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81 Carba-R Enterobacteriaceae isolates

Livermore

R Enterobacteriaceae isolates

Livermore et al. International Journal of Antimicrobial Agents (2011) 

Ciprofloxacine
Nitrofurantoine



Li et al. The Lancet (2006) 





Berjen et al. Curr Opin Pharmacol. (2011) 



PlachourasPlachouras et al. Antimicrobial Agents and Chemotherapy (2009)



Plachouras et al. Antimicrobial Agents and Chemotherapy (2009)



Plachouras

PYO

CMI 50

Plachouras et al. Antimicrobial Agents and Chemotherapy (2009)

KP

ABB



CMS dosage:
 Loading dose of 300 mg CBA (≈ 9 million IU) 
 The first maintenance dose 12–24 hours The first maintenance dose 12–24 hours
A daily dose of 300–360 mg CBA (≈ 9

infused over 0.5–1 hour at 12-hour intervals. 

Polymiyxin B dosage:
 Loading dose of 2.0–2.5 mg/kg (≈ 20–
Daily dose: 1.25–1.5 mg/kg (≈ 12,500

9 million IU) infused over 0.5–1 hour
hours later.

Tsuji et al. Pharmacotherapy (2019)

hours later.
360 mg CBA (≈ 9–11 million IU), divided into two and 

hour intervals. 

–25,000 IU/kg) over 1 hour.
1.5 mg/kg (≈ 12,500–15,000 IU/kg) / 12h over 1 hour infusion



The worldwide dissemination of the The worldwide dissemination of the mcr gene in Pseudomonas spp

Khuntayaporn et al. Frontiers (2022)



The worldwide dissemination of the The worldwide dissemination of the mcr gene in Acinetobacter spp

Khuntayaporn et al. Frontiers (2022)



Retrospective analysis

Nov 2010 to Dec 2014

Teaching hospital (Rome-Italy)Teaching hospital (Rome-Italy)

111 ICU patients

KPC-Kp infection and septic shock 

Falcone et al. Clin Mirobiol Infect (2016)



Cox regression analysis of factors associated with deathCox regression analysis of factors associated with death

Falcone et al. Clin Mirobiol Infect (2016)



Str Commune aux cyclines

Groupe t-butylglycyclamide

Supérieure à celle
Des tétracyclines

Tigecycline Chopra et al. Curr Opin in Pharmacology (2001)
Bauer et al. J Antimicrob Chemother (2004)

Affinité 5 X
Supérieure à celle
Des tétracyclines



• Spectre d’activité large :
Quasi-totalité des CG+ 
Grande majorité des BGN dont 88 % des EPC / ABB

• Pseudomonas aeruginosa : résistance naturellePseudomonas aeruginosa : résistance naturelle
• Pas d’utilisation si existence d’une alternative efficace 
• Pas de traitement probabiliste (CMI nécessaire)
• Dans le cadre des EPC, prescription :
en association (colistine et/ou carbapénèmes)
à forte posologie (200 mg puis 100 mg/12 h

Grande majorité des BGN dont 88 % des EPC / ABB
résistance naturelle

Gauzit et al. Med Intensive Réa (2017)

résistance naturelle
si existence d’une alternative efficace 

(CMI nécessaire)

en association (colistine et/ou carbapénèmes)
à forte posologie (200 mg puis 100 mg/12 h



ICU Sepsis
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Double Carbapenem
- DCC - DCC 

Carbapenem Combination
DCC -DCC -

KPC-KP



Membrane externe

Ertapenem

Ertapenem – BL complexErtapenem – BL complex

2nd Carbapenem (free)

Phospholipides

Doripenem
Meropenem

Β-lactamase

Phospholipides

Protéines de liaison



Control

Erta Dori
Erta + Dori

CatharineCatharine et al. Antimicrobial Agents and Chemotherapy (2011)



 90 patients with CRE infection
 DCT vs. other regimens
 Clinical improvement: 65,6% Clinical improvement: 65,6%
 Microbiological improvement: 70%
 Clinical and microbiological responses : idem 
 DCT: lower mortality (OR = 0.44, 95% CI = 0.24
 Ertapenem: the most reported ATB in DCT regimens

90 patients with CRE infection

Li et al. BMC Infectious Diseases (2020) 

Microbiological improvement: 70%
Clinical and microbiological responses : idem 
DCT: lower mortality (OR = 0.44, 95% CI = 0.24–0.82, P = 0.009) 
Ertapenem: the most reported ATB in DCT regimens



Imipénème/cilastatine/relebactam

Méropénème/vaborbactam

K pneumoniae

Ceftazidime/avibactam

Céfidérocol

Méropénème/vaborbactam

pneumoniae A baumaniiP aeruginosa



Conclusion

• TTT of DTT bacteria:
Knowledge of the unit / hospital epidemiolgy
Knowledge of the resistance enzyme / CMI of the causal 
Combination based therapy containingCombination based therapy containing
Loading dose colistin
New molecules !

• Prevention strategy
• Inoculum reduction
• PK/PD

epidemiolgy
enzyme / CMI of the causal bacteria
containing colistincontaining colistin


