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CID - Uzlasi Toplantisi - 2011

e Staphylococcus aureus

* Enterococcus spp.

* Enterobacteriaceae

* Pseudomonas aeruginosa
* Acinetobacter spp.

Magiorakos AP et al. Clin Microbiol Infect 2011



WHO-Acil Yeni Antibiyotik Ihtiyaci

2017
* Oncelik: Kritik, Yiksek, Orta

e Kritik Grup: CID bakteriler

* Enterobacteriaceae (ESBL, CR)
* CR- Acinetobacter baumannii
* CR- Pseudomonas aeruginosa



&= . Definitions for Multidrug-Resistant (MDR), extensively Drug-
FA D ' c Resistant (XDR) and Pandrug-Resistant (PDR) bacteria

S. aureus

Enterococcus spp.  1he isolate is non- The isolate is non- Non-

susceptible to at least susceptible to at least 1 susceptibility

1 agentin 23 agent in all but 2 or to all agents in

antimicrobial fewer antimicrobial all

categories categories antimicrobial
categories for

each
Acinetobacter spp. bacterium

Enterobacteriaceae

P. aeruginosa
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TABLE 5. Acinetobacter spp.; anti-

microbial categories and agents

used to define MDR, XDR and
PDR (worksheet for categorizing
isolates)

Results of antimicrobial

susceptibility testing

Antimicrobial category Antimicrobial agent (5 or MNS)
Aminoglycosdes Gentmmicin

Tabramycin

Amikacin

Metilmicin
Antipseudomonal carbapenems Imipenem

Meropenem

Droripenem
Antipseudomonal fuoroqunolones Ciprofloxacin

Lewofloxacin
Antipseudomonal penicillins Fiperaclln-tazchactam

+ [flactamase inhibitors

Ticaroln-clavulanis acid

Extended-spectrum cephalosporins Cefotaxime
Ceftriaxone
Ceftazidime
Cefepame
Folate pathway inhibitors Trimethoprim-suiphamethoazole

Fenicillins + ji-lactamase inhibitors

Ampicillines Wlbactam

Polymy=inz Calistin
Palymy=in B

Tetracyclines Tetracycline
Draxycycline
Minacycline

Criteria for defining MDF. XDR and FOR in Acnetobocter spp.

MDPR: non-susceptible to 2| agent in 23 antimicrobial categores.

XDE: nonssusoeptible to 21 agent in all but 53 categores.

FO'R: non=susceptble to all antimicrobial agents listed.

http/Pansrer. eod e eurapa eulenfactivities/diseazeprogrammesiARHA Pages/public_consutaton_cdinical_microbiology_

mfection_article.aspix




A. baumannii antimikrobiyal direnc¢ evrimi

1960 -1970 ler

1970 lerin sonu

1980 - 1990 lar
1990 - 2000 ler

Bugun

Gelecek

B-laktamlar

Aminoglikozidler ve B-laktamlar
Karbapenemlerin kullanima girmesi
Sulbaktam’in tedavi secenegi olmasi

MDR oldukc¢a sik
Kolistin / Tigesiklin son basvuru ilaglari
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Acinetobacter enfeksiyonlari

e Tedavisi oldukca guc cunkd...

* En sik solunum ve yaradan izole edilir
e Etken mi? kolonizasyon mu?

* Karbapenem direnci varsa ¢oklu direnc kazanmis demektir
» “standard of care” antibiyotik rejimi belli degildir



Acinetobacter enfeksiyonlari

* Genelde virtlansi dusuk bir etken kabul edilir.

* Kritik ve immunduskin bireylerde 6nemli bir morbidite mortalite
nedeni

* Toplum kdkenli Acinetobacter enfeksiyonlari cok seyrek
e GUnumuzde kuresel dlcekte onemli bir patojen

* Ventilator, ventilasyon cihazlari, SVK olmak lzere cihaz
kontaminasyonu yuksek

* Sicak-nemli iklimlerde daha cok goraltrdd, iliman iklimlere adapte
oldu



Acinetobacter enfeksiyonlari — risk faktorleri

* YBU’'nde yatmak

* Uzun sureli mekanik ventilasyon

* Agir seyirli hastalik

e Sepsis oykisu

* Acinetobacter ile kolonizasyon

* Genis spektrumlu antibiyotik kullanmak
e SVK kullanmak

* TPN almak



Acinetobacter enfeksiyonlari

* Bakteriyemi

e Ventilator lliskili Pnomoni / Saglik Bakimi lliskili Pnémoni
 Kateter iliskili kan akimi enfeksiyonu

* Menenjit

* Peritonit

* Deri /yara enfeksiyonlar

* Uriner sistem enfeksiyonlari

* nadiren Endokardit



Acinetobacter — Kan Akimi Enfeksiyonlari

e Karbapenemler tek basina veya polimiksin, sulbaktam veya
aminoglikozid kombinasyonu uzun yillar kullanild

* CRAB icin polimiksinler glivenilir tedavi secenekleri

* YBU’nde CRAB riski icin genellikle kombinasyon ile tedaviye
baslanmasi geleneksel

* Rehberlerde monoterapi vurgusu



Acinetobacter — Solunum Yolu Enfeksiyonlari

* Guvenilir secenekler sulbaktam, piperasilin/tazobaktam, sefepim,
aminoglikozid, karbapenem, polimiksinler, tigesiklin

* Yiiksek doz ampisilin/sulbaktam basarisi *
* Aerosolize kolistin** faydali olabileceginden bahseden raporlar var.
* RCT ler nebul kolistin veya amikasin desteklemiyor.

**Lin CC. Aerosolized colistin for the treatment of multidrug-resistant Acinetobacter baumannii pneumonia: experience in a tertiary care hospital in northern Taiwan. J Microbiol
Immunol Infect. 2010 Aug;43(4):323-31.

**Wood GC. An Update on Aerosolized Antibiotics for Treating Hospital-Acquired and Ventilator-Associated Pneumonia in Adults. Ann Pharmacother. 2017 Dec; 51(12): 1112-1121.
*Betrosian AP. High-dose ampicillin-sulbactam as an alternative treatment of late-onset VAP from multidrug-resistant Acinetobacter baumannii. Scand J Infect Dis 2007;39(1):38-43

*Betrosian AP. Efficacy and safety of high-dose ampicillin/sulbactam vs colistin as monotherapy for the treatment of multidrug resistant Acinetobacter baumannii ventilator-associated
pneumonia. J Infect 2008;56(6):432-6.



Acinetobacter — SSS Enfeksiyonlari

* Norosirurji sonrasi menenjit/ventrikilit giderek artiyor

* PK/PD si iyi bilmesek de, polimiksinler iv ek olarak
intraventrikiler/intratekal yolla verilmesi yiksek kur

* Yiiksek doz AM/SB basarisina dair olgular var, daha fazla veri gerekli

Kendirli T. Meningitis with multidrug-resistant Acinetobacter baumannii treated with ampicillin/sulbactam. J Hosp Infect 2004;56(4):328

Rodriguez Guardado A. Multidrug-resistant Acinetobacter meningitis in neurosurgical patients with intraventricular catheters: assessment of different treatments.
Antimicrob Chemother 2008;61(4):908-13.



Acinetobacter — Uriner Sistem Enfeksiyonlari

e Literatlrde artis var.
* Tedavide kolistin (tek basina veya rifampisin ile) veya karbapenemler
* Kolistin-Rif kombinasyonu sinerji var ama klinik fayda yok gibi

Ashour HM. Species distribution and antimicrobial susceptibility of gram-negative aerobic bacteria in hospitalized cancer patients. J Transl Med 2009;7:14

Maviglia R, Nestorini R, Pennisi M. Role of old antibiotics in multidrug resistant bacterial infections. Curr Drug Targets. 2009;10(9):895-905



21. Yy da yeni antibiyotik onaylari

ABD’de onaylanan yeni antibiyotikler

Antibiyotik Sayisi

1983-1987  1988-1992  1993-1997  1998-2002  2003-2007  2008-2012

Boucher HW et al. Clin Infect Dis. 2009; 48:1-12
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21. Yy da yeni antibiyotik onaylari

ABD’de onaylanan yeni antibiyotikler

Antibiyotik Sayisi

1983-1987  1988-1992  1993-1997  1998-2002  2003-2007  2008-2012 2013-2018

Boucher HW et al. Clin Infect Dis. 2009; 48:1-12

Telavancin; June 2013

Dalbavancin; May 2014

Tedizolid; June 2014

Oritavancin; Aug 2014
Ceftolozane-tazobactam; Dec 2014
Ceftazidime-avibactam; Feb 2015
Delafloxacin; June 2017
Meropenem-vaborbactam; August 2017
Plazomicin; June 2018
Eravacycline; August 2018
Omadacycline; October 2018



Cefiderocol etki mekanizmasi

@ Cefiderocol
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Karbapenem-Direncli Acinetobacter baumannii

* CRAB en sik solunum ornekleri ve yaradan izole edilir; gereksiz tedavi
* Genellikle OXA-24/40-like, OXA-23-like karbapenemazlar

* Metallobeta-laktamaz da Uretir

* CRAB de en iyi tedavi secenegi halen bilinmemektedir

e Rehberin genel onerisi:

e Ampisilin sulbactam 9 g IV q8h (3x6 flk) 4 saatlik inflizyon veya 27 g IV
g24h surekli inflizyon

* SAM direncli bile olsa ylksek doz SAM kombinasyonu oneriliyor

IDSA Guidance on the Treatment of
Antimicrobial-Resistant Gram-
Negative Infections: Version 2.0

Published by IDSA, 3/31/2022



CRAB Karbapenemaz dagilimi Medipol verisi

In vitro activities of antibiotics against 30 clinically obtained strains of Acinetobacter

* OXA-51  47/47 (%100)  sommmirsran

+ OXA-23  45/47 (%96) e

+ OXA-58  45/47 (%96) —
*NDM  15/47 (%32) g mome s o
Y VIM 7/47 (%15) Levofloxacin 2- 64 8 16

Tobramycin 0.5->256 >256 >256
4 enzim 11/47 (%23) Colistin 0.06- 16 0.25 1

Eravacycline 0.015-4 0.125 2
¢ 5 en Zl m 5/47 (% 1 1 ) Tigecycline 0.03-4 0.125 0.5

Meropenem 8-256 64 128

Ceftazidime/Avibactam 8->256 32 64




Karbapenem-Direncli Acinetobacter baumannii

» Hafif CRAB enfeksiyonlarinda monoterapi

e Orta-agir CRAB enfeksiyonlarinda kombinasyon (her ikisi de etkili
olacak)

* Ko
* Po
* Po

istin + fosfomisin kombinasyonu faydali olabilir
imiksin B hafif enfeksiyonlarda mono, agir enfeksiyonlarda kombine
imiksin+karbapenem, polimiksin+rifampin kombin 6nerilmez

IDSA Guidance on the Treatment of
Antimicrobial-Resistant Gram-
Negative Infections: Version 2.0

Published by IDSA, 3/31/2022



Karbapenem-Direncli Acinetobacter baumannii

 Kombinasyonu degerlendiren 2 buytk RCT
* Kolistin monoterapi, kolistin-meropenem, kolistin-rif
* Monoterapi ile kombinasyon sagkalim sonuclari benzer

e Sistit de kolistin

* Tetrasiklin turevlerinden varsa minosiklin ilk tercih yoksa yuksek doz
tigesiklin, eravasiklin

Paul M. Colistin alone versus colistin plus meropenem for treatment of severe infections caused by carbapenem-resistant Gram-negative bacteria: an open-label, randomised
controlled trial. Lancet Infect Dis 2018; 18(4): 391-400.

Kaye KS, University of Michigan. Trial for the Treatment of Extensively Drug-Resistant Gram-negative Bacilli. |DSA Guidance on the Treatment Of

Antimicrobial-Resistant Gram-
Negative Infections: Version 2.0

Published by IDSA, 3/31/2022



Karbapenem-Direncli Acinetobacter baumannii

 Sefiderokol tedavisi beklendigi kadar etkili olmayabilir.
* Daha fazla veriye ihtiyac var.
e Simdilik monoterapide 6nerilmiyor.

@ U.S. National Library of Medicine

ClinicalTrials.gov

Find Studies « About Studies

Home >  Search Results >  Study Record Detail

RCT Cefiderocol vs BAT for Treatment of Gram Negative BS| (GAMECHANGER])

Bassetti M, Echols R, Matsunaga Y, et al. Efficacy and safety of cefiderocol or best available therapy for the treatment of serious infections caused by carbapenem-resistant
Gram-negative bacteria (CREDIBLE-CR): a randomised, open-label, multicentre, pathogen-focused, descriptive, phase 3 trial. Lancet Infect Dis 2021; 21(2): 226-40.

IDSA Guidance on the Treatment of
Antimicrobial-Resistant Gram-
Negative Infections: Version 2.0

Published by IDSA, 3/31/2022



Treatment of Infections Due to MDR
Gram-Negative Bacteria

Matteo Bassetti*, Maddalena Peghin, Antonio Vena' and Daniele Roberto Giacobbe?

" Clinica Malattie Infettive, Azienda Sanitaria Universitaria Integrata di Udine, Presidio Ospedalisro Universitario Santa Maria
della Misericordia, Udine, ltaly, 2 Department of Health Sciences, University of Genoa, Genoa, ltaly

e Administer a polymyxin as the backbone agent

e Consider combination with old (carbapenems, old aminoglycosides, tigecycline, fosfomycin, rifampin) or novel agents
(plazomicin, eravacycline)

e Consider concomitant administration of inhaled polymyxins/aminoglycosides when they are used intravenously for VAP

Bassetti M (2019) Treatment of Infections Due to MDR Gram-Negative Bacteria. Front. Med. 6:74
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Current and future perspectives in the treatment of
multidrug-resistant Gram-negative infections

Matteo Bassetti'?* and Javier Garau**
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Guidelines

European Society of Clinical Microbiology and Infectious Diseases
(ESCMID) guidelines for the treatment of infections caused by
multidrug-resistant Gram-negative bacilli (endorsed by European
society of intensive care medicine)
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CRAB )

ESBLs CRPA CRE CRE-KPC  CRE-OXA-48 CRE-MBL
non-MBL  non-CP
New antibiotics
Ceftolozane-tazobactam Mo Yes Yes Mo Mo Mo Mo
Ceftazidime-avibactam Mo Yes Yes +f— Yes Yes Mo
Meropenem-vaborbactam No Yes No - Yes No Mo
Imipenem-cilastatin/ No Yes Yes +— Yes No No
relebactam
Plazomicin No Yes - Yes Yes Yes -
Eravacycline Yes Yes No Yes Yes Yes Yes
Cefiderocol Yes Yes Yes Yes Yes Yes Yes
0ld antibiotics
Polymyxins Yes Yes Yes Yes Yes Yes Yes
Aminoglycosides +f{— = - H— tH— H— H—
Fosfomycin iv No Yes - +— S F— F—
Aztreonam No No - No No No H—
Tigecycline Yes Yes No Yes Yes Yes Yes
Temocillin Mo Yes Mo Mo = Mo Mo




* Yakin Gelecek
 Sefiderokol tedavi basarisi %70-90
 ETX2514

* Yeni B-laktam olmayan, B-laktamaz inhibitoru
e Class A,C,D inhibitoru
« Sulbaktam ile kombine edildiginde MIKy, >32ug/mL » 2ug/mL

* TP6076, florosiklin (eravasiklin, tigesiklin benzeri)
* Bakteriofaj tedavisi

Falcone M. Cefiderocol as Rescue Therapy for Acinetobacter baumannii and Other Carbapenem-resistant Gram-negative Infections in Intensive Care Unit Patients. Clin Infect Dis. 2021
Jun 1;72(11):2021-2024.



* Acinetobacter baumannii kuru yizeylerde >20 guin yasayabilir, adaptif

kabiliyeti ylksek

* Hastanede yayilim, kontaminasyon, salgin potansiyeli ytuksek

* “yayillim kontaminasyon salgin” tedavilerle 6nlenemez
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