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Sunum Plani

v'Antimikrobiyal yonetisim programlari /de-eskalasyonun yeri
v’ De-eskalasyon Tanimi

v'Rehberler esliginde de-eskalasyon stratejileri
v'De-eskalasyon yapabiliyor muyuz? Literatiir ne diyor?
v'De-eskalasyon kararina etki eden faktorler?

v'De-eskalasyonun etkinlik ve giivenligi

v'Mortalite / siiperenfeksiyon /antimikrobiyal direncg lizerine etkileri




GLOBAL ACTION PLAN
o

1) Improve awareness and understanding of AMR through effective
communication, education and training

2) Strengthen knowledge through surveillance and research
3) Reduce the incidence of infection

4) |Optimize the use of antimicrobial medicines|in human and animal
health

5) Develop the economic case for sustainable investment (in AMR)
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Hepimiz Antimikrobiyal Bekgisi Olmaliyiz!!!!

Microbiology guides therapy wherever possible
Indications should be evidence based

Narrowest spectrum required

Dosage appropriate to the site and type of infection
Minimise duration of therapy

Ensure monotherapy in most cases
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Antimicrobial stewardship
interventions. a practical guide

Interventions prior to or at the time of prescription

Clinician education

o
6 Patient and public education
® Institution-specific guidelines for the management of common

infections

wedona oie ron EUTOpE Cumulative antibiograms

®
Q Prior authorization of restricted antimicrobials
® De-labeling of spurious antibiotic allergies

Interventions prescription
Prospective audit and feedback

Self-directed antibiotic reassessments by prescribing clinicians
(antibiotic timeouts)

Antibiotic dose optimization

Antibiotic duration
https://apps.who.int/iris/bitstream/handle/10665/340709/9789289054980-eng.pdf




Antimikrobiyal Yonetisim

Etkili
oldugunda
eski
antibiyotikler
kullaniimali!!

Yeni
Gereksiz Antibiyotikler
antibiyotik sadece

kullanimindan gerektiginde
kacinilmah!! kullaniimali!!




Antibiyotik
kullaniminin
optimizasyonu

Antimikrobiyal Yonetisim Programlarinin
Amaci

Antibiyotik Antibiyotiklerin Hasta bakim
recetelemede kullanim kalitesinin ve
davranis omriunin sonuclarinin
degisikligi uzatiimasi iyilestirilmesi

Direng Mortalitenin
gelisiminin ve ve maliyetin
yayiliminin YL EH
azaltilmasi




Antimikrobiyal Yonetisim
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ANTIMICROBIAL STEWARDSHIP PROGRAMMES

IN HEALTH-CARE FACILITIES IN LOW- AND

MIDDLE-INCOME COUNTRIES

Uygun antibiyotik
tedavisi
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! ] Tedavi Do
Bakteriyel/ viral enfeksiyon? Ciddi hastalik? Endikasyon dogru mu?  Kesilebilir mi?
Kolonizasyon? Ampirik tedavi? Antibiyotik uygunlugu? Kisa siireli tedavi?
Inflamasyon? Olasi patojenler? Kultur sonuglan’?

Mikrobiyolojik testler? Komorbidite/allerji? De-eskalasyon?,oral tdv?



De-eskalasyon

Ciddi Enfeksiyonlar Duyarliliga gore spektrum

Ampirik genis spektrumiu Etken izolasyonu  [CEIELUINER
antibiyotik tedavisi

Monoterapiye gecilmesi

Hizli, etkin tedavi A Antibiyotik secici basklsmll

Antibiyotik iliskili direnci
(morbidite / mortalite) Maliyet




PRESCRIBED
ANTIBIOTI(

1. DE-ESC/
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De-eskalasyon?
» Tedavi baslarken rehberlere gore; olasi tani /etken!, rasyonel baslanmali

* Mikrobiyolojik test sonuclarina gore 48 saat icinde tedavinin gdozden

gecirilmesi

 Mimkiin olan en etkin/ en dar spektrumlu /disiik maliyetli /yan etkisi
disuk tedaviye gecilmesi
* Kombinasyon ||][> monoterapi

e Spektrumun daraltiimasi

De-escalation is safe for
sepsis and septic shock, and
is associated with decreased
mortality.”®
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2021 AWaRe classification

WWHO access, watch, reserve, classification of antibiotics for evaluation and monitoring of use

“The AWaRe Classification of antibiotics was developed in 2017 by the WHO Expert
Committee on Selection and Use of Essential Medicines as a tool to support
antibiotic stewardship efforts at local, national and global levels, Antibiotics are
classified into three groups, Access, Watch and Reserve, taking into account the
impact of different antibiotics and antibiotic classes on antimicrobial resistance, to
emphasize the importance of their appropriate use. The 2021 update of the AWaRe

classification includes an additional 78 antibiotics not previously classified, bringing
the total to 258.

It is a useful tool for monitoring antibiotic consumption, defining targets and
monitoring the effects of stewardship policies that aim to optimize antibiotic use and

curb antimicrobial resistance. The WHO 13" General Programme of Work 2019—
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Implementing an Antibiotic Stewardship Program:
Guidelines by the Infectious Diseases Society of America
and the Society for Healthcare Epldemlology of America
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NARRATIVE REVIEW

Antimicrobial de-escalation as part et

)

of antimicrobial stewardship in intensive care:
Nno simple answers to simple questions—a

viewpoint of experts
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De-eskalasyon istenmeyen etkileri?

» Kalite indikatorii olarak kullaniimasi halinde basta gereksiz genis spektrum 13,

baslanip de-eskalasyonu!

e Tedavi sUresinde uzama =2 kisa slreli tedavi esas hedef olmalidir!

* Hastanin cok sayida farkli antibiyotige maruz kalmasinin mikrobiyota

Uzerine olumsuz etkileri!

subsequent ADE.

Intensive Care Med (2020) 46:236—-244
https://doi.org/10.1007/s00134-019-05871-z
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Cultures Identification Antibiogram

Companion antimicrobial

PIVOTAL ANTIMICROBIAL >>> Change in spectrum

or companion becomes pivotal

[ Antifungals

I Anti-MRSA Stopped or
becomes
I Anti-difficult to treat pathogens Pivotal

I Atypical/intracellular targeted

I Synergistic effect

Short duration
planned

| Antitoxin effect

Day5to 7




Empirical antimicrobial therapy

l

Sample quality
and/or clinical relevance

No growth ? < High ! Low? =————— Nogrowth’
Re-consider Clinical Clinical
diagnostics improvement improvement
A A v A J A A
Non-infectious cause Other infections Yes No Yes No
} } } } | :
itop antimicrobials Re-assess antimicrobials Consider ADE Re-consider diagnostics Consider short course Re-consider diagnostics
Re-sample vs. short course* Evaluate source control Therapy * Re-sample
Consider PK/PD Consider stop antimicrobials
Consider antimicrobial Re-assess antimicrobials
escalation

'High:

Blood culture (pathogens not considered as colonization),

Samples collected in an identified focus {computed tomography scan, surgery),

Samples collected in a focus responding to all criteria used for the clinical definition of a given infection



De-eskalasyon Stratejileri?




> Intensive Care Med. 2020 Feb;46(2):245-265. doi: 10.1007/s00134-019-05866-w. Epub 2019 Nov 28.

Antimicrobial de—escalation in critically ill patients:
a position statement from a task force of the
European Society of Intensive Care Medicine (ESICM)
and European Society of Clinical Microbiology and
Infectious Diseases (ESCMID) Critically I11 Patients
Study Group (ESGCIP)

Antimikrobiyal De-eskalasyon (ADE) Antimikrobiyal yonetisim stratejisi

* Genis spektrumlu antibiyotik maruziyetini azaltarak direnci azaltmayi1 hedefliyor
 ADE’nin direnc Uzerine etkisini gosteren yiksek kaliteli calisma yok...
e Calismalar arasinda ADE tanimlari heterojen‘

* YBU’de ADE uygulamalariile ilgili kanitlar  (gdzlemsel calismalar)




Table 1 Summary of recommendations on antimicrobial de-escalation in critically ill patients from the ESICM and ESC-
MID task force

Recommendations

Q1:What is the definition of antimicrobial de-escalation for critically ill patients receiving empirical antimicrobials fo
an infection?

De-eskalasyon Tanimi:
v'Spektrumun daraltiimasi / ekolojik yan etkisi distik ajana gecilmesi

v'"Kombinasyon tedavisindeki ajanlardan birinin kesilmesi in

o Kultlrde saptanan patojene etkili olmayan ajanin kesilmesi
oW

o Belirli patojenlere yonelik sinerjik etki icin baslanan kombine tdv—> monoterapi

v'Enfeksiyonun dislanmasi nedeniyle tedavinin erken kesilmesi DE-ESKALASYON
OLARAK DEGERLENDIRILMEMELIDIR!!!

Tabah A et al. Antimicrobial de-escalation in critically ill patients: ESICM and ESCMID Critically Il Patients Study Group (ESGCIP). Intensive Care
Med. 2020 Feb;46(2):245-265




Q3: In critically ill patients receiving antimicrobials for an infection, what are the effects of antimicrobial de-escala-
tion compared to no de-escalation on mortality and length of stay?

The ADE strateqy is likely safe with regard to patients' outcomes. (Statement of fact: moderate quality of evidence)

ADE mortalite ve yatis suiresi? Kritik hastalarda hasta sonuclari tizerine etkisi guivenli

Q4: In critically ill patients receiving antimicrobials for an infection, what are the effects of antimicrobial de-escala-
tion compared to no de-escalation on the total duration of antimicrobial therapy?

ADE is associated with a risk of increase in total duration of antimicrobial therapy. We recommend that ADE and duration of
antimicrobial therapy are assessed separately but as part of the global stewardship strategy. (Statement of fact; low quality of

Toplam tedavi suresi? Tdv suresinde artis riski ile iliskili olabilir

Global AMY stratejisi olarak tedavi suiresi ve ADE ayri ayri degerlendirilmelidir

Tabah A et al. Antimicrobial de-escalation in critically ill patients: ESICM and ESCMID Critically Il Patients Study Group (ESGCIP).
Intensive Care Med. 2020 Feb;46(2):245-265



Q5:In critically ill patients receiving antimicrobials for an infection, what are the effects of antimicrobial de-escala-
tion compared to no de-escalation on the development of resistance to antimicrobials?
No recommendation can be made

Antimikrobiyal direnc lizerine etkisi? Oneride bulunmak igin yeterli veri yok

Q6: In critically ill patients receiving antimicrobials for an infection, when is it recommended to perform de-escala-
tion of the empirical antimicrobial regimen?

We recommend ADE is performed within 24 h of definitive culture results and antibiograms availability. (Strong recommendation;
low quality of evidence.)

Ne zaman ADE? Kiiltiir/antibiyogram sonuglari sonrasi 24 saat icinde!!

Tabah A et al. Antimicrobial de-escalation in critically ill patients: ESICM and ESCMID Critically Il Patients Study Group (ESGCIP).
Intensive Care Med. 2020 Feb;46(2):245-265



Q7: In critically ill patients receiving antimicrobials for an infection, are recommendations for or against antimicrobial
de-escalation different for certain bacterial pathogens? For which?

Recommendations for or against ADE are similar for all bacterial pathogens except for difficult-to-treat pathogens in patients with
a high risk of death. (Moderate recommendation, low quality of evidence))

Etkene gore farkli ADE stratejileri? Mortalite riski yuksek hastalardaki tedavisi

guc patojen enfeksiyonlari disinda tiim patojenler icin benzer

Q8: In critically ill patients receiving antifungal agents for invasive candidiasis, does the panel recommend antifungal
de-escalation compared to no de-escalation?

We recommend ADE of antifungal agents after clinical and microbiological resolution of invasive candidiasis when the pathogens
are susceptible to azole antifungal agents. (Strong recommendation; low-quality evidence.)

Antifungal ADE stratejileri? invaziv kandidiyaziste azol duyarli ise klinik ve

mikrobiyolojik rezoliisyon sonrasi ADE onerilir

Tabah A et al. Care Med. 2020 Feb;46(2):245-265



Q9: In critically ill patients receiving antimicrobials for a culture-negative infection, does the panel recommend anti-
microbial de-escalation compared to no de-escalation?

We recommend that consideration is given to alternate non-infectious diagnosis and stopping all or part of the antibiotic regimen

Kultiir (-) enfeksiyonlarda ADE? Non-enfeksiyoz nedenler arastirilarak tiim

antibiyotiklerin kesilmesi degerlendirilmeli

Q10: In neutropenic critically ill patients, does the panel recommend antimicrobial de-escalation compared to no
de-escalation?

We suggest ADE can be applied in neutropenic critically il patients. (Moderate recommendation, low quality of evidence))

Notropenik hastalarda ADE? notropenik hastalarda da uygulanabilir

Tabah A et al. Antimicrobial de-escalation in critically ill patients: ESICM and ESCMID Critically Ill Patients Study Group (ESGCIP).
Intensive Care Med. 2020 Feb;46(2):245-265



Q11: Are recommendations for or against antimicrobial de-escalation different depending on the source of infection?

We suggest that ADE can be applied in all sources of infection. (Weak recommendation; low quality of evidence.)

ADE kararinda enfeksiyon odagi? Tum enfeksiyonlarda ADE uygulanabilir

Q12: In critically ill patients receiving antimicrobials, does the panel recommend the use of biomarkers when consid-
ering antimicrobial de-escalation?

No recommendation can be made

ADE kararinda biyomarker? Oneride bulunmak icin yeterli veri yok

Tabah A et al. Antimicrobial de-escalation in critically ill patients: ESICM and ESCMID Critically Ill Patients Study Group (ESGCIP).
Intensive Care Med. 2020 Feb;46(2):245-265



De-eskalasyon Yapabiliyor muyuz?




Liu er al. BAMC Infectiows DWseases (2016) 16:751
Dl 10.1186/=12879-016-2080-3 BMIC INnfectious Diseases

Frequency of empiric antibiotic de- B oo
escalation in an acute care hospital with an
established Antimicrobial Stewardship

Retrospektif, gozlemsel calisma -240 hasta

v'Piperasilin- tazobaktam + vankomisin baslanan hastalarda de-eskalasyonun yatis

suresi ve mortalite tUzerine etkisi? (En sik tani; pndmoni ve sepsis )
v'Spektrumun daraltiimasi / kesilmesi
v’ De-eskalasyon orani; 72 saat icinde %63
96 saat icinde %71

v'De-eskalasyon grubunda medyan yatis stiresi 4 guin daha kisa (6 vs 10, p= 0.0003)

v Mortalite benzer



Population no. ADE in negative ADE details ADE to occurono

of pt studied cultures before specified
day of therapy
Khan 2017 ICU patients with ~ 29.6% Yes (9.1%) Smaller spectrum or fewer drugs Within 24 h of final
VAP culture and anti-
N=108 biotic sensitivity
results
Jaffal 2018 Patientsreceiving  20% of which ~ Yes (20%) Smaller antifungal spectrum orearly — Before 5th day
antifungals 10% early stop
N=190 stop and
10% smaller
Spectrum
Li 2018 Trauma patients 39.7%" Yes Smaller spectrum or fewer drugs or Not specified
with VAP early stop
Cowley 2019 ICUpatientswith  32% Yes (100%) Anti-MRSA agent discontinuation Within 4 days of
Culture-negative Initiation

nosocomial pneu-
monia



Enfeksiyon odagina gore de-eskalasyon sikligi?

Toplum kaynakh pnomonide %11-63

-Mortalite ve yatis sliresi lizerine etkisi yok

Hastane kaynakli ve ventilator iliskili pnomonide %22-74

- Klinik sonuglari etkilemeksizin antibiyotik kuIIanlmlnda‘ —

Mathieu C et. al. Efficacy and safety of antimicrobial de-escalation as a clinical strategy. Expert Rev Anti Infect Ther. 2019



Enfeksiyon odagina gore de-eskalasyon sikligi?

Kan dolasimi enfeksiyonlarinda %39 - 67

-Toplum kaynakli patojenlere bagl KDE’de glivenli, mortalite ve
tedavi basarisizhig ‘

Intraabdominal enfeksiyonlarda %53

— - Klinik sonuglar lGizerine olumsuz etkisi yok B

Mathieu C et. al. Efficacy and safety of antimicrobial de-escalation as a clinical strategy. Expert Rev Anti Infect Ther. 2019



De-eskalasyon kararimizi etkileyen faktorler?




De-eskalasyonu etkileyen faktorler?

Antimikrobiyal yonetisim programi varligi
Mikrobiyolojik dokiimantasyon
Ornek kalitesi

o

Kultur sonuglandiginda klinik diizelme varligi

Hastalik ciddiyeti, uygunsuz ampirik tedavi
Intraabdominal enfeksiyonlar (polimikrobiyal ?) J@@\
Non-fermenter Gram (-) basil /MDR patojen varligi o
MDR kolonizasyonu B

Mathieu C et. al. Efficacy and safety of antimicrobial de-escalation as a clinical strategy. Expert Rev Anti Infect Ther. 2019




Determinants of Deescalation Failure in Critically Ill Patients
with Sepsis: A Prospective Cohort Study

Introduction. Deescalation refers to either discontinuation or a step-down of antimicrobials. Despite strong recommendations in the

Amac: de-eskalasyon yapilmama nedenlerinin arastiriimasi?
v'Sepsis / septik sok tanisi olan 395 hasta

v'Spektrumun daraltilmasi / kesilmesi

v Ampirik tedavi uygunlugu %57

v'De-eskalasyon orani %48

v'Mortalite benzer
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Determinants of Deescalation Failure in Critically Ill Patients
with Sepsis: A Prospective Cohort Study

95% CI for Exp(B)

Wald statistic Exp(B) p value
Lower Upper
Hematologic malignancy 8.31 330 1.46 744 0.004
Admission procalcitonin 9.73 101 1.004 1.016 0.002
Fungal sepsis 6.50 2.70 1.25 5.80 0.011
MDR organisms isolated 8.58 2.94 1.43 6.07 0.003
SAPS Il score 759 1.01 1.004 1.026 0.006

Critical Care Research and Practice



De-eskalasyon etkinlik ve guvenlik verileri?




EXPERT REVIEW OF ANTI-INFECTIVE THERAPY N lal)‘IDF & Francis
https://doi.org/10.1080/14787210.2019.1561275 Taylor & Francis Group

REVIEW

‘ 'I} Check for updates

Efficacy and safety of antimicrobial de-escalation as a clinical strategy

Calypso Mathieu?, Bruno Pastene?, Nadim Cassir®, Ignacio Martin-Loeches® and Marc Leone?®

De-eskalasyon? AMY programinin parcasi olarak distnulmeli
e GUnluk olarak antibiyotik tedavisi gozden gecirilmeli

 Hizli tanisal testler onemli...

* Gelecekte ilk hizli test sonuclarinin alinmasina kadar antibiyotik tedavisini

geciktirmenin glivenli olup olmadigini belirlemek gorevlerimizden biri
olacak!!




Contents lists available at ScienceDirect

International Journal of Infectious Diseases

INTERNATIONAL SOCIETY

FOR INFECTIOUS DISEASES

journal homepage: www.elsevier.com/locate/ijid

Is de-escalation of antimicrobials effective? A systematic review and @Cmmrk
meta-analysis

Goh Ohji?, Asako Doi”, Shungo Yamamoto ?, Kentaro Iwata **

b

v'De-eskalasyon tedavisinin hastane mortalitesi ve 30 glinliik mortalite lizerine etkisi

v'23 calisma (RKC + gézlemsel ¢calismalar)

N -0

v'Calismalarin kalitesi ¢ok yiiksek degil

v'De-eskalasyon enfeksiyonlarin biiyiik cogunlugu icin etkin ve givenli

Fwng=|

v'Mortalite benzer, bazi calismalarda de-eskalasyon kolunda survival daha iyi




De-eskalasyon / Toplum kaynakli pnomoni

G. Ohji et al./International Journal of Infectious Diseases 49 (2016) 71-79

de-escalation no de-escalation Odds Ratio Odds Ratio
Study or Subgroup  Events Total Events  Total Weight M-H, Random, 95% CI Year M-H, Random, 95% CI
Kothe 2008 3 14 164 2533 22.7% 0.39(0.12, 1.24] 2008 -
Carugati 2015 25 165 24 9% 77.3%  0.54(0.29,1.00] 2015 —-

Total (95% Cl) 279 2629 100.0% 0.50 [0.29, 0.87]
Total events 28 188

Heterogeneity: Tau’ = 0.00; Chi* = 0.23, df = 1 (P = 0.63); I’ = 0% - - - 110 ™
Test for overall effect; Z = 2.47 (P = 0.01) PRI o d K ATH IR

Favours de-escalation

Cl, confidence interval),

—

Figure 2. Forest plot ﬂ|“30-day mortality for community-acquired pneumonia




De-eskalasyon / Hastane kaynakli pnomoni

De-escalation  Non de-escalation Odds Ratio Odds Ratio

Study or Subgroup  Events Total Events  Total Weight M-H, Random, 95% Cl Year M-H, Random, 95% Cl
Kim 2012 23 53 18 55  56.8% 1.58 (0.72, 3.45] 2012 &
Khasawneh 2014 3 33 7 27 43.2% 0.29(0.07, 1.24) 2014 )
Total (95% Cl) 86 82 100.0% 0.75 [0.14, 3.96]
Total events 26 25

itv' Tau? = 1.10: Chit = =1(P=004)1 = [ : . : |
Heterogeneity: Tau* = 1.10; Chi‘ = 4,06, df = 1 (P = 0.04); I° = 75% ™ o : 10 100

Test for overall effect: 2 = 0.33 (P = 0.74) Favours de-escalation Favours non de-escalation

Figure 3. Forest plot otlin-hospital mortality for hospital-acquired pneumoniarCl, confidence interval).

G. Ohji et al./ International Journal of Infectious Diseases 49 (2016) 71-79



De-eskalasyon / Ventilator iliskili pnomoni

de-escalation non de-escalation Odds Ratio Odds Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI Year M-H, Random, 95% Cli
Giantsou 2007 7 S8 37 85 48.7% 0.18 [0.07, 0.44) 2007 ——
Joffe 2008 L 320 13 92 51.3% 1.26 [0.66, 2.43] 2008 i
Total (95% Cl) 378 177 100.0% 0.49 [0.07, 3.32]
Total events 62 50
Heterogeneity: Tau? = 1.77; Chi? = 11.97, df = 1 (P = 0.0005); I = 92% ! ; : t i
. 0.01 0.1 1 10 100
Test for overall effect: Z = 0.74 (P = 0.46) Favours de-escalation Favours non de-escalation
de-escalation non de-escalation Odds Ratio Odds Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl Year M-H, Random, 95% ClI
Kollef 2006 15 88 S8 245 34.2% 0.66 [0.35, 1.24] 2006 —1
Joffe 2008 73 320 16 92 36.0% 1.40 [0.77, 2.56] 2008 T
Eachempati 2009 26 77 24 57 29.8% 0.70 [0.35, 1.42] 2009 —
Total (95% Cl) 485 394 100.0% 0.88 [0.54, 1.44] -.-
Total events 114 98
T 2 . Chi? = = = T . b $ + {
Heterogeneity: Tau® = 0.08; Chi‘ = 3.51,df =2 (P = 0.17); I = 43% 0.01 01 L 10 100

Test for overall effect: Z = 0.50 (P = 0.62)

Favours de-escalation Favours non de-escalation




De-eskalasyon / Sepsis- Septik Sok

De-escalation  Non de-escalation Odds Ratio Odds Ratio
Study or Subgroup Events Total Events  Total Weight M-H, Random, 95% Cl Year M-H, Random, 95% CI
Leone 2014 18 59 13 57 34.4% 1.49(0.65, 3.41] 2014 1T
Garnacho-Montero 2014 62 219 84 246  65.6% 0.76 (0.51, 1.13]) 2014 -
Total (95% Cl) 278 303 100.0% 0.96 [0.51, 1.79) i
Total events 80 97
Heterogeneity: Tau’ = 0,11; Chi® = 2,03, df = 1 (P = 0.15); I = 51% * * i
Test for overall effect: Z = 013 (P = 0.89) '01 i 1 - L

Favours de-escalation Favours non de-escalation

Figure 6. Forest plot off90-day mortality for severe sepsis and septic shockfCl, confidence interval).

G. Ohji et al. /International Journal of Infectious Diseases 49 (2016) 71-79



De-eskalasyon / Direnc lizerine etkisi?

Calsmatipi __Tam _________ Sonug

Tabah, Review YBU hastalarinda de- 2 calismada de-eskalasyonun
2016 (2 RCT, 4 prospektif eskalasyon direnc Gzerine etkisi saptanmamis
gozlemsel, 8
retrospektif)
Weiss, Retrospektif Ventilator iligkili 21. glinde ESBL enfeksiyonu de-
2016 pnomoni (n=182) eskalasyon grubunda daha az
ADE= %38 %14.3 vs %21.3, p=0.3
Rattanaum RCT ESBL enfeksiyonu MDR rektal kolonizasyonunda fark
pawan, yok
2017
Lee, 2017  Retrospektif Toplum kaynakl De-eskalasyon yapilmayanlarda

pnémoni MDR Gr(-) KDE daha sik, p>0.05
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REWVIEW

Antimicrobial De-Escalation in thhe ICU:

Recommendations to Level

Ines Lakbar - Jan J. De Waele - Alexis Tabah -

of Evidence

Sharom Einawv -

Amag: de-eskalasyonun mortalite, siper enfeksiyon

ve tedavi suresi Uzerine etkisinin degerlendirilmesi

v'ADE glvenli olduguna dair kanitlar mevcut

v ADE’nin direnc gelisimi Gzerine etkisi ile ilgili net

birsey soylenemez

v’Uzun siireli tedavi gereken hastalarda ADE

vapilmali, kisa siireli tedavi gereken (5-7 giin)

hastalarda ADE ihtiyaci degerlendirilmeli

From

Antibiotic de-escalation (ADE) was first
implemented to reduce exposition to
broad-spectrum antibiotics in the ICU. It
is now part of the antimicrobial
stewardship and is recommended in
international guidelines.

This systematic review aimed to evaluate
the level of evidence regarding the safety
of ADE (mortality, superinfections and
duration of antimicrobial therapy) and
the emergence of antibiotic resistance.

Data related to safety showed with a low
evidence level to support the safety of
ADE. No conclusion can be drawn on the
level of resistance after de-escalation.

The reviewers recommend de-escalating
antimicrobial treatment in patients
requiring long-term antibiotic therapy
and discussing the need for de-escalation
for patients requiring short-term
treatments.
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REVIEW

Antimicrobial De-Escalation in the ICU: From
Recommendations to Level of Evidence

1 RKC + 20 gozlemsel ¢alismayi inceleyen sistematik derleme
v'RKC -120 hasta; yatis suresi ve 28 glinliik mortalite benzer
v'Mortalite ; 14 calismada benzer, 6 calismada de-eskalasyon grubunda daha az

v'Gozlem g¢alismalarin analizinde; ADE dusiik mortalite ile iliskili;

v RR: 0.71 (GA: 0.63 -0.80)

v'Ancak calismalar heterojen 12: %49, ADE tanimlarinda farklilik mevcut



Association of ADE with Superinfections
and Duration of Antimicrobial Therapy

RKC: ADE daha sik suiperenfeksiyon ile iliskili, tedavi stiresi uzun (%27 vs %11, p: 0.03)
Tedavi kesilmesinin ADE kabul edilmedigi 6 gozlemsel ¢calisma (1444 hasta);

Tedavi siiresi (ADE vs non-ADE);

v'3 calismada benzer, 1 calismada @

v'2 calismada ADE grubundaﬁ

v'Siliperenfeksiyon gelisimi ve dar spektrumlu ajanla uzun siireli tdv gerekir algisi

v'Randomize kontrollii calismalara ihtiyag var



EPIDEMIOLOGICAL PERSPECTIVE:
DE-ESCALATION AND EMERGENCE
OF ANTIBIOTIC RESISTANCE

v'Gicli kanitlarin olmamasi nedeniyle kuvvetli 6neride bulunmak zor

v'Global antimikrobiyal yonetisim programlarinda belirtilen stratejilere uyularak

ADE yapildiginda cogu hasta icin uygun

v’ Antimikrobiyal maruziyet sonrasi 1-3 giin icinde direnc gelistigini gbsteren

calismalar mevcut (ADF direnci onlevebilir mi?)

» Tedavi baslarken rehberlere gore; olasi tani /etken!, rasyonel baslanmal

 Mimkiin olan en etkin/ en dar spektrumlu /disik maliyetli /yan etkisi

dusuk tedaviye baslanmall



, Gram-negative
bacilli (GNB)

Biliary excretion
Anti-anaerobic activity \— Lactobacilli
e
e () o Bacteroidetes
: Firmicutes
W
./] -

 Safra ile atilan
* Anaerop etkinligi olan

* GIS'te biriken antibiyotiklerin mikrobiyota Uzerine olumsuz etkisi daha fazla !!!!




Pharmacotherapy. 2019 March ; 39(3): 261-270. do1:10.1002/phar.2201.

DURATION OF EXPOSURE TO ANTIPSEUDOMONAL
ANTIBIOTICS IN THE CRITICALLY ILL AND DEVELOPMENT OF

NEW RESISTANCE
Abstract

v'Kritik hastalarda antipsédomonal 3-laktam maruziyetinin yeni direnc gelisimine

etkisi?
v'Tek merkezli retrospektif kohort, 2010 - 2015

v'Sepsis/ septik sok tanisiyla sefepim /piperasilin tazobaktam/ meropenem kullanan

hastalar — 60 gunlik izlem

v'Antipsodomonal B-laktam direncli Gireme?

hazards models were performed to assess the risk of development of new resistance to any



Pharmacotherapy. 2019 March ; 39(3): 261-270. do1:10.1002/phar.2201.

DURATION OF EXPOSURE TO ANTIPSEUDOMONAL
ANTIBIOTICS IN THE CRITICALLY ILL AND DEVELOPMENT OF

NEW RESISTANCE

Besu F. Teshome, PharmbD, MSc1:2, Scott Martin Vouri, PharmbD, PhD?34, Nicholas Hampton,

CONCLUSIONS

v'Sepsis/ septik sok tanisiyla sefepim /piperasilin tazobaktam/ meropenem

kullaniminda her 1 gutinlik artis

v'Antipsddomonal B-laktam direncli Greme riskini 1.04 kat artiriyor

v'aHR 1.04; %95 GA: 1.04 — 1.05

v'Antipsodomonal B-laktam tedavisi mimkin olan en kisa siirede kesilmelidir!!!



Eve Goturulecek Mesajlar?

9« Kiltur sonucuna gore etkin ajanla spektrumun daraltiimasi -

Kombine tedavi baslandiysa ikinci antibiyotigin kesilmesi

Mikrobiyolojik taninin gecgerliligi

- Ornek kalitesi, etken patojenin izolasyonu —

~ Hizli tani yontemlerinin kullanilmasi ADE uygulamasini© -

—— Antibiyotiklerin PK/PD o6zellikleri g6z 6niine alinmali p—




Eve Goturulecek Mesajlar?

9« De-eskalasyon® Kritik hastalarda etkin ve glivenli —

AMY programinin parg¢asi olarak dusunulmeli

—— Tum enfeksiyon odaklarinda ADE uygulanabilir a—

—— Uzun sureli tedavi gereken hastalarda mutlaka ADE yapilmali p—

—— Rehberlerde yaygin olarak onerilse de uyum %50!! p—

— Direng lizerine etkisi ile ilgili daha ¢ok ¢alismaya ihtiya¢c mevcut!!




Uygun
Ampirik
Tedavi

Kisa
Sureli
Tedavi

DE-
ESKALASYON

ANTIMIKROBIYAL YONETISIM
BILESENLERI




