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Sepsis mortalitesi

= Mortalite oranlarinda yillar icinde gerileme

= Gunumuzde mortalite >%10
= Sok varsa >%40

= WHO - 2017

= 48.9 milyon vaka
= 11 milyon sepsis iligkili olum
= tum olum nedenlerinin %20’si
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Erken dx

= Sepsis icin risk faktorlerinin belirlenmesi
onemli.

= YBU yatisi

= Bakteremi

= |leri yas (>65 yas)

= [mmunsupresyon

= DM ve obesite

= Kanser

= TK pnomoni

= Onceden hospitalizasyon

SG-05/2021 UpToDate



Dogru dx onemii

= Acil unitesinde sepsis tanisi konanlarin
%18’

= Sepsis on tanisiyla YBU’ne alinanlarin %13’0
enfeksiyon degil

Heffner AC, et al. Clin Infect Dis 2010;50:814-20.
Klein Klouwenberg PM, et al. Crit Care 2015;19:319.
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AB gecikmesi-mortalite

= Uygun antibiyotigin gecikmesi mortalitiyi
arttirir.

= Antibiyotik bagslamadan onceki her bir saatte
sepsisden septik soka %38 ilerleme riski var
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Empiric Antibiotic Treatment Reduces Mortality
in Severe Sepsis and Septic Shock From the
First Hour: Results From a Guideline-Based
Performance Improvement Program*

Ricard Ferrer, MIL PR IE:”""' 0 Martin-Loeches, M, PRI {'u-nl:. F||i||i|:.w-. hA S
Miffany b, Oshorn, MDD MPH* Sean Townsend, MD*: R, Phil ip |'='.'!i||||.'_:'|. MDD FOCP BOOM:
Antonio Artigas, MDD, PhID*; Christa Schorr, RN, MSIN® Mitchell M, Levy, MDD, FCCP, FCOM

SSC veritabani lizerinde (Avrupa, ABD ve Giiney Amerika’da 165 YBU)
18,000’den fazla sepsis and septik soklu hastanin retrospektif
analizinde ilk AB uygulamasindaki gecikme hastanedeki mortalite artisi

ile iliskili;
AB baslanmasindaki her bir saatlik gecikme mortalitede de lineer artisa
yol acmakta

‘Bupplemertsl digital contert it availabin foe s arvche Dot URL o e R L
{hans gnpaar i the prinled tost and e provided i the HTML and POE speciely for the Surviving Sepais Campaign
weriorns ol this artick on he jurral's website (hitpoumsle lwweom!  Setting: One hundrad sisty-five ICUs in Europe, the United States,

Leemioinmal).
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lrijml Sardding for the Sunivrg Sepai Campaign (bom 2002 1o PO0E] wae
through urnestricied educational gronts from El Lity, Edwards Lifoscinnoe,
Prilipe: Macicsl Systems, and the Coslsen for Cricel Caes Excalanos
(Sonwty of Critical Cam Moedicing). Thene was no nvolvomens by theo sporer
pore i the desdopmaent, dein anabmizs or maniscrpd preparation of the
cermant study. Mo acddoral fundeng has benn mcosnned sincg thed bme o
durissg B anafysm i dedefopment ol the cermet shedy and marrscngd

Dr, Faarmer parved a= boand mambar for Leboratanos Farer and lssiumd
for Merok, Shaep and Dofere, ond Pleer, He rsbhfon recased grant

and Scuth Amanca

Pathenls: A iotal of 28 150 patents with seoers sepsis and sepbc
shock, from January 2004 through February 3010, wers evaluated
intervontions: Anbbiodic administetion and hosptal mortality
Measuraments and Main Resufts: A tcial of 175080 pabents
recevaed artibobcs after sepsis dentifcation and wane ncleded
in the analyams, In-heepital morafity was 289,75 for the conort ag e
whole, There way a sinfically sigridicant incraase i the prebability

Crit Care Med. 2014;42(8):1749.



23 -4 4-5
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Antibiotics (Hr) DR® 85% CI p Mortality (36)° a5% C1

0.57-1.18 0.165 26.0 04 5270
1.02-1.26 0.021
1.04-1.35 0.008
1.06-1.45 0.006

19091786 < 00017

1.36-1.70 <_0.001
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Time to Treatment and Mortality
during Mandated Emergency Care for Sepsis
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The Timing of Early Antibiotics and Hospital Mortality in Sepsis

Vincent X, Liu', Vikram Fielding-Singh®, John D, Greene', Jennifer M, Baker', Theodore J. lwashyna™®,

Jay Bhattacharya®, and Gabriel J. Escobar’

*':EIE-ET Permarente Divisian of Fasaarch, Clakland, California; “Deparimeant of Anesthesia and Pericperative Care, Universily of Califomia

Zan frar'-:::fm Zan Francisco, California; “Center for Clinical Management Research, WA Ann Arbar Haslih Systern, Ann Arioar,
hichigan; “Division of Pulmonary and Critical Care, Department of Intemal Medicine, Liniversity of Michigan, Ann Arar, Mlm'-gan
and “Primary Care and Outcomes Research, Stanford University, Stanford, Calfomia

Abstract

Rationale: Prior sepsis studies evaluating antibiotic timing have
shown mixed results.

Objectives: To evaluate the association between antibiotic timing
and mortality among patients with sepsis recefving antibiotics within
& hours of emergency department registration.

fethods: Eetrospective study of 35,000 randomly selected
inpatients with sepsis treated at 21 emergency departments between
2010 and 2013 in Northern California. The primary exposure was
antibiotics given within & hours of emergency department
registration. The primary cutcome was adjusted in-hospital
mortality. We used detailed phoysiologic data to quantify severity of
illness within 1 hourof registration and logistic regression to estimate

the odids of hospital mortality based on antibdothe timing and pa.t'umy, patients with long delays in antibiotic administration, This has

Conclusions: In a large, contemporary, and multicenter sample of
patients with sepsis in the emergency department, hourly delays

in antibiotic administration were associated with increased

odds of hospital mortality even among patients who received
antibiotics within & hours. The odds increased within each sepsis
severity strata, and the increased odds of mortality were greatest in
septic shock,

Keywords: sepsis; septic shock; antibacterial agents

Measurements and Main Results: The median time to antibxdotic
administration was 2.1 hours (interquartile range, 1.4-3.1 k), The
adjusted odds ratio for hospital mortality based on each hour of delay
in antibiotics after registration was 1.0% (95% confidence interval
[CI], 1.05-1.13) for each elapsed hour between registration and
antibiotic administration. The increase in absolute mortality
associated with an hour's delay in antibiotic administration was 0.3%
{95% CI, 0.01-0.6%; P = 0.04) for sepsis, 0.4% (95% CI, 0.1-0.8%;

P = (102} for severs sepsis, and 1E% (95% CI, 0.8=3.0%: P = 0.001)
for shack,

At a Glance Commentary

Sciantific Knowledge on the Subject: Prior work
evaluating antibiotic timing in sepsis has shown mixed results
and focused on more severely ill patients, often incuding

resulted in clinical equipoise regarding timing thresholds for
antibiotic administration in sepsis,

What This Study Adds to the Field: We evaluated 35,000
patients treated within a contemporary multicenter sepsis
guality improvement program using granular data induding
vifal signs, laboratory values, and severity of illness indices,
Although ncreased time to antibiotics after emerpency
department presentation was associated with increased
mortality in all sepsis severity groups, the increase in the odds
of mortality was greatest in septic shock

Am ] Respir Crit Care Med 2017
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Hours from ED presentation to first antibiotic
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Increased Time to Initial Antimicrobial
Administration Is Associated With Progression
to Septic Shock in Severe Sepsis Patients

Bristol B. Whiles, BS'; Amanda 8. Deis, M5!; Steven Q. Simpson, MD?

Ciddi sepsisli 3929 hasta, retrospektif kohort

Mortalite %12.8
Septik soka ilerleme %25

Medyan AB baslama siiresi 3.77 saat

SG-05/2021 Crit Care Med 2017; 45:623—629



TABLE 2. Most Common Infection
International Classification of Diseases,
9th Edition Diagnosis Codes by Code
Group for Patients Without Shock on
Presentation to the Emergency Department

Mo. of
Infection Site/Type Patients Percentage

Infectious and parasitic {including 3921 508
septicemia)

Raspiratony and lung 1,500
Genitourinary 250
Intra-abdominal 293
Boneasjoint 151

surgical site, device, implant, graft, or 146
cenfral venous catheter

Central nervaus system
Cardiovascular
Skin and soft tissue

Bacteremia

SG-05/2021 Crit Care Med 2017; 45:623—-629




Antibiyotik baslamadan onceki her bir saatte
sepsisden septik soka %8 ilerleme riski

Propartion receiving initial antimicrabial

B Proportion progressing to septic shock
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Time to initial antimicrobial administration (hours)

Crit Care Med 2017; 45:623—-629
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Patient and Organizational Factors Associated With

Delays in Antimicrobial Therapy for Septic Shock*
Andre C. K. B. Amaral, MD'; Robert A. Fowler, MDCM, M5(Ep1), FRCPC'; Ruxandra Pinto, PhDY;
Gordon D, Rubenfeld, MDD, MSc'; Paul Ellis, MI»¥; Brian Bookatz, MIY; John C, Marshall, MDD, FRCSC, FACSY;

Greg Martinka, MLY; Sean Keenan, MD*; Denny Laporta, MLY; Daniel Roberts, MI¥; Anand Kumar, ML

and the Cooperative Antimicrobial Therapy of Septic Shock Database Research Group

Septik soklu 6720 hasta, retrospektif kohort

Ileri yas, komorbidite varligi, hipotansiyon éncesi hastanede
kalis suiresi, pnomoni tanisi AB tedavisi baslama siiresini
uzatmis.

Toplumdan kazanilmis enfeksiyonlarda, acilden basvurularda
ve yiiksek ates varliginda AB daha erken baslanmis.

SG-05/2021 Crit Care Med 2016;44:2145-2153.



Time to Appropriate Antibiotic Therapy Is an
Independent Determinant of Postinfection ICU and
Hospital Lengths of Stay in Patients With Sepsis*

David Zhang, MD¥; Scott T. Micek, PharmD-; Marin H. Kollef, MD~

Ciddi sepsis veya septik soklu 1058 hasta, retrospektif kohort

Medyan AB baslama siiresi (kan kiltiuria alinmasindan
itibaren) 6.7 saat

B

g
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SG-05/2021 Crit Care Med 2015; 43:2133-2140



Initiation of Inappropriate Antimicrobial
Therapy Results In a Fivefold Reduction
of Survival in Human Septic Shock

Anand Kumar, MD; Paul Ellis, MD; Yaseen Arabi, MD, FCCE;

Dan Roberts, ML), Bruce Light, MD); Joseph E. Farrillo, MD), FCCPF;

Peter Dodek, MD; Gordon “rwf MD; Aseem Kumar, PhD; David Simon, MD;
Cheryl Peters, EN; Muhammad Ahsan, MD; Dan Chateau, PhL); and the
Cooperative Antimicrobial Therapy of Septic Shock Database Research Group®

Septik soklu 5715 hasta, retrospektif kohort
Uygun AB verilenler %80.1

Genel olum orani %43.7

5G-05/2021 CHEST 2009; 136:1237-1248



B inappropriate
[0 appropriate

|
all h 5715 ~ <.0001
Uygun AB verilenlerde hastanede sagkalim %52 iken uygunsuz
AB verilenlerde %10.3 (odds ratio [OR], 9.45; 95% CI, 7.74 to
11.54; p<0.0001).

n p value

Uygunsuz AB kullanimi ile;
pnomokokal enfeksiyonda 2.3 kat,

primer bakteremide 17.6 kat mortalitede artis

surviiﬁalil{?“.ﬁ;a} nﬁds ratio

FIGURE 2. Impact of antimicrobial appropriateness on survival in major epidemiologic subgroups. See
the legend of Figure 1 for abbreviations not used in the text,

5G-05/2021 CHEST 2009; 136:1237-1248



Monotherapy versus -Lactam—-Aminoglycoside Combination
Treatment for Gram-Negative Bacteremia: a Prospective,
Observational Study

LEONARD LEIBOVICL'* MICHAL PAUL, ODED POZNANSKI, MOSHE DRUCKER,
LZMIBRA SAMRA, HANNA KONIGSBERGER, axp SILVIO D, PITLIK

Prospektif kohort calisma, 2124 GN bakteremik hasta

%032'sinde uygunsuz empirik antibiyotik secimi

Uygun AB verilenlere kiyasla uygunsuz AB verilenlerde mortalite
daha yuksek (%%18’e karsilik %34, p=0.0001)

AB tedavisi disinda mortalite lizerine etki eden diger risk

faktorlerine gore hastalar gruplandirildiginda noétropenik

hastalar disinda kombinasyon tedavisi listiin degil

SG-05/2021 AAC 1997;41:1127-1133.



Empiric Combination Antibiotic Therapy Is Associated with Improved
Outcome against Sepsis Due to Gram-Negative Bacteria: a
Retrospective Analysis’

Scott T. Micek,' Emily C. Welch,' Junaid Khan,” Mubashir Pervez,” Joshua A, Doherty,’
Richard M. Reichley,” and Marin H. Kollef**

Retrospektif kohort calisma, GN bakteremi iliskili 760 ciddi
sepsis ve septik sok

9% 31.3'unde uygunsuz empirik antibiyotik secimi

Uygun AB verilenlere kiyasla uygunsuz AB verilenlerde

mortalite daha yuksek
(%36.4'e karsihk %51.7, p<0.001)

Kombinasyon tedavisi alanlarda uygunluk daha fazla

SG-05/2021 AAC 2010;54:1742-1748



Total no. of

I Hospital Mortality Gram-negative bacterium L

|:| Inappropriate Initial Antimicrobial Therapy

Achromobacter spp. 12
Acinetobacter spp. 03
Burkholderia spp. 2
Citrobacter spp. 12
Enterobacter spp. 76
Escherichia coli 232
Klebsiella spp. 188
Morganella morganii

FProteus spp.

Providencia spp.

Community-Acquired Healthcare-Associated R?Eudr}m::inm' m:ntginﬂ:i'ﬂ
(n=72) Community-Onset Hospital-Onset
(= 269) (= 419) guinmlnﬁﬂu Spp.
F1G. 2. Hospital mortality and inappropriate initial antimicrobial SITREA FIATCESCEnS 2
therapy (ILAT) according 1o classification of infection source, (P < Stenotrophomonas maltophilia
0.001 for diferences in hospital mortality and ILAT). Cumulative

SG-05/2021 AAC 2010;54:1742-1748
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Qutcomes in severe sepsis and patients with septic shock:
Pathogen species and infection sites are not associated with
mortality™®

Jean-Ralph Zahar, MD; Jean-Francois Timsit, MD, PhD; Maité Garrouste-Orgeas, MD; Adrien Francais, MG;
Aurélien Vesim, MG; Adrien Descorps-Declere, MD; Yohann Dubois, MD; Bertrand Souweine, MD;

Hakim Haouache, MD; Dany Goldgran-Toledano, MD; Bernard Allacuchiche, MD; Elie Azoulay, MD, PhD;
Christonhe Adrie. MD

Prospektif, 10 yillik gozlemsel calisma
1562 toplum kaynakh, 1432 hastane kaynakh, 1012 YB
kaynakh ciddi sepsis olgusu

Etken organizma, ¢oklu ilag direnci, enfeksiyon bolgesi,

bakteremi varligi ile mortalite arasinda iliski yok

Erken uygun AB baslanmasi sagkalimla iliskili

SG-05/2021 Crit Care Med 2011 Vol. 39, No. 8



Impact of previous antibiotic therapy on outcome of
Gram-negative severe sepsis®

Michael T. Johnson, PharmD; Richard Reichley, PharmD; Joan Hoppe-Bauer, BA, BS, MT;
W. Michael Dunne, PhD; Scott Micek, PharmD; Marin Kollef, MD

Retrospektif kohort calisma

GN bakteremiye baglh sepsis ve septik soku olan 754 hasta

E.Coli (°30.8), K.pneumoniae (%23.2), P.aeruginosa (%17.6)
Son 3 ay icinde AB kullanimi olanlarda (%41.1);
uygunsuz AB kullanimi %45.4 (%21.2'ye karsilik)
hastanede mortalite %51.3 (%34'e karsilik)
AB kullanim odykiisii disinda hastane mortalitesi ile iliskili diger
degiskenler;
vazopressor kullanimi, P.aeruginosa enfeksiyonu, organ

yetmezligi sayisi




“The Surviving Sepsis Campaign”

= mumkun oldugunca hemen, ozellikle ilk bir
saatte antimikrobiyal bagslanmasini
onermekte

= Guncel rehberler orta duzey kanitla guclu
oneri seklinde ilk bir saatte genis spektrumiu
antibiyotik baglanmasini onermektedir.
= Ancak bu yaklasim antibiyotiklere bagli

istenmeyen etkileri de beraberinde
getirmektedir.

SG-05/2021
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SPECIAL EDITORIAL
@Emm.‘\{;rk

The Surviving Sepsis Campaign Bundle:
2018 update

titchiell M. Lewy!, Laura E. Evans® and Andrew Rhodes”

S0 E RUUA and ERICM

Measure lactate level. Remeasure if initial lactate is =2 mmol/L.
Obtain blood cultures prior to administration of antibiotics.

Administer broad-spectrum antibiotics.
Begin rapid administration of 30ml/kg crystalloid for hypotension or lactate 24 mmol/L.
Apply vasopressors if patient is hypotensive during or after fluid resuscitation to maintain MAP

=65 mm Hg.

*“Time zero” or “time of presentation” is defined as the time of tringe in the Emergency Department or,

if presenting from another care venue, from the earliest chart annotation consistent with all elements of

sepsis (formerly severe sepsis) or septic shock ascertained through chart review.

Fig. 1 Hour-1 Surviving Sepsis Carmpaign Bundla of Cars

Intensive Care Med (2018) 44:925-928



Table 1 Bundle elements with strength of recommendations and under-pinning quality of evidence [12, 13]

Measure lactate level. Re-measure if initizl [actae is = 2 mmolfL Wead recommendation, low quality of evidence

Obtain blood cultures orior to administration of antibiotics Best practice statement

DO M intain

SG-05/2021 Intensive Care Med (2018) 44:925-928



GSAB nedir?

= Genis spektrumlu antibiyotik tedavisi olasi
patojenlerin tamamini kapsayacak sekilde bir veya
daha fazla antimikrobiyalin verilmesini kapsamakta

= Ancak bu yaklasim tum hastalara ayni antibiyotik
kombinasyonlarinin verilmesi degil !!!

= en potansiyel patojenleri kapsayacak sekilde
dusunulmus daha odakli antimikrobiyal secimi
anlamina gelir.

= Hastaya ait faktorler,
= ongorulen etken patojen ve
= lokal mikrobiyal diren¢ paternleri goz onune alinmalidir.

= Ozellikle ¢oklu ilaca direncli organizma gecmisi olan
kigilerde onemlidir.

SG-05/2021



Hastaya ait ozellikler

= Empirik AB tedavisinin se¢imi hastanin éykiisu, klinik durumu ve lokal
epidemiyolojik faktorlere baghdir.

= Enfeksiyon odagi,

= Eslik eden komorbid hastaliklar,

= Kronik organ yetmezlikleri,

=  Kullandig ilaglar,

= Kalici kateter, implant, cihazlar,

* Immunsupresyon,

= Spesifik patojenlerle bilinen ge¢cmis enfeksiyon veya kolonizasyon,
= Son 3 ay icindeki kullanilan antibiyotikler,

= Enfeksiyonun gelistigi lokasyon (toplum, bakim evi, hastane,..),

= Lokal patojen prevalansi ve bu patojenlerin duyarlilik paternleri

SG-05/2021



Gram-negative bacteraemia; a multi-centre prospective evaluation of
empiric antibiotic therapy and outcome in English acute hospitals

J. M. Fitzpatrick', . 5. Biswas’, |. D. Edgeworth’, ]. Islam’, M. Jenkins’, R. Judge®, A. ]. Lavery®, M. Melzer', 5. Morris-Jones”,
E. F. MNrutehu”. |- Paters'. DL G, Pillav?. F. Pink™. 1. . Prica®™. M. Srarbarnosh ' G E. Thwaites'!. R, Tillew®. A, 5. Walkes' ™' aned

Prospektif gozlemsel calisma, 679 hasta, GN bakteremi, 10 hastane, Ekim 2013 - Mart 2014.
Bakteremilerin cogunlugu toplumdan kazanilmis (70%);

En sik Escherichia coli (65%), Klebsiella spp (15%), Pseudomonas spp (7%).

Enfeksiyon odag: iiriner sistem (51%), abdomen/bilier sistem (20%), alt solunum yolu
(14%)

Kullanilan antibiyotikler co-amoxiclav (32%), piperacillin-tazobactam (30%), 34%
kombinasyon tedavisi

Empirik tedavi 34% uygunsuz.

Mortalite 8% (7.giin) ve 15% (30.giin)

Bagimsiz mortalite belirleyicileri (p<0.05); ileri yas, komorbid hastaliklar, basvuruda
hastaligin ciddiyeti, inflamatuar yanit.

Uygunsuz empirik antibiotik tedavisi mortalite ile iliskili degil.
SG-05/2021 Clin Microbiol Infect 2016; 22: 244251




Epidemiology of sepsis in intensive
care units in Turkey: a multicenter,
pmnt-prevalence study

1 Caglavar’, Ferdz Kzhvec®

Abstract
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Table 3 Crigin and type of infection in infected patients
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= Sepsis ve septik sok icin spesifik bir rejim
onerisi mumkun degil
= Enfeksiyon odagina veya spesifik Immun

defekte dayanan potansiyel rejimler
onerilebilir

SG-05/2021



MDR risk faktorleri

= Uzun siireli hastane/bakim merkezinde kalma
= Oncesinde antimikrobiyal kullanimi
= Oncesinde hastane yatisi

= Oncesinde MDR organizma ile kolonizasyon veya
enfeksiyon

= Ciddi sepsis veya septik sok

SG-05/2021



= Ciddi sepsis ve septik soklu hastalarin
cogunda bir vaya daha fazla
immunsupresyonu oldugunu dusunursek
baslangic rejim SBIE patojenlerini
kapsayacak sekilde genis olmali.
= Karbapenem (meropenem, imipenem) (en sik)

= Genisletilmis spektrumlu penisilin/beta-laktamaz
inhibitoru (piperacillin/tazobactam)

= Uglincii veya dordiincii jenerasyon
sefalosproinler

SG-05/2021



Algorithm for empiric antimicrobial selection for gram-negative badllary
bacteremia

Gram-negative rods reported from blood culture

v

Does the patient have sepsis or septic shock?

I 1
Yes Mo

¥ ¥

Are any of the following present?
= Immunccompromised patient ¥

= Health care exposures in the pricr
three to six months 1l

Are any of the following present?
= Immunocompromised patient*

= Health care exposures in prior
three to six months Tl

SG-05/2021

» Infection with P. aeruginosa in
prior three to six months

® Instituticnal prevalence of resistant
gram-negative bacilli >20%

= Infections with P. asruginosa in
the prior three to six months

I
Yas

¥

1 I
Mo Yes

¥ ¥

1
Mo

¥

Combination therapy
with two antipseudomonal
agents is warranted

A single broad-spectrum
agent with antipseudomonal
activity is appropriate

A single broad-spectrum agent
is appropriate; antipseudomonal
coverage is not necessary

Examples include:

® An antipseudomonal beta-lactam
dosed as a prolonged infusion or with
the following standard infusicn doses: &

» Ceftazidime 2 g every & hours
» Cefepime 2 g every 8 hours

# Piperacillin-tazobactam
4.5 g every & hours

# Imipenem 500 mg every & hours
* Mercpenem 1 g every & hours

# Doripenem 500 mg every 8 hours
PLUS an aminoglycoside: 8

# Tobramycin 7 mg/kg daily

* Amikacin 15 mag/kg daily

» Gentamicin 7 mg/kg daily

Examples include antipseudomonal
beta-lactams dosed as a prelonged
infusion or with the following
standard infusion doses: %

= Ceftazidime 2 g every 8 hours
= Cefepime 2 g every 8 hours
= Piperacillin-tazobactam
4.5 g every & hours
= Imipenem 300 mg every & hours
= Meropenem 1 g every 8 hours
= Doripenem 500 mg every 8 hours

Examples include:
= Ceftriaxone 2 g every 24 hours
= Ceftazidime 2 g every 8 hours
= Cefepime 2 g every 12 hours

= Piperacillin-tazobactam
3.275 g every & hours

UpToDate




Candida risk faktorleri

* Immunkompromize (notropeni, KT, transplant, DM,

KBH,,....)
= Uzun siireli IV kateterler (HD, SVK,..)
= TPN

= Yakin zamanda cerrahi girisim (6z.abdomen)
= Uzamis genis spektrumlu AB kullanimi
= Uzamis hastane/YBU yatisi

= Yakin zamanda fungal enfeksiyon, ¢coklu kolonizasyon

SG-05/2021



= Enfeksiyon konsultasyonu

= Kisitlama (baslangic¢ tx.de??)

SG-05/2021



Genis spektrumiu AB devami
= MDR artisi

= Fungal enfeksiyonlarda artis
= Cl.difficile

= Maliyet ve hastanede yatisda artis

SG-05/2021



Erken GSAB baslamaya alternatif;

= hastanin klinik kotulesmesine kadar veya

= kultur sonuclanincaya kadar beklemek
olabilir

= fakat klinik kotulesmeyi beklemek mortaliteyi
arttirir!

= Ayrica, kultur sonuclarini beklemek riskli
olabilir cunku sepsisli hastalarin %28-
89’unda etken patojen ortaya konamamakta
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AB stewardship

= Yatan hastalarda uygunsuz antibiyotik
kullanimi %40’a kadar ¢cikmakta

= Amac; uygun AB arttirmak, gereksiz
kullanimi azaltmak

SG-05/2021



Erken GSAB devami nasil olmah??

= Baslangicta genis spektrumlu antibiyotik kullaniimasi
gunlerce genis spektrumlu olarak devam edilmesi
anlamina gelmemekte

= Kultur ve duyarlilik sonuclarina veya 48-72.saatte
hastanin klinik ve laboratuvar degerlerine gore
spektrumu daraltmak (de-escalation)

= (kultur alinmasi onemili)
= Hatta, enfeksiyon kaniti ortaya konamazsa

antimikrobiyallerin tamamen kesilmesi en uygun
yaklasim olacaktir.

= Boylece, istenmeyen etkiler ve antibiyotik direncinin
yayillmasi onlenmis olabilir.
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ADE sayesinde

= MDR azaliyor
= C.diff azaliyor
= Maliyet dusuyor

= Yatis suresi kisaliyor
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A Systematic Review of the Definitions, Determinants, and
Clinical Outcomes of Antimicrobial De-escalation in the
Intensive Care Unit
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Antibiotic de-escalation for bloodstream infections and pneumonia:
systematic review and meta-analysis

M. Paul "3, Y. Dickstein >, A. Raz-Pasteur "?

1" Infectious Diseases Institute, Rembem Health Core Compus and The Ruth and Bruce Reppaport Faculty of Medicine, Technion, Israel Institute of
Technology, Haoifa, [sroel

*! Medicine A, Bambam Health Care Campus, Haifo, tsrael

Odds Ratio Odds Ratio
Study or Subgroup log[Odds Ratio] SE IV, Fixed, 95% ClI IV, Fixed, 95% CI
Observational unadjusted -0.63488 0.158923 0.53([0.39,0.73] —
Observational adjusted -0.18633 0.172462 0.83[0.59,1.186] ]
Randomized controlled trial 0.548121 0.28308 1.73[0.97, 3.07] ;

01 02 05 1 2 5 10
Favours DE Favours non-DE

Fig. 5. Pooled odds ratios for all-cause mortality with de-escalation (DE) versus non-de-escalation (non-DE) by study design.

Gozlemsel calismalar bakteremi, VIP ve ciddi sepsisde AB duyarhlik
testlerine dayali ADE ile daha diisiik mortalite gorildiiguini gostermekte.
Randomize kontrollii calismalarda bu dogrulanamamais.

SG-05/2021 Clinical Microbiology and Infection 2016;22: 960967



Mlare Lasume

Carole Bechis

Knrine: Baumstarck
Jean-Yvey Lelranl
Iacos Alhanise
Sumir Jaber

Alnin Lapapr
Jean-Michel Conslaniin
Lanrent Papaziao
Micolns Aruder
Bermard Allsouchiche
Earine: Biznter
Frampiis Anbenini
Juolien Textoris
Clnnde Martin

De-escalation versus continuation of empinical
antimicrobial treatment in severe sepsis:
a multicenter non-blinded randomized

noninferiority trial

Far the AZUREA Melwork Investzalirs

Foraseiwnl 10 Jois: 3002
Buecnpiel: 17 Tuly 2004
Fublizshed cnline: 5 Aupese 2050

4 spcinger Yerlag Weram Lleidelbers ane
FRIC™ 0l d

Elsctromic suppdementary mocecial

Lze coling version of thos amicle

[ LR B O KRG R B B RS BE R A N B R TTR TS
suprlenenlasy makarial which is availail:
1o acthodiaed users.

B, Laone (5%, O Bechos 15 Sormonumt
. Marin

Sezvice d anesthese ol Oe réamomsdion.
Hegital Mo, Clieren das Bosirely,
1530] 5 a1l Frams:

B Ml mist. lemmedap amir

Tl 43340151050

B Tz - T Papadkin - 1 Terliia
Unité de Brcherche sio ey Maladies
Larzclisiisss o '|'.|'|||i-\.'|:|i:$ Eailisgrsines,
Crnire: Wil .:\ u Rochorch:
Scrantifiqus Uzicd Mixie de Kecharche
TITA, Ak Wona Tk Lnivasiny Marazills
Fran:zz

K Raninslarsk
Caind d Adde béthodolozioue & 1a
Bazharche Llinique & Epllaiceiegiqos,

At Maraill: Dlreeemiie, MarsciDi:. Fromis

1.5, T2dmid

Semviar il iromalions Taie Ancsthoen:
K#animation Dozleur Urgence. CHU
Parmuss, Mimes, Fraso:

L. Al

1¥minal La Concepaore Mareeills. Ceance

S lahes
Eiotnal Samp e, Mompellier, Izimoe

A, Leopape
HSolnaux Lyon Sod, Lven, fmamee

L-M. Carcdanin

Rizsnimpikm pedvedloniz Hipils]
univecsrizze Lsiaing, Clemment Jemmes
o ietia

L. Fapazian
Bearal Monk Mamcille, Fuano:

M. Hooder
Hopdral T8 Timewne:, Maailli, Frama:

H. Alanwchichiz
Homaial Badunand Hemrinl, Lysm, Prancs:

K. Réwiiline:

e J Investigaeon Climiges 9302, Ais
PlarniaThe Tlniversikl Aesistamce Fublicpa:
Hdotsaux de Marszille. Mlarszille, [reaoe

Ahsteact  Backpraed o
patbania wich aevere sepala, oo pan-
domimad clinical erial has tesied the
cuneept ol desscalalion ol conpic-
cal antimierchial thernpy, This
shely simed b commure the e
Cacklalion satcpy wilb i conbie-
uatieon of on zppoopringe empirizal
treslment in lhese patienls. Meik
eules Thes was B IOlGCe: oo

Empirik AB tedavisinin devamina kiyasla ADE
stratejisi YBU’nde kalis siiresini uzatmis.
Fakat, mortalite oranini etkilememis.

AB suiresini de kisaltmamis.

were asalgned 10 de-cacalation

n =59 ar ceotfnoztion of empie-
cal anlomicrehial lreatmenl g = 573
(b primary ouicome was 10 nu-
sure the duraticn of 108 siny. We
defined @ noninlerorily marpin ol
2 dawe [ the loeeer boundacy of fhe
A5 5 conlicdence inberval (O Do
s dofforcnes b palsants asalaned 10
lhe de-pscalalion grip wis loss
tlaen 2 diye, ns commpasd witly tha
of patienls assigned b the cantin-
Al proop, de-civalalion was
caraidersd o ke nonicferoer o the
cantintion stralegy. Secembiry
oaeounce Jecluded worTalay &l

9N days, recarrence of megan filene,
nurmeber of superniectioms, ard
numzier of dave with amtiblotics
dhring the TC1D sray. Residre: The
oo durgloe ol FOUD slay was 9
[interganrfile ranpe (IR 5<22]
dava lo e de-cscalation 2roup and
H [TGR 4—15] dave in the comtirmn-
lbon proup, mespeclwely (P = 071D,
The mean diffecescs mps 5.4 (95 5

Intensive Care Med 2014;40:1399-1408




ADE riskleri

= GSAB DSAB ile yer degistirmesi;
= Birikmis ekolojik etki
= Daha fazla AB maruziyeti
= Erken direnc¢ gelisimi

= Erken mik.tani onemli olabilir
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Emergence of Imipenem-Resistant Gram-Negative Bacilli in Intestinal
Flora of Intensive Care Patients

Laurence Armand-Lefévre,™® Cécile Angebault,” Frangois Barbier,”® Emilie Hamelet,” Gilles Defrance,” Etienne Ruppé,®
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FIG 1 Rates of intestinal colomzation by imipenem-resistant gram-negative
bacilli in intensive care patients, Bars indicate observed rates = standard de-
viation (SD) (error bars).
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Emergence of Imipenem-Resistant Gram-Negative Bacilli in Intestinal
Flora of Intensive Care Patients

Laurence Armand-Lefévre,*” Cécile Angebault,*” Frangois Barbier,”* Emilie Hamelet,” Gilles Defrance,” Etienne Ruppé,™"
Régis Bronchard,® Raphaé&l Lepeule,” Jean-Christophe Lucet,® Assiya El Mniai,® Michel Wolff,° Philippe Montravers,? Patrick Plésiat,’
Antoine Andremont™®

Imipenem exposure 28 (77.8) 14 (38.9) 5.4(1.8-17.8) =().01
Days of imipenem exposure <0.01
0 8(22.2) 22 (6l.1) 1.0
1to 3 10 {27.8) & {16.7) 4,4 (1.1-20.5)
4to 21 18 {30.0) 8(22.2) 6.0 (1.7=23.3)

AMD gelisimi antibiyotik tedavisinde ¢cok erken (ilk 2-3 giin) meydana
geliyor;

Cok kisa IP maruziyeti bile diren¢ olusturmak icin yetiyor.

GSAB kesilmesi veya daraltilmasi (ADE) AMD gelisimini azaltmada daha
az etkili olabilir.

SG-05/2021 Antimicrobial Agents and Chemotherapy 2013;57:1488—-1495
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Antimicrobial de-escalation in critically
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Efficacy and safety of antimicrobial de-escalation as a clinical strate

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

“Assistance Publique Hapitaux de Marseille, Service d'anesthésie et de réanimation, Alx-Marseille Université, Marseille, F
IHU-Méditerranée Infection, Aix-Marseille Université, Marseille, France; ‘Multidisciplinary Intensive Care Research Organi
Haospital, Dublin, Ireland

ABSTRACT

Introduction: De-escalation is a widely recommended strategy in regard to guidelines, with an
associated adherence to guidelines being around 50%. This review discusses data supporting de-
escalation and possible obstacles for its implementation.

Areas covered: Although it does not have a consensual definition, de-escalation consists of reducing
the spectrum of empirical antimicrobial treatment based on the microbiclogical findings. Many obser-
vational studies have suggested that this strategy is likely safe and efficient for treating various types of
infection. However, randomized controlled trials published as of now have not shown any improvement
on the outcomes. Regarding the adverse effects of de-escalation on ecological pressure and multidrug
resistance emergence, the data are contradictory. The implementation of new technigues, such as rapid
diagnosis, can help guide clinicians.

Expert opinion: De-escalation should be included as part of a large antibiotic stewardship program to
balance the risk and benefit of each administration, and each physician prescribing antibiotics should
be challenged for the quality of her/his prescription on a daily basis. In the future, one of our duties will
involve determining whether a delay of antimicrobial treatment - making it possible to improve
diagnostic performance and obtain the first laboratory results - is either safe or unsafe for our patients,

SG-05/2021 Expert Rev Anti Infect Ther 2019;17:79-88.



ADE Belirleyiciler

Presentation of infection

3 Site of infection Source control
{nosocomial)

Previous antibiotic s
Immune status Presence of shock Organ failure

Resistance X s
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Blood Culture Results Before and After Antimicrobial Administration in

Patients With Severe Manifestations of Sepsis
A Diagnostic Study

Matthew P. Cheng, MD; Robert Stenstrom, MD, PhD; Katryn Paguette, MD; Sarah M. Stabler, PharmD; Murtazs Sbdhter, MD;
Adam C, Davidson, MD; Marko Gavric, BSc; Alexander Lawandi, MD; Rehman Jinah, BSc; Zahid Saeed, MD; Koray Demir, MD;
Kally Huang, BSc; Amirali Mahpowr, MD; Chris Shamatutu, BSc; Chelsea Caya, M5c; Jean-Marc Trogquet, MD; Greg Clark, MD;
Cedric P. Yansouni, MD; and David Sweet, MD; for the FABLED Investigators®

Ciddi sepsisli 3164 hastada

AB baslanmadan once alinan kan kiltuirlerinde pozitiflik orani
%31.4,
AB baslandiktan sonra 120 dk icersinde alinan kan kiiltiirlerinde
pozitiflik orani %19.4.

SG-05/2021 Ann Intern Med. 2019;171:547-554



What Is the More Effective Antibiotic Stewardship
Intervention: Preprescription Authorization or

Postprescription Review With Feedback?

Pranita 0. Tamma,' Edina Avdic,” John F. Keenan,” Yuan Zhae,' Gobind Anand,” James Cooper” Rebecca Dezube,’ Steven Hsu," and Sara E. Cosgrove’

'Division of Infectious Diseases, Departmant of Pediatncs, Johna Hopkinz Univarsity School of Medicing, and "Elupa:'h'nent af Pharmacy, Johns Hopkine Hospital, Batimone, Marglend, “Dapariment
of Famiy Madicine, Lynchiurg General and Virginia Baptist Hospétal, Lynchbung; *Depariment of Epidemialogy, Johns Hopkine Bloombang Schood of Public Health, Baltimare, Maryland; *Division

af Gastroanterniogy, Department of Madicine, Uriversity of Caffornia, San Diegn; "Division of Hematalogy, Dapartment of Medicing, Nations! Institutes of Heafth; and Divisions of "Pulmanany and
Critical Care Medicine, "Cardiology, and 'Infectious Diseases, Deparimeant of Medicing, Johns Hogkins University School of Medicing, Baltimare, Maryiand

Erken miidaheleden ziyade ge¢ miidahele (ADE) AB kullanimini
azaltmada daha etkili.

Empirik AB uygunsa kisa siire icin (< 5 giin) devam edilmeli,
farkh antibiyotigin ardisik kullanimi ile hastalarin mikrobiyomunda
tekrarlanan degisiklik yaratilmasindan kag¢inilmali

1 and 3 in the PPA group (P < .01) and in 57% and 36% of patients on days 1 and 3 in the PPRF group (P = .03).

Conclusions. PPRF may have more of an impact on decreasing antibiotic DOTs compared with PPA. This information may be
useful for institutions without sufficient resources to incorporate both stewardship approaches,

Keywords. antibiotics; ASP; days of therapy; antimicrobial stewardship.
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AB suresi de onemli!

= Antimikrobiyallerin suresi de hastaligin
ciddiyetine, enfeksiyon tipine ve kaynak
kontrolunun yapilip yapiilmamasina gore
belirlenir.

= Genel olarak 7-10 gunluk sure tedavi icin
yeterlidir.
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= Toplumdan kazanilmis pnédmoni, VIP, liriner
sistem enfeksiyonlari, komplike
intraabdominal enfeksiyonlar ve diger
bakteremileri olan YBU hastalarinda kisa
sureli (5 - 7 gun) antibiyotik tedavisi etkili ve
guvenli

De Waele J], et al. Curr Opin Infect Dis 2018;31:606-11.
Chotiprasitsakul D, et al. Clin Infect Dis 2018;66:172-7.
Hanretty AM, et al. Pharmacotherapy 2018;38:674-87.
Montravers P, Intensive Care Med 2018;44:300-10.
Royer S, et al. J Hosp Med 2018;13:336-42.

Klompas M, et al. Clin Infect Dis 2017;64:870-6.
Sandberg T, et al. Lancet 2012;380:484-90.
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= AB tedavisinin erken sonlandiriimasinda
prokalsitoninin yarari ??

Lam SW, et al. Crit Care Med 2018;46:684-90.
Huang DT, et al. N Engl J Med 2018;379:236-49.
de Jong E, et al. Lancet Infect Dis. 2016;16:819-27.
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Sonuc olarak..

Yasami tehdit eden bir enfeksiyon karsisinda
= hizh olarak
= olasi tum patojenleri kapsayacak sekilde

= kigsiye ozel genis spektrumiu antibiyotik
baslanmali...
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