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Sepsis arises when the body's response to an infection injures its
own tissues and organs. It may lead to shock, multi-organ failure,
and death - especially if not recognized early and treated promptly.
Sepsis is the final common pathway to death from most infectious
diseases worldwide, including viruses such as SARS-CoV-2.

47 - 50 Atleast  1n5 deaths
million u worldwide is

cases million associated
per year'  deaths per year’ with sepsis’

https://www.worldsepsisday.org/



Sepsis Hour-1 Bundle

Measure lactate. i

Obtain blood cultures before
administering antibiotics.

B

O O
Administer broad- Tel
spectrum antibiotics. .

Begin rapid IV fluid
resuscitation.

Apply vasopressors if
hypotensive.

e A — : Lippincott
Reference: Evans, L. et al. (2021). Surviving sepsis campaign: international

guidelines for management of sepsis and septic shock 2021. Intensive care -
medicine, 47(11), 1181-1247. https:/ /doi.org/10.1007/500134-021-06506-y U r S I I I g ( | I ( r




e TEMEL PROBLEM NEDIR???

ANTIMIKROBIYAL




Antimikrobiyal Direng

* Kritik hastalarin tedavisinde 6nemli bir problem
* Gram negatif bakterilerde

* CID gram negatif enfeksiyonlarda mortalite yiiksek, hastanede kalis stiresi uzun,
maliyet fazla

e 2019 yilinda, antimikrobiyal direncle iliskili 6lGm sayisinin kiresel olarak 4,95
milyon oldugu tahmin ediliyordu, bunlarin toplam 1,27 milyonu dogrudan
antimikrobiyal dirence baglandi

e 2050 yilina kadar 10 milyon d6lume ulasilabilecegi tahmin ediliyor

e Tarim, hayvancilik, gida ve saglik sisteminde sorumsuzca asiri antibiyotik

Ramasco F. Pers. Med. 2024, 14, 106
Diekema, D.J Antimicrob. Agents Chemother. 2019, 63, e00355-19.



Antimikrobiyal direnci kontrol etmeyi amacglayan 5 strateji

1. Toplum kokenli ve nozokomiyal enfeksiyonlarin 6nlenmesinde hijyen ve su
yonetimine dayali enfeksiyon kontrol onlemleri

2. Enfeksiyonun onlenmesi hedefli agsilama
3. Medikal kullanim disinda antibiyotik kullaniminin kisitlanmasi
4. Yeni antibiyotiklerin gelistirilmesi icin yatirnmlarin arttirilmasi

5. Medikal kullanimlarda antibiyotik kullaniminin minimuma indirilmesi (akilci
antibiyotik uygulamalan)

Ramasco F. Pers. Med. 2024, 14, 106.



‘Antibiotimikrobiyal
stewardship’ nedir?

IDSA tanimi :

e Optimal antibiyotik secimini ( doz, stire, uygulama
yolu) tesvik ederek, uygun antibiyotik kullanimini
iyilestirmek ve 6lgcmek icin koordineli midahaleler

* Bu kavram 6zel bir amac icin hedeflenen bir takim
uygulamalar

* ilaci baslamayanlarin rolii?
e ‘Uygun’, ‘rasyonel’, ‘optimal’ ?
* Hem kisisel hem de toplumsal ihtiyaclari karsilamiyor?




Sepsiste akilci antibiyotik!!!

» Sepsiste sag kalim kampanyalari mortaliteyi azaltmada etkili

* Yogun egitim ve bilissel yardimcilarla birlikte sepsisli hastalarin
sonuclarini iyilestirme, bakimlarina dncelik verme ve tedavilerini
iyilestirme

* Bu programlarin odak noktasi sepsis ve septik soklu hastalar icin
bakimin ilk 24-36 saati ile sinirlidir ve felsefeleri ampirik antibiyotik
tedavisinde optimizasyon ve strekli iyilestirmeyi icerir

* Bu tlir modeller ile AMS programlari arasinda giderek daha fazla
ittifak bulunmaktadir



Antimikrobiyal yonetim
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Akillica Basla!!!

Yalnizca enfeksiyon siiphesi veya kaniti varsa antimikrobiyal tedaviye baslanmasi

llac alerjileri ve diger hasta degerlendirmeleri hakkinda tam bilgi

Erken ve etkili tedavinin baslanmasi

Eslik eden klinik semptomlara dikkat etmeden genis spektrumlu antibiyotiklerin
yaygin kullanimindan kac¢inilmasi

 GUncel olunmasi

 Unitede, hastanede ve cevrede yaygin olan yerel mikrobiyolojiyi ve direnc
modellerinin akilda bulundurulmasi

Ture Z, Giiner R, Alp E. Antimicrobial stewardship in the intensive care unit. J Intensive Med. 2022;3(3):244-253
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Cok merkezli gozlemsel
Prospektif
Hastaneye basvurudan 48-72 saat sonra sepsis gelisen kanser hastalari

e Herhangi bir nedenle hastaneye yatirilan kanser hastalarinda nozokomiyal sepsis riskini

artiran faktorler nelerdir?

e Kanser tlrl, enfeksiyon yeri, hastalik evresi, enfeksiyon kaynagi, mikroorganizmalar ve
antimikrobiyal direnc¢ sepsisli hastalarda mortalite icin bir risk faktért madar?

e Sepsis gelisimi hastaneye yatirilan kanser hastalarinda 90 glinlik mortalite icin bir risk

faktori madar?

Ture Z, et al. Am J Med Sci. Feb. 2025



Contents lists available at SciencelDirect

jourmal homepage: v elsevier comslocate/armijmnms

The Aamerican Jourmnal of thhe ZWiedical Sciences

Clinical Investigation

pProspective observational study

Feyvnep Ture. Assoc. Prof. Dr. 7 |, Gililsen Iskender., Assoc. Prof. Tr. &,
nmMustafa Serhat Sahinoglu, WID 5, Exzel Beste O=kara, VI
Esma Eryvilima= Ercen, Assoc. Prof. Do
Sinan Cetin, Assoc. Prof. IDr. 7, Emel A=ak, Assoc. Prof. Do, ',
Jordi Rello, Prof. Dr. ., Emine Alp. Prof. IDr.
(Epidemiolosy and Prognosis of Sepsis in Cancer Partients) Study Group's

Epidemiology and prognosis of sepsis in cancer patients: A mmulticenter

Movse FHaywa Kalem., Aassoc. Prof., D, 5,
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Cancer patients who admitted to the hospital for any reason (n=790)

790 kanser hastasindan 72
(%9.1) hastada sepsis gelisti
Sepsisli hastalarda 28 gtinluk
mortalite %50

Sepsis gelismeyen hastalarda
%14.1

(452 with hematological malignancies, 353 with solid tumor) .
[ I J
Medical Units' |Intensive Care |Surgical Units .
(n=728) Units (n=49) (n=13)
(n=55) (n=17) (n=13) °
Developed sepsis during hospitalization (n=72) Did not developed sepsis (n=718)
(n=36) (n=102) ¢
v v .
Developed 28-day mortality (n=138)
[ ]
(n=8) (n=138) (n=48)
v A J

Bakteriyemik hasta orani %43
Pseudomonas aeroginosa da pip-
taz direnci: %80

Klebsiella pneumoniae’ da
karbapenem direnci %70’in
uzerinde

Developed 90-day mortality (n=194)

Ture Z, et al. Am J Med Sci. Feb. 2025
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Risk factors for mortality in patients with sepsis using multivariable analysis.
Multivariable Analyze
Risk factors for sepsis in patients by multivariable analysis. OR (95 % CI), p
. . ) SOFAST (.66 (0.10-6.62), 0.416
Multivariable Al'l.:ll:.'IE The source of the sepsis 1.20 (0.83-1.73), 0.320
OR (95 % CI), p arbapenem resistant bacteria 15.47 (1.45-64.17), 0.023
ppropriateness of empirical treatment 5.02 (0.17-7.61), 0.025
Age=63 1.81 (1.03-3.19), 0.037 linical response on Sth day 10.58 (0.39-28.25), 0.021
Hematological Malignancies 1.73 (0.86-3.47), 0.119
Hospitalization due to any infection 2.26 (1.13-4.50), 0.020 Risk factors for mortality in all cancer patients.
Graft Versus Host Diseases in the last three months  6.54 (1.36-31.28), 0.019 Multivariable Analyze
Urethral Catheter 4.76 (2.46-9.23), 0.001 OR (95 % CI), p
Previous ICU hospitalization in last three months 1.74 (0.75-4.02), 0.193 Age>60 0.383 (0.68-2.07), 0.53
. 'R P ) Reason for hospitalization 1.70 (0.82-2.677, (0.191
Previous bacterial infection in the last three months 1,78 (1.03-3.08), 0.038 Solid Tumor 4.07 (1.70-1.01), 0.054
Previous chemotherapy in the last three months 0.79 (0.40-1.53), 0.489 Diseases Stage 2.0 {1.15-1.50), 0.157
Antifungal Treatment in the last three months {.56 (0.31-1.01), 0.55 Co-morbidities 2.24 (0.88-2.42), 0.134
Previous chemotherapy in the last three months 2.2400.33-1.13), 0.11
Presence of Sepsis 13.42 (1.79-6.83), 0.001 |

Ture Z, et al. Am J Med Sci. Feb. 2025
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Figure 3. Pathophysiological model of Kumar's sepsis: early antibiotic therapy.
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Kumar, A. Virulence 2014, 5, 80-97.




Akillica Basla!!!

* Tedaviye baslamadan 6nce kulturler alinmasi ve tedavinin cok fazla geciktirilmemesi

» Septik soku olan kritik hastalarda, mevcut en iyi antimikrobiyal alternatifin kullaniimasi
e Odak kontrollintin saglanmasi

* Enfeksiyonla ilgili tum kararlarin tibbi kayitlarda belgelendiginden emin olmak

* Cogu zaman, tedaviler gereksiz yere strdurultr cunku klinisyenler bu antibiyotiklere
baslamanin nedeni veya ne zaman baslandigi ve ne kadar sureyle devam ettirilmesinin
planlandigi hakkinda bilgiye sahip degildir

* Durum, bir hastanin bakimi ardisik vardiyalarda bir doktordan digerine devredildiginde
daha da kotulesir

* Bu nedenle, kayda antibiyotigin adini ve dozunu, endikasyon nedenini, hastaligin
ciddiyetini, tahmini tedavi sliresini ve bir sonraki inceleme tarihini eklemeniz onerilir

Ture Z, Giiner R, Alp E. Antimicrobial stewardship in the intensive care unit. J Intensive Med. 2022,3(3):244-253



Taniya Giden Zamani Kisalt

* MUmkun olan butun odaklarin arastirilmasi ve kaltdr alinmasi
* 48 saatten daha kisa strede tani konulabilir

* Orneklerin toplanmasi

* Tasinmasi

e Depolanmasi

e Dokiimante edilmesi

Peri, A.M. Curr. Infect. Dis. Rep. 2021, 23, 12.



Molekuler hizli tani testleri

= Son 20 yildir hayatimizdalar, :}' /{9‘:{;‘,

gelismeye devam ediyorlar my patient.
= Dogru ve en kisa zamanda tani ‘. rT?IT?::xany
= Dogru antimikrobiyal tedavi | j@ntibiotics left stk &
= Mortaliteyi azaltmak f d L i) i S);j;biwww'
= Maliyetleri dlisurmek \M- IR 4 /‘

= Gereksiz antibiyotik kullaniminin
engellemek

PROUD TO SUPPORT

= ANTIMIKROBIYAL DIRENCI BE ANTIBIOTICS
AZALTMAK AWARE

www.cdc.gov/antiblotic-use
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Ureme bagimh -Pozitif Kan Kultiir Sisesinden Calisilan Yontemler

in situ-hibridizasyon tabanli
yontemler

DNA-Microarray

Niikleik asit amplifikasyonuna dayali yontemler

Peptide nucleic acid PNA-
(FISH) technology (AdvanDx,
Woburn, MA)

IL)

Verigene Blood Culture
Nucleic Acid Test
(Nanosphere, Northbrook,

BD Max StaphSR assay (BD,
MD)

Prove-It Sepsis StripAssay
(Mobidiag, Finland)

Xpert MRSA/SA blood
culture assay (Cepheid, CA)

Sepsis Flow Chip
(Master Diagnostica,
Granada, Spain)

AccuProbe System (Gen-
Probe,USA)

FilmArray Blood Culture
Identification
(bioMérieux,France

ePlex® system
(GenMarkDx®, Carlsbad,
USA)

Accelerate Pheno Sytem
(Accelarete
Diagnostic,Arizona,USA)

Eazyplex® test system
(Amplex ByoSistems ,GmbH)

MALDI-TOF sistemleri

MALDI Biotyper (Bruker Daltonics, Bremen, Germany) , Saramis (AnagnosTec,Potsdam, Germany)

The Andromas (Andromas, Paris, France) ve Vitek MS (bioMérieux, Marcy |'Etoile, France)




UREME BAGIMSIZ DIREKT KANDAN CALISILAN YONTEMLER

Nukleik Asit Amplifikasyon Tabanli Testler

LightCycler SeptiFAST test (Roche Diagnostics, Germany)

Metagenomik Tabanli Testler

SepsiTest (Molzym GmbH, Bremen, Germany)

Hybcell Pathogens DNA (CubeDx,St Valentin, Austria)

VYOO assay (Analytik Jena, Jena, Germany)

iDTECT® Dx Blood (PathoQuest,Paris,France)

Magicplex Sepsis Real-Time system (Seegene Seoul,
Korea)

Karius NGS plasma Test™ (KariusRedwood City, CA, USA)

T2 Magnetic Resonance Assay (T2 Biosystems, Lexington,
MA

LiDia-SEQ (DNAe Electronics ,Carlsbad, CA)

IRIDICA BAC-BSI Assay( Abbott Molecular, Carlsbad, CA)

MinlON nanopore sequencing (Oxford
NanoporeTechnologies, UK)

Fungiplex® Candida
Fungiplex® Aspergillus

vivoDx system -Smarticles technology (Roche
Diagnostics, Mannheim Germany)




- rvPe Brief Research Report
.? frontiers | Frontiers in UBLISHED 21 January 2025
Dol 10.3389/fcimb.2024.1513408

* Fluorescence in situ hybridization (FISH)

r * Multiplex microarray assay \
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« Inclusion criteria: age=18y, positive blood culture (2 blood culture bottles with time to positivity (TTP) <24h or 1 bottle with TTP <12h)

» Exclusion criteria: age<18y and suspected polymicrobial BSI




Standard of care
group, n=<44

Intervention group, n=77

p-value®

Basic demographics

Age, in years; median (IQR) 64 (58-75) 66 (59-76) 0.2

Female, n (%)} 13 {29.6) 35 (45.1) oos®

Clinical parameters on sepsis onset

Leukocyte count {(10%/1), median {IQR) 15.8 (9.5-20.9) 12.8 (6.9-18.5) 0.2

Liver cirrhosis® 4(9.1) 5 (6.6) 06"
Malignancies® 4(9.1) 15 (19.8) o "
Immune supression® 2 (4.6) 7 ez 04t
Peripheral artery discasc® 7 (159) & (10.5) 04®

Clinical outcorme

Maortality® 20 {45.5) 43 (58) L
I LOS (days), ICU, median (IQR), non-fatal cases 29.5 (13.5-37) 15.52 (6-25) 006
I LOS (days), ICU, median (IQR), all cases 15 {10-34.5) 12 (6-23) 007
| |




TABLE 3 Costs associated with both preintervention and intervention groups

Parameter

Cost (S) per patient®

Preintervention
(n = 233)

Intervention
(n = 247)

Cost accounting system
ICU
Acute care
Pharmacy
Respiratory/pulmonary
Blood procedures
Laboratory
Imaging service
Operating room
Cardiac services
Emergency service
Anesthesia
Nephrology
Otherc
Total®

MALDI-TOF device, reagent, and antimicrobial
stewardship pharmacist time
(intervention period only)

Pharmacist time
MALDI lease (3 mo)
Isolate identification and personnel costs

Vitek for organism identification
(3 mo; preintervention only)*®

Total (cost accounting plus incremental costs
for intervention)

13,783 (41,235)
9,977 (12,463)
5,172 (14,743)
3,211 (9,158)
2,724 (11,346)
2,188 (4,671)
2,177 (3,815)
1,407 (5,529)
929 (4,740)

698 (1,693)

224 (813)

690 (2,463)
1,816

44,996 (88,119)

0

45,019

11,023 (24,666)
9,901 (11,050)
5,501 (10,388)
3,139 (10,409)
3,399 (9,987)
1,998 (2,537)
2,155 (3,514)
1,790 (7,435)
924 (5,274)
910 (2,150)

207 (574)

958 (2,667)
596

42,501 (56,604)

79

“Data represent means * standard deviations.

bTotal, hospital costs obtained from cost accounting system.

<Other: clinic medicine (total), clinic surgery (total), medical procedure unit (total), neurosurgery (total),
oncology (total), organ transplant (total), other ancillary (total), psychiatry (total), recovery room (total),

rehabilitation services (total).

9NS, not significant (no individual category cost included in “Other” had a P value of <0.05).

eCosts for susceptibility testing in the two periods were assumed to be equal, as Vitek-2 was utilized for

susceptibility testing in both periods.

MALDI-TOF
<+

Antimicrobial Stewardship

24395/ hasta basi
2.34 Miyon $ /yillik tasarruf

] s [Journal of
L SOCIETY FOR

microsioocy Clinical MiCrObiOIOgy®

Cost Analysis of Implementing Matrix-
Assisted Laser Desorption lonization-
Time of Flight Mass Spectrometry Plus
Real-Time Antimicrobial Stewardship
Intervention for Bloodstream Infections

Twisha S. Patel, P Rola Kaakeh,® Jerod L. Nagel,® Duane W. Newton,©
James G. Stevenson®



Farmakokinetik-Farmakodinamik

e Zamana bagli/konsantrasyon bagimli

* [-laktam grubundan antibiyotikler zamana bagli bir etkinlige sahiptir ve doz
degisikligi gerektirir

* Hem zamana hem de konsantrasyona bagl antibiyotikler icin etkili bir plazma
konsantrasyonuna ulasmak icin bir yikleme dozu gerekir

* Plevral eflizyon
e Asit

* Yiksek sivi tedavisi, e  Yanik YUk_St?k koZ
e Odem . . ‘ antibiyoti

Sepsis gerektirir
* Dren

* Hipoalbiminemi
e ECMO

Ture Z, Giiner R, Alp E. Antimicrobial stewardship in the intensive care unit. J Intensive Med. 2022;3(3):244-253



Farmakokinetik-Farmakodinamik

Lipofilik antibiyotikler Hidrofilik antibiyotikler

* Daha az vaskilarize ve/veya yarali Renal klerens
dokulara ulasma olasiligi daha

yuksektir

Daha kucuk dagilim hacmi

Daha sinirli hiicre penetrasyonu
e Daha buyuk bir dagilhim hacmine . i

sahiptir

Hicre ici patojenlere karsi daha az

ktifti
* Hucre ici enfeksiyonlara karsi daha AT

etkili olabilir

» Karacigerde metabolize edilir

Ture Z, Giiner R, Alp E. Antimicrobial stewardship in the intensive care unit. J Intensive Med. 2022;3(3):244-253



Table 4

Pharmacodynamic and pharmacokinetic characteristics and dosing of antibiotics commonly used in the ICU.
Antibiotic Pharmacodynamic Pharmacokinetics
Piperacillin/tazobactam T = MIC Hydrophilic, renal clearance
Ceftazidime T = MIC Hydrophilic, renal clearance
Cefepime T = MIC Hydrophilic, renal clearance
Aztreonam T = MIC Hydrophilic, renal clearance
Meropenem T = MIC Renal clearance
Tigecycline AUC/MIC Hepatic and renal clearance
entamicin C e MIC Hydrophilic, renal clearance
Amikacin C e MIC Hydrophilic, renal clearance
Colistin AUC/MIC Hydrophilic, renal clearance
Fosfomycin AU/MIC for Gram negatives, T > MIC for Gram Positives Hydrophilic, hepatic clearance
Vancomycin AUC/MIC Renal clearance
Linezolid AUC/MIC Lipophilic, hepatic clearance
eftaroline T = MIC Hydrophilic, renal clearance
Ceftobiprole T = MIC Hydrophilic, renal clearance
Ceftazidime/avibactam T = MIC Hydrophilic, renal clearance
Ceftolozane/tazobactam T = MIC Hydrophilic, renal clearance
Meropenem/vaborbactam T = MIC Hydrophilic, renal clearance

Ture Z, Giiner R, Alp E. Antimicrobial stewardship in the intensive care unit. J Intensive Med. 2022;3(3):244-253



Yeni antibiyotikler ve etki spektrumunun bilinmesi

Antibiyotik Endikasyon Aktivite >%80

Seftarolin 3x 600 mg TKP, kDYDE MRSA
Seftazidim-Avibaktam 3x2.5¢ KDE,TKP, ViP, kiIAE,USE ESBL, Amp C, KPC
Seftalozan-tazobaktam 3x4.5¢ KDE, USE, kiAE, HKP, ViP ESBL, Amp C
Aztreonem-Avibaktam 1x8,5 g HKP, ViP, KDE, USE, kDYDE, ESBL, AmpC,KPC, Metallo-,
yikleme kiAE, KDE Stenotrophomonas
1x8 g idame
Meropenem- 3x4 g USE, kiAE, HKP, VIP ESBL, AmpC,KPC
Vaborbaktam
Sefiderekol 3x2 g KDE, HKP, ViP, kIAE, USE ESBL, AmpC, KPC, Metallo-, OXA-48,
Pseudomonas, Stenotrophomonas
imipenem-Relebaktam 4x750 mg KDE, HKP, ViP, kIAE, USE ESBL, AmpC,KPC, Pseudomonas
Eravasiklin 2xlg KIAE, ESBL, AmpC,KPC, Metallo-, OXA-48,

Acinetobacter, Stenotrophomonas

Ramasco, F J. Pers. Med. 2024, 14, 106



Yeni antibiyotikler ve etki spektrumunun bilinmesi

Antibiyotik Endikasyon Aktivite >%80

Plazomisin 1x15mg/kg KDE, USE, HKP, ViP ESBL, AmpC,KPC,0XA-48
kombinasyon tedavisinde

Sefepim-Taniborbaktam 3x2.5 gr USE, HKP, ViP ESBL, AmpC,KPC,0XA-48,
Stenotrophomonas

Sefepim-Enmetazobaktam 2.5 g (Faz-3)  USE, Faz-3 ESBL, AmpC,KPC,0XA-48

Cefepime/zidebactam 2.5g(Faz-3) Faz-3 ESBL, AmpC,KPC,0XA-48,
Acinetobacter, Stenotrophomonas

Temosilin 3x2 g (Faz-3) Faz-4 ESBL, AmpC,KPC

Ramasco, F, J. Pers. Med. 2024, 14, 106



Karbapenemlerin korunmasi

* MDR icin net bir risk olmadiginda karbapenemlerin kullanimina iliskin
endikasyonun degerlendirilmesi

* Yeni beta laktam-beta laktamaz inhibitorleri

 Belli olgularda beta-laktam olmayan ilaclara ve eski antibiyotiklere
dayali alternatiflerin kombine kullanimi

e Karbapenemlerle tedavi suresinin ayarlanmasi

e Karbapenemlerle yapilan ampirik tedaviler sirasinda de-eskalasyonun
rolinin degerlendirilmesi

Ramasco, F, J. Pers. Med. 2024, 14, 106
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680 yatakli bir Gniversite hastanesi
1 Ocak-31 Aralik 2020 tarihleri arasinda karbapenemlerin ¢ok fazla
kullanildigl g6zlemlenmis

Subat 2021 de antimikrobiyal yonetisim takimi
olusturulmus
Meropenem kisitlanmasi protokolu belirlenmesi,

e Aktif ESBL ya da son 90 giin icinde ESBL 6ykusu

* 48 saatlik pip-taz/sefepim sonrasi klinikte kotiilesme
* Septik sok (muhtemel ESBL)

* intraabdominal enfeksiyon
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Outcome Pre-implementation Post-implementation P-value
(n=110) (n = 39)

Primary outcome

Inappropriate utilisation 71 (645) 5 (128) 0001 0s [ PUO0 T
Criteria for use’

Active ESBL infection 16 (14.5) 12 (30.8] 0.03

History of ESBL infection in previous 90 days 5 (4.5 12 (30.8] =0.001

Clinically waorsening despite 48 h of cefepime or TZP 40 (36.4) 8 (20.5) 0.07

Severe sepsis and high suspicion of ESBL infection 6(8.2) 2(5.1) (.73 8.3

[Al with an anaphylactic penicillin allergy 2 (1.3 1 (2.6} 1.0

None of the above 56 (50.9) 5(12.8) =0.001 -
Secondary outcomes

'[Dl SlR I]'] [” DEIEI m Pre-Implementation  mPost Implementation

Hospital LOS {days) [median (IQR /] 118 (78-204) 02 (54-152) 0.051

Duration of meropenem use [days) [median (IQR '] 5.8 (3.2-73) 24 (1.0-35) =0.001




Karbapenemlerin korunmasi

Carbapenem de-escalation as an antimicrobial stewardship strategy:
a narrative review

Adriana Gardner ¢ 2, Paul Nieberg?®, George Sakoulas (® “* and Annie Wong-Beringer (3 -2*

'Department of Pharmacy, Ht

Alfred E. Mann School of Phari -
Huntington Health, Pasader ° 15 kllnlk §a||§ma
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as a promising ASl
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Gardner A. JAC Antimicrob Resist. 2025;7(2):dlaf022.



Antimikrobiyal tedavi basarisiz qursa?

e Uygulamada gecikme

e Uygunsuz aktivite spektrumu

* Enfeksiyon odagina yetersiz penetrasyon
* Antibiyotik ndtralizan ya da
antagonistlerinin varlig

* Odak kontrolu yetersiz

* SUperenfeksiyon

* Ate§m nedem enfe kSIYOn degll I I I Peri, A.M. Curr. Infect. Dis. Rep. 2021, 23, 12.



Bireysellestirilmis Tedavi

* Septik hastalarda bakteriyel ylk yuksek
* Uygulanan antibiyotik konsantrasyonu dusutk
kalirsa direncli suslarin secilimi

* Bakteriyel yukin azaltilmasi icin ODAK KONTROLU!!!

>

OANTIBIOTIC

s
X

&

O

PATHOGEN PATIENT’S
+ PATHOPHYSIOLOG
MIC

—

o

* Son 48-72 saat icindeki kiltir sonuclari ve MDR kolonizasyonlari

* MDR bakterilerin lokal dagilimi

Ramasco, F, J. Pers. Med. 2024, 14, 106
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Bireysellestirilmis Tedavi 7 Ywronc )
G2
5 = g *
* 24-48. saatte tedavinin yeniden degerlendirilmesi b C 0

e Tedavi suresi &
 Odak kontrolu
* Biyobelirtecler

Ramasco, F, J. Pers. Med. 2024, 14, 106



Tedavi Suresi

HER GUN SORGULA!!!

* Antibiyotik hangi tani ile
baslandi

* Dozu uygun mu
* De-eskale edilebilir mi
 Stoplanabilir mi???




Odak Kontrolu

* Intraabdominal enfeksiyonlar!!
e Apselerin drenaiji

Antibiotics

e Enfekte kateterler
* Nekrotik dokularin debridmani Source control

Source control

Recommendation

27. Far adults with sepsis or septic shock, we recommend rapidly identify-
ing or excluding a specific anatomical diagnosis of infection that requires
emergent source control and implementing any required source control
intervention as soon as medically and logistically practical

Best Practice Stoaterment

J.J. De Waele, Journal of Intensive Medicine 4 (2024) 281-286
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and ESICM Trij — = -
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bacteria) and source control failure evidenced by either the need for surgical revision or persistent inflammation.
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and sepsis in critically ill p:

Phenotypic characteristics intra-abdominal infection/sepsis

Survivors

Non-survivors

a multinational observatic

and ESICM Trials Group Pr«

Abstract

Purpose: To describe the epidemiology of intra-abdominal inf

according to a new system that classifies cases according to se
early onset hospital-acquired, and late-onset hospital-acquired

ized or diffuse peritonitis), and severitu of dicaaca avoraccion fid

Methods: 1ie erineda e ||k 7 gfinde odak kontrolGniin saglanmis olmasi

diagnosed with intra-abdominal infe

Results: Thecohortincl.udedEErEH mortallte igin Onemh (p=0.015)

onset hospital-acquired in 25%, and
bial resistance was 26.3% and difficult-to-treat resistant Gram-ni

to gecgraphic region. No difference in prevalence of antimicro

infection acquisition. Overall mortality was 29.1%. Independen
acquired infection, diffuse peritonitis, sepsis, septic shock, older

failure, antimicrobial resistance (either methicillin-resistant Sta
extended-spectrum beta-lactamase-producing Gram-negative

bacteria) and source control failure evidenced by either the nes

Time till intervention (source control procedure, if any) 0.015
Diagnosis by intervention or <2 hrs. of clinical signs of abdominal 656 (40.2) 313 (45.6)
infection
2—12 hrs. 697 (42.7) 244 (35.6)
12 — 24 hrs. 129 (7.9) 69 (10.1)
24— 48 hrs. 56 (3.4) 21 (3.1)
T 39 (5.7)
98 (17.2) 0.579
Carbapeneme-resistance 97 (7.0) 44 (7.7) 0.560
Fluoroquinolone-resistance 237 (17.1) 99 (17.4) 0.858
Difficult-to-treat resistant Gram-negative bacteria 61 (3.3) 23 (3.1) 0.731
MRSA 12 (0.9) 8 (1.4) 0.279
VRE 37 (2.7) 18 (3.2) 0.543
Antibiotic resistance (total — either MRSA, VRE, or difficult-to-treat 105 (5.7) 46 (6.1) 0.695
resistant Gram-negative bacteria)
Candida sp. 183 (10.0) 69 (9.2) 0.381




Biyobelirtecler

Procalcitonin-guided antimicrobial stewardship in critically
ill patients with sepsis: A pre— post interventional study

Philip Mathew, Saritha Susan Vargese!, Litha MMaryv hMathew? Alice Dawvid?® Jowyval Alias Saji.
Aonn Mariam Varghese

Departments of Critical Care, ‘Community Medicine, *Anaesthesia and *Medical Research, Believers Church Medical College Hospital,
Thiruwvalla, Kerala, India

* Seri prokalsitonin élcimu sonrasi de-eskalasyon

e Multidisipliner YBU

* Grup 1: standart tedavi

* Grup 2: Prokalsitonin <0.5 ng/mL ya da baslangic¢ diizeyinin %80 altina diisiince de-
eskalasyon

e De-eskalasyon orani
» De-eskalasyona kadar gecen sure
e YBU’ de yatis siresi

Mathew P, Perspect Clin Res. 2024,;15(4):183-187
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B Iyo be I I rteg I e r Procalcitonin-guided antimicrobial stewardship in critically

ill patients with sepsis: A pre— post interventional study

Philip Mathew, Saritha Susan Vargese', Litha Maryv Mathew?, Alice Dawvid?®, Joval Alias Saji,
Ann Mariam Varghese

Departments of Critical Care, 'Community fMedicine, 2Anaesthesia and *Medical Research, Believers Church Medical College Hospital,
Thiruvalla, Kerala, India
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Figure 2: Kaplan-Meier curve depicting the duration of intensive care

unit stay in Groups P and C. ICU: Intensive care unit, PCT: Procalcitonin Figure 3: Kaplan—Meier curve depicting the rate of de-escalation of

antibiotics in Groups P and C

Mathew P, Perspect Clin Res. 2024,;15(4):183-187



Biyobelirtecler

Biomarkers to start antibiotics

Recommendation

16. Far adults with suspected sepsis ar septic shock, we suggest against
using procalcitonin plus clinical evaluation to decide when to start
antimicrobials, as compared to clinical evaluation alone

Weak recommendation, very low quality of evidence

Biomarkers to discontinue antibiotics

Recommendation

31_ For adults with an initial diagnosis of sepsis or septic shock and
adequate source contral where optimal duration of therapy is unclear,
we suggest using procalcitonin AMD clinical evaluation to decide
when to discontinue antimicrobials over clinical evaluation alone

Weak recommendation, low quality of evidence

Mathew P, Perspect Clin Res. 2024,;15(4):183-187



Tedavi suresinin kisaltilmasi

* Hemodinamik stabil

* Odak kontrolu

 Biyobelirtec rehberliginde

* Intraabdominal enfeksiyonlar
* Bakteriyemi

* Sepsis

* GNB enfeksiyonlarinda etkili

Ramasco, F.;J. Pers. Med. 2024, 14, 106



Organizasyon & Etkili iletisim

Klinik farmakolog

Enfeksiyon hastaliklari uzmani

Mikrobiyolog

Radyolog

Cerrah

YBU uzmani antibiyotik yénetim takiminin bir Gyesi olmali

Demet uygulamalari



Capraz bulas & salginlarin onlenmesi

* El yikama

Egitim Surveyans

* |zolasyon dnlemleri ¥ . | S——

Bundle
{demetler)

L= 3 El Hijyeni

* Demet uygulamalari

* Invaziv alet uygulamalari sirasinda alinacak énlemler



TESEKKUR EDERIM
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