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Avons-nous une durée de
traitement standardisée ?
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Rationnel scientifique
pour la durée de traitement des

infections ostéo-articulaires




Problématique (1)
Différents types d’infection

Infections:
-sur materiel

-pied diabetique
-pseudarthrose
-spondylodiscite
-osteomyelite metaphysaire




Problématique (2)
Différents types de chirurgi
Inoculum:
-drainage ?

Matériel:
-différents types
-ablation ou non / changement (1T, 2T)

Antibiotiques locaux:
-ciments
-billes




Expérimentation animale (1)

Travaux de cw NORDEN (1980-1990):

Ostéomyelite tibiale du lapin blanc a S. dore
-Injection de S. aureus
-puis a J14 : administration d’antibiotique
-pour une duree variable J14 ou J28
-evaluation J70: culture tibia: S. aureus + ou -




Expérimentation animale (2)

Table 2. Results of treatment with ciprofloxacin and tobramycin for experimental osteomyelitis caused by
P. geruginosa in rabbits.

Rabhits (%) on day 70 with

Duration of Mo, of Severity Positive
Antibiotic* therapy (days) animals surviving’ of disease? Sequestra bone culture
None e 17 24 = 0.8 35 o4
Tobramycin 28 18 2.2 £ 0.7 28 94
Ciprofloxacin 14 17 2.1 £ 0.8 18 39
28 18 1.6 = 0.7 & 6

Table 2. Results of treatment with clindamycin for ex-
perimental osteomyelitis due to S. gureus in rabbits.

Clindamycine

Rabbits with

positive
Duration : Severity culture of bone
_ of therapy No. of of on day
Antibiotic (days) animals* disease 70 (%)
None . 20 2.8 £ 0.3 95
Clindamycin 14 18 1.9 + 0.8 78
Clindamycin 28 20 2.0 +

0.8 16




Expérimentation animale (3)

Vancomycine-rifampicine

Table 3. Results of treatment with rifampin and vancomycin alone and in combination for experimental
osteomyelitis due to Staphylococcus aureus 1n rabbits.

Rabbits with positive
Duration of No. of Severity of  Rabbits with sequestra = bone culture on
Antibiotic(s)* therapy (days) animalst diseasel on day 70 (%) day 70 (%)

None .. 23 2.8
Rifampin 14 20 2.1
Rifampin. 28 21
Vancomycin 14 20
Vancomycin 28 22
Rifampin plus vancomycin 14 19
Rifampin plus vancomycin 28 20

83 100
40 70
33 43
60 95
59 91
11 16
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Expérimentation animale (2)

Triméthoprime-rifampicine

TaBLE 2. Results of treatment with rifampin and trimethoprim alone and in combination for experimental
osteomyelitis due to S. aureus in rabbits

Rabbits (%)
with positive
bone culture on
day 70

None 28+ 04 B0 100
Trimethoprim 24 £ 0.7 45 95
Trimethoprim 2507 40 95
Rifampin 2.3 £ 0.7 40
Rifampin + 2.1+ 1.0 25

trimethoprim
Rifampin + 21x08 20

trimethoprim
Rifampin + 20x 1.0 20

trimethoprim

HRabbits (%)

— Duration of . 5 . . . X
Antibiotic therapy (days) No. of animals Severity of disease mtﬁl:isﬂ;%tu




S. aureus intra ostéoblastique = résistance
aux antibiotiques (rifampicine

JL Ellington, J. of Ortho Research 2006 ; 24 : 87-93

» Modele in vitro/ ostéomyélite chronique

— Ostéoblastes + S. aureus

— Lavage + gentamicine (destruction S.a. extra
cellulaire)

— Ajout rifampicine a TO, T12




Rifampin - Human Osteoblasts
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..aureus extracellulaire S.aureus intra-ostéoblastique




La realité clinique

2 exemples

-Infection sur Prothese Ostéo-Articulaire (1PoA)

-Spondylodiscite




IPOA

Infection
sur
Prothese Ostéo-Articulaire




e NEW ENGLAND
JOURNALof MEDICINE

THE MEW ENGLAND JOURNAL OF MEDICINE an 29 1970
b)

MEDICAL PROGRESS

OSTEOMYELITIS: A REVIEW OF CLINICAL FEATURES, THERAPEUTIC
COMSIDERATIONS AND UNUSUAL ASPECTS (Second of Three Parts)®

Frawcis A. WarovoceL, M.D., GEraLp MeporFr, M.D., anp MorTon N. Swartz, M.IL

Résultats du traitement de 82 cas d’ « ostéomyeélite » (2 cas d’IPOA)

en fonction du traitement INTENSIF :

> 2 semaines de penicilline haute dose (6 mU/j)

Et il faut toujours traiter le S.aureus



& ™ NEW ENGLAND

5%,

%% JOURNALof MEDICINE

(STEOMYELITIS

DamieL P. Lew, M.D., anp Francis A, Warlowvocer, M.D.

TEEATMENT
Basic Principles
Early antibiotic treatment, before extensme de-
struction of bone or necrosis, produces the best re-

sults and must be administered parenterally tor at
least four — and usunally six — weeks to achieve an

acceptable rate of cure (Table 2. To reduce costs,

April 3, 1997

CURRENT CONCEPTS

Prosthetic-Joint Infections

Antimicrobial treatment 1s administered for a total
of three months in the case of hip replacement and
six months in the case of knee replacement, In in-

October 14, 2004




Clinical

[nfectious
) CID 2008:46 (15 April
Dlsea.sges ( pril)

. [Treatment of Joint Prosthesis Infection in Accordance

Antirnicrobial treatrment category

(1) Adequate (total duration of =3 maonths, duration of therapy administered intravenously =2 weeks
use of agent-appropnate drugs according to susceptibility testing and clinical studies, use of antibiot-

ics with efficacy against surface-adhering bactena, if possiblel, (2) partially adequate (duration of at

least 2 but <3 months and/or <2 weeks of therapy administered intravenously), (3 inadequate {anti-
rmicrobial treatrment not corresponding to the above or no antimicrobial treatment) [3]




IPOA: Revue de la littérature (1)

- Criteres de sélection :
- Pubmed

- Infection sur prothese hanche, genou

- Nature du geste chirurgical
- Dureée précisee avec arrét de I’antibiotherapie

- Suivi > 1 an




IPOA : Revue de la littérature (2)

20 Articles:
- Aucune etude prospective de duree

- de 15 a 186 patients par etude (total n=1196)
- 12 études avec duree 6s

- 2 etu
- 5 étu

-1 étu

des avec durée 3 mois
des avec durée variable 6s a 6 mois
de avec durée variable <a >6 mois




IPOA : Revue de la littérature (3)

Efficacite:
- entre 67/% et 100%
- majorite des etudes entre 85% et 95%

-1 étude : 67%

malgré une duree 18 s

malis multiples reprises

- difficiles a interpreter car differentes
stratégies chirurgicales




IPOA : Revue de la littérature (4)

Symposium SOFCOT 2002
- 535 patients-Inf prothese de hanche
- 19,6%: lavage-maintien

- 15,2%: resection
-41,5% : changement 2T
- 23,7% : changement 1T

RCO 2002,88



IPOA : Revue de la littérature (3)

Symposium SOFCOT 2002
- Succes plus important si Antibiothérapie adaptee

- 89% vs 69% surtout si cocci G(+)

-Pas d’influence de la durée de I’antibiothéerapie
- tendance a plus d’échec dans les traitements
prolongeés (45>% si 150 j) mais biais
- Influence de la rifampicine ?

RCO 2002,88



IPOA : Revue de la littérature (4)

Influence de la durée de I"antibiothérapie-
Changementen 2T
- Etude retrospective
- 38 patients
- Prothese de genou
- duree variable 6a 12 s

- Pas d’influence de la duree de I’antibiothérapie




IPOA : Revue de la littérature (5)

Outcome -Infection sur PTgenou
- Etude retrospective

- 40 patients

- Prothese de genou

- durée variable < 6 mois a > 6 mois

- Pas d’influence de la durée de I’antibiothérapie

- Succes plus important si Antibiothérapie adaptee
94% vs 60%




Spondylodiscite



Spondylodiscite: Revue de la littérature (1)

Influence de la durée de I"antibiothérapie-
- Etude retrospective
- 91 patients évaluables
- duree variable 6s (36 pts) versus > 6s (84pts)
- Pas d’influence de la durée de I’antibiothérapie
- Rechutes plus frequentes si
- corticothérapie/Polyarthrite r.
- endocardite/ taux eleve de CRP
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IV ou Per Os (1)

Vertebral Osteomyelitis: Long-Term Outcome
for 253 Patients from 7 Cleveland-Area Hospitals

Martin C. McHenry,' Kirk A. Easley,” and Geri A. Locker
Departments of 'Infectious Diseases and Biostatistics and 2Epidemiology, The Cleveland Clinic Foundation, Ohio

Table 3. Outcome, according to specific antimicrobial drug therapy (SAMDT) received, for 255 episodes
of vertebral osteomyelitis (VO) in 253 patients.

Relapse
Qualified preceding
Death recovery  Recovery SAMDT®
Group Therapy (hn=29 (nh=280 (h=146) (nh = 36)
1 =4 \Weeks of parenteral SAMDT plus concomi-
tant or subsequent oral SAMDT®® 16 62 118 27  /19%
2 <4 \Weeks of parenteral SAMDT plus oral SAMDT
for a combined total of =4 weeks 0 10 15 4 | 14%
=4 Weeks of oral SAMDT 2 115%
<4 \Weeks of SAMDT 13¢ 3 \72%
5 Duration of therapy unknown or uncertain 0 1 3 0




IV ou Per Os (2)

IPOA «algues » avec maintien de I"implant

- Sulvi de 39 patients: 30 traités per os, 9 en IV
- Levofloxacine 500 mg + rifampicine 450 mg/j
- duree moyenne: 2,7 mois

Table 2. Patient outcome according to antimicrobial treatment

Mean duration (SD) No. cured/No. evaluable®

Antimicrobial in months

Lev + Rit 25 (1.1)
Clin + Rit 3(1.3)
Tei {(alone or in combination) 2.8 (1)
Other regimens 25 (0.7)
Total

Soriano, CMI;12: 9 Sept 2006



Comparaison traitermnent/ostéomyelites a S. doré

36 patients 36 patients
IV > 4s I\ puls per os

IV group Switch group
(N = 36), N (%) (N = 36), N (%)

MSSA 17 (47) 18 (50)

MESA 19 (53) 18 (30)

IV duration (median) (days) 437 14

Oral duration 21 437
(median) (days)

Total duration 6O 56

(median) (days)
Daver, J of Inf. 2007;54:39-44




Table 3 QOutcomes for methicillin-sensitive Staphyiococ-
cus aureus (M554) oteomyelitis by treatment groups and an-
tibiotic regimens

Treatment Therapies Cured Relapsed %
group given (N) (N] Cured

Y 12 4 75°
'V only 4 2 67
IV with orals 8 2 20

z

1

1

Switch 17
Rifampin based 10
Other oral therapies 7

89
91
88

* P =0.26 comparing IV to switch group outcomes for MSSA.
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