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GIRIS

Antimikrobiyal direng kiiresel yuki artmaya devam ederken,
antimikrobiyallerin akilci kullanimi son derece onemlidir.



SENDROMIK YAKLASIM

Sendromik yaklasim gelismis mikrobiyoloji teknolojileriyle
(Multipleks molekiiler testler)

yaygin enfeksiyon hastaliklarinin hi1zli teshisine yonelik yeni bir
yaklagimdir.



Sendromik Paneller

* Klinik sendromlarla iliskili bakteri tirlerinin ve secilmis
antimikrobiyal direng genlerinin saptanmasinin kombine
edildigi testlerdir.



SENDROMIK PANELLER

"Sendromik" paneller (Multipleks PCR testleri) ¢cok sayida
patojen ve direng genine yonelik testleri tek bir testte
birlestirir ve hizli bir sekilde enfeksiyon etkenini tespit
etmemize yardimci olur.



Kan dolasim yolu enfeksiyonlarina Sendromik Paneller

IGram (+) Bakteriler ' Gram (—) Bakteriler

Acinetobacter baumanniiHaemophilus influenzae
Neisseria meningitidis
Enterococcus

E . Pseudomonas aeruginosa
[_isteria monocyftogenes

e Enterobacteriaceae

Enterobacter cloacae complex
Staphylococcus aureus

Escherichia coli
Streptococcus

Klebsiell £
Streptococcus agalactiae ebsielila oxyloca

Klebsiella pneumoniae
Streptococcus pyogenes

: Proteus
Streptococcus pneumoniae

Serratia marcescens

Mayalar Antibiyotik Direnci

Candida albicans

Candida glabrata mecA - metisilin direnci
Candida krusei vanA/B - vankomisin direnci
Candida parapsilosis KPC - karbapenem direnci

Candida tropicalis




Bu sendromik paneller:

Teshis ve klinik karar verme stiresini 6nemli ol¢tide

azaltarak
Enfeksiyon kontrolind,

Antimikrobiyal yonetimi ve
asta iyilesmesini

olumlu yonde etkilemektedir.



GIRIS
» Etkenlerin en kisa siirede saptanarak antibiyotik duyarlilik
testlerinin yapilmasi,

Tedavinin dogru yonlendirilmesi ve

Mortalitenin azaltilmasinda biyik 6neme sahiptir.



OLGU 1

« Otuz dokuz yasinda, erkek

» 7-8 aydir hemodiyalize giren hasta ates
« ve kusma sikayeti ile acil servise basvurdu.

 Ozgecmiginde FMF'i mevcuttu.



OLGU 1

» Fizik muayenesinde;

* Genel durumu orta.

* Ates: 39°C

« TA: 145/87 mm/Hg,

* N: 89/dk 55:22/dk

* Biling agik. Koopere. Oryante
* Ense sertligi yok. Dinlemekle akciger sesleri dogal

« CVAH-/-

Diger sistem muayenelerinde de patolojik bulgu saptanmad..




OLGU 1

Hastanin sagda juguler santral venoz
kateteri mevcuttu,

kateter cevresinde kizariklik

ve fromboflebit saptanmad..




OLGU 1

Laboratuvar incelemesinde;

WRBC: 7600/ mm3 ,
ESH: 21 mm/saat

CRP 198 mg/dl (0-5 mg/dl),
Prokalsitonin : 2 ng/mL



OLGU 1

Laboratuvar incelemesinde;

AST: 13 U/L,
ALT: 11 U/L

Serum kreatinin 7,8 mg/dl
eGFR:15

Idrar incelemesinde lokosit sayisi 5/mm3 idi.



OLGU 1

* Nefroloji servisine yatirild.

* Kateter iligkili kan dolasimi enfeksiyonu distinilen hastaya
« Ampirik olarak

* Vankomicin intravenoz yolla basland..
* Diyaliz doz ayari yapildi.



OLGU 1

» Hastadan periferik venden kan kiiltird,

« Kateter limeninden kan kiltird ve idrar kiltirleri alindi.

 Kateter degisimi onerildi.



Kateterden alinan her iki kan kiltir sisesinden 12.saatte
Ureme sinyali alind..

Hizli fani igin kan dolasim yolu ve uygun tedavi karari igin
kan dolasim yolu enfeksiyon etkenlerine yonelik Sendromik

panel istemi yapildi.



T

Comprehensive coverage of pathogens and resistance genes

Gram-Positive Targets

Bacillus cereus group

Bacillus subtilis group

Corynebacterium

Cutibacterium acnes
(Propionibacterium acnes)

Enterococcus

Enterococcus faecalis

Enterococcus faecium

Lactobacillus

Listeria

Listeria monocytogenes

Micrococcus

Staphylococcus

Staphylococcus aureus

Staphylococcus epidermidis

Staphylococcus lugdunensis

Streptococcus

Streptococcus agalactiae (GBS)

Streptococcus anginosus group

Streptococcus pneumoniae

Streptococcus pyogenes (GAS)

Gram-Negative Targets
Acinetobacter baumannii
Bacteroides fragilis
Citrobacter

Cronobacter sakazakii

Enterobacter (non-cloacae complex)

Enterobacter cloacae complex
Escherichia coli
Fusobacterium nucleatum
Fusobacterium necrophorum
Haemophilus influenzae
Klebsiella oxytoca

Klebsiella pneumoniae
Morganella morganii
Neisseria meningitidis

Proteus

Proteus mirabilis
Pseudomonas aeruginosa
Salmonella

Serratia

Serratia marcescens
Stenotrophomonas maltophilia

Fungal Targets
Candida albicans
Candida dubliniensis
Candida famata
Candida glabrata
Candida guilliermondii
Candida kefyr
Candida krusei
Candida lusitaniae
Candida parapsilosis
Candida tropicalis
Cryptococcus gattii
Cryptococcus neoformans
Fusarium

Malassezia furfur
Rhodotorula
Trichosporon

Resistance Genes

mecA vanA
mecC vanB
CTX-M NDM
IMP OXA
KPC ViM

Pan Targets
Candida
Gram-Negative
Gram-Positive

ePlex” Blood culture identification panels
In the race against time for sepsis, get
rapid ID using the most comprehensive
panels for bloodstream infections

AIPNUWY
GenMarkpx



Table 7. List of syndromic assays

Commercial assays for the detection
of acquired carbapenemases

Assay Assay Additional Workflow
coverage* oquipment required
BIOFIRE® Blood Culture
Identification 2/ BIOFIRE®
FILMARRAY® Pneumonia
plus Pane
— BIOFIRE® Sample
in
jji :::c”gz“;fm FILMARRAY® FILMARRAY sample
oWy IMP "0 | Multiplex Real-Time | buffer then injected in
PCR systems FILMARRAY pouch
1
Sample in Unyvero
Unyvero® Sample tube, sample
tube inserted in the
Curetis AG KPC, OXA-48- Unyvero Lysator,
like, NDM, VIM, None sample tube and
IMP mastermix in the
:J — Unyvero cartridge,
— cartridge in the

Unyvero Analyzer

Assay Assay Additional Workflow
coverage* equipment required
ePlox® BCID-GN panel
GenMarkDx
KPC, OXA-48.
like, NDM, VIM, | None IN000 SURI® Sompi
I E ~ IMP loaded In cartridge
Verigene® Gram-negative
blood culture test (BC-GN)
Nanosphere Luminex KPC, OXA-48- Blood culture sample
like, NDM, VIM loaded in cartridge
Blood culture sample
T2Resistance Panel KPC OXA48- loaded in sample tube
iko ' | and reagent tray and
T2Biosystems® NDMAVIMIMP snapped onto

cartridge, inserted in
the T20x® Instrument




OLGU 1

« Sendomik panel sonucuna gore pozitif kan kiltirinden
yapilan sendromik panel tetkik sonucu

» 2.saatte Serratia marcescens saptandi.

« Ampirik olarak Vankomisin tedavisi baglanan hastanin
tedavisine

* Piperasilin /tazobaktam 3x2.25 gr IV eklend..



OLGU 1

* Hastanin juguler santral venéz kateteri nefroloji klinigi
tarafindan gekildi, kateteri kiiltiire gonderildi.

* Arteriyovenoz fistilden diyalize alinmaya basland..



OLGU 1

* Kateterden alinan kan kdltird ayni anda alinan periferik ven
kan kilturdnden iki saat daha once Ureme sinyali vermesi
lzerine kateter enfeksiyonu tanisi konuldu.

e Idrar kiiltiiriinde iireme olmad:.



- His oxygen saturation declined to 85% while he was breathing ambient air, and
® supplemental oxygen was initiated. His respiratory rate increased to 36 breaths per
u n minute, and newly audible, scattered rales were detected in both lungs on examination.
[ J

The decision was made to perform endotracheal intubation for hypoxemic respiratory
failure, and the patient was transferred to the intensive care unit (ICU).

Genel durumu aniden

bozulan biling bulanikligi gelisen
hastanin

oksijen satirasyonu 75 ‘e distd.

Ates: 38C S55:30/dk

TA:80/60mmHg

Kan gazi istendi

Laktat:4 saptand..

Wbc:20.000 crp:250 mg/dl  Prokalsitonin: 4ng/mL
ALT:150 AST:200

Yogun bakim sartlarinda takibe alindi ve entiibe edildi.



OLGU 1

* Geleneksel yontemlerle yapilan test sonuglarina gore
Kateterden ve periferden alinan kan kiiltirlerinde

72 saat sonra Serratia marcescens Uredigi raporlandi.

Vankomisin tedavi stopland..



OLGU 1

» Kan ve kateter kiltirinde lreyen etken

 Sefepime, piperasilin-tazobaktama, imipeneme, meropeneme,
ertapeneme duyarl idi.



OLGU 1
4 Gun

Hastanin genel durumu
dizelmeye baslad

TA: 120/80 mmHg

Ates:36C

Laktat:1.8

WBC: 13.000 CRP:130 mg/dL Prokalsitonin:1.8ng/ml
ALT: 45 AST:50



OLGU 1 6. glin

« Tetkiklerinde;

« WBC: 12.270/mm3 ,
« CRP 30 mg/ dlI,

« ESH 21 mm/saat,

* Prokalsitonin 0.9 idi.

Genel durumu diizelen , vital bulgular: stabillesen hasta
nefroloji servisine nakledildi.



OLGU 1

« Tedavi bitimindeki tetkiklerinde;
« WBC: 10.270/mm3 ,

« CRP 13 mg/ dl,

« ESH 21 mm/saat,

* Prokalsitonin 0.02ng/ml idi.

* Klinik ve laboratuvar bulgular: diizelen hastanin tedavisi

toplam 14 gine famamlandi, kontrole gelmek lzere taburcu
edildi.



Sendromik panellerle;

etken patogen idendifikasyon siiresi 14 saatte tespit
edilmisti.

Geleneksel yontemlere kiyaslandiginda etken ¢ok daha kisa
surede tespit edilebilmis uygun antibiyotik tedavisi
baslanmist.



s

Publication

Syndromic
tool used

Syndromic
specimen

Conventional method

Study design

Setting/sample size

Key findings

Bloodstream infections

Verroken et al.*?
2019

Walker et al.*?
2016

BioFire FilmArray

Verigene BC-GN™

Respiratory tract infections

1.16

Rappo eta
2016

Rogerset al.*”

2015

Srinivas et al.*®
2019

Brendish et al.’®
2020

Buchan et al.**
2020

BirFire FilmArray

BioFire FilmArray

Respiratory viral
PCR test

QlAstat-Dx
Respiratory
SARS-CoV-2
Panel

Biofire FilmArray
Pneumonia
panel (PP)

Whole blood

Whole blood

Nasopharyngeal
swabbing or
BAL

Nasopharyngeal
swabbing

Nasopharyngeal
swabbing

Nasopharyngeal
swabbing

Sputum

Gram stain, MALDI-TOF

Blood culture, subculture
to solid medium dur-
ing initial Gram stain

Nasopharyngeal swab-
bing or BAL

Nasopharyngeal
swabbing

Nasopharyngeal
swabbing

Nasopharyngeal
swabbing

Bacterial culture follow-
ing BAL, mini-BAL, or
endotracheal aspirate,

Retrospective
quasi-experi-
mental study

Retrospective
quasi-experi-
mental study

Retrospective
cohort

Retrospective
quasi-experi-
mental study

Retrospective
quasi-experi-
mental study

Prospective,
non-random-
ized, interven-
tional study

Retrospective,
multicentre,

Tertiary Belgian hospital

e 110critically ill patients

Tertiary hospital; Los
Angeles, CA

98 hospitalized patients
with Gram-negative
bacteraemia

Tertiary hospital; New
York-Presbyterian
Hospital/Weill Cornell
Medical Center

337 adult patients

Tertiary referral centre
1136 paediatric patients

Multicentre; Cleveland
Clinic Health System

55 actionable antimicro-
bial stewardship interven-
tions identified

e Secondary care facility, UK

1054 adult patients

8 U.S. medical centres
259 adult patients

Median time to optimal therapy short-
ened from 14.68 hto 4.65 h
Antibiotics adjusted in 31.8% of
patients

Median time to pathogen identifica-
tion: 1.58 h (96.2% of pathogens
identified)

Median time to pathogen identifica-
tion reduced from 30.3 hto 19.1 h
ICU LOS significantly shorter:

12 versus 16.2 days, P=0.033

30-day mortality significantly shorter:
8.1 verses 19.2, P=0.037

Influenza result: 1.7 hversus 7.7 h,
P=0.015

Non-influenza viruses diagnosis dis-
charged home: 21% versus 5%,
P=0.049

No difference in-hospital antibiotic
use

Average time to test result: 383 min
versus 1119 min, P=0.001

Hospital LOS and antibiotic use were
similar between groups

47% of stewardship interventions
accepted

Time to de-escalation of antibiotics
were similar between pre- and post-
multiplex PCR: 2.7 versus 2.3 days,
P=0.88

Median time to result of POC test:
1.7 hversus 21.3 h for control
Time to arrival in definitive clinical
area: 8h versus 28.8h, P=0.0001

Biofire Film Array Pneumonia panel
had 96.2% positive agreement with
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OLGU 2

65 yasinda erkek hasta

ATES USUME TITREME

NEFES DARLIGT

HALSIZLIK,
sikayetleriyle acil servise bagvurdu.



OLGU 2

FM:
Genel durum orta.
Biling agtk koopere oryante idi.

Ates:38.7C°

TA: 120/80mmHg
N:90/dk SS: 24/dk
Akciger sesleri dogald..
CVAH : Negatifti.

FM normaldi.

2 ay once COVID-19 nedeniyle hastanede yatis oykiisii var.



OLGU 2

Laboratuvar Bulgular:

WRBC:60.000

Hgb:9.8 PLT:85.000

CRP: 185 mg/dL  PST:0.9 ng/mL

Na:134 K:3.4

Kreatinin: 0.9

Tam idrar tetkikinde;20-25 lokosit mevcuttu.



OLGU 2

Hiperlokositoz, anemi ve trombositopeni bulgular: saptanan
hasta hematolojik malignite 2? + Uriner sitem enfeksiyonu
suphesiyle hematoloji servisine yatirildi.



OLGU 2

Periferik yayma incelemesiyle akut miyeloid I6semi tanisini

dogrulandi.
Antibiyotik tedavisi enfeksiyon hastaliklari konsiltasyonu

sonrasi diizenlend..



OLGU 2

Kan, idrar kiltirleri alinan hastaya
Ampirik olarak Piperasilin/ Tazobaktam 3x4.5 gr IV tedavisi

basland.
Kemoterapik ilaglardan Sitarabin, daunorubisin ve midostaurin

verildi.



- Idrar kiiltiriinde ESBL Ecoli iredi.
* Piperasilin tazobaktam, Ertapenem, Meropenem hasssast.
* Kan kilturinde Greme olmadi.



OLGU 2
3. Gun

* Genel durum iyi.
* Biling acik. Ates:36.5 C
* TA:120/80mmHg S5:22/dk

« WBC:55 bin PLT:110 bin

« CRP: 85 mg/dL Prokalsitonin: 0.5 ng/mL
* TIT: Nadir lokosit

Kontrol idrar kdiltirid istendi.



OLGU 2
3. Gun

« Kontrol idrar kiltirinde Greme olmadi.
- PIP/Tazo tedavisi 10. giine tamamlandiktan sonra stoplandi.



OLGU 2

Takip eden giinlerde
yatiginin 14, glinii  ates tekrar yikseld..
Hastanin fizik muayenesinde agiz igi mukozit gelistigi gozlend..



OLGU 2

WBC:900 MNS:300
Kreatinin:1.3

crp: 280mg/dL
PCT:2.9 ng/ml
ALT:167

AST:16H

Laktat:1.8



OLGU 2

Ampirik olarak
Meropenem 3x1 IV + Vankomisin 4x0.5 gr IV baglandi.



»akteriler Solunum Yolu Virlsleri

FilmArray™ multipleks
| " PCR sistemi

Hizli, kolay ve kapsamli testler i¢in multipleks PCR
sistemi

The FilmArray™ sistemi numune hazirlama,
cogaltma, tespit ve analizi bitlinlestiren FDA, CE-IVD
ve TGA onayli multipleks PCR sistemidir.

OLGU 2

e Basit: 2 dakikalik manipulasyon
e Kolay: Hassas 6lgiim ve pipetleme gerektirmez
o Hizli: Caligma siresi yaklasik bir saattir

—e e Kapsamli: Solunum, dolagim sistemi, sindirim
‘ sistemi enfeksiyonlari, antimikrobiyal direng
genlerinin tespiti

14 saatte heriki kan kiiltir sisesinde treme sinyali olan hastadan
Kan kultur enfekiyonlari sendromik paneli ¢aligtirild.

Sendromik panellerle ;

4.saatte etkenin direng geni tespit edildi.
Karbapenemaz direngli Klebsiella pneumonia
oldugu saptand..



OLGU 2

Sendromik panel sonuglarina gore hastanin tedavisi
Seftazidime-avibactam(CAZ-AVI) 3x1 IV olarak degistirldi.



OLGU 2

Bu arada, klinik durumu hizla kétilesti biling degisikligi
oldu

Ates:39.3C TA:90/50 mmHg

Laktat:3.1

ve hasta septik sok , coklu organ yetmezligi nedeniyle
Yogun Bakim Unitesine (YBU) yatirild.



OLGU 2

Klasik yontemlerle kiltir sonuglarina gore 72 saat sonra
Karbapenem direngli Klebsiella pneumonia raporlandi.
Izole edilen KPC-Kp CAZ-AVI'a duyarliydi.



Sendromik paneller bakteri tespiti yaninda ¢ok
sayida direng genini de tespit edebiliyor.

Resistance Genes

mecA
mecC
CTX-N\T7
INTP
<POC

vanA
vankB
NIONT
OXA
VINT

A

Comprehensive coverage of pathogens and resistance genes

Gram-Positive Targets

Bacillus cereus group

Bacillus subtilis group

Corynebacterium

Cutibacterium acnes
(Propionibacterium acnes)

Enterococcus

Enterococcus faecalis

Enterococcus faecium

Lactobacillus

Listeria

Listeria monocytogenes

Micrococcus

Staphylococcus

Staphylococcus aureus

Staphylococcus epidermidis

Staphylococcus lugdunensis

Streptococcus

Streptococcus agalactiae (GBS)

Streptococcus anginosus group

Streptococcus pneumoniae

Streptococcus pyogenes (GAS)

Gram-Negative Targets
Acinetobacter baumannii
Bacteroides fragilis
Citrobacter

Cronobacter sakazakii

Enterobacter (non-cloacae complex)

Enterobacter cloacae complex
Escherichia coli
Fusobacterium nucleatum
Fusobacterium necrophorum
Haemophilus influenzae
Klebsiella oxytoca

Klebsiella pneumoniae
Morganella morganii
Neisseria meningitidis

Proteus

Proteus mirabilis
Pseudomonas aeruginosa
Salmonella

Serratia

Serratia marcescens
Stenotrophomonas maltophilia

Fungal Targets
Candida albicans
Candida dubliniensis
Candida famata
Candida glabrata
Candida guilliermondii
Candida kefyr
Candida krusei
Candida lusitaniae
Candida parapsilosis
Candida tropicalis
Cryptococcus gattii
Cryptococcus neoformans
Fusarium

Malassezia furfur
Rhodotorula
Trichosporon

Resistance Genes

mecA  vanA
mecC  vanB
CTX-M NDM
IMP OXA
KPC Vim

Pan Targets
Candida
Gram-Negative
Gram-Positive



Kan kiiltiru pozitifliginden sonraki 3 saat iginde

KPC geni (blaKPC) tespit edildi.

Bu testler, geleneksel kiiltir ve antimikrobiyal duyarhilik testi ile 2-3 ginlik
gecikmeye kiyasla,

KPC ireten organizmalarda karbapenem direncini hizli bir sekilde
tespit etmektedir.



OLGU 2

Sonraki rektal suridntiu orneklerinde KPC-Kp iredi.

Hastanemizde hasta rektal CPE kolonizasyonu varligi agisindan haftalik
olarak izlendi.

Daha sonraki rektal CPE taramasi sonucu rektal KPC-Kp susunun 4 ay
boyunca kolonize kaldigini gézlendi.



OLGU 2

Yeni kan kiltirleri alind:.

Kan kiltirlerinin negatif ¢ikmasi ve progressif klinik dizelme
gozlenince bu antibiyotik tedavisine 14 giine kadar devam edildi ve
tedavi sonlandirildh.



Kan dolagimi enfeksiyonlari immunsupressif, notropenik hastalar
arasinda 6nde gelen 6lim nedenidir.

Tani ve tedaviyi iyilestirmek igin yapilan ¢abalara ragmen,
bu enfeksiyonlara bagl dlimlerin insidansi ve sayisi artmaktadir

ve 6lim genellikle ilk 24 saat iginde uygulanan yetersiz
antimikrobiyal tedaviye baghdir.



Sendromik paneller Febril ngtropenili hastada
ETKENI ERKEN TESPIT EDEREK

ERKEN TANIYLA UYGUN TEDAVI vermemizi sagladi.



> Clin Infect Dis. 2022 May 6;ciac354. doi: 10.1093/cid/ciac354. Online ahead of print.

Impact of a Rapid Molecular Test for Klebsiella
Pneumoniae Carbapenemase and Ceftazidime-—
Avibactam Use on Outcomes after Bacteremia Caused
by Carbapenem—Resistant Enterobacterales

Michael J Satlin ¥ &, Liang Chen & = Anhgela Gomez-Simmonds &, Jamie Marino =,
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Thomas J Walsh 1, Lars F Westblade 7 2, Anne-Catrin Uhlemann >, Barry N Kreiswirth 3 4
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PMID: 35522019 DOI: 10.1093/cid/ciac354

Abstract

Background: Patients with bacteremia due to carbapenem-resistant Enterobacterales (CRE)
experience delays until appropriate therapy and high mortality rates. Rapid molecular diagnostics for

carbapenemases and new B-lactam/PB-lactamase inhibitors may improve outcomes.

Conclusions. In a KPC-endemic area, blakec PCR testing of positive blood cultures

was associated with decreased time until appropriate therapy and decreased mortality

Bu calisma, hizli molekiler analizlerin,
KPC CRE bakteriyemisi olan hastalarda daha hizli etkili fedavi uygulanmasi ve
mortalitenin azalmasi ile iliskili oldugunu bulundu.



OLGU 3

* 85 yasinda erkek Alzheimer, hipertansiyon oykisu var.
* Yatalak hasta, bezleniyor.
* Son glinlerde igtahsizlik yemek yememe sikayeti mevcutmus.

« Ates Usiume titreme biling bulanikligi gelisince acile bagvuruyor.



OLGU 3

« FM:Biling bulanikhg var
* TA:80/50 mmHg Ates:39.3C
« 55:30/dk Oksijen satirasyonu:85

* Laktat:4



OLGU 3

« WBC:20 bin PLT:85 bin
« CRP:328 mg/dL
* PCT:25 ng/ml

« TIT: Bol lokosit
« Lokosit esteraz +

e Kreatinin:15 eGFR:40

« ALT:78Iu/mL AST:99IU/mL PTZ:16 sn INR:1.3



OLGU 3

* Kan kiltirleri, idrar kiltird aliniyor.

* Acil serviste hipotansif seyri olan
hasta Urosepsis dustnilerek yogun bakima yatiriliyor.



OLGU 3

« Meropenem +Vankomisin genis spektrumlu antibiyotik
baslaniyor.

* Hastaya 30ml/kg sivi

* Hipotansif seyrinde degisiklik olmayan hastaya vazopressor
ajan da baslaniyor.



OLGU 3

* Yatisinin 12. saaatinde heri iki kan kiiltiir sisesinde ilreme
sinyali alindi ve

« Sendromik hizli tani testleriyle 3 saat sonra identifikasyon
yapildi ve etken olarak E. Faecalis saptand..

Sendromik panellerdeki Vankomisin direng gen tespiti ile
Vankomisin direngli enterokok(VRE) oldugu bildirildi.



OLGU 3

Ortalama 3 saatte etken tespit edildi.

Kan kiltirinde (reme sonrasi etken tespiti 19 saatten 3
saate dusirdldd.

» Tedavisi Daptomisin 6 mg/kg olarak degistirildi.



OLGU 3

72.saatte hastanin idrar kiiltiridnde de E. Faecalis lredigi
raporlandi.



OLGU 3

» Tedavinin 72.saatinde alinan kontrol kan ve idrar
kiltirlerinde lreme olmad:.

Klinik durumu iyilesen hastada
 Daptomisin tedavisi 10 giin tamamland..

* 14 glin yogun bakimdan enfeksiyon servisine nakledildi ve 2
glin sonra taburcu edildi.



SONUC

Sepsis ve septik sok hospitalize hastalarda 6nemli
bir mortalite nedenidir.

Uygun tedavi baslanmasi kritik 6Gneme sahiptir.

Sepsiste uygun antibiyotik tedavisindeki her 1 saatlik
gecikme mortalitede %10 artisa neden olmaktadir.
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The Effect of Molecular Rapid Diagnostic Testing on
Clinical Outcomes in Bloodstream Infections: A Systematic
Review and Meta-analysis
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Background. Previous reports on molecular rapid diagnostic testing (mRDT) do not consistently demonstrate improved clinical out-
comes in bloodstream infections (BSIs). This meta-analysis seeks to evaluate the impact of mRDT in improving clinical outcomes in BSIs.

Methods. We searched PubMed, CINAHL, Web of Science, and EMBASE through May 2016 for BSI studies comparing clinical
outcomes between mRDT and conventional microbiology methods.

Results. Thirty-one studies were included with 5920 patients. The mortality risk was significantly lower with mRDT than with
conventional microbiology methods (odds ratio [OR], 0.66; 95% confidence interval [CI], .54—.80), yielding a number needed to treat
of 20. The mortality risk was slightly lower with mRDT in studies with antimicrobial stewardship programs (ASPs) (OR, 0.64; 95%
CI, .51-.79), and non-ASP studies failed to demonstrate a significant decrease in mortality risk (0.72; .46—1.12). Significant decreases
in mortality risk were observed with both gram-positive (OR, 0.73; 95% CI, .55-.97) and gram-negative organisms (0.51; .33—.78) but
not yeast (0.90; .49-1.67). Time to effective therapy decreased by a weighted mean difference of —5.03 hours (95% CI, —8.60 to —1.45
hours), and length of stay decreased by —2.48 days (—3.90 to —1.06 days).

Conclusions. For BSIs, mRDT was associated with significant decreases in mortality risk in the presence of a ASP, but not in its
absence. mRDT also decreased the time to effective therapy and the length of stay. mRDT should be considered as part of the stan-
dard of care in patients with BSIs.

* Metaanaliz 31 galisma 5920 hasta igeriyordu.
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outcomes between mRDT and conventional microbiology methods.

Results. Thirty-one studies were included with 5920 patients. The mortality risk was significantly lower with mRDT than with
conventional microbiology methods (odds ratio [OR], 0.66; 95% confidence interval [CI], .54—.80), yielding a number needed to treat
of 20. The mortality risk was slightly lower with mRDT in studies with antimicrobial stewardship programs (ASPs) (OR, 0.64; 95%
CI, .51-.79), and non-ASP studies failed to demonstrate a significant decrease in mortality risk (0.72; .46—1.12). Significant decreases
in mortality risk were observed with both gram-positive (OR, 0.73; 95% CI, .55—-.97) and gram-negative organisms (0.51; .33—.78) but
not yeast (0.90; .49-1.67). Time to effective therapy decreased by a weighted mean difference of —5.03 hours (95% CI, —8.60 to —1.45
hours), and length of stay decreased by —2.48 days (—3.90 to —1.06 days).

Conclusions. For BSIs, mRDT was associated with significant decreases in mortality risk in the presence of a ASP, but not in its
absence. mRDT also decreased the time to effective therapy and the length of stay. mRDT should be considered as part of the stan-
dard of care in patients with BSIs.

Kan Dolasim Enfeksiyonlarinda Molekiler Hizli Testlerin

kullanimi AYP(Antibiyotik Yonetim Programlari) ile birlikte

kullanildiginda  mortalitede dusus ile iligkilendirildi.
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mRDT Conventional Testing

Study or Subgroup Events Total Events Total Weight, % OR (95%Cl) OR (95%Cl)
1.1.1 mRDT with ASP

Bauer et al [17] (2010) 15 82 19 74 5.6 0.65 (.30—1.39) —
Bias et al [19] (2015) 3 37 7 55 1.8 0.61 (.15-2.51) S TEE TR
Box et al [20] (2015) 6 64 10 103 3.0 0.96 (.33-2.79) T
Forrest et al [24] (2006) 2 119 2 84 0.9 0.70 (.10-5.08)

Forrest et al [23] (2006) 19 72 20 76 6.0 1.00 (.48-2.09) —
Forrest et al [25] (2008) 17 95 37 129 7.4 0.54 (.28-1.04) == ol

Heil et al [27] (2012) 5 21 19 61 2.7 0.69 (.22-2.16) T e
Huang et al [29] (2013) 31 245 52 256 11.8 0.57 (.35—.92) —
Lockwood et al [30] (2016) 11 241 14 149 49 0.46 (.20—-.1.04) 1
Macvane et al [32] (2015) 5 63 5 50 21 0.78 (.21—-.2.84) —————
Macvane et al [33] (2016) 6 23 16 45 2.8 0.64 (.21—-.1.95) - 1
Nagel et al [36] (2014) 11 117 19 129 53 0.60 (.27—-.1.32) —
Pardo et al [39] (2016) 5 84 37 252 3.6 0.37 (.14—-.97) TR
Perez et al [15] (2013) 6 107 12 112 3.3 0.50 (.18-1.37) —_—
Revolinksi et al [40] (2015) 8 95 13 133 4.0 0.85 (.34-2.14) ——
Sango et al [42] (2013) 11 28 7 46 2.8 3.61 (1.19-10.89) _
Sothoron et al [43] (2015) 5 67 4 59 1.9 1.11 (.28—4.34) Y E—
Suzuki et al [44] (2015) 3 88 19 147 2.3 0.24 (.07— .83)

Walker et al [45] (2016) 8 97 19 98 4.3 0.37 (.16— .90)

Subtotal 1745 2058 76.5 0.64 (.51—.79) L 2

Total events 177 331

Heterogeneity: T2 = 0.01 x2 = 19.00 (df= 18; P=.39); I2 =5%
Test for overall effect: z=4.14 (P < .001)

1.1.2 mRDT without ASP

Heterogeneity: 12=0.08 x2=7.74 (df=6; P= .26); I2 =23%
Test for overall effect: z=1.46 (P=.15)

Beuving et al [18] (2015) 14 114 8 109 41 1.77 (.71—4.40) —
Felsenstein et al [22] (2016) 5 189 11 194 3.0 0.45 (.15-1.33) B
Frye et al [26] (2012) 14 110 17 134 57 1.00 (.47-2.14) —
Ly et al [31] (2008) 8 101 17 101 4.2 0.43 (.17—1.04) e
Maslonka et al [34] (2014) 6 55 10 55 2.9 0.55 (.19-1.64) —
Neuberger et al [37] (2008) 1 42 4 42 0.7 0.23 (.02-2.17)
Wang et al [46] (2013) 8 48 8 38 2.9 0.75 (.25-2.23) —
Subtotal 659 673 235 0.72 (.46—-1.12) R
Total events 56 75

L 4

Total (95% CI) 2404 2731 100.0 0.66 (.54— .80)
Total events 233 406

Heterogeneity: 12 = 0.02 32 = 27.22 (df=25; P=.34); I2 = 8%

Test for overall effect: z=4.27 (P<.001)

Test for subgoup differences: x2=0.25 (df=1; P= _.62); 12 = 0%

0.02 0.1 10 50
Favors mRDT Favors conventional

-

Figure 2. Mortality outcomes with molecular rapid diagnostic testing (mRDT) versus conventional testing in bloodstream infection. Odds ratios {ORs) were determined with
the Mantel-Haenszel random-effects method. Abbreviations: ASP, antimicrobial stewardship program; Cl, confidence interval.

Hizli tani testlerine Antibiyotik Yénetim programlari eklenirse;
Sonuglar hizli yorumlanir ve hizli olarak hekimine bildirilirse klinik fayda
saglayacaktir.



Sonug olarak kan dolasim yolu enfeksiyonlar: igin
hizli tani testlerinin kullanimiyla;

Is glicli kaybinda azalma (Hizli ve kolay testler)

Acil servis triyajini hizlandirdi

Total tibbi bakim maliyeti azald:

Antibiyotik kullanim orani azald:

Antibiyotik iligkili yan etkiler azaldi(C difficile enf.)
Hastanede , yogun bakimda yatis siresi kisaldi



Sonug olarak kan dolasim yolu enfeksiyonlar: igin
hizli tani testlerinin kullanimiyla;

Pozitif kan kiltirlerinden patogen tanimlama siresi kisaldi
Etkin tedaviye gegis siiresi kisald\
Deeskalasyon yapabilme oranlar: artti.

Etken saptandiginda ampirik antibiyotiklerin erken kesilmesi
sagland..

Antibiyotik yonetim programlarina katkida bulundu .



DEZAVANTAJLAR

 Antibiyotik duyarlilik testleri eksik
* Panelde yer almayan etkenler saptanamaz



ERKEN TESHIS
HAYAT KURTARIYOR!

*Dikkatiniz icin Tesekkurler



