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Rifampicine et IOA staphylococciques




Rationnel #1 : action anti-staphylococcique

> EUCAST

S. aureus SCN

1194 souches 697 souches

RMP-S (CMI £ 0.64 mg/L) : 94.7% RMP-S (CMI £ 0.64 mg/L) : 87.5%
MRSA : 310/317 (97.8%)

=2}
=

% microorganisms
Lo L o o
= a ES 3
% microorganisms
[ (%) = (5, ]
= = & 4

(=]
=

=
T

=1

v




Rationnel #2 : action « anti-biofilm »

Minireview — AAC01746-18R — October 27, 2018

The Role of Rifampin against Staphylococcal Biofilm Infections in Vitro, in Animal Models, and

in Orthopedic Device-Related Infections.

. -1 23
Werner Zimmerli,” Parham Sendi™




Rationnel #2 : action « anti-biofilm »

ANTIMICROBIAL AGENTS AND CHEMOTHERAFY, Mar. 2002, p. S00-003
D0GE-ARIGIYSM 0040 DOT: 1001128/ AAC 467 000-003. 2002
Copyright & 2002, American Society for Microbiology, All Rights Reserved.

Val. 46, No. 3

Penetration of Rifampin through Staphylococcus epidermidis Biofilms
Zhilan Zheng and Philip 5. Stewart®

ANTIMICROBIAL AGENTS AND CHEMOTHERAPY, Jan. 2006, p. 55-61

0066-4804/06/308.00+0  doi:10.1128/AAC.50.1.55-61.2006
Copyright © 2006, American Society for Microbiology. All Rights Reserved.

Vol. 50, No. 1

Multiple Combination Bactericidal Testing of Staphylococcal Biofilms

from Implant-Associated Infections

Raphael Saginur,'* Melissa St. Denis,>*> Wendy Ferris,>> Shawn D. Aaron,' Francis Chan,>?

Craig Lee,™” and Karam Ramotar

1,2
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DOGE-SMTIFIZO0 ot 10 KA 0TA0-10
Copyright £ 2011, Amesicas Sociery foe Microtiology. All Righes Resereed.

Treatment with Linezolid or Vancomycin in Combination with Rifampin Is
Effective in an Animal Model of Methicillin-Resistant
Staphyiococcus aurews Foreign Body Osteomyelitis”

Paschalis Vergidis,' Mark 5. Rouse,” Gorane Euba,'t Melissa J. Karau,” Suzannah M. Schmidt,”
Jayawant N. Mandrekar,® James M. Steckelberg,’ and Robin Patal***

O0G6-4R04TT 11200 dot:HL I 126 AACINETS- 11
Copyright © 2011, American Socery for Microbiology. Al tighis Ressreed.

Adjunctive Rifampin Is Crucial to Optimizing Daptomycin Efficacy
against Rabbit Prosthetic Joint Infection Due to Methicillin-Resistant
Staphylococcus aureus"t

Azzam Saleh-Mghir,™? Claudetie Muller-Serieys,® Aurélien Dinh,'*
Laurent Massias* and Anne-Claude Crémieux™>*




Rationnel #3 : activité intracellulaire

mAAC 2015

Antimicrobial Activity against Intraosteoblastic Staphylococcus aureus

C,.=6mg/L

Florent Walour,™® Sophie Troulllet-Assant ® Matacha Riffard ® Jason Tasse.® Sacha Flammier® Jean-Phillppe Rasigade &=
christian Chidiac,™* Frangols Yandenesch,™== Tristan Ferry,™" Fredenc Laurent, ™= on behalf of the Lyon Bone and Jont infection
Study Group
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Rationnel #4 : action anti-ostéoclastique
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Rationnel #4 : action anti-ostéoclastique
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Rifampin suppresses osteoclastogenesis and titanium particle-induced
osteolysis via modulating RANKL signaling pathways

Liang Zhu * ", Hui Kang ”', Chang-an Guo ?, Wen-shuai Fan ?, Yi-ming Wang ?,
Lian-fu Deng b Zuo-qgin Yan * "

Bioch Bioph Res, 2017
Contexte de descellement aseptique
Particules titane : 7 ostéoclasie

Rifampicine

- Inhibition de l'ostéoclastogenese in vivo

- Inhibition de la résorption osseuse induite
par les particules de titane in vivo

- Mécanisme : inhibition du signal transduit
par RANK-L




Supériorité clinique

Role of Rifampin for Treatment e
of Orthopedic Implan’g—F{eIated e |1 S ——
Staphylococcal Infections 2 0.0, Rifampin Group

_ ) E |_ —- Ciprofloxacin-
A Randomized Controlled Trial @ 0.85- | Placebo Group
‘.:l'ern'_-r Zirmmmezrli, MD; .I'l.nurea? : "."l'-:l'n': ML, NSz r-.".:l_ria'ne Hiatter, MO: H. Fres, ML, g 080+ |——=
Peter E. Oohsner, MO for the Foreign-Body Infection (FEI) Study Group L; 0.754 !

JAMA 1998 § 0,704 "_'i
2 L —_——
Essai clinique randomisé S 0.6
0.60

, _ o L 0 200 400 600 800 10001200 14001600
33 patients, infection aigue sur matériel a SA Time After Randomizafion, d

Débridement puis

- 2 semaines (péni M ou vanco) IV + (RMP ou placebo)

- Relais cipro + RMP n=18 cure rate = 100%
ou cipro + placebo n=15 cure rate = 58%



Supériorité clinique

Outcome and Predictors of Treatment Failure in
Total Hip/Knee Prosthetic Joint Infections Due to
Staphylococcus aureus

Eric Senneville, Donatienne Joulie, Laurence Legowut, Michel Valette, Hervé Dezéque, Eric Beltrand, Bernadette Roselé,
Thibawd d'Escrivan, Caroline Loiez, Michéle Caillaux, Yazdan Yazdanpanah, Carlos Maynou, and Henri Migaod

75% success rate after open debridement, exchange of tibial
insert, and antibiotics in knee prosthetic joint infections

Report on 145 cases from the Swedish Knee Arthroplasty Register

Anna HOLMBERG!, Valdis Gudriin THORHALLSDOTTIRZ, Otto ROBERTSSON?, Annette W-DAHL?,
and Anna STEFANSDOTTIR?

CID 2011
98 patients

Analyse multivariée
- ASA score
- Rifampicine + FQ (OR = 0.40)
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Supériorité clinique

Eur J Clin Microbiol Infect Dis (2010) 29:961-967
DOT 10.1007/51 00960 10-0952-9

ARTICLE

Efficacy and safety of rifampin containing regimen
for staphylococcal prosthetic joint infections treated
with debridement and retention

0. C. El Helou « E. F. Berbari + B. ). Lahr + J. E. Eckel-Passow «

] Appl Biomater Funct Mater 2014 12 (3): 129-134 ORIGINAL ARTICLE
DOl 10.5301/jabfm. 5000209

Risk factors for failure in early prosthetic joint infection treated
with debridement. Influence of etiology and antibiotic treatment

Eduard Tornero', Juan C. Martinez-Pastor', Guillem Bori', Sebastiin Garcia-Ramiro’, Laura Morata®,
Jordi Bosch?®, Josep Mensa®, Alex Soriano®

! Department of Orthopedic and Trauma Surgery, Hospital Clinic of Barcelona, Barcelona - Spain
* Department of Infectious Diseases, Hospital Clinic of Barcelona, IDIBAPS, Barcelona - Spain
* Laboratory of Microbiology, Hospital Clinic of Barcelona, Barcelona - Spain

R. R. Razonable « I. G. Sia « A. Virk R. C. Walker - J. M. Steckelberg
W. R. Wilson - A. D). Hanssen + D. R. Osmon

Prospective on Rifampin
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Supériorité clinique

A Large Multicenter Study of Methicillin-
Susceptible and Methicillin-Resistant

Staphylococcus aureus Prosthetic Joint Infections

Managed With Implant Retention

Jaime Lora-Tamayn," Oscar Murillo. José Antonio libarmen® Alax Soriano.? Mar Sanchez- Somolinas,”

Josu Miren Baraia-Etcabury, Alicia Rico,? Julian Palomno,” Dolors Rodriguez-Pardo,? Juan Pablo Horcajada,'
Matividad Benito.” Aberi Bahamonds," Ana Granados,” Maria Dolores del Toro,” Javier Cobo," Melchor Riera,"

Antonio Ramos," Alfedo Jover-Saenz” and Javier Ariza,' on behalf of e REIP| Group for the Study of Prosthetic infection

345 MSSA / MRSA (23%) PJI — DAIR

CID 2013
All Past-Surgical Episodes MSSA Post-Surgical Episodes MRS A Post-Surgical Episodes
in = 244; Falluras = 81) in = 185; Fallures =&0) {m =54, Faiures=21)
Unadjusted HR Adjusted HR Unadjusted HR Adjusted HR Unadjusted HR Adjused® HR
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Sent fnals) T3 (AE-1.17 NS - - J5 (43128 NS - - TR 8T WS - -

Age |years) 100 (98-108 NS - - 29(897-102) NS - - 1L0D{S5-104) NS - -

Diabetes meliius 1.35 (80226 NS - - 124 B6-234) NS - - 1.51 (61-3.75) WS - -

Chirgmie: rena l inng airmisnt ZETN 24663 032 - - 32478138 M5 - - 208 -6.18) S - -

Fhedamiatoid arthinitis 160 (803149 NS - - 1.70(81-358) NS - - 1.0 E-128) WS - -
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Hiip piros thesis 1.08 | BS-168) NS - - G B5-1.54) HS - - 136 (51-3.12) WS - -

Time 1o infection =90 days™ 218 Nas408 3 - - 184 (88-345) 088 218 0.0d4.58 0359 TAR(2M-278] N3 - -

I mfiescticn by WA RESA, 132 (B0-218) NS - - - - - - - - - -

Bacteramia 1.0 [T1-373) NS - - 231 Bh-4.495) A8 235004538 40 - - - -

Pobyrmicrobial infection 147 | B8-2AT) NS - - 118 B4-221) HS - - 281107738 052 - -

CRP diagnoais (100 mglL] 128 (102160 047 132 (1.051.68) g 122(54-1559 M5 - - 1.85(1.02-3.75) 1052 - -

Temperature =300 1.30 | 85-204) NS - - 123752108 ks - - 1.80 | T5-4.75) WS - -
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Abnormal mdiograghy 224 N131-385 007 ZIE(1.30-381) D04 17782343 HS - - 360{137-945) 09 445 .eE-120) .0O3

Debndement delay =10 daya™ 157 (1.01-245 .49 188 1.07-264) 4 185(81-377 i - - 1.80{&3-3.58) NS - -

Pohethylens exchangs” 57 (34-497 045 - - FO(38137 ks - - AE{18-113) 06 - -

Mesad =2 debnidemants 3158852 <001 382224651 <001 434(235-784 <001 5362850598 <001 1.62(54-481) NS - -
mpin™ B5 (34087 .01 52 (3283 006 &7(3-1.17) NS - - 2T(1-685 007 - - |
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Supériorité clinique

Clinical Infectious Diseases Ty ~

If, When, and How to Use Rifampin in Acute
Staphylococcal Periprosthetic Joint Infections, a
Multicentre Observational Study

Mark Beldman,’ Claudia Liwik,' Alex Soriano,” Laila Albiach,® Wierd P. Zijlstra,” Bas A. 5. Knobben,® Paul Jutte,’ Ricardo Sousa,” André Carvalho,”
Karan Goswami,' Javad Parvizi, Katherine A. Belden,’ and Marjan 'b'i'ﬂmilu‘fzi:n-liﬂbtlnerB

A Treatment failure B Clinical failure
100 1* 100
9013 904N, T T ———— R —— == rifampin
80~ ':-“ 80 - WeceeRecesa.,, o X LT X TR : .
704 *—- _________________ 704 *+*+ no rifampin
" 60. ..o--n-.'----ooooo-..............on-oo 0 60'
/°. | 504 A’ | 50
surviva 40+ surviva 40-
30+ 304
20+ 20+
104 logrank test p < 0.0001, HR 0.54 (95% CI 0.42 - 0.6¢ 10 logrank test p < 0.0001, HR 0.30 (95% CI 0.21 - 0.42)
0 L L L] L] L] 0 L Ll L L L
0 100 200 300 400 500 0 100 200 300 400 500
follow-up (days) follow-up (days)
Subjects at risk Subjects at risk
Rifampin 407 2093 288 280 280 280 Rifampin 407 374 366 360 360 360

No rifampin 262 170 162 157 157 157 No rifampin 262 215 210 204 204 204



Supériorité clinique ?

Rifampin-accompanied antibiotic regimens in the treatment
of prosthetic joint infections: a frequentist and Bayesian

meta-analysis of current evidence

Ozlem Aydin' - Pinar Ergen ' - Burak Ozturan” - Korhan Ozkan” - Ferhat Arslan ' - Haluk Vahaboglu ' (9

Study

Staphylococcus spp
Soriano_2006
EI_Helou_2010
Senneville_2011
Morata_2014
Puhto_2015
Holmberg_2015
Chaussade_2017
Ascione_2017
Fixed effect model
Random effects model

Non-rif Rif
Events Total Events Total

1" 16 19 23
21 56 10 31
1" 30 10 68

17 8 22
14 14 38
12 13 69

27 19 60
41 3 44

213 355

N L_OW

Odds Ratio

e

B s b et

OR  95%-Cl

0.53 [0.15;
1.19 [0.50;
3.10 [1.22;
0.50 [0.14;
1.03 [0.33;
2.32 [0.73;
0.98 [0.39;
0.84 [0.21;
1.18 [0.81;
1.18 [0.76;

1.93]
2.85)
7.84)
1.79]
3.21)
7.40)
2.44)
3.34)
1.72)

1.82)



Quelle dose ?

SPILF 2008 20 mg/kg/j

IDSA 2013 300-450 mg X 2/j ?
HAS 2014 300 mg X 2/]
900 mg x 1/j ©

SEIMC 2017 600 mg x 1/

Meilleurs prédicteurs d’efficacité : modeéle [C]dpdt = Théorie : Cmax / CMI ... mais
- AUC/CMI +++
- Auto-induction et saturation du métabolisme hépatique :
relation Cmax / dose non linéaire au-dela de 450 mg
- Effet post-antibiotique marqué (y compris intra-biofilm)



Quelle dose ?

Eur J Clin Microbiol Infect Dis (2015) 34:1675-1682
DOI 10.1007/510096-015-2404-z

ARTICLE

Influence of daily dosage and frequency of administration
of rifampicin—levofloxacin therapy on tolerance and effectiveness
in 154 patients treated for prosthetic joint infections

S, Nguyl:nl + O. Robineau" + M. Titecat® + N. Blondiaux '« M. Valette' +
C. Loiez? + E. Beltrand* « H. Migaud* + E. Senneville'*

BAAC

Antimicrobial-Related Severe Adverse Events during Treatment of
Bone and Joint Infection Due to Methicillin-Susceptible
Staphylococcus aureus

Florant Walour, " Judith Karsanty,” Anissa Bowariz® Florancs Ader, ™ Michsl Tod,® Séhastion Lustig,® Frédérc Laursnt >
Rand Erochard ¥ Cheistian Chidiac®® Tristan Famy,*® on behalf of the Lyon BN Shady Group

Daily dosing Intolerance p-Vahe Discontinuation p-Vahe
episodes

Rifampicin daily dosage n=48(312) n=29 (18.8)

. mg:
=600 (n=10) 1 (10) 0.04 1(10) 0.65
=600t <1,200 (n=102) 28(27.5) 18(17.6)
>1,200 (n=42) 19 (45.2) 10(23.8)

. frequency:

Once-daily (n=11) 3(273) 090 3(27.3) 045
Twice-daily (n=143) 45 (31.4) 26(182)

Rémission (%) P=051
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Quelle dose ?

Eur J Clin Microbiol Infect Dis (2015) 34:1675-1682
DOI 10.1007/510096-015-2404-z

ARTICLE

Influence of daily dosage and frequency of administration
of rifampicin—levofloxacin therapy on tolerance and effectiveness
in 154 patients treated for prosthetic joint infections

S, Nguyl:nl + O. Robineau" + M. Titecat® + N. Blondiaux '« M. Valette' +
C. Loiez? + E. Beltrand* « H. Migaud* + E. Senneville'*

Daily dosing Intolerance p-Vahe Discontinuation p-Vahe
episodes

Rifampicin daily dosage n=48(312) n=29 (18.8)

. mg:
=600 (n=10) 1 (10) 0.04 1(10) 0.65
=600t <1,200 (n=102) 28(27.5) 18(17.6)
>1,200 (n=42) 19 (45.2) 10(23.8)

. frequency:

Once-daily (n=11) 3(273) 090 3(27.3) 045
Twice-daily (n=143) 45 (31.4) 26(182)

EN PRATIQUE

BAAC

Antimicrobial-Related Severe Adverse Events during Treatment of
Bone and Joint Infection Due to Methicillin-Susceptible
Staphylococcus aureus

Florant Walour, " Judith Karsanty,” Anissa Bowariz® Florancs Ader, ™ Michsl Tod,® Séhastion Lustig,® Frédérc Laursnt >
Rand Erochard ¥ Cheistian Chidiac®® Tristan Famy,*® on behalf of the Lyon BN Shady Group
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- 600 mg en 1 ou 2 fois par jour si < 70 kg
900 mg en 1 ou 2 fois par jour si > 70 kg ?




Quel timing ? Quelle durée ?

TRAITEMENT PRECOCE TRAITEMENT « RETARDE »
- Formation rapide du biofilm - Empirique : risque de
apres adhésion bactérienne monothérapie et donc de

- Bonne activité résistance

- Diffusion osseuse précoce - En cas d’échec précoce :
inoculum élevé

- Sélection de germes RMP-R de la

flore cutanée (superinfections)

Saginur et al, AAC 2006 — Svensson et al, JAC 1997 — Valentin et al, J Infect 201 — Achermann et al, Infection 2013



Quel timing ? Quelle durée ?

Infection (2013) 41:431-437
DOI 10.1007/s15010-012-0325-7

CLINICAL AND EPIDEMIOLOGICAL STUDY

Factors associated with rifampin resistance in staphylococcal 48 PJI SCN (38) ou S. aureus (10)

periprosthetic joint infections (PJI): a matched case—control study

Y. Achermann + K. Eigenmann - B. Ledergerber «
L. Derksen - P. Rafeiner » M. Clauss + R. Niiesch +
C. Zellweger « M. Vogt - W, Zimmerli

Résistance a la rifampicine
Sexe masculin (OR 3.6)
> 3 révisions (OR 4.7)
Fort inoculum (OR 4.9)

Chirurgie non optimale
< 2 sem de bithérapie IV

Utilisation inadéquate de la rifampicine (OR 5.4)

Monothérapie

Utilisation empirique en association avec un ATB a spectre étroit
Utilisation avec un ATB per os a faible biodisponibilité

Faible dose



Quel timing ? Quelle durée ?

Duration of rifampin therapy is a key determinant of Cohorte rétrospective,
improved outcomes in early-onset acute prosthetic joint multicentrique — 79 PJI
infection due to Staphylococcus treated with a traitées par DAIR — 21,6%
debridement, antibiotics and implant retention (DAIR): d’échec

a retrospective multicenter study in France 74% sous RMP, 44% sous
e i e i< | RMP+FQ

Ferry!245 on behalf of the IPASTAPH study group

1,07 1,07
' ' HR 0.19; 95% Cl 0.07-0.52
g o p <0.001
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—_— el
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= 2
= 067 = 067
© ©
o o
o o
|
ﬁ 0,4- 2 04 F
2 2
E (I==12 E
=
£ 02 ’...r. 2 021
o HR 2.8; 95% Cl 1.26-6.15 3 i . )
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Quel timing ? Quelle durée ?

Duration of rifampin therapy is a key determinant of
improved outcomes in early-onset acute prosthetic joint
infection due to Staphylococcus treated with a
debridement, antibiotics and implant retention (DAIR):
a retrospective multicenter study in France

A. Beckert2=, L. Kreitmann®, C. Triffaut-Fillit}2, F. Valour1245, E. Mabrut?, E. Forestiert, O. Lesens?, C.
Cazorla®, 5. Descamps, B. Boyer!, C. Chidiac!24, 5. Lustig2411, E. Montbarbon2, C. Batailler2411, T,
Ferry'24> on behalf of the IPASTAPH study group

Cohorte rétrospective,
multicentrique — 79 PJI
traitées par DAIR - 21,6%
d’échec

74% sous RMP, 44% sous
RMP+FQ

HR 0.83; 95%Cl 0.75-0.92

per additional week of treatments

Rifampin duration <2 weeks

Rifampin duration >2 weeks

il

HR 0.12; 95%CI 0.04-0.35
p <0.001

10- 1,07

3 | T 08

= 08 HR 2.27; 95%Cl 0.65-7.93 E

M

5 p =0.187 ° J

> 2

£ 06- = 0,6

s Rifampin in the 3

o first 2 weeks S

2 04 o O]

o e ——t———————— =~

= =

g S

E 0.2- Rifampin after E 0,2

3 the first 2 weeks o

0,0 007

I I I I I | I | !
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Quel timing ? Quelle durée ?

Clinical Infectious Diseases e ~

[f, When, and How to Use Rifampin in Acute
Staphylococcal Periprosthetic Joint Infections, a
Multicentre Observational Study

Mark Beldman,' Claudia Lowik,' Alex Soriano.” Laila Albiach,® Wierd P. Zijlstra,” Bas A. 5. Knobben,* Paul Jutte,” Ricardo Sousa,” André Carvalho,
Karan Goswami® Javad Parvizi Katherine A. Belden,” and Marjan 1|"lv|:|llll|||y'zizn—BaIv:lr.erB

Start of rifampin

100 ~

AT T TI T e = —

..- —= Treatment failure start of rifgmpin Wi_thin 5 days
eo{ /. .eer Treatment success after surgical debridement

o1/ OR 1.96, 95% CI 1.08 - 3.65

0 5 10 15 20 25 30

days after surgical debridement



Quel timing ? Quelle durée ?

European Journal of Clinical Microbiology & Infectious Diseases
https://doi.org/10.1007/510096-018-3330-7

ORIGINAL ARTICLE

@ CrossMark

Should we expand the indications for the DAIR (debridement, antibiotic
therapy, and implant retention) procedure for Staphylococcus aureus
prosthetic joint infections? A multicenter retrospective study

0. Lesens ([ « T. Ferry* + E. Forestier® « E. Botelho-Nevers® « P. Pavese® « E. Piet” + B. Pereira® + E. Montbarbon? «
B. Boyer ' - 5. Lustig? - S. Descamps ' '? - on behalf of the Auvergne-Rhéne-Alpes Bone and Joint Infections Study

137 SA PJI (SARM 20%) traitées par DAIR
RMP : 65%
Succes a 2 ans : 76%

Group
Omnset of infection < 3 months n =89 All patients n= 137 Courbe ROC :
Variables HR [95% CI] P HR [95% CI] P durée optimale RMP de 10.5 sem
Incomplete rifampin regimen* 0.5 [0.16-1.6] 0.248 0.5 [0.2-1.28]
Complete rifampin regimen 0.16 [0.03-0.82] 0.028 0.08 [0.018-0.36]
Treatment duration 0.76 [0.66-0.89] 0.001 0.78 [0.69-0.88]
Active smoking 3.29 [0.8-13.41] 0.097 3.6 [1.09-11.84]
Early acute 0.25 [0.09-0.7] 0.009 -
=3 Rifampin =N
S m— . . c
i
£..
3%
o | T | - =
g | i e, . Incomplete rifampin* @ =
8 | 0 e =l &
g s -
a_{  heeeeeomsaEm s oeeed 2 4 weeks-3months
;g | No rifampin E, E
g 5
[ m
g ¢ P=0.748
& &
8 P<0.001 &
8 | 8
= T - - - - =N - -
0 4 16 20 24 0 4 16 20 24

8 12
Time lo failure {months)

8 12
Time to failure (months)



Quel timing ? Quelle durée ?

TRAITEMENT « RETARDE »
- Empirique : risque de
monothérapie et donc de
EN PRATIQUE : introduction retardée (J3-J5) résistance
%éres données microbiologiques - En cas d’échec précoce :
Evolution initiale favorable inoculum élevé

Cicatrice propre, drains retirés - Sélection de germes RMP-R de la
Pas de 2" look prévu a priori flore cutanée (superinfections)

Saginur et al, AAC 2006 — Svensson et al, JAC 1997 — Valentin et al, J Infect 201 — Achermann et al, Infection 2013



Quel compagnon ?

FLUOROQUINOLONES ]

"

temasioma] Ok paadios SICOT) 2015) 39:1785-1791
D0 101 07002640 15-2819-2

Outcome and Predictors of Treatment Failure in
Total Hip/Knee Prosthetic Joint Infections Due to
Staphylococcus aureus

Eric Senneville, Donatienne Joulie, Laurence Legowt, Michel Valette, Hervé Dezéque, Eric Beltrand, Bernadette Roselé,
Thibaud d'Escrivan, Caroline Loiez, Michéle Caillaux, Yazdan Yazdanpanah, Carlos Maynou, and Henri Migaud

ORKIINAL PAPER

Predictors of treatment outcome in prosthetic joint infections
treated with prosthesis retention

Ari-Pekka Puhto® - Telja Puhto® - Tuukka Ninimékd® « Pasi Ohtonen* +
Juhana Leppilaht ' - Hanm Syrjli*

CID 2011
98 patients
1T T RMP + FQ
- OFE — \_\ I_I
3 —
Fos autres
g
g
S p2s
Q.00 -
! 12 18 24

Tim# from the end of antibiotic treatmant (moenths)

113 PJl aigués - 66 SA et SCN

RMP + ciprofloxacine (n=23)

RMP + autres que FQ (n=29) : HR 6
Pas de RMP (n=14) : HR 14.4

5

14 -
E_:l-_-__‘_‘_
[]
1
"y

5

Propodtion withoul | msteeni fullus
=
T

0.2+
1 Rl pieeg igrelcapsin
—171 [ paecl e then ciorolocecin
- =% {Hher than rifampin
iy
| | | | I I
o b h Lo] 1% Fail il

Time =since dobrdmeTent, months
Fig. 3 Sumvival corves fr stapindoooccal prosthetio joint infections
{PIs) hased om anthiotic tratment group




Quel compagnon ?

[ FLUOROQUINOLONES ] Duration of rifampin therapy is a key determinant of
improved outcomes in early-onset acute prosthetic joint

) _ _ _ infection due to Staphylococcus treated with a

Cohorte rétrospective multicentrique | depridement, antibiotics and implant retention (DAIR):

79 PII'S. aureus DAIR a retrospective multicenter study in France

A. Becker!2=, L. Kreitmann®4, C. Triffaut-Fillit!.2, F. Valour1245, E. Mabrut?, E. Forestiers, O. Lesens?, C.

Cazorla®, 5. Descamps®, B. Boyer!l, C. Chidiac!24, 5. Lustig2411, E. Montbarbon2, C. Batailler2411, T,
Ferry'%4* on behalf of the IPASTAPH study group

107 HR 0.19; 95% Cl 0.07-0.52
p <0.001
0,87 "
Other treatments
0,64

041 |

0,27

' Rifampin + fluoroquinolone
004 °

I I I I I I I
0 365 730 1095 1460 1825 2190 2555
Time (days)

cumulative probability of failure




Quel compagnon ?

[FLUOROQUINOLONES ]

ANTIMICROBIAL AGENTS AND CHEMOTHERAPY, June 1993, p. 1214-1218 Vol. 37, No. 6 R . . . . .
0066-4804/93/061214-05$02.00/0 Moxifloxacin plus rifampin as an alternative for levofloxacin plus

Copyright © 1993, American Society for Microbiology . L. ... i i .
rifampin in the treatment of a prosthetic joint infection with

Oral Rifampin plus Ofloxacin for Treatment of Staphylococcus aureus

Staphylococcus-lnfected Orthopedic Implants Marjan Wouthuyzen-Bakker **, Eduard Tornerq ® Laura Morata ‘,_ )
Prashant V. Nannan Panday ¢, Paul C. Jutte ®, Guillem Bori f, Greetje A. Kampinga &,
MICHEL DRANCOURT,' ANDREAS STEIN,' JEAN NOEL ARGENSON,?> ARNOLD ZANNIER,! Alex Soriano ©

GEORGES CURVALE,® anp DIDIER RAOULT*

Molécule Dose PO Pos. Crnax BD orale t1/2 Vd E. rénale
(mg) fi (mgfl) (%) (h) (I’kg) (%)

Norfloxacine 400 2x 1.6 50% 4-5 1.5 25-40

Pefloxacine 400 2X 46 >90% 10 1.5-2.0 30-60

Ciprofloxacine 500 2x 1.5 60-80% 3-5 2.5-5.0 30-50

Ofloxacine 400 2X 31 85-95% 5-7 1.2 70-85

I Levofloxacine 500 1x 8.7 >90% 6-8 05 85-90

Moxifloxacine 400 1x 36 90% 10 2 20-30
LEVOFLOXACINE
- 1 prise par jour RECOMMENDED ORAL COMPANION DRUGS :
- CMI plus basses CIPROFLOXACINE (Al) or LEVOFLOXACINE (All)

- Diffusion tissulaire élevée




Quel compagnon ?

[ DAPTOMYCINE ]

Nombreuses études animales
Supériorité daptomycine a forte dose (8-10 mg/kg) + RMP

Saleh-Mghir et al, AAC 2011 — Garrigos et al, AAC 2010
El Haj et al, IJAA 2015 — Stewart et al, AAC 2009

High doses of daptomycin (10 mg/kg/d) plus rifampin for the @mm
treatment of staphylococcal prosthetic joint infection managed with
implant retention: a comparative study

Jaime Lora-Tamayo **, Jorge Parra-Ruiz ", Dolors Rodriguez-Pardo ©, José Barberdn 9, Alba Ribera 2,
Eduardo Tornero &, Carles Pigrau <, José Mensa |, Javier Ariza 3, Alex Soriano '

Cas-témoins historigue

18 PJI aigués post-opératoires a SA FQ-R traitées par DAIR et dapto (10 mg/kg/j) — RMP
44 controbles : PJI a SA FQ-R traitées par RMP + autre

- Outcome clinique et microbiologique similaire

- Echec clinique sous traitement inférieur dans le groupe DPT-RMP (22 vs 73%)



Quel compagnon ?

LINEZOLIDE

Journal of
J Antimicrob Chemother 2010; 65: 2224-2230 AntlmlcrOblul
doi:10.1093/joc/dkq281 Advance Access publication 29 July 2010 Chemotherupy

Tolerability of prolonged linezolid therapy in bone and joint infection:
protective effect of rifampicin on the occurrence of anaemia?

Laurence Legout 1*, Michel Valette, Hervé Dezeque 2, Sophie Nguyen?, Xavier Lemaire?, Caroline Loiez 3,
Michéle Caillaux*, Eric Beltrand®, Luc Dubreuil %, Yazdan Yazdanpanah?, Henri Migaud? and Eric Senneville!

Infect Dis Ther (2014) 3:235-243
DOI 10,1007/s40121-014-0032-2

ORIGINAL RESEARCH

A Retrospective Review of the Clinical Experience

of Linezolid with or Without Rifampicin in Prosthetic
Joint Infections Treated with Debridement

and Implant Retention

Laura Morata * Eric Senneville * Louis Bemnard + Sophie Nguyen *
Rodolphe Buzelé - Jérome Druon - Eduard Tomero - Josep Mensa -
Alex Soriano

94 patients, LNZ > 4 sem

RMP protecteur / anémie : 9% vs 44%

Pas de différence d’outcome

Decreased serum linezolid concentrations in two
patients receiving linezolid and rifampicin due to
bone infections

Irma Hoyo, Juan Martinez-Pastor, Sebastian Garcia-Ramiro, Consuelo
Climent, Mercé Brunet, Marta Cuesta, Josep Mensa & Alex Soriano

Characteristics Receiving Not receiving r
rifampicin (m = 22) rifampicin (n = 17)
QOutcome (%)
Remission 14 (64) 14 (82) 028
Relapse 6 (27) 2 (12)
New infection 2 (9) 1(6)




Quel compagnon ?

[CLINDAMYCINE ]

non évalué, cure 92% Zeller et al, AAC 2010

Cmin (mg/L) 1.52 0.034
Cmin (mg/L) 4.7 +/-1.2 0.79 +/- 0.3 0.001
Cmax (mg/L) 10.2 +/- 1.8 3.48 +/-1.1 0.001

Clindamycin-rifampin combination therapy
for staphylococcal periprosthetic joint
infections: a retrospective observational
study

Borg LeijtensV@, Joris B.W. Elbers', Patrick D. Sturm’, Bart Jan I‘(ullberg3 and Berend W. Schreurs'

0 - BMC Infect dis 2017
% 0.9
1 36 patients
Em- Rl iiisseesrs s e s 86% cure rate
£ o1 14% effets IIR

o 20 40 &0 B0 100 120

NON Curis et al, Infect 2015

NON Bernard et al, J Infect 2015

Eur J Clin Microbiol Infect Dis (2017) 36:2513-2518
DOI 10.1007/510096-017-3094-5

@ CrossMark

ORIGINAL ARTICLE

and joint infections: a cohort study

J. Courjonu@ + E. Dl:mom:hyl +E.Cua'+ E.Bernard' - P.-M. Roger”:

Efficacy and safety of clindamycin-based treatment for bone

196 BlJI, 80 ODI

Antibiotic regimen Success (%), Failue (%),  p-walie

Clindamycin + fluroquinolones  81.6% 44 (40) 2 (9) 0.012
Clindamycin + rifampicin 81.4% 22(25) 5(23) 0.804
Clindamycin + others” 71.4% 15(13) 627 0.138
Clindamycin + amoxicillin 72.7% &(T) 3(14) 0.562
Clindamycin alone 71.4% 15(13) 6(2T) 0.105

AOR

5.35[1.16-24.55]



Quel compagnon ?

[CLINDAMYCINE ]

Clinical Infectious Diseases Y ~
@alDSA, |

a  hiv medicine pssoombion

If, When, and How to Use Rifampin in Acute
Staphylococcal Periprosthetic Joint Infections, a
Multicentre Observational Study

Mark Beldman,' Claudia Léwik,' Alex Soriano,’ Laila Albiach,* Wierd P. Zijlstra,? Bas A. 5. Knobben,* Paul Jutte,’ Ricardo Sousa,’ André Carvalho,”
Karan Goswami.® Javad Parvizi| Katherine A. Belden,’ and Marjan Wm:ﬂluyzen—Bahkerg

Risk factor for failure : Co-antibiotic other than a fluoroquinolone or clindamycin (<.001)
Co-antibiotic with the lowest failure rate : clindamycin (14%)



Quel compagnon ?

ACIDE FUSIDIQUE ]

QOutcome of Debridement and Retention in Prosthetic Joint Infections
by Methicillin-Resistant Staphylococci, with Special Reference to
Rifampin and Fusidic Acid Combination Therapy

T. N. Peel,*® K. L. Buising,® M. M. Dowsey,”* C. A. Aboltins,® J. R. Daffy,® P. A. Stanley,® P. F. M. Choong"®

AAC 2012

A Randomized Study Evaluating Oral Fusidic Acid (CEM-
102) in Combination With Oral Rifampin Compared With
Standard-of-Care Antibiotics for Treatment of Prosthetic
Joint Infections: A Newly Identified Drug-Drug
Interaction

fichard Pushkin,' Maria 0. Iglesias-Ussel,"* Kam Keedy,' Chris MacLauchiin' Diane R Mould,® Richard Berkowitz,' St phan K
David Oidach,' and Prabha Femandes'

CID 2016
14 patients randomisés, 6 RMP-FUCI

[C] FUCI -45% a S6
3 échecs dans le groupe RMP-FUCI

(1 effet secondaires, 2 persistances infection)

British Journal of Clinical
Phamacology

Br | Clin Pharmacol (2017) 83 10391047 1039

BICP

Population pharmacokinetics of rifampicin in
adult patients with osteoarticular infections:
interaction with fusidic acid

Amélie Marsot™?, Amelie Ménard®, Julien Dupouey’?, Cedric Muziotti', Romain Guilhaumou'* and
Olivier Blin'?

Fusidic Ackd Plasma Concentration (pg/mL)

43 patients, dont 38 sous RMP - FUCI

9 échecs, dont 8 sous RMP - FUCI

4 échecs avec persistance du MRSA/MRCoNS
3 acquisition de résistance a RMP et FUCI

a0 Exgecied Fough concentamtian
{200 pagimiL ) for lading dose
1650 fmg twice daily and
180 mahlananos dose 825 iy
(1650 mg 1otal daty dose),
based on previous Phase 1
160 PH sy
140
120
100
80 —a— 11101
—— 11403
60
—— 1204
40 —— 10301
20 —o— 114-06
—a— 108-07
o
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Hospital Discharge Hospital Discharnge Wook 4 Wook &
Day 5 Day 7

Hours Post-AM Dose

Elévation des [C] de RMP
parfois supra-toxiques



Quel compagnon ?

Absence d’antagonisme

Bonne diffusion tissulaire

Mode d’action différent

Faible interaction avec la rifampicine

EN PRATIQUE : RIFAMPICINE + ...

1¢ choix :
- CIPROFLOXACINE (A-1) ou LEVOFLOXACINE (A-II)

2¢ choix :

- COTRIMOXAZOLE (A-Il)

- DOXYCYCLINE (B-11I)

- BETA-LACTAMINE anti-staphylococcique (C-lIl)

Pas d’acide fusidique
Pas de clindamycine ???




Rifampicine et IOA non staphylococciques




|OA streptococciques

Outcome of patients with streptococcal L
prosthetic joint infections with special
reference to rifampicin combinations

E Faus', M. Teca®, O, Robineay”, ). LoeTameys®, v B Samad®, M. Esenne’, M. frebourg”, W Blondisa”,
B Bunschweied, F. Dujadin®, E Belvand'”, C Loe 7, V. Canair', 1P, Canaselil © Huler”®, M. Valene”,

5 Mguyen”, F. Cason', H Migeud ™, and E Senneville™" an behdf of the G4 bone and joint infection study
droup I8 5]

Table 3 Outcome of 95 episodes of streptococcal prosthetic joint infections; univariate analysis

Variables Remission (n=67) Failure (n=28) p
Age > 70 years 35 (368 %) 11 (393 %) 25
=1 comorbidity 46 (68.7 %) 24 (857 %) 09
Total hip arthroplasty 40 (42.1 %) 10 (35.7 %) 03
Type of infection (sarly/delayed/late) 20 (298 %)/18 (209 %)/29 (43.3 %) 11 (393 %)/7 (25 %)/10 (35.7 %) 19
Fever 35 (368 %) 17 [B60.7 %) A5
CRP in mg/L, mean value+ 5D 1546+1219 072+1483 09
% agalactiae (group B streptococci) 27 (284 %) 10 (35.7 %) 68
Antibiotic treatment prior to admission 18 (189 %) 8 (286 %) B
Sinus tract 15 (158 %) 30107 %) 18
Concomitant bacteremia at the time of diagnosis 11 (164 %) 8 (2856 %) 18
DAIR 32 (337 %) 23 (821 %) 002
Primary arthroplasty 53 (79.1 %) 20 (714 %) 42
Hematogenous origin 10 (149 %) 8 (286 %) 12



|OA streptococciques

The Not-So-Good Prognosis of Streptococcal
Periprosthetic Joint Infection Managed by Implant
Retention: The Results of a Large Multicenter Study

Jaima Lora-Tamayo,"? Eric Senneville,? Alba Ribera,2*% Louis Bernard,>” Michel Dupon,? Valérie Zeller® Ho Kwong Lif Cédric Arviewx, ™"

Martin Clauss,"” llker Ugkay,” Dace Vigante,” Tristan Ferry," José Antonio Iribarren,” Trisha N. Peel,” Parham Sendi,”

Nina Gorigek Miksi¢," Dolors Rodriguaz-Pardo,*™ Maria Dolores del Taro,>™ Marta Femandez-Sampadro,™” Ulrike Dapunt.” Kaisa Huotari,.™
Joshua S. Davis,® Julian Palomino,™™ Danielle Neut,™ Benjamin M. Clark,™ Thomas Gottlieb,” Rihard Trab%a,” Alex Soriano,*™*

Alberto Bahamonde,™ Laura Guio,*= Alicia Rico,™ Mauro J. C. Salles,® M. José G. Pais, Natividad Benito,>* Malchor Riera, ™ Lucia Gomez,®
Craig A. Aboltins,*® Jaime Esteban,® Juan Pablo Horcajada,” Karina 0°Connell,** Matteo Ferrari,® Gabor Skaliczki,* Rafael San Juan,'*

Javier Cobo,>* Mar Sanchez-Somolines,** Antonio Ramos,” Efthymia Giannitsioti,” Alfredo Jover-Saenz,” Josu Mirena Baraia-Etcabum,™

José Maria Barbero,” Peter F. M. Choong,™ Nathalie Asseray,™ Séverine Ansart,”™ Gwendsl Le Moal,”™ Werner Zimmarli," and Javier Ariza™; for
the Group of ig for Strep | Prosthetic Joint Infection®

462 PII

34% S. agalactiae
Beta-lactamines +++
37% rifampicine

Echec (42.1%)
- PR 1.0
- Infection post-opératoire tardive

QU

BL + RMP > 3 sem

[Ty RMP >3 sem + autre que BL

- Bactériémie
Succes d
- Changement des pieces mobiles
- Rifampicine (0.98 / jour

dans les 30 premiers jours)
- Béta-lactamine > 3 sem

en monothérapie (0.48)

ou avec RMP (0.34) ap

L4

SCummulative likelihood of survival

Ni RMP ni BL > 3 sem

rEmEa R TR i pET e R R

LeBhZ3semsansRMP ...

2 4 8 B
Time zince the end of therapy (years)

p=0.250




|OA streptococciques

m ARTHROPLASTY

High failure rates in treatment of
streptococcal periprosthetic joint infection
RESULTS FROM A SEVEN-YEAR RETROSPECTIVE COHORT STUDY

Eﬂ]ﬂ'
E: = p=0.175
E 80 - !
1 1 11 | 1

E "
T

0
'..E e o= d e
T 407
B —— Without rifampin
F-y
= 207
B ==+ With rifampin
3
&
o ﬂ T I T I T | T I T

] 1 2 3 4

Time after revison surgery (yrs)

30 patients
40% S. agalactiae
10% RMP-based



|OA streptococciques

Rifampin-accompanied antibiotic regimens in the treatment
of prosthetic joint infections: a frequentist and Bayesian
meta-analysis of current evidence

Ozlem Aydin' - Pinar Ergen ' - Burak Ozturan” - Korhan Ozkan” - Ferhat Arslan ' - Haluk Vahaboglu ' (9

——%—— 4.05 [1.66; 9.88)

Streptococcus spp E
Fiaux_2016 20 43 8 52 5
Lora-Tamoyo_2017 45 210 16 108 T
Mahieu_2019 11 39 8 31 —
Fixed effect model 292 191 e
Random effects model <'dl::>-
4 '
:
Fixed effect model 531 600 <
Random effects model <>
Heterogeneity: I* = 23%, «* = 0.0789, p = 0.21 S J

Residual heterogeneity: I° = 27%, p = 0.18 02 05 1

2

1.47 [0.81; 2.68)
1.08 [0.41; 2.89)]
1.78 [1.15; 2.76)
1.84 [0.90; 3.76]

1.42 [1.08; 1.87)
1.40 [1.01; 1.94]



IOA a entérocoque

Journal of
Antimicrobial
Chemotherapy

J Antimicrob Chernother 2012; 67: 433-439
doi:10.1093/jac/dkr477 Advance Access publication 22 November 2011

Effectiveness of ciprofloxacin or linezolid in combination
with rifampicin against Enterococcus faecalis in biofilms

Anna Holmberg*, Matthias Mérgelin and Magnus Rasmussen

Bonne action anti-biofilm
+ LNZ ou CIP

Antibiotic/combination

MIC (ma/L),
median (range)

MBEC (mg/L),
mode (range)

Ampicillin
Anmpicillin/rifampicin
Vancomycin
Vancomycin/rifampicin
Linezolid
Linezolid/rifampicin
Ciprofloxacin
Ciprofloxacin/rifampicin
Rifampicin

0.5 (0.25-2)
2 (2-4)
1(0.5-2)
2 (1->16)

1(0.5-8)

256 (128-512)
V64 (32-256)
256 (256-512)
d 64 (32-256)
128 (64-256)
J 64 (32-64)
256 (256)
d 32 (16-32)
128 (64-128)




IOA a entérocoque

Journal of
J Antimicrob Chemother 2012; 67: 433439 Antimicrobial
doi:10.1093fjac/dkr477 Advance Access publication 22 Novernber 2011 Chemotherupy

Effectiveness of ciprofloxacin or linezolid in combination
with rifampicin against Enterococcus faecalis in biofilms

Anna Holmberg*, Matthias Mérgelin and Magnus Rasmussen

Bonne action anti-biofilm
+ LNZ ou CIP

Characteristics of prosthetic joint infections due to Enterococcus sp. and
predictors of failure: a multi-national study

E. Tornero', E. Senneville?, G. Euba’, S. Petersdorf’, D. Rodriguez-Pardc®, B. Lakatos®, M. C. Ferrari’, M. Pilares’,
A. Bahamonde®, R. Trebse'”, M. Benito'', L Sordi'?, M. D. del Torn", J. M. Baraiaetxaburu', A. Ramos'®, M. Riera'®,
A. Jover-Sdenz'”, |. Palomino'®, |. Ariza’ and A. Soriano' on behalf of the European Society Group of Infections on Artificial

Implants (ESGIAI)

Age of implant
at the moment Remission  Failure
of infection Type of antibiotic (%) (%) p value
<30 days Vancomycin 9 (36) 16 (64) 0.4]
Ampicillin 6 (40) 9 (60) |
Rifampin®® 12 (60) 8(40) 0.04
inoglycoside™ 3(30) 7 m)_ll'ﬁ_l
Linezolid 4 (80) | (20) 0.15
Daptomycin I I
>30 days Vancomycin 37 (65) 20 (35)  0.60
Ampicillin 30 (67) 15(33) 049
Rifampin® 35 (58) 25 (42) 03I
Aminoglycoside® 20 (54) 17 (46) 0.20
Linezolid 6 (46) 7(54) 022
Daptomycin 3 (43) 4(57) 042




IOA a Cutibacterium acnes

Cause fréquente de PJI (épaule)
Sensibilité a la RMP

Number

of isolates
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MIC (mg/L) rifampicin

Sécrétion d’adhésines, formation de biofilm
Sensibilité diminuée des souches en biofilm
MBEC RMP la plus faible in vitro

External auditory canal ++

nt

Volar forearm +/- W ; e
erdigital web space +/- +- Popliteal fossa
Hypothenar palm +/++ "
1guinal cr

Front Back

L ++ Occiput

Glabella ++

Alar crease +++/4++

)

+++ Retroauricular crease

—
Nare ++ /I——‘
Manubrium ++ Bsck
e 44 BaC
Axillary vault +/-
+/- Buttock
Antecubital fossa +/- r
kd

+/- Plantar heel

W Sebaceous gland rich region
| Dry areas
2 | ®m Moist area

Biofilm

Pin

... mais pas de synergie
in vitro (planctonique)

Antimicrobial combination Number (%) of isolates

Synergism Additive Indifference Antagonism

- . RI+PG 0 23 (42%) 32(58%) 0

Value (pg/ml)* RI+CM 0 0 55 (100%) 0
Parameter Rifampin Daptomycin Levofloxacin Vancomycin Clindamycin Penicillin G Ceftriaxone RI+MZ 0 13 (24%) 41(75%) 1(2%)
MIC 0.007 1 1 1 0.125 0.03 0.25 RI+FU 0 8(15%) 44 (80%) 3 (5%)
MBC 4 4 2 8 512 16 32 RI-DC 0 4(7%)  49(89%) 2 (4%)
MBC/MIC ratio 4 2 8 4,006 5,333 128 RI+-MX 0 10 (18%) 44 (80%) 1(2%)
MBEC ‘ 16 ’ 64 512 512 128 32 64 RI+LZ 0 7(13%) 46 (87%) 2 (4%)

.

Furustrand et al. AAC 2012

Khassebaf et al. Anaerobe 2014



IOA a Cutibacterium acnes

BAAC 2012

Role of Rifampin against Propionibacterium acnes Biofilm In Vitro
and in an Experimental Foreign-Body Infection Model

Ulrika Furustrand Tafin,* Stéphane Corvec,*" Bertrand Betrisey,” Wemer Zimmeri," and Andrej Trampuz®
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Treatment regimens

Pas d’évaluation BL + RMP



IOA a Cutibacterium acnes

Characteristics and Treatment Outcomes of Etude rétrospective
Propionibacterium acnes Prosthetic Shoulder Infections 24 PJI épaule
in Adults 15 sous RMP
Damani A. Figgot."* Yvonne M. Higgins,' Michael T. Melia,' Brandon Blis.® Karen C. Carroll,' Edward G. McFarland® and Paul G. Auwaerter'
OFID 2015
Total Treated Favorable Outcome®
Treatment No. (%) Mo. (%)
Type of treatment*
Antibiotic therapy only 7 {253]':1 4 (67)
Antibiotic therapy + surgery 14 (58) 10 (71)
Surgical type*
1-stage exchange 4 (27)° 3 (75)
2-stage exchange 7 (47) 6 (B6)
Rifampin therapy*
Yes 15 (71) 11 (73)
P=0.61
No 5 (24) 3 (60)
N

mais 40% d’arrét prématuré de RMP / effets secondaires
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60 Acta Orthopaedica 2016; 87 (1): 60-66

Treatment of prosthetic joint infections due to Propionibac-
terium

Similar results in 60 patients treated with and without rifampicin

Anouk M E JACOBS 1, Miranda L VAN HOOFF 2, Jacques F MEIS 34, Fidel VOS 5, and Jon H M GOOSEN 1

Etude rétrospective
60 patients avec PJI
39 sous RMP

vs.21 sans RMP

Characteristic Rifampicin Mo rifampicin  Total group p-value
(n=39) (n=21) (n = 60)
Failures
1-year follow-up 2139 2121 4760 0.7
2-year follow-up 4/23 3M13 7136 0.6
Survival, median (range), months 19 (0.149) 230247 21 (0.1-49) 09
Type of failure
Relapse @ 2 2 4 0.4
Reinfection P 2 1 3 0.5
1 -
—\_um]

0.75 7

+ clinda (n=33)
+ téico (n=6)

0.50
0.257
— Rifampicin = No
— Rifampicin = Yes
O -
T T T T T T
0 10 20 30 40 50

Months after index surgery
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Synthese

I v IOA a S. aureus [ matériel traitées par DAIR ... avec FQ

rifampicine

/ SENSIBILITE IN VITRO

o
/ DIFFUSION TISSULAIRE
: : SCN
/ ACTION « ANTI-BIOFILM » (et intracellulaire)
/ TOLERANCE POSOLOGIE OPTIMALE
TIMING

/ ETUDES CLINIQUES
IOA sans MATERIEL

Autres Gram +



