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Expertises ponctuelles Menarini
Orateur reunion scientifique Gilead, MSD, Pfizer
« Boards scientifiques » Basilea, MSD, Sanofi
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Transplantation, Paris 7)

« Chairman » DMC Medimmune (AstraZeneca)
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- Enzymes, toxines

- Systemes de transport
- Mobilite

- Adheésion

- Quorum sensing

2) Résistance naturelle et aco

uise aux antibiotiques:

3) Associ ®e aux comor bi di

procédures invasives
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Global Prospective Epidemiologic and Critical Care Medicine- "L
Surveillance Study of Ventilator-Associated e
Pneumonia due to Pseudomonas aeruginosa*

Marin H. Kollef, MD'; Jean Chastre, MD?; Jean-Yves Fagon, MD?; Bruno Francois, MD?*

Michael S. Niederman, MD, MACP, FCCP, FCCM?>%; Jordi Rello, MD, PhD7?; Antoni Torres, MD?;
Jean-Louis Vincent, MD, PhD?; Richard G. Wunderink, MD, FACP, FCCP'; Kerry W. Go, PhD";

Christine Rehm, MD, MBA, FAAP!! (Crit Care Med 2014; 42:2178-2187)
United States
VAP: 13.5% (68/502)
Pa-VAP: 3.4% (17/502) St
VAP: 19.4% (96/495)
Pa -VAP: 4.8% (24/495)
0 0 Asia Pacific
25 A) 25 A) VAP: 16.0% (60/376)
Pa -VAP: 3.2% (12/376)
0
Latin America 20%
VAP: 13.8% (69/500)
Pa -VAP: 4.6% (23/500)
33%
Global
VAP: 15.6% (293/1,873)
Pa-VAP: 4.1% (76/1,873)
26%
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Number of patients

Pseudomonas aeruginosa
Ventilator-associated Pneumonia
Predictive Factors of Treatment Failure

314 patients, a J14: 112 échecs (36%) dont 76 déeces, 35
vivants avec récidive, 1 déces avec récidive
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Days since first PA-VAP episode

Planquette Bet al.

Am | Respir Crit Care Med Vol 188, Iss. 1, pp 69-76, Jul 1, 2013
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Les progres therapeutiqug$): faire
bien avec ce dont on dispose

IDAnti bi ot h®r api e doembl| ®e
microbiologie antérieure, ED, tests rapides actuels et

futurs)
2) Optimisation du PK-PD des antibiotiques car
P.aeruginosanoest pas, natur el

« sensible »

CMI de ceftazidime: 10-100 fois > celles de CTX/CRO
sur E.coli « sauvage »



Infection Control

Hospital Epidemiology

Facteurs de risque de mortalité: 339 PAVM a P.aeruginosa

ATB initiale NA 2,86 1,40-2,45 0,026
Vasopresseurs 2,04 1,54-2,70 0,01
Charslon (/y1point) 1,14 1,08-1,20 0,018
Bacteriemie 3,72 2,49-5,5 0,001

ST Micek et al 2015



P. aeruginosd®acteremia:
D30mortality (99 pts)

Initial antibiotic therapy

HR 1C95% P
Adequate combination 1
Adequate monotherapy 3,7 1,0-14,1 0,05
Inadequate therapy 5,0 1,2-20,4 0,02

Chamot et al. AAC 2003: 47: 2757




Outcomes of Appropriate Empiric
Combination versus Monotherapy for
Pseudomonas aeruginosa Bacteremia

Dana R. Bowers, Yi-Xin Liew, David C. Lye, Andrea L. Kwa,
Li-Yang Hsu and Vincent H. Tam
Antimicrob. Agents Chemother. 2013, 57(3):1270. DOI:
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DALI: Defining Antibiotic Levels in Intensive
Care Unit Patients: Are Current B-Lactam
Antibiotic Doses Sufficient for Critically Il

Patients? This issue is
Jason A. Roberts,"? Sanm;lr K. Paul,®® Murat Akova,’ Matteo Bassetti,® Jan J. [ CID 2014:38 (15 Apl_.ﬂ} ¢ 1075 eSpeCIa”y relevant
Kirsi-Maija Kauknnen Despnlna Koulenti,'® Claude Martin,'®"! Phlllppe Mnntra'.rers Jordi Rello," I
Andrew Rhodes," Therese Starr,? Steven C. Wallis,' and Jeffrey Llpman ; for the DALI Study® for IeSS Susceptlble
pathogens
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You need the MIC and a rapid method for measuring b-lactam
serum concentrations



AAC April 2015 Volume 59 MNumber 4

Journals.ASMorg

Lung Concentrations of Ceftazidime Administered by Continuous
versus Intermittent Infusion in Patients with Ventilator-Associated
Pneumonia
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60 mg/kg/j apres DC de 20 mg/kg
Cousson J et al.



J Antimicrob Chemother 2016; 71: 1386-1394
doi:10.1093/jac/dkv491 Advance Access publication 31 January 2016

Journal of
Antimicrobial
Chemotherapy

A high-dose aminoglycoside regimen combined with renal replacement
therapy for the treatment of MDR pathogens: a proof-of-concept study

Table 3. Characteristics of aminoglycoside dosing

Brasseur A, et al.

Initial dose Maximal daily dose Initial peak MNumber of patients with optimal
Drug (ma/kg) (mag/kg) (mag/L) Cpea/MIC on day 1 Total dose (mg)
Amikacin (n=11) 29 (25-37) 29 (26-67) 77 (66-89) 8 22500 (14250-37 875)
Gentamidn (n=3) 11 (10-18) 13 (11-18) 27 (21-39) 2 14400 (7900-16800)
Tobramycin (n=1) 16 20 15 0 12480

25 A

Coeak/MIC ratio

15 patients (11 avec
Infection a P. aeruginosa)
Duree mediane AG: 13|
Réponse clinique: 8
Eradication: 3, colonisation
persistante: 5
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Les progres thérapeutigues (2)

gl Novel Antibiotics

il Potentiators/Adjuvants

Pseudomonas aeruginosa

Wagner S, et al J M&hem2015



Acquiredresistancan P. aeruginosaa
combinationof mechanisms

b-lactams ampC PASE, OXA, ESBL,
Hyperefflux, oprD2 carbapenemases (MBL)
Aminogycosides Hyperefflux AME (AAC, ANT)

Ribosomal methylases

Fluoroquinolones QRDR (target NA
modification)



Pseudomonas aeruginosa
Ventilator-associated Pneumonia
Predictive Factors of Treatment Failure

Antibiotigues

Pipéracilline 32

Ceftazidime 15 314 patients en France

Imipéneme 40

Fluoroquinolones 38

Amikacine 12
_
1¢r épisode 32,5 10,5
2¢me épisode 44 32 23

Planquette Bet al. AJRCCM 2013



P. aeruginos&AZ R In Europe (2014)

15-20% of MDR
5% only colistin S



