
- EC h ecC 3 O% Device related infection 59 (61.5) 25(61.0)  0.98(0.47-2.10,
p=0.96)
9 51 % en biT et 18% monoT Fever 30(31.2) 24(585)  3.11(1.47-6.71, 3.26 (1.30-8.56,
. . ) . . . N p=0.003) p=0.01)
- Biais d’indication, persiste apres IPTW Polymicrobialnfection  29(302)  10(24.4) 075 (0.31-L68,
p=0.49)
Staphylococcus aureus 54 (56.2) 27 (65.9) 1.50(0.71-3.27,
p=0.3)
7 . . . . . Monotherapy 72 (75.0) 16 (39.0) 0.21(0.10-0.46, 0.18 (0.07-0.46, 0.36 (0.17-0.76,
Monothérapie clindamycine apparait possible p<0.001) p<0.001) p=0.008)
. . . ’ Duration of treatment 42.0 (3.0) 42.0 (3.0) 1.00 (0.99-1.02,
Effet intracellulaire, meilleure tolérance, (doys) Miecian (1GR) 0-0.57)

sl



MONOTHERAPIE DE CLINDAMYCINE : UNE HERESIE ? T ) o —

de TOURS |

Courjon et al., 2017: observationnel ‘Zeller et al., 2009: observationnel ) ElSamad et al., 2008:
133 patients dont 21 monoT 70 patients (44 PJI) observationnel
41% sur matériel * biT dim concentration mais 92% guéri 61 patients (50% PJI)
FQ = protecteur mais monoT dont 4 sous suppressif 88,5% bithérapie
pas de FdR d’échec Czekaj et al., 2011 : observationnel 91% guérison

e 2010A biT avec rifam

Efficacité n=56 10OA sur prothése I0OA non
o , . n=728 prothétique n =28
Characteristi S (%), Failure (%), -value AOR ] =
e =B E=EE - B Dosages, 100% guerisons = co2 (14-55) 5225 2o52)
Age ( » 64417 63416 0.634 Sexiatio Ik H.o5 1.8
g (years| 3 . i i i :
Sexxati QD Sk i o165 PremllEre mfecl}on 21/28 (75 %) 2328 f.82.1 G
Dingnasis Infection chronique 15/28 (53.7 %) 14/28 (50 %)
Septic arhritis 19 (17) 5 (23) 0.531 Infection polymicrobienne 2728 (7.1 %) 5/28 (17.9 %)
Osteomyelitis 45 (41y 523 0.115 k J Infection a SA 15/28 (53.6%) 23/28 (82,1 %)
Vertebral osteomyelits 26 (23) O 0.025 Infection & SCN TI2B (25 %) 5/28 (17.9 %)
With surgical device 46 (41} 11 (50) 0.458
Chronic infection 77 (69) 20 (91) 0.037 Antibiotique associé
Bacterial species Rifampicine 15/28 (53.6 %) 9/28 (32.1 %)
Staphviococaes spp. 93 (&4) 1777 0.460 . Ofloxacine 5/28 (17.9 %) TI28 (25 9%)
M eethicllin-resistant 20 (19) 5 (33) 0.488 o P t ﬂ t l 1 9730 b 3 1 Acide fusidigue 2728 (7.1 %) 5/28 (17.9 %)
Streprococcus pp. 16 (14) 4019 0.899 On 1 eX e a 7 .0 Servatlonne Teicoplanine 2728 (7.1 %) 1/28 (3.6 %)
Others 248y L& 0.930 . 12 OM Vancomycine 2/28 (7.1 %) 1/28 (3.6 %)
Pasitive blood samples 21 (19 2 (9 0.624 firr
Tuiive X Amoxicilline 1/28 (3.6 %)
Antibiotic regimen
2:f$m’“f" - 'f“ﬁ‘.‘i'_'“"’"“ z ‘i’ i cy :;x BHLARRY . 1 d . h 7 . I Monothérapie 2/28 (7.1 %) 4/28 (14.3 %)
iy S ;:cm ¢ J o= : C 1n amyclne monot eraple Durée moyenne du traitement () 1104 91.1
Clindamycin + others 15 (13) 6(27) 0.138 s F
c 5 Lo - Sy OSE ’ Efficacité a 18 mois 27/28 (90.43 %) 24/28 (B85.7 %)
Clindamycin alone 15 (13) 6(27) 0.105 d 2 eCheCS Rechate V283,37 %) H2R (N3 %)
Duration of therapy (weeks ) 74 £ 25 0.1 %55 0013
Six wecks of antibiotic therapy 80 (72) 941y 0.010 3.01[1.14-797]

AL - CRIOAC 2025 SM ’/



MONOTHERAPIE DE CLINDAMYCINE : UNE HERESIE ?

Résultats

=
|

V=50 nte |
| 102 Pal
N ——

.(;n a;ij,;{.j, . .';‘}v{;

ATB + Rifam
(121 patients)

> Faculté de médecine

(OA non
rrothétique n=28

4,25 (26-82)
8
/28 (82.1 %)
4/28 (50 %)
/28 (17.9 %)
23/28 (82.1 %)
/28 (17.9 %)

)28 (32.1 %)

8 (85.7 %)
8 (14,3 %)

AL - CRIOAC 2025
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ACTUALITES DANS LES IOA NATIVES A CG+ : OSTEITES/OSTEOMYELITES ? 1

—

o Pas de consensus évident, peu de littérature spécifique
o Initiative internationale intéressante

nstwark| O en. 2022 a

Original Investigation | Infectious Diseases

Use of Novel Strategies to Develop Guidelines for Management
of Pyogenic Osteomyelitis in Adults

A WikiGuidelines Group Consensus Statement

Brad Spellberg, MD; Gloria Aggrey, MD; Meghan B. Brennan, MD; Brent Footer, PharmD; Graeme Forrest, MD; Fergus Hamilton, MRCP; Emi Minejima, PharmD;
Jessica Moore, PharmD, MS, BCPS; Jaimo Ahn, MD, PhD; Michael Angarone, DO; Robert M. Centor, MD; Kartikeya Cherabuddi, MD: Jennifer Curran, PharmD;
Kusha Davar, MD:; Joshua Davis, MD; Mei Qin Dong, PharmD; Bassam Ghanem, PharmD, MS, BCPS; Doug Hutcheon, MD; Philipp Jent, MD; Minji Kang, MD;
Rachael Lee, MD, MSPH; Emily G. McDonald, MD, MSc; Andrew M. Morris, MD, SM; Rebecca Reece, MD; llan S. Schwartz, MD, PhD; Miranda So, PharmD, MPH;
Steven Tong, MD:; Christopher Tucker, MD; Noah Wald-Dickler, MD; Erica J. Weinstein, MD; Riley Williams I, PharmD; Christina Yen, MD; Shiwei Zhou, MD;
Todd C. Lee, MD, MPH; for the WikiGuidelines Group

* Durée proposée courte 3-4 sem si débridement, 6 semaines sinon

oPlace de la chirurgie ++
K. Place des produits de comblement + chargés aux ATB (CaSO,)

AL - CRIOAC 2025 Sheridan G et al, Medicine 2022 — Shi X et al, J Orthop Surg Res 2022 @Vlf




mg i.\ll.‘?orﬂ tRéS } Faculté de médecine

|OA sur matériel a Cocci Gram Positifs
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|OA SUR MATERIEL : ANTIBIOTHERAPIE PROBABILISTE 1) (TR p—

@bjectif : couvrir les CG+, notamment R méthicilline ?

e Quelle molécule ?
* Vancomycine

European Journal of Orthopaedic Surgery & Traumatology > Article

e ] Contents lists available at ScianceDirect n
HEHS

= M) cn
& RACP

| Sprvinlisis Tugesbar

* Cefazoline
e Linézolide

doi:10.1111/imj.15677

. 72
* Daptomycine

gy, TVYSPRINC
* C5G e e R Annals of Clinical Microbiology
° I i pog I yco pe pti d es Contents lists available at ScienceDirect

Short Re

D § Infectious Diseases Now

ap &AL
Filen sl Bt EmF CE'] ELSEVIER journal homepage: www.sciencedirect.com/journal/infectious-diseases-now

Susante & Matthijs P

Infe PO' Original article

~

wcpy Beltran Clairel

Valentin, Anne Jolivet-C R. M-airesse a; » Lo Articie
Genevibve Héry-amaud O G10rdanc”, S. What Place Is There for Long-Acting Antibiotics in the

Arvieux, Louis Bernard { ; orial isoh ucuing. 15 1 V[anagement of Gram-Positive Infections? A Qualitative

® CHU Toulouse, Rue Viguerie

Infections Ostéo-articul © Clinique Médipole, Rue Géror (CT OSS'SECtional Study

Aurélien Dinh '*®, Guillaume Béraud 2%, Johan Courjon 3, Yann Le Goff %, Nicolas Kader Ettahar %,
Matthieu Grégoire ® and Eric Senneville 7

_

AL - CRIOAC 2025
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|OA SUR MATERIEL : ANTIBIOTHERAPIE PROBABILISTE 1) aTr T pa—

@bjectif : couvrir les CG+, notamment R méthicilline ?

e Quelle molécule ?
* Vancomycine
* Cefazoline

European Journal of Orthopaedic Surgery & Traumatology > Article

Grande hétérogénéité

e Linézolide Données observationnelles

. , Pas de données comparatives prospectives
Daptomycine > sadapter |

* C5G

- A I’épidémiologie locale

- + A la documentation pré-opératoire

— Au patient (aigu vs chronique, comorbidités, AB préalable)
e - Aux habitudes locales !

e J.
Susante & Matthijs |nfe| !-’ Original article

* lipoglycopeptides

1uen, Beltrand Clajre [
L CRIOGO :- ) 1g Antibiotics in the
Linézolide pour ABPPO de reprise arthroplastie en 1 actions? A Qualitative
Daptomycine si pré-exposé Linézolide

v - oe—r—=ann Le Goff %, Nicolas Kader Ettahar 5,
Matthieu Grégoire ® and Eric Senneville 7

AL - CRIOAC 2025
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IOA SUR MATERIEL : ANTIBIOTHERAPIE PROBABILISTE

niversité

y Faculté de médecine

de TOURS |

@bjectif : couvrir les CG+, notamment R méthicilline ?

* Quelle molécule ?
* Quand arréter ?

Table 3. Cumulative number of infections diagnosed, according to the day of bacterial culture 50

(monomicrobial or polymicrobial prosthetic joint infection).

Bacteria (number of isolates)
i

a0

40

Monomicrobial Polymicrobial
(rn = 155) (n = 28) (n=183)

n Yo n Yo n Yo v ]_
Day 1 130 83.9 16 57.1 146 79.8 |‘
Day 2 146 94.2 21 75.0 167 01.3 = | .
Day 3 147 94.8 2 78.6 169 923 H
Day 4 148 95.5 23 82.1 171 934 10 —3
Day 5 151 974 26 92,9 177 96.7 lJ ’I

(Day? 154 994 z 96.4 181 989 ) g S . BoF L i 1 - s B .»

Day 14 155 100.0 28 100.0 183 100.0 ol p: D3 D5 DE D7 DE DB DID 5B

BGMNE =GP @ acnes anserpbes 0 Corynebacterism

Fia 1 Epidemiclogy of osteoarticular infections presented according to bacterial growth times.

- J4-5 : monobactérien : relai PO par antibiothérapie adaptée si IOA aigue
- 15 :rien ne pousse: arrét anti-BGN et poursuite anti-CG+

CRIOGO :

J7-10 : adaptation ciblée

\

Deroche L et al, J Clin Med 2019 — Vidal P et al, Microbiol Spectr 2022




IOA SUR MATERIEL : ANTIBIOTHERAPIE DEFINITIVE 1) (TR p—

K Micropiology \

oQuel schéma préférentiel ? s | Spectram

MICROBIOLOGY

) Sta p h . @ | Antimicrobial Chemotherapy | Research Article
L]

. L. . . . Effectiveness of clindamycin-based exposure strategies in
* association FQ / rifampicine reste le gold standard eperients] maturestaphylocercal it

Quid si FQ ou rifam non utilisable ? Sy i 5 O g W v e o i
- Essai RIFAMARB : rifabutine vs rifampicine pour les DAIR a staph
—>Relai par clinda aprés ttt d’attaque par FQ/rifam ?
* Strepto :
Gold Standard = Monothérapie amoxicilline en relais
* Pronostic pas si favorable qu’attendu S foctons Disaces
 Activité intra-cellulaire ? Biofilm ?

° A . The Not-So-Good Prognosis of Streptococcal
Entero coques . Periprosthetic Joint Infection Managed by Implant

* Lagran de inconnue ! Retention: The Results of a Large Multicenter Study

Jaime Lora-Tamayo,"* Eri GSu neville,” Alba ilhuru 45 Loui :Bemurd 7 Michel Du pvn anuranulInr’Hann ng Li,* w ic Arvieux,
Martin Clauss.” lker Ugkay,” Dace Vigante,” Tristan Ferry," José Antonio Iribarren,” Trisha N. Peel,” Parham Sendi,”
Maria Dolores del Toro,* Marta Fcrnémm -Sampedro,” Ulrike I]n;mm." Kaisa Huotari,”

i AmoX/C3G ou AIVI N en initiation N;:lﬁﬂﬂi;k:lﬂ!kiﬂi?.ﬂlzf:n?::ﬂﬂbplfﬁzum‘ ” Ben |mmM£llk"|'l\ms Gltl eb,”’ Rihard Trebse,” Alex Sori

Alberto Bahamonde,™ Laura Guio,”* Alicia Rico,* Mauro J. E Salles,” M. José G. Pais,” Natividad Benito,>* Melchor Ilum ? Lucia Gumuz.

Craig A. Aboltins,™ Jaime Eﬂabln . .luln Flblo Haru]ado Karina 0'Connell, * Matteo Ferrari,” Gabor Skl!lukl * Rafael San Juan
° | . \ . ? Javier Cobo,*** Mar Sénch % E;:hymn iannitsioti,” Alfredo Jover-Saenz," Josu Mirena B E >
‘: m n d l I n d 154 75 24,
OX e re a I S a p a rt I r e q a r José Maria Barbero,” Peter . M. chnnau Nm]mlll Ausrav Séue:me Ansart,”* Gwenael Le Moal,"* Werner Zimmerli," and Jnvmr Ariza™; for

the Group of Investigators for Streptococcal Prosthetic Joint Infection’

AL - CRIOAC 2025 &/lf’/
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Wnkversité

de TOURS |

k Faculté de médecine

—

o FQ : gold Standard = LVF

* Adapter poso a la fonction rénale

* Dosages :
e Accessibilité ?
e Situations limites

Journal of
J Antimicrob Chemother Antimicrobial
https://doi.org/10.1093/joc/dkac031 Chemotherclpy

ﬁ

Oral levofloxacin: population pharmacokinetics model and
pharmacodynamics study in bone and joint infections

Etienne Canoui™??*, Solen Kerneis?**, Philippe Morand'*+*, Maya Enser’®, Rémy Gauzit??, Luc E}rnlle”s,

Table 4. Propasition of levofloxacin oral dosing regimen to reach in mare than 90% the PK/PD target of AUC/MIC =100 according to bacteria MIC
[bosed on the EUCAST MIC distribution) and renal function (a0l )

* AUC

Dose to attain AUC/MIC =100 in 90%

Clinical breakpoint ECOFF

° Ad a pte r aux C M I ? Bacteria {migiL) {magiL} 30-60 mLimin B0-50 mLimin 50-120 mLimin =120 rb/min

Enterchocterales 1 0.5 500 g2éh 500 g24h 750 g4h 750 q24h
Peeudomondas spp. 1 2 750 q24h4MIC+  500ql2h4MICH  500g12h4MICH 500 gl2h4MIC+

TOMe TOmM® TOM® TOM®

MIC =0.25 500 g24h 730 g24h 300 gl2h 500 q12h
MIC =0.5 500 q24h 750 g24h 500 g1Zh 500 q12h+TDM
MIC =05 750 q24h+TOM 500 q12h+TDM 500 q1Zh+T0M 500 gl2h: PTA

= 5%

Staphylocaccus 1 0.5 500 g24h 750 g24h 750 q24h 500 q12h

\_ = L/

AL - CRIOAC 2025
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/6Quelle dose ? R

Essal EVR I OS » ITT Low-dose group : 8/227 (3.5%)

Treatment failure High-dose group : 10/265 (3.8%)

Risk difference, 0.0019 [-0.032 —0.036] - OR = 1.05 IC [0.49-2.27]

545 inclusions
543 randomized l Per—protocol Low-dose group : 6/163 (3.7% [1.4% - 7.8%)])

Treatment failure High-dose group : 5/164 (3.0% [1.0% - 7.0%)])
— ‘ Exclusions (N = 2) ‘ Risk difference, 0.0063 [-0.033 — 0.045] - OR = 1.22 IC [0.44-3.35]
| Serious adverse events Low-dose group : 1.6%
Low dose (10 mg/kg) : . High dose (20 mg/kg) : linked to rifampin High-dose group : 7%
: Allocation :
252 patients 291 patients
.
! ‘
Exclusion for consent Exclusion for consent
withdrawal (n=8) withdrawal (n=5)
Premature stop T . Premature stop
eDeath (n=7) P‘(’p“lat")’" eDeath (n=15)
¢Lost to follow-up (n=8) n=487 Lost to follow-up (n=9)
«Other (n=2) «Other (n=2) o 10m g / kg >20m g / kg
leitlial I oo 14260 o Efficacité similaire
: o Meilleure tolérance
Treatment non-conformity Treatment non-conformity
(n=64/227) Per-Protocol (n=96/260)
Per-Protocol population Population Per-Protocol Population

(n=163) (n=327) (n=164) J

Arvieux C et al, ID Week 2024
AL - CRIOAC 2025 SM ’/
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|

- 0.951 | — Ciprofloxacin-
0wl | Rifampin Group
5 L_' —- Ciprofloxacin-
 0.851 ! Placebo Group
Sos0{ - (
2os0 1I (6\56
0.751 | Q0
© I N
20.704 A
= | P
O o5 ' ~

0.60

0 200 400 600 800 10001200 14001600
Zimmerli W et al. JAMA 1998

o
Prospective on Rifampin
90 '._

- mEEEEEE-
ol N Lise stemer

—

]
e _Historical -non-rifampin

1 R

Survival free of treatment failure (%)
a

0 2 4 6 8 © II‘

El Helou OC et al. Eur J Clin Microbiol Infect Dis. 2010

1.00 4 —|"",ﬁ

075 —i .
3 -
5 t—|
a
£ o0s0
S 625 -

—- Rifampin combinations
0.00 - — Other treatments P=0,003
T Tz TE 24

Time fram the end of antiblatic treatment (months)

Senneville E et al. Clin Infect Dis 2011

A Treatment failure
100
901y
8043,
70 ST ——— . == rifampin
% B0 0 e -4+ no rifampin
survival /]
304
204
10 logrank test p < 0.0001, HR 0.54 (95% CI 0.42 - 0.69)
0 100 200 300 400 500
follow-up (days)
Subjects atrisk
Rifamgin 407 293 288 280 280 280
No rifampin 262 170 162 15T 157 157

1,0
]
L Y
H ih
3 Py
s Yo
% 0.4
a
0.24
=M Rifampincipfoxacin
w7 Ritampin-othes than ciprooxacin
o Othor than rtampin
0.0
T T T T T T
[} L] 10 15 2 25

Puhto AP et al. Int Orthop 2015

Beldman M et al, Clin Infect Dis 2021

w‘;g i_\ll,‘forﬂ tRéS } Faculté de médecine

Survival Functions

1,00
0,95+
VS e
0,85

0,80

Survival

0,75

0,70

0,65

0,601

Randomization
|+ Rifampin-combinatiors
group
iMenctherapy group

T T T T T
0 50 100 150 200
Time to failure, months

Cl in the rifampin-combination group: 18 - 30
Cl in the monotherapy group: 18 - 31

Karlsen O et al, ) Orthop Surg Res 2020 SMI ’/
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Contents lists available at ScienceDirect

Contemporary Clinical Trials

journal homepage: www.elsevier.com/locate/conclintrial

Rifampicin combination therapy versus targeted antimicrobial
monotherapy in the oral antimicrobial treatment phase of staphylococcal
prosthetic joint infection (RICOTTA-trial): protocol for a randomized,
controlled, open-label, non-inferiority trial

Jaap L.J. Hanssen®, Esther Y. van Hulten?, Pieter K. Bos”, Olav P. van der Jagt®,
A.J. Jolanda Lammers“, Rachid Mahdad , Peter A. Nolte’, Edgar J.G. Peters ",
Rudolf W. Poolman’, Jetze Visser “, Matthijs P. Somford !, Karin Veerman ™,
Stephan B.W. Vehmeijer ", Imro N. Vlasveld °, Wierd Zijlstra”, Rutger van Geenen ‘),
Jan Geurts’, Maarten Roling °, Marjan Wouthuyzen-Bakker , Henk Scheper ?,

Mark G.J. de Boer ™", for the RiICOTTA study group

AL - CRIOAC 2025

All patients with hip or knee
staphylococcal PJI managed by
DAIR screened for inclusion

m” i.}ga‘ tRéS } Faculté de médecine
e

"| -No informed consent

Enrollment and randomization
(n=316)

-Not eligible for inclusion

r

Switch intravenous to oral antibiotics

Allocation to active comparator
Rifampicin-based therapy
(n=158)

Allocation to alternative treatment
Monotherapy
(n=158)

Assessment of endpoint 15 months
after randomization

Assessment of endpoint 15 months
after randomization

Fig. 1. Flow diagram RiCOTTA-trial design.

smll”



IOA A STREPTO/ENTEROCOQUES SUR MATERIEL : EFFET RIFAMPICINE ? UTorsiss

In Vitro Activity of Rifampin, Rifabutin, and Rifapentine against
Enterococci and Streptococci from Periprosthetic Joint Infection

Mariana Albano,* Melissa J. Karau,? Kerryl E. Greenwood-Quaintance,® Douglas R. Osmon,?< Caitlin P. Oravec,® Daniel J. Berry,*
Matthew P. Abdel,c ©’Robin Patel>®

TABLE 1 E. faecalis (n = 61), 5. agalactiae (n = 23), and S. mitis group (n = 17) rifampin, rifabutin, rifapentine, and levofloxacin MICs and MBBCs

No. of isolates (cumulative %) with the following value (gg/ml):

Parameter Drug 003 006 0125 025 0.5 1 2 4 28 MIC (g/ml)  MICs (eg/ml) | MBBC, (g/ml)| MBBC,, (pag/ml)
E. faecalis
MIC Rifampin 2(3) 3(8) 13(30) 11(48) 14(70) 11(89) 7(100) 2 =8
Rifabutin 1(2) 3(2) 4(13) 11(31) 6(41) 15(66) 21(100) 4 =8
Rifapentine 1(2) 4(8) 6(18) 18(48) 20(80) 12(100) 4 =8
Levofloxacin 3(5) 7(16) 27 (61) 11(79) 1(80) 12 (100) 1 =8
MBBC Rifampin 1@ 60 (100) =8 =8
Rifabutin 12) 60 (100) =8 =8
Rifapentine 1(2) 60 (100} =8 =8
Levofloxacin 102 60 (100} =8 =8
S. agalactiae
MIC Rifampin 3(13) 5(39) 15 (100) 0.25 0.25
Rifabutin 7(30) 10(74) 6(100) 0.125 0.25
Rifapentine 3(13) 5(35) 14(96) 1(100) 0.5 0.5
Levofloxacin 10(43) 11(91) 2(100) 1 1
MBBC Rifampin 23 (100) =8 =8
Rifabutin 23 (100) =8 =8
Rifapentine 23 (100) =8 =8
Levofloxacin 1(4) 4(22) 18 (100) =8 =8
S. mitis group
MIC Rifampin 5(31) 8(81) 1(87) 1(94) 1(100) 0.06 0.125
Rifabutin 3(19) 6(56) 6(94) 1(100) 0.06 0.125
Rifapentine 4(25) 6(62) 4(87) 1(94) 1(100) 0.125 0.25
Levofloxacin 6(37) 9(94) 1(100) 1 1
MBBC Rifampin 2(12) 2(29 1(29) 1(35) 11 (100) =8 =8
Rifabutin 1(6) 3(24) 1(29) 5(59) 3(76) 4(100) 1 =8
Rifapentine 2(12) 3(29) 135 1(41) 10 (100) =8 =8
Levofloxacin 1(6) 8(53) 3(71) 3(88) 2(100) 1 4

AL - CRIOAC 2025

niversite

k Faculté de médecine

AMERICAN Micropiolo
sonETc:ron (\ Spleé ;ur%y

MICROBIOLOGY

126 souches testées in vitro

entérocoques > streptocoques

Activité partielle sur souches

planctoniques

(50% pour entérocoques)

En dehors S mitis,

tres faible activité antibiofilm

des rifamycines

svil”



MONOTHERAPIE ? T, | s

(Sur staph, en premiére intention FQ/Rifam reste le gold standard ﬁ
o Autres associations avec Rifam moins validées

o Monothérapies a risque :
* Rifam, acide fusidique, fosfomycine : NON
Levofloxacine ?
Clindamycine ? Oui si MSLBI Daurel C et al, . J Clin Microbiol. 2008
Dapto et SCN ou entérocoques Berti AD et al, AAC 2012
Dalba et SCN ?

o Faible risque (si inoculum réduit)

* BLIV (y compris sur entérocoq UE) Mauirille C et al, Arch Orthop Trauma Surg. 2023
* Cyclines (experience surtout en suppressif)
* Glycopeptides si absence de biofilm Samuel JR et al, JAC 2010

* Clindamycine et SA S erythro

k- 0zD J
AL - CRIOAC 2025 Qhﬁ[f’/
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ﬁ Journal of Infection and Chemotherapy 31 (2025) 102473 \

o Lipoglycopeptides : Dalbavancine ——— ﬁ
. . . . , A Journal of Infection and Chemotherapy
* CoUlt-efficace si adminitré tot Sl e

* Schéma PRO-DALBA validé Original Al »

Dalbavancin for the treatment of bone and joint infections: A meta-analysis &&

1500 mg J1/J15/J36-45 : 93% de succes -
* Accessibilité en ville ? o ey o of R s .1 407 1655

Dalbavancin  SOC OR Weight
Schéma d'administration de la dalbavancine (pour 3 injections) et suivi du patient Study Yes No Yes No with 95% C (%)
Rappo et al, 2018 63 3 7 1 e 3.00(0.27, 3287] 408
Almangouretal, 2020 11 0 8 3 9.47[043, 208.75] 248
Inclusion fnjection injection  Visite Veve et al, 2020 40 9 31 22 —i— 3.15[1.27, 7.81] 23.03
2 antiblathérapie Ingection J15 J36 J61 Cain et al, 2021 3 9 69 21 l 1.12[046, 2.70] 23.92
probabilists J1 +wlsite +visite Visile Visle Visite Visile Fiore et al, 2021 17 4 38 8 0.89[0.24, 3.38] 1215
= Diagnostic Ja Jzz2 J28 Ja3 A ME  M12  M24 Simon et al, 2022 69 20 66 23 120060, 2.39] 34.34
© microbiclogique Overall 155[0.95,  2.55]
el CM| Dalba o , . . 95, 2.
Heterogeneity: 1 = 0.06, I" = 15.89%, H" = 1.19
D 15 A M Testof @ =0:z=1.75p=0.08 . . ‘ .
Résidusl Résiduel 1/4 2 16 128
' +8 Random-effects REML model
8 8 ' B B= NF3 imnogramme sang bilen hépatique créatiningme CRP
. s . TéibCs « Thlbconsuliation
TimiCe TakdTs Talsls ToCs

\_ _

Courjon J et al, JNI 2025
AL - CRIOAC 2025 J SM
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- )

o Cotrimoxazole

* 800/160 mg x 3 a 1600/320 mg x 2/j
* Activité préservée sur staph
Données observationnell et
* ponnees observationnelies T Te— ntimicrobia
. , _ri.g;s;;mui_ﬁr;rm,103355&1{;‘;}:22?23\;3;3: Access publication 17 September 2024 Chemotherupy
* Attention tolérance
° AS SOCi ation ? Efficacy and safety of co-trimoxazole in device-related bone and joint

infections: a CRIOGO multicentre case—control study

Raphaél Lecnmtel'z’. Colin Deschanvres (& 1.2| Amandine Le Bourgeoiss. Géraldine Burt‘, Rafaél Muhieus.

e

Efficacy of cotrimoxazole (Sulfamethoxazole-
Trimethoprim) asa salvage therapy for the Efficacy and tolerance of rifampicin=linezolid compared with

o : - rifampicin—cotrimoxazole combinations in prolonged oral thera
treatment of bone and joint infections (BJIs) i b:nE R ; - i

Laurene Deconinck’, Aurélien Dinh", Christophe Nich?, Thomas Tritz®, Morgan Matt’,
Olivia Senard’, Simon Bessis', Thomas Bauer?, Martin Rottman®, Jérome Salomon’,
Frédérique Bouchand®, Benjamin Davido'*

\_ _
AL - CRIOAC 2025 @[f

5. Mguyen', A. Pasquet', L. Legout’, E. Beltrand?, L. Dubreuil', H. Migaud®, ¥. Yazdanpanah' and E. Senneville'
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NIVErsite | poc ngde medecine

e TOURS |

chlines

* 100 mg x 2 (mino ou doxy)

R staph rare, R strepto fréquente
Tolérance OK

Accumulation osseuse ?

Alternative/relai possible méme en mono

Minocycline Combined with Vancomycin for the
Treatment of Methicillin-Resistant Coagulase-Negative
Staphylococcal Prosthetic Joint Infection Managed with
Exchange Arthroplasty

Géraldine Bart!, Valérie Zeller'2", Younes Kerroumi?, Beate Heym??, Vanina Meyssonnier'2, Nicole
@ceﬁ Marie Dominique Kitzis5, Jean Marc Ziza'2, Simon Marmor2+4

https://doi.org/10.5194/jbji-10-143-2025

J. Bone Joint Infect., 10, 143-154, 2025 X g
w JBJL

© Author(s) 2025. This work is distributed under
the Creative Commons Attribution 4.0 License.

(e (D |

Journal of Bone &
and Joint Infection &

Oral tetracyclines for bone and joint infections:

what do we know?

Tom Cartau'?, Jocelyn Michon'?, Renaud Verdon'?34, and Aurelie Baldolli'-

ICHU de Caen, Infectious Diseases D p Avenue de la Cote de Nacre, Caen, 14000 France
2Reference Center for Complex Bone and Joint Infection, Avenue de la Cote de Nacre, Caen, 14000 France

3Calvados, Normandie University, UNICAEN, CHU de Caen Normandie,

Caen, Normandy, 14000 France

4INSERM U1311 DynaMicURe, Normandie University, UNICAEN, UNIROUEN, Caen, France

J 1.0 o s ey Minicycline group
R ——— — ————
Rifampin group
0.5
-
.§ 0.6 p=0778
:
E o
o
0.29
0.0
T T T T
40 80 80 100 120

Ma!l\j
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o Dalbavancine
e Sécurité de l'utilisation chez I’enfant

e Utilisation en traitement probabiliste post-opératoire

 Nombreuses cohortes d’utilisation en traitement suppressif avec bonne tolérance
* Optimisation PK/PD

o Oritavancine :
K- pas d’expérience francaise publiée, quelques séries sur IOA J

@émocratisation et multiplication des usages : ﬁ

120 références depuis 01/01/2024

 Efficacité > 90%, bonne tolérance, sous-exposition 30%
Caselli et al, Antibiotics 2025 (PMID 40001365)

* En association avec BL large spectre dans les IPOA avec bonne tolérance et succes >90% a 2 ans
R Mairesse et al, ID Now 2025 (PMID 29921173)

 Suivi pharmacologique a distance pour traitements curatifs ou suppressifs prolongés : 101 patients
: succes > 75% - FDR échec : <70% temps fAUC,,,/CMI < 111 pour curatif, IMC > El pour suppressif

* Apres 3000 mg sur les 2 ou 3 premiéeres semaines, allongement des temps de réinjection a 27
(curatifs) et 35 jours (suppressif) PG Cojutti et al, AAC 2025 (PMID 39992102)

» Utilisation d’algorithmes de prédiction individualisés

AL - CRIOAC 2025
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K Diagnostic Microbiology & Infectious Disesse 110 (2024) 116518
3

O D e I afl OXa C I n e Contents lists available at ScienceDirec|
e 450 m g X 2 /J po ( 300x2 IV) | Diagnostic Microbiology & Infectious Disease
N\ A ELSEVIER Journal homepage: www.alseviercomilocataldiagmicrobig
* A tester méme pour souches LVF R
Short Communication
b P ro b I é me d e b rea k pO | nt Delafloxacin, an alternative treatment for levofloxacin-resistant
staphylococci in osteoarticular infections: To use or not to use?
° OIO 16 (E U CAST) {‘a.r.olme Loiez ™ P Au::lrg}: Charlet ':.I‘Fa:my Lemonnier *, Henri Migaud ", Eric Senneville “",
° <0’125 Cllnique ? Claire Duployez *, Frédeéric Wallet
* El des quinolones
JAou[nql Ofb' |
ntimicrobia
2t 11 H + A J Antimicrob Ch her 2024; 79: 1045-1050
¢ Expe rl e n Ce CI I n Iq u e I I m Itee htt;g:r/.?:i(gforgllegjlcg9g}'jac/dkan?1 Advance Access publication 20 March 2024 ChemOthemPy
e Cohorte rétrospective 41 cas
) Comparison of the in vitro activities of delafloxacin and comparators
* |OA a CG+ g ; Merig-ug) e ;
against Staphylococcus epidermidis clinical strains involved in
* 14 échecs, 50% pour CMI>0,125  osteoarticular infections: a CRIOGO multicentre retrospective study
° 1 7% E | E. Tessier (® }, L. Ruffier d’Epenoux (® 2, M.-F. Lartigue (® **, L. Chaufour?, C. Plouzeau-Jayle (5, R. Chenouard®,
L F. Guérin (7, D. Tandé®, C. Lamoureux?, P. Bémer (3 * and S. Corvec (& 2***f; on behalf of the CRIOGO study group#

AL - CRIOAC 2025 Poster I0OA-13 JNI 2025 SMJ ’/
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médecine

—

o Fosfomycine

* Dérivé de l'acide phosphonique
* Anti gram + et anti gram —
* Temps dépendant

* Propriétés hydrophiles, petit PM, faible liaison aux
protéines plasmatiques
- bonne diffusion tissus et os !

* Dommage du biofilm et permet aux autres atb de

pénétrer >

* Synergie avec d’autres molécules (dapto, colistine,
aminosides, beta lactamine ©

Emergence de résistance en monothérapie
Toxicité (charge en sel)
Effet inoculum marqué ’

Bodmann et al, 2025
124 I0A (GP GN) 73% succes (durée ttt 18j)

Tedeschi et al, 2025
80% succes toute IOA

Qas de résistance croisée

1 Falagas et al., Clin Microbiol Rev 2016

2 Wang et al., Front Microbiol 2019

3 Corvec et al., Antimicrob Agents Chemother 2013
4 Tang et al., J Antimicrob Chemother2012

5 Kusachi et al., J Infect Chemother 2011

6 Antonello et al., Antibiotics (Basel) 2020

7 Mei et al., Eur J Clin Microbiol Infect Dis 2015 J

AL - CRIOAC 2025
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mz'}l’_ga‘ tRéS J‘ Faculté de médecine

@OA : 12 sem pour tous ?
* Apres DAIR
* 12 sem
* 8 sem si DAIR précoce et évolution favorable ?

e Apres C1T
* 12 sem
* 6semsipas de FDR et geste optimal ?

e Apres C2T
* 12 sem
* Dépend délai de repose ?

o Infections sur matériel hors prothese
* Durée plus courte probablement acceptable

o Antibiothérapie palliative :
K. Pour toute la vie ? Place des injectables SC ?

Te NEW ENGLAND JOURNALof MEDICINE

Antibiotic Therapy for 6 or 12 Weeks for Prosthetic Joint Infection

OPEN-LABEL, RANDOMIZED, CONTROLLED, NONINFERIORITY TRIAL

410 | ¥ | 6 12Wk

Antibiotic Therapy  Antibiotic Therapy

Patients with
microbiologi-
cally confirmed
prosthetic joint

infection | (N=205)

(N=205)

Persistent infection within 2 yr
after antibiotic therapy completed

Risk Diff

In patients with confirmed prosthetic joint infection manage
6 wk of antibiotic therapy was not noninferio

L. Bernard et al. 10.1056/NEJMoa2020198 Copyright © 2021 Massachusetts Medical Society

Subgroup 6-Wk Therapy 12-Wk Therapy Risk Difference (95% Cl)
no. of patients with event ftotal no. (%) percentage points
Al patients 32/190 (16.8) 15/188 (8.0) L o—a— 89 (2210 15.6)
Surgical procedure H
Débridement 23/75 (30.7) 11/76 (14.5) | @ 16202910295
Two-stage revision 6/40 (15.0) 2/41 (4.9) ; 4 . 10.1 (-3.11023.3)
One-stage revision 3/75 (4.0) 2/71 (2.8) |—5—I—| 12 (-4.8t07.1)
Affected joint ¥
Hip 19/122 (15.6) 9/117 (7.7 e — 7.9 (-0.210 16.0)
Knee 13/68 (19.1) 6/71 (8.5) [~ - 107 (-09t0 22.2)
Episode of prosthetic joint infection H
First 27/162 (16.7) 13/160 (8.1) e e — 35 (1410 15.7)
At least the second 5/28 (17.9) 2/28 (7.1) } : i 10.7 (-7.0t0 28.4)
r

T t T T T 1
-10 -5 ] 5 10 15 20

6-Wk Therapy Better 12-Wk Therapy Better J

AL - CRIOAC 2025
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THERAPEUTIQUES INNOVANTES P

de TOURS |

P Need for new systemic

": *s% antibiofilm drugs

Potential indication.’\v
of phage therapy

Potential indication
of CaS0, beads

loaded with 2 ATBx
into the joint cavity

Potential indication

of CaS0, beads
g "d' DAIR 4™ loaded with 2 ATBx
g into the joint cavity
P +/- modeling ...ﬂ
% Cemented Uncemented ‘ i ."..
% 2%  prosthesis prosthesis =% § . @0 3 (4
£
Potential indication of high- Potential indication of d
dose dual antibiotic-loaded OR coating the prosthesis with "
bone cement for fixation 2 ATBx in hydogel

Reimplantation ‘x 1-stage Exchange

PK monitoring

E e Considering
: FAILURE SAT
5 PK monitoring
. +/- modeling
Zigge Explantation — I k/i
Articulated or static i
Exchange cement spacer S
delivering two ATBx o § B

Fig. 1. Management strategies in patients with acute, late acute or haematogenous PJI with an unloosened prosthesis and for whom DAIR is the primary surgical approach. ATBx,

antibiotics; CaS04, calcium sulphate; DAIR, debridement, antibiotics and implant retention; PJI, prosthetic joint infection; PK, pharmacokinetic; SAT, suppressive antimicrobial
therapy SOC, Standard of Care.
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Phage Therapy requests
CRIOAE Lyon g [+ — Phage therapy
P I l a ( )t r] (’3 ra p i e multidisciplinary meeting CR@C (n=143) multidisciplinary meeting PHAG(E/:';’!.‘ION
g Patients ed to have ial phage py {
V4 . . (n=57)
* Expérience grandissante, surtout SA i
’ Patients infected with bacteria that could be | Patients infected with bacteria that
targeted by phage(s) available in France [l | could NOT be targeted by phage(s)
P. aeruginosa andfor 5. aureus available in France
V4 . (n=a4) (n=13)
* Mangue de données comparatives | : ; :
v T | pr—TTTT | ——
3 B. gladioli PJI n=1) E. faecalis Pl (n=1) . epidermidis IE (n=1)
E. coli P (n=1) £ faecium PIl (n=1)

- - . — S. caprae Pl (n=1)
Clinical reasons to not Phage E P (n=1)
 Organisation nationale i :

fn27} t=2) phagogram Eadof Other treatment
¥ v request outside available for
France Quest staphylococcal PII
End of }¢ phagogram e

. . . . 7
* Nb de phages disponibles encore limité T—— ;
available (n=2) Shiesa o e L 'i’: o:fm C:::‘];::‘:
¥ (n=7)
Inclusion in the clinical ¥ au;ﬁfﬂm
trial CONVICTION ¥ e
:cer-(me;t-ﬁ') Patients treated with phages
(n=33)
Contents lists available at ScienceDirect L 2
Patients treated with phages at HCL (n=26)
2 2 * & ‘;::;::i:::::‘“ :‘;’::‘:“'“".“ Clinical Trial New treatment
International Journal of Antimicrobial Agents neviork | swporaaton | wc] e
indication = — (n=1)
Prosthetic joint infection 1
journal homepage: www.elsevier.com/locate/ijantimicag EH:E:: sepeiahrity e
New Chronic lung Inl:m\on in compassionate
in Vascular prosthesis infection | 1 o o
icati ok pcarditly 11 0 [ network with a
Short Communication i [Semitale div Ine fston | 1 0 0 greater phage
& .. . greater phage | PP1493 anti-S.aureus 4 (or placeba)
Access to phage therapy at Hospices Civils de Lyon in 2022: Speie e see Lo : slerplcrie) I
. . P P1777 anti-P. i [
Implementation of the PHAGEInLYON Clinic programme I EoLrSzant 2 cenrose |1 o 0 ———
Tristan Ferry®P<d+ Muyrtille Le Bouar? Thomas Briot¢, Tiphaine Roussel-Gaillard", ettt ts who need “ = phage therapy | i
Thomas Perpoint®, Sandrine Roux?<, Florence Ader®"<¢, Florent Valour®><d, f | (2]
Behrouz Kassai?, Inesse Boussaha®, Marietou Ndiaye?, Fabien Craighero h Clément Javaux?, G e arfavoratan foca]
Sébastien Lustig!, Cécile Batailler!, on behalf of the PHAGEinLYON Clinic Study Group' e Sihe Sn PHAGELVON i e
(n=2) s injections
(n=1)
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TAKE HOME MESSAGE ) R

- )

o Pas (encore) de révolution
o CG+ restent de loin les plus fréquents dans les IOA

o Accumulation de données permettant une harmonisation progressive
des pratiques

o Actualisation des recommandations IPOA en cours

o Questions non résolues :
* Quel schéma pour I'antibiothérapie probabiliste initiale ?
Place de la rifampicine et de ses alternatives ?
Place des molécules les plus récentes ?
Chez qui proposer une phagothérapie ? (et comment)
L Peut-on raccourcir la durée de traitement dans certains cas ? J

AL - CRIOAC 2025 Qhé[f’/
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ANTIBIOTHERAPIE : ACTIVITE INTRACELLULAIRE 1) T pa—

Activité anti-staphylococcique intra-ostéoblastique

Importance des conditions physico-chimiques

6 - - pH optimal : rifampicine
5 - - pH et conformation PLP : oxacilline
4 4
39 [ K% Kk
2 4 T
1 1 e
Alogl10 pour 0
100,000 cellules 1 1 T =
- - *kk
T
_3 i - l *EE ek
4 I I
*kk  kkk
-5 - = e 7
-6 -
S SIS S/ P &SSP
‘»{30\0 0@ \0@ %‘gp\\ Q'Q\‘b Ko@ ,&e'qlo e‘cﬁc}\ 4‘?_0\ {{bé& %Oﬁib b‘b&
\%0% 4‘69’0 Q‘&Q C}z’ &2}0 _QO% N &r\% O ¥ O C}\Q
BACTERICIDIE

Carryn et al. Infect Dis Clin North Am 2003 — Lemaire et al. AAC 2007, 2008 et 2009 — Sandberg et al. AAC 2009

=
g\\

F Valour et al, AAC 2015 @_/



ANTIBIOTHERAPIE ET SCV ) R p—

Activité antibiotiques sur SCV

TABLE 3 Antimicrobial susceptibility and auxotrophy testing results
for isolates recovered from subjects with SCVs

Susceptibility or auxotrophy result No. (%) for SCV status:
Yes (n = 42) No (n = 34)
Antimicrobial susceptibility testing
Oxacillin susceptible® 20 (47.6) 21(61.8)
Gentamicin susceptible 36 (85.7) 30 (88.2)
Rifampin susceptible 37 (88.1) 33 (97.1)
Minocycline susceptible 42 (100) 33 (97.1)
Vancomycin susceptible 42 (100) 34 (100)
Trimethoprim-sulfamethoxazole 34 (85.0) 31 (91.2)
susceptible®

Induction phénotype SCV par cotrimoxazole
Kriegeskorte AAC 2015, Lee Front Microbiol 2020

Tande et al - 2014 @N[Jﬂ/



REFLEXIONS SUR LES DUREES DE TRAITEMENT YTty § e

X

‘Mercury Venus

5 jours
7 jours
10 jours
14 jours
21 jours
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\\
ﬁ Contents lists available at ScienceDirect C M I \

o, ® . . - 7 . Clinical Microbiology and Infection ?ﬁ%’ﬁg‘i
o Initiation de I'antibiothérapie souvent IV 5
i O bj e Ctif t h é ra p e u ti q u e p I u S ra p i d e m e nt atte i nt l:e:ni'[;;‘,switc:h from intravenous to oral antibiotic treatment in bone and

joint infections

° Pl u S Ia rge S pect re d es t ra ite m e ntS p ro ba b i I iSteS Parham Sendi ", Jaime Lora-Tamayo * °, Nicolas W. Cortes-Penfield *, Ilker Ugkay °

") nstitute for Infectious Diseases, University of Bern, Bern, Switzerland
%) Department of Internal Medicine, Hospital Universitario 12 de Octubre, Instituto de Investigacién Biomédica ‘12" Hospital 12 de Octubre, Madrid, Spain

ELSEVIER journal homepage: www.clinicalmicrobiologyandinfection.com Hescun

) CIBER Enfermedades Infecciosas, Instituto de Solud Carlos 1, Madrid, Spain
) Division of Infectious Diseases, University of Nebruska Medical Center, Omaha, NE. USA

* +/- Eliminer endocardite associée T RE———

The NEW ENGLAND JOURNAL of MEDICINE

“ ORIGINAL ARTICLE ”

O REIaiS Oral é falre rapldement . Oral versus Intravenous Antibiotics for Bone
. . . and Joint Infection
* Des documentation, rarement apres J7

H_-K. Li, I. Rembach, R. Zambellas, A.S. Walker, M.A. McNally, B.L. Atkins,
B.A. Lipsky, H.C. Hughes, D. Bose, M. Kiimin, C. Scarborough, P.C. Matthews,
° IVI I 7 I b b- d . . b- I -t ’ I A.). Brent, . Lomas, R. Gundle, M. Rogers, A. Taylor, B. Angus, |. Byren,
A.R. B dt, S. W, sREF Id, D.J.F. Mack, S. Hopkins, J. Folb,
O ecu es avec On n e Io Ispon I I I e O ra e H.E. Reyne(:EIns‘ l:E Morj:r;e; Marsl’nle‘xz”?gel\;éjenkirjls‘ C.Eq‘cMoran,oAp.FJ‘n\?V(J)odT’muse.
. , . . s Stafford‘IRSA.CSEﬁton‘D(j ;’allanc':,KC_é. F—:en;s\egg{(. gisTaLJtthigg,J.A.T.(:Satcl;wdoe,
I. Aggarwal, S.C. Ellis, D.J. Bunn, R.K. Sutherland, G. Barlow, C. Cooper, C. Geue,
* Souvent meilleures caractéristiques PK/PD % :

N. McMeekin, A.H. Briggs, P. Sendi, E. Khatamzas, T. Wangrangsimakul,
T.H.N.Waong, LK. Barrett, A. Alvand, C.F. Old, J. Bostock, J. Paul, G. Coocke,

FQ’ rifa m piCi n e’ CI i n d a myci n e’ doxycycl i n e . G.E. Thwaites, P. Bejon, and M. Scarborough, for the OVIVA Trial Collaborators*

Subgroup Group  Group Risk Difference (0% Cl; 95% C1)
patients with treatment failire/
tatal no. of participants
Intention-to-treat population 00577 773527 — | -l4¢49m22-56t029)
wodified intention-to-reat population 67[509  74/506 ————i I -15(5021-57t018)
Per-protocol population VTS T

| -2seeimliteniy

‘Worst-case sensitivity analysis 85T 74517 H———————— | 21 (-1.5t05.7;-2.2 i 6.4)
r T T T T d
1.5 -50 -25 oo 5 50 5
-— -
K Oral Batter Intravenous Battar J
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QUAND ADAPTER LE TRAITEMENT? ) .

Joumal of T,
. Clinical Medivine IHbgj

Article Empirical antimicrobial treatment (EAT)
The Righl Time to Safely Re-Evaluate Empirical (Intra-venous broad-spectrum B-lactamin + antibiotic
I e % : covering methicillin-resistant staphylococci)

Antimicrobial Treatment of Hip or Knee Prosthetic
Joint Infections l

Luc Derache '*0, Pascale Bemer *, Anne-Sophie Valentin %, Anne Jolivet-Gougeon ¥,
Didier Tandé %, Genevieve Héry-Amaud ¥, Carole Lemarié %, Marie Kempf %, Laurent Bret 7,
Christophe Burucoa |, Stéphane Corvec 20 and Chloé Plouzeau !

Positive culture at D5 ?
{one sample yielding a strict pathogen or
two samples for a commensal)

Yes [ No
v v

w Polymicrobial | Both _ Stop EAT, switch to Antibiotics intake?
S | e antibiotics adapted to Cytology or biological markers?

i T = microbiology One sample yielding a commensal?
80,0% | High clinical suspicion?

| 96,7% 98,9%

70,0% f

0,0% No
oo ' Stop EAT
50,0% .

Yes | Molecular diagnosis
40,0% (Specific PCR, 165 rRNA PCR)
30,0%
+/-
20,0%
10,0% Search for fastidious germs
; . = = — I : — =y —2|(Mycobacteria, intracellular bacteria,
0,0% : — o : — fungi)
D1 D2 D3 D4 D5 07 D14

AL - CRIOAC 2025
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Contents lists available at ScienceDirect

International Journal of Infectious Diseases

EILSEVIER journal homepage: www.elsevier.com/locate/ijid

Antibiotic therapy duration for prosthetic joint infections treated by (!)mssmk
Debridement and Implant Retention (DAIR): Similar long-term
remission for 6 weeks as compared to 12 weeks

Héléne Chaussade?, llker Uckay®*, Albert Vuagnat, Jérdme Druon?, Guillaume Gras®,
Philippe Rosset?, Benjamin A. Lipsky™, Louis Bernard®®

‘Multicentric observational study
Early DAIR for PJI

6w vs 12w : 44 vs 43 patients

No difference in outcomeat 1y

\— _J

Q)% ‘0"])‘/0,5
2,

3 2
3 S EBJIS 2023
%,’,IIS%\':?’ 12-14 October 2023 e Basel, Switzerland

AL T enivuAne
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Contents lists available at ScienceDirect

International Journal of Antimicrobial Agents

journal homepage: www.elsevier.com/locate/ijantimicag

Short Communication

Short- versus long-duration levofloxacin plus rifampicin for acute
staphylococcal prosthetic joint infection managed with implant
retention: a randomised clinical trial *

Jaime Lora-Tamayo ", Gorane Euba ?, Javier Cobo 3, Juan Pablo Horcajada 4, Alex Soriano °,
Enrique Sandoval °, Carles Pigrau 7, Natividad Benito ?, Luis Falgueras °, Julidn Palomino '°,
Maria Dolores del Toro ', Alfredo Jover-Saenz 2, José Antonio Iribarren '3,

Mar Sanchez-Somolinos ', Antonio Ramos '°, Marta Fernandez-Sampedro '6,

Melchor Riera '7, Josu Mirena Baraia-Etxaburu '%, Javier Ariza 2, Prosthetic Joint Infection
Group of the Spanish Network for Research in Infectious Diseases—REIPI

RCT — early stop (recruitement)
Early DAIR for PJI (hip or knee)

8 wvs 3/6 m : 30 vs 33 patients
No difference in outcomeat 1y

snil”
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o DATIPO trial

* Open-label randomized trial
* National non-inferiority trial : 28 sites

Adults with proven pyogenic PJI

Allocation 6 vs 12 weeks of AB

université
Wde TOURS } Faculté de médecine

410 Patients were enrolled and underwent

J

205 Were assigned to receive
6 wk of antibiotic therapy

205 Were assigned to receive
12 wk of antibiotic therapy

15 Were excluded
2 Withdrew consent
10 Died

3 Were lost to follow-up

17 Were excluded
4 Withdrew consent
10 Died
3 Were lost to follow-up

190 Completed 2-yr follow-up

188 Completed 2-yr follow-up

25 Had major protocol violation
22 Had a reduction or extension
of antibiotic therapy of

>6 days

1 Had undergone suboptimal

initial surgery

2 Had no microbiologic identi-

fication

* Endpoint : cure at 2 years of follow-up
 Stratification by type of surgery
* DAIR
* 1 step exchange
* 2 steps exchange
\_
RILL7S
SEB%
%JISQ: EBJIS 2023

$

o 12-14 October 2023 e Basel, Switzerland
”J k\%\' - 25 z

AL T enivuAne

Y

28 Had major protocol violation
22 Had a reduction or extension

of antibiotic therapy of
>6 days

3 Received long-term antibiotic
therapy for another indication

2 Had undergone suboptimal
initial surgery

1 Had infection due to actino-
myces

165 Were included in the
per-protocol analysis

160 Were included in the
per-protocol analysis

smll”
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/GResults )

Subgroup 6-Wk Therapy 12-Wk Therapy Risk Difference (95% ClI)
no. of patients with event /total no. (%) percentage points
Al patients 32/190 (16.8) 15/188 (8.0) L = | 8.9 (2.2 t0 15.6)
Surgical procedure :
Débridement 23/75 (30.7) 11/76 (14.5) b B—> 162 (29t029.5)
Two-stage revision 6/40 (15.0) 2/41 (4.9) I : i » 10.1 (-3.1to 23.3)
One-stage revision 3/75 (4.0) 2/71 (2.8) I : i | 1.2 (-4.8t07.1)
Affected joint :
Hip 19/122 (15.6) 9/117 (7.7) b i : 7.9 (-0.2 to 16.0)
Knee 13/68 (19.1) 6/71 (8.5) H = » 10.7 (-0.9 t0 22.2)
Episode of prosthetic joint infection E
First 27/162 (16.7) 13/160 (8.1) L) o | 8.5 (L4 t015.7)
At least the second 5/28 (17.9) 2/28 (7.1) I : i » 10.7 (-7.0 to 28.4)
—iO —15 (I) é 1|0 1I5 ZIO
\ 6-Wk Therapy Better 12-Wk Therapy Better
0y, J

S 2.

s S EBIJIS 2023

%},, ISQ\'?% 12-14 October 2023 ¢ Basel, Switzerland
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\

Clinical Infectious Diseases iy h
Uk | ) |vm a
S U P P L E M E N T A R T I C L E :fl’:.h-n‘:v‘u-];liw“..-mSA \merica  hiv medicine ossociation OXFORD

Phage Therapy as a Novel Therapeutic for the Treatment
of Bone and Joint Infections

Treated patients PHAGE:xLYON

25 Clinic

20 = Bone and joint

15 == Endocarditis
Gina A. Sub," Tristan Ferry? and Matthew P. Abdel® - — Other
10
Sl z - g - Lung
Clinical experience with bacteriophage therapy in Blls/Plls: s RT——
the Lyon perspective 0
2017 2018 2019 2020 2021 2022 Source : T. Ferry
tristan.ferry@univ-lyon1.fr (©)r Grioac @ E E

B @FerryLyon [
Implementation of a Phage Therapy Center in a CRIOAc
2o [ PHAGE:LYON 5
=7 Gruoac

59 patients in Lyon since 2017
~75% of the whole patients treated in France 1|

#PhagoDAIR

}\ procedure

FERRY T. et al. 2022
Updated

I r 55 with phages from 2 PHERECYDES
o | * 4 with phages from ‘ I [ ]
N \\ 46 BJI (including 38 PJi) 7 B

1~ + 10 endocarditis/vascular graft

y * 3 lung infections (VAP + bacteremia,
16 pneumonia in lung graft bronchectasia,
cystic fibrosis exacerbation)

=1

+ 14 patients managed outside Lyon O

including 1 in [ and 1in [
@081 @O endocarditis @O Pneumonia @O Bum © y

AL - CRIOAC 2025 SM ’/

>1 billion of active viruses infecting S. aureus in a syringe
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nature reviews microbiology

In vitro activity of exebacase against
methicillin-resistant Staphylococcus aureus
Victor Choi, Jennifer L. Rohn, Paul Stoodley, Dario Carugo & Eleanor Stride blOﬁl ms on orthopedlc KIFSCh ner eres

Drug delivery strategies for antibiofilm therapy

Nature Reviews Microbiology 21, 555-572 (2023) | Cite this article

Melissa J. Karau', Jay Mandrekar?, Dario Lehoux?, Raymond Schuch?, Cara Cassino® and Robin Patel'**
Passive delivery Controlled delivery

Antimicrobial

7
[
2
&3 -e- Histidine-Sorbito!
E‘s 4 -# EXE-0.098 mg/ml
2 3 ~+ EXE-0.98 mg/ml
Antibody targeting En 2 ¥~ EXE-9.8 mg/ml
Biofilm interactions can be 1
modulated by functionalizing r—r—rTTfTTTTTTT
particle surfaces with targeting 0 2 4 6 8 101214 16 18 20 22 24
moieties to enable selective A
biomarker-dependent biofilm Time (h)
binding
- 7 - .
—&- Histidine-Sorbitol
o m—— e i
@ & Saline
% % % i 3 ~#= EXE-0098 mg/ml
o3 fon .%& 54 ~+ DAP-0.098 mg/ml
;? ° 33 e EXE + DAP-0.098 mg/ml
~ 5 g 2
1
| & ) k +——TT—T—77
(Charged) $ ?z\f L ) 0 2 4 6 8 10121416 18 20 22 24
supfamolecular assembly Ultrasound-triggered release Light-trig release Infecti i release Aptamer targeting c Ti"“‘“')

Localized targeted delivery
can be achieved through
external or internal stimuli
to trigger drug release

Cationic and small nanoscale | |
particles show increased !
facile biofilm penetration and | |
bacterial cell binding !
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