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Au cours des IOA

• Peu d’essai thérapeutique
• Nombreuses molécules non évaluées
• Intérêt de molécules hors AMM (spectre, profil de 

tolérance, activité anti-biofilm)
– Lévofloxacine, moxifloxacine
– Daptomycine, Dalbavancine
– Béta-lactamines de dernière génération
– Linézolide, tédizolide



Prescription « hors AMM »

• S’assurer de l’absence d’alternatives
• Connaître les éléments de la littérature 

permettant de justifier chaque choix
– Molécule
– Voie d’administration
– Dose
– Interactions médicamenteuses

• Informer le patient
• Exposition à des effets indésirables 

attendus et non attendus

HORS
AMM
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AMM

HORS
AMM

HORS
AMM



Ertapénème (Invanz®)

• Large spectre 
– Gram-positifs

• Pneumocoques
• Staphylocoques
• Streptocoques
• Inactif sur les entérocoques

– Gram négatifs
• Haemophilus influenzae
• Entérobactéries

– y compris BLSE
– y compris céphalosporinase déréprimée

• Inactifs sur :
– P. aeruginosa
– Acinetobacter spp.
– Stenotrophomonas maltophilia

– Anaérobies

AMM
1g/j par voie IV

Infections intra-abdominales.

Pneumonies communautaires.

Infections gynécologiques aiguës.

Infections de la peau et des tissus 
mous du pied chez le diabétique



1g/24h, 6 patients de réanimation
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Echecs !
Lee et al. Int J Infect Dis 2010
Elliott et al. Clin Infect Dis 2006
Skurnik et al. J Med Microbiol 2010 
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Sérum

Os

1g 2x/j
IV ou SC
80-100%
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50cc sérum physiologique
Injection SC lente
chez un patient n’ayant pas 

d’anticoagulation curative

Pas d’injection
SC directe

Ertapénème (invanz®

Hors AMM

T. Ferry

T. Ferry



10C0 Cmax C6h

P=0.007 P=0.007

P=0.191

IV

SC

IV

SC

17 patients

Durée moyenne de 
3 mois

Plus de 1000 
injections SC

t1/2 estimée à
5,9h (IQR 5,1-7,6)
3,8 h pour 1g IV 1x/j



Journal of Antimicrobial Therapy 2017



Daptomycine et os

Chirouze et al. ICAAC 2011 A1-1745

• Forte liaison protéique (90%)
• Seule la forme libre pénètre dans 
l’intertitium du tissu osseux
• Faible pénétration ratio os/sérum 0.1

Landersdorfer Clin Pharmacokinet 2009

13 volontaires sains

8 mg/kg
1 injection H+7

Données PK

J Antimicrob Chemother 2010
6 mg/kg

Au plateau

Ratio
0.04

Ratio
0.06



BMC Infectious Diseases 2016
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43 patients (61±17 years) received daptomycin
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– Most patients had chronic implant-associated BJI
– Criteria for complexity: 

• Intolerance to a first line antimicrobial therapy in 42 patients (98%) 
• Relapsing BJI for 27 (62%) patients

– Microbiology:
• Coagulase-negative staphylococci in 32 patients (74%)
• S. aureus in 11 patients (26%)
• P. acnes in 8 patients (19%)

– Daptomycin was mainly used in combination for 
targeting the Gram-positive isolate

• Fosfomycin in 15 patients [35%]
• Rifampin in 9 patients [21%]
• Clindamycin in 5 patients [12%]) 



Serious adverse events leading to 
daptomycin discontinuation

Patient Dose 
(mg/kg/d)

Associated 
antibiotic

Serious adverse event SAE onset 
(days)

Cmin at SAE 
onset (mg/L) 

1 9 Rifampin Neutropenia 73 -
2 7 Rifampin Pneumonia

Hypereosinophilia
92 -

3 8 Rifampin Eosinophilic pneumonia, 
Hypereosinophilia, 
Rhabdomyolysis

6 134

4 9 None Eosinophilic pneumonia, 
Hypereosinophilia

23 38

5 8 Linezolid Acute renal failure 8 -

Overdose
???



Efficacy

• Treatment failure: 
– Occurred in 9 patients (23%, all with implant-associated BJI)
– during a prolonged follow-up (mean 387 days)



Variable N (%) unadjusted HR (95% CI) p value

Age (per 10 years) - 1.89 (1.03-3.47) 0.041
Male sex 23 (59) 1.48 (0.25-1.48) 0.245
Obesity 12 (31) 1.06 (0.93-1.06) 0.932
ASA score - 1.11 (0.79-1.11) 0.787
Smoking 13 (33) 0.91 (0.23-3.65) 0.896
Implant associated BJI 33 (85) 27.8 (0.02-40422.69) 0.371
Chronic BJI 5 (13) 1.15 (0.14-9.22) 0.894
Fistula 14 (36) 2.94 (0.60-14.43) 0.185
Relapsing BJI 15 (63) 5.50 (0.69-44.02) 0.108
S. aureus 11 (28) 0.59 (0.12-2.89) 0.517
No or non-optimal surgery 15 (38) 3.63 (0.91-14.73) 0.068
Previous treatment with glycopeptides 34 (87) 25.47 (0.01-142518.48) 0.462
Glycopeptide-resistant isolate 20 (51) 2.965 (0.70-12.58) 0.141
Daptomycin ≤ 8 mg/kg/d 26 (67) 0.676 (0.18-2.55) 0.563
Daptomycin discontinuation for SAE 5 (12) 4.680 (1.14-19.17) 0.032

Risk-factors for treatment failure
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Risk-factors for treatment failure
Variable N (%) unadjusted HR (95% CI) p value

Age (per 10 years) - 1.89 (1.03-3.47) 0.041
Male sex 23 (59) 1.48 (0.25-1.48) 0.245
Obesity 12 (31) 1.06 (0.93-1.06) 0.932
ASA score - 1.11 (0.79-1.11) 0.787
Smoking 13 (33) 0.91 (0.23-3.65) 0.896
Implant associated BJI 33 (85) 27.8 (0.02-40422.69) 0.371
Chronic BJI 5 (13) 1.15 (0.14-9.22) 0.894
Fistula 14 (36) 2.94 (0.60-14.43) 0.185
Relapsing BJI 15 (63) 5.50 (0.69-44.02) 0.108
S. aureus 11 (28) 0.59 (0.12-2.89) 0.517
No or non-Optimal surgery 15 (38) 3.63 (0.91-14.73) 0.068
Previous treatment with glycopeptides 34 (87) 25.47 (0.01-142518.48) 0.462
Glycopeptide-resistant isolate 20 (51) 2.965 (0.70-12.58) 0.141
Daptomycin ≤ 8 mg/kg/d 26 (67) 0.676 (0.18-2.55) 0.563
Daptomycin discontinuation for SAE 5 (12) 4.680 (1.14-19.17) 0.032



Risk-factors for treatment failure
Variable N (%) unadjusted HR (95% CI) p value

Age (per 10 years) - 1.89 (1.03-3.47) 0.041
Male sex 23 (59) 1.48 (0.25-1.48) 0.245
Obesity 12 (31) 1.06 (0.93-1.06) 0.932
ASA score - 1.11 (0.79-1.11) 0.787
Smoking 13 (33) 0.91 (0.23-3.65) 0.896
Implant associated BJI 33 (85) 27.8 (0.02-40422.69) 0.371
Chronic BJI 5 (13) 1.15 (0.14-9.22) 0.894
Fistula 14 (36) 2.94 (0.60-14.43) 0.185
Relapsing BJI 15 (63) 5.50 (0.69-44.02) 0.108
S. aureus 11 (28) 0.59 (0.12-2.89) 0.517
No or non-Optimal surgery 15 (38) 3.63 (0.91-14.73) 0.068
Previous treatment with glycopeptides 34 (87) 25.47 (0.01-142518.48) 0.462
Glycopeptide-resistant isolate 20 (51) 2.965 (0.70-12.58) 0.141
Daptomycin ≤ 8 mg/kg/d 26 (67) 0.676 (0.18-2.55) 0.563
Daptomycin discontinuation for SAE 5 (12) 4.680 (1.14-19.17) 0.032



Clinical Infectious Diseases 2010;50(12):1568–1574

Objectifs TDM daptomycine ?
T0 (résiduelle) < 24 mg/L
Tmax (pic) > 60 mg/L



IOA complexe

Faut-il faire du TDM de la daptomycine

Tolérance / efficacité ?



H Clairance > F

Génériqué en 2018



JAC 2018



JAC 2018



• Daptomycin central volume of distribution (V1) was 
allometrically scaled to body weight and was 25% lower in 
patients with homozygous CGC ABCB1 haplotype than 
in patients with any other genotype

• Simulations performed with the model showed that sex and 
P-gp haplotype may influence the probability of target 
attainment for high MIC values, 

JAC 2018



Daptomycin 
dosage

Sex / ABCB1 
haplotype

Cmax 
(mg/L)

Cmin 
(mg/L)

AUC (mg.h/L)
PTA fAUC/CMI 

≥ 66 
PTA fCmax/CMI 

≥ 12 
PTA Cmin ≥ 
24.3 mg/L 

6 mg/kg

F / other 55.1 ± 8.5 16.9 ± 5.9 735 ± 159 0.626 0 0.11

M / other 49.9 ± 7.7 12.1 ± 4.9 601 ± 133 0.278 0 0.017

F / CGC 63.0 ± 9.5 14.9 ± 5.9 740 ± 164 0.63 0 0.079

M / CGC 57.7 ± 8.7 10.3 ± 4.7 603 ± 135 0.281 0 0.012

8 mg/kg

F / other 73.4 ± 11.4 22.5 ± 7.9 980 ± 212 0.967 0.002 0.365

M / other 66.6 ± 10.3 16.1 ± 6.5 801 ± 178 0.761 0.001 0.112

F / CGC 83.9 ± 12.6 19.9 ± 7.9 987 ± 219 0.968 0.016 0.256

M / CGC 76.9 ± 11.6 13.8 ± 6.2 804 ± 181 0.763 0.006 0.063

10 mg/kg

F / other 91.8 ± 14.2 28.1 ± 9.9 1225 ± 265 0.998 0.03 0.611

M / other 83.2 ± 12.9 20.1 ± 8.1 1001 ± 222 0.972 0.01 0.264

F / CGC
104.9 ±

15.8
24.9 ± 9.9 1233 ± 273 0.998 0.239 0.465

M / CGC 96.2 ± 14.5 17.2 ± 7.8 1005 ± 226 0.972 0.142 0.17

JAC 2018







Xydalba®

Xydalba®

Dalbavancine (Xydalba®)



• Comprimé à 200 mg/j
• « La dose recommandée est de 200 mg 

une fois par jour pendant 6 jours » 
• Indication : infection peau et des tissus 

mous

Tédizolide (Sivextro®)







Conclusion

• Pratique fréquente
• Responsabilité du prescripteur
• Nécessité de validation en RCP
• Les antibiothérapies hors AMM apparaissent dans les 

recommandations
• Importance de ce que la recherche apporte dans la 

pratique et l’évaluation de l’exposition
• Coût important
• Importance des génériques
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