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Tanimlar

Ates,
» Oral tek sefer > 38.3°C Nétropeni,
veya * Notrofil diizeyi < 500/mm3 olan
» Bir saat siireyle > 38.0°C veya

- Notrofil diizeyi 48 saat i?inde 500/
mm?3 'lin altina diismesi beklenen
durumlar

g!égyﬁsel;le&lﬁgm vicut sicakligini dogru Derin nc')"rr'openi < 100/mm3

Rektal dlgim kolonize barsak
mikroorganizmalarinin mukoza ve yumusak
dokuya gegme riski

Clinical Practice Guideline for the Use of Antimicrobial Agents in Neutropenic Patients with Cancer: 2010 Update by the Infectious Diseases Society of America



ENFEKSIYON KATEGORILERI

* FEN hastalarinda ataklar baslica li¢ grupta
degerlendirilmektedir

*Klinik olarak tanimlanmisll enfeksiyon (KDI) (pnémoni,
perianal abse vb)

*Mikrobiyolojik olarak fanimlanmis enfeksiyon (MDI)

*Nedeni aglliklanamayan ates (FUO / NBA)

From the Immunocompromised Host Society. The design, analysis, and reporting of clinical trials on the empirical antibiotic management of the neutropenic patient. Report of a consensus panel. J Infect
Dis. 1990;161(3):397.



Notropenik hastada ates epidemiyolojisi

* Atesli notropenik ataklarin yaklasik % 20-30'unda enfektif
bir kaynak tanimlanir.

* N6tropenik Atese bagl mortalite %2-12

» Genellikle enfeksiyonun tek kaniti hastalarin % 10 -25"inde
belgelenen bakteriyemidir.

« Tanimlanan enfeksiyonlarin yaklasik % 80'inin hastanin
endojen florasindan kaynaklaniyor.

» Solid timérler 7%10-50
» Hematolojik maligniteler >7%80

2010 IDSA Guideline. Freifeld et al. CID 2011:52 (15 February)
2018 SEOM Guideline. Clinical and Translational Oncology (2019) 21:75-86



Patogenez

e Uygulanan kemoterapi rejiminin mukozal bariyerler (mukozit) ve
bagisiklik sistemi lzerindeki dogrudan etkisi,

Mukozit )floral translokasyon )» bakteriyemi/fungemi

e Altta yatan maligniteye bagl olarak hiimoral/ hiicresel immunite de
yetersizlik

Clinical Practice Guideline for the Use of Antimicrobial Agents in Neutropenic Patients with Cancer: 2010 Update by the Infectious Diseases Society of America



FEBRIL NOTROPENI HASTALARINDA ENFEKSIYOZ ETKENLER

* Epizotlarin %20-30'unda klinik olarak kanitlanmis enfeksiyon
saptaniyor

* FEN kan kiltir pozitifligi %20
« + Klinik enfeksiyon: %22.9
* Mikrobiyolojik tanimli enfeksiyon: 7%36.2

* En sik kan dolasimi (%26), pnomoni (7%19) ve yumusak doku
enfeksiyonlar: (7%11)

 Nedeni agiklanamayan ates: %40.7
* Bakteremiye bagli mortalite Gr(-) %18 Gr(+) %5



Bakteriler
* Notropenik ateste en sik izole edilen etkenlerdir.

» Tzole edilen etkenlerin %60-70'i Gram (+) bakterilerdir.

« Gram-neqgatif bakteriler (orn. P. aeruginosa ) genellikle en
ciddi enfeksiyonlarla iligkilidir.

* S. epidermidis en yaygin gram pozitif patojendir ve Gram
pozitif enfeksiyonlara bagl tim enfeksiyonlarin yaklasik
yarisini olugturur. KNS atfedilebilir mortaliteyi etkilemiyor *

« 5. aureus (6zellikle MRSA), bazi viridans streptokoklar ve
enterokoklar (0zellikle vankomisine direncli tirler) ciddi
enfeksiyonlara neden olabilir**

*Aetiology and resistance in bacteraemias among adult and paediatric haematology and cancer patients. J Infect. 2014;68(4):321. Epub 2013 Dec 24

** invasive gram-positive bacterial infection in cancer patients.. Clin Infect Dis. 2014;59 Suppl 5:5331.



Bakteriler

* Avrupa 'daki bazi kanser merkezlerinde, S. aureus kan dolagimi
izolatlari arasinda metisiline diren¢ hakimdir *

* Anaerobik bakteriler sindirim sisteminde bol miktarda
bulunmasina ragmen nétropenik atesi olan hastalardan izole
edilen nadir patojenlerdir.

« Ancak, nekrotizan mukozit, sinidzit, periodontal selilit,
perirektal selilit, infraabdominal veya pelvik enfeksiyon ve
notropenik enterokolit (tiflit) patogenezine katkida
bulunabilirler ve anaerobik bakteriyemiye neden olabilirler.

* Polimikrobiyal enfeksiyonlarin siklgi artmakta **

*Mor'r'is PG, Hassan T, McNamara M, Hassan A, Wiig R, Grogan L, Breathnach OS, Smyth E, Humphreys H. Emergence of MRSA in positive blood cultures from patientswith febrile
neutropenia--a cause for concern. Support Care Cancer. 2008 Sep;16(9):1085-8. doi: 10.1007/s00520-007-0398-5. Epub 2008 Feb 15. PMID: 18274787.

**pagano L, Caira M, Nosari A, Rossi G, Viale P, Aversa F, Tumbarello M; Hema e-Chart Group, Italy. Etiology of febrile episodes in patients with acute myeloid leukemia: results from the Hema e-Chart Registry. Arch
Intern Med. 2011 Sep 12;171(16):1502-3. doi: 10.1001/archinternmed.2011.374. PMID: 21911638.



Mantarlar

* Notropenik hastalarda ilk ates ataginin nedeni nadiren
mantarlard: *

* N6tropeninin siiresi ve giddeti,
 Uzun sireli antibiyotik kullanimi
« Kemoterapi sikluslarinin sayisi arttik¢a artar.

- Invaziv mantar enfeksiyonlari, kalici veya tekrarlayan
notropenik atesin bir nedeni olarak daha sonra ortaya ¢ikar.

*Bow EJ, Meddings JB, Leukemia. 2006 Dec;20(12):2087-92. Epub 2006 Nov 02intestinal mucosal dysfunction and infection during remission-induction therapy for acute myeloid
leukaemia.



Candidemiler

» Candida albicans kandidemilerin g¢ogunu olugturur; C.

glabrata, C. parapsilosis, C. tropikalis ve C. krusei, kandidemi

ve invaziv kandidiyazda izole edilen en yaygin albicans
disi Candida tirleridir.

* Flukonazol profilaksisi uygulandiginda kandidemilerin biyuk
bir kismi nonalbican Candida tirlerinden kaynaklanmaktadir .

- Ozellikle santral venoz kateterle iligkili enfeksiyonlarin

yaygin mantar nedenleridir ve yaygin kandidiyaza heden
olabilir



Diger Mantarlar

» Aspergillus
* Mukormikoz
« Fusarium

» Endemik mantarlarla( Histoplazma capsulatum , Blastomyces
dermatitidis ve Coccidioides spp) yeni enfeksiyon veya
reaktivasyon enfeksiyonu, 6zellikle uzun siireli glukokortikoid
kullanimi veya diger immunosupresyon durumunda, endemik
bélgelerde yasayan veya buralara seyahat eden hastalarda da
dikkate alinmalidir



Viral patojenler

» Herpes Simpleks virtsiu (HSV)-1 ve 2 12
* Varisella-zoster virdsii 3

* Epstein-Barr virisi

« Sitomegaloviris

- Insan Herpes Virisi 6 A veya B

» Toplumdan edinilen solunum yolu virdslerinin neden oldugu
enfeksiyonlar, hematolojik maligniteleri ve kok hiicre
transplantasyonu olan hastalar igin 6nemli bir tehdittir

1-Saral R, Ambinder RF, Burns WH, et al. Acyclovir prophylaxis against herpes simplex virus infection in patients with leukemia. A randomized, double-blind, placebo-controlled study. Ann Intern
Med 1983; 99:773.

2-Saral R, Burns WH, Laskin OL, et al. Acyclovir prophylaxis of herpes-simplex-virus infectio. N Engl J Med 1981; 305:63.

3-Lee HS, Park JY, Shin SH, et al. Herpesviridae viral infections after chemotherapy without antiviral prophylaxis in patients with malignant lymphoma: incidence and risk factors. Am J Clin Oncol
2012; 35:146.



Febril N6tropenik Hastalara Yaklagim

* Detayli anamnez

* Dikkatli Fizik Muayene

* Yardimci Laboratuvar yontemleri
* Goriintileme yontemleri

* Mikrobiyolojik degerlendirme



ANAMNEZ

Yasi, Meslegi ,

Kanser tird, zamani

KT tird, sayisi
Altta yatan hastaliklar:,

Oncesinde FEN atagi
Kullandigi ilaglar(bleomisinlll)

Hastanede yatis, girisim
Antibiyotik profilaksisi

« Antibiyotik kullanim oykdsu
Gegmiste belgelenmis enfeksiyon veya patojen
, « Onceki kiiltir sonuclari
kolonizasyon

Enfeksiyon Temas!  Oncesinde fungal enfeksiyon Ilag allerjisi vs

Enfeksiyon disi nedenler * Eslik eden diger semptomlar (odinofaji,perineal

agri, deri dokintusd, ishal, oksirik vs),

2010 IDSA Guideline. Freifeld et al. CID 2011:52 (15 February)



FIZIK MUAYENE

EnflamasKon ve enfeksiyon
bulgular: hafif veya hig yok.

* Ates?

Deri , yumusak doku da eritem
endurasyon yok

Idrarda piiri yok
BOS'de pleositoz yok

Akciger gorintilemesinde
infiltrasyon yok

Cilt ve mukozalar

Damar giris yerleri

Kateter girigi yerleri

Agiz mukozasi

Mukozit

Post nazal akinti

Paranazal sinisler

Akcigerler

Peri-anal bolge gozden gegirilmeli
REKTAL TUSE KONTRENDIKE



Ilk Degerlendirmede Istenecek Tetkikler

RUTIN LABORATUVAR TESTLERI | GORUNTULEME MIKROBIYOLOJIK TANI
Tam Kan Sayimi e THORAKS BT e  Kan Kiiltir
Kan biyokimyasi KOAH En Az 2 set (2 ayri venden)

Tam idrar incelemesi
Koagtilasyon

CRP

Prokalsitonin

Yiiksek riskli hastalarda IFT

Abdominal USG

e Santral Kateter /Porttan (tim
limenlerden)
Bogaz Kiiltird
Idrar Kiiltird
Diger kiiltirler
PCR testleri




RISK DEGERLENDIRILMEST

« Ciddi enfeksiyon ve komplikasyonlar:
« Amprik antibiyoterapi
* Nerede?

- Hastanede mi? Ayaktan mi?

* Nasil?
- Intravensz mi?/Oral tedavi mi?

* Ne kadar siireyle ?



Talcott ve arkadaslari tarafindan énerilen siniflama

riskli

Grup 1 Halen hastanede yatan ve kanser nedeniyle tedavi edilen hastalar
Grup 2 Hastane disinda olan altta yatan hastaliklari remisyonda olan ancak
agri, kusma gibi belirgin semptomlari olan hastalar
Yuksek
riskli Grup 3 Hastane disinda olan, akut bir komorbit faktérli olmayan ancak
kanseri kontrol altinda olmayan hastalar
Dusuik Grup 4 Komplike olmayan febril nétropenik hastalar.




MASCC SKORU

Tablo 1. MASCC (Multinational Association for Supportive Care in Cancer)

The Multinational Association for Supportive Care in
Cancer Risk Index: A Multinational Scoring System for
Identifying Low-Risk Febrile Neutropenic Cancer Patients

Skorlama Sistemi
= By Jeon Klastersky, Marianne Paesmans, Edword B. Rubenstein, Michael Boyer, Linda Elting, Ronald Feld,
Kriter Puan James Gallogher, Jorn Herrstedt, Bernardo Ropoport, Kenneth Rolston,
and James Talcott for the Study Section on Infections of Multinational Association for Supportive Care in Cancer
Yas <60 oimasi 2
Purpose: Febrile neutropenia remains a potentially 7.62; 95% CI, 2.91 10 19.89); absence of chronic ob-
H life-threatening complication of anticancer chemother- structive pulmonary disease (weight, 4; OR, 5.35; 95%
astanede yatm'yor oima 3 opy, but some patients are ot low risk for serious Cl, 1.86 1o 15.46); presence of solid tumor or absence of
Getog oo ety volied semrig Hhsets  Tealemntien twaight, At OB, 5071 5% €y 197 s
ini internati i i stemn to [ i ight, 4; , 5.07; R B to
83§Vllﬂ.l aninda klinik durumu ld..:\'!':ypm patients. gl Epmicins '1“29.05): om.;:n(i:;.g::ms (weight, 3; OR, 3.51; 95% CI,
e et S i & prospactive mukinationss 3817 95% G 1,89 %0 7.73) o age less the €0 yecrs
3 - patients were observed in a prospective mu! L81;95% C1, 1,89 10 7.73); ond age less than 60 yeors
HipotanSIYOﬂ (S'StOﬁk KB: <90mmHg) olmamaSI 5 study. Indepondent factors assessable af fever onset, ( t, 2; OR, 2.45; 95% CI, 1.51 to 4.01), On the
predicting low risk of complications, on a randomly validation set, onhi::ﬁioncl Anocicﬁon;‘oti::
. selected derivation set, were igned integer weights ive Care in Ca risk-index score = ntified
Parenteral destek gefektlfeﬂ dehidratasyon olmamas 3 to develop a risk-index scon,‘::h“igdn was su:u::cnﬁy lo:vwh'l: poﬁat:.:vim a positive predictive value of
tested on a validation set. 1%, specificity of 68%, and sensitivity of 71%.
Hastahﬁa b@gll Sﬂ'ﬂplomlaf' Results: On the derivation set (756 patients), - Conclusion: The risk index accurately identifies pa-
tive factors were a burden of illness indicating a ° tients at low risk for complications and may be used to
of symptoms or mild symptoms (weight, 5; odds ratio select patients for testing therapeutic strategies that
. OR], 8.21; 95% confidence interval [Cl], 4.15 10 16.38) be venient st-effective.
semptom y0k veya hafif Semmom var 5 [or nl;odordo sy:\p'oms (:nl?’m, 3; (OR, 3.70; 95% <l mgydln mofo;‘a:aoaa-;g. ¢ 2000 by American
2.18 to 6.29); absence of hypotension (weight, 5; OR, Society of Clinical Oncology.
Orta derecede semptomlar var 3
*  Maksimum skor 26
KOAH olmamast 4 . Skorz21 ise dusiik riskli Aralik 1994-Kasim 1997
Hastanin altta yatan hastaligi* «  Pozitif prediktif degeri %91 15 Glke-20 merkez
ok fir e hastesivhras . «  Negatif predikif degeri %36 1139 KT sonrasinda
. *  Duyarliik %70
Hematolojik hastalii olup 6yk{de IPA olmamasi 4

+ Ouzgillik %68 Skor:21 mortalite %1-3, ciddi komplikasyon < %5

Yiiksek riskli hastalarda mortalite %36

KOAH: Kronik obstroktif akeiger hastaliy, IPA: invaziv pulmoner aspergilioz.
*: Bu baghk altindaki kriterlerden hangisine uyuyorsa onun puamin: ar.
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Outpatient Management of Fever and Neutropenia in Adults
Treated for Malignancy: American Society of Clinical
Oncology and Infectious Diseases Society of America Clinical

Practice Guideline Update

Randy A, Tapiies, Erin B, Kennedy, Eeve [, Bew, fende Crews, Clarise Gleason, Dowghes K Hawley, Amelin A
Langstom, Loverta . Nastoupi, Michelle Rajore, Kenverlt Rofston, Lynine Steasfedd, and Clhnstophier { Fmvers

A B S T R A C T

Purpose
To prowvide an updated pint ASCOVntectcus Disoases Society of Amencan (IDSA} guidaling on

cutpatient masagement of fever and neutiogena in patients with gencer,

Methods

ASCOC ana IDSA comvenad an Update Expart Panel and conductad 3 systamatic revisw of relevant
studies. The guiceline recommendaticns were based on the review of evidence oy the Expert Fanel.

Results
S new or updated meta-analyzes and Sx new prmarny studes wes added to the updated sye-

TEMEANC renviaw.

MASCC SKOR>21
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Purpose
To provide an v
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Methods
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studies. The guic
Results

Sol new o upds
TEMEANC renviaw.

Table 1. Additonal Specific Clincal Crtena That May Be Used to Exclude Patients With Cancer Who Have Fever and Neutropenia From Initial Cutpatent Care Even

With a MASCC Scare = 21"

Category

Cntena

Cardhovascular

Hematetogi

Gastraintestinal

Hepatic

Infectious

Neurolgic

Pulmonary/Thorax

Renal

Other significant
comorbidity

Presyncopafwitnessad syncope

Accelerated hypartension

New-onset or worsening of hypotension

Uncontrolled heart fallure, arthythmias, or anaina

Clinically relevant bieeding

Pericardial effusion

Severe thrombocytopena (platelets < 10,000/uL)

Anermia {Hb < 7 g/dL or Het < 21%)

ANC < 100/pL of expected duration = 7 days

Deep vencus thrombosis or pulmenary embolsm

Unabds to swallow oral medications

Nevs-onset or clinically relevant worsening of diarrhea

Melena, hematochezia (hemorrhoid unrelated), or hematemesss

Abdominal pain

Ascites

Impaired hepatic function (aminotransferase values greater than five times ULN) or clinically relevant worsening of
aminotransferase values

Biliruben = 2.0 mgldL or climically relevant increase o bilirubin level

Presence of a clear anatomioc site of infection {eg, symptoms of pneurmonia, cellulitis, abdominal infection, abnormal imaging
or micrebial Bboratory culturest*

Any evidence of severe sepsist

Allergees 1o antenicrobiais used for outpatient treatment

Antitxotics = 72 hours before presentation

Intravasculat catheter infection

Altered mental statusfsenscoum or seizures

Presence or concarn for CNS infection or noninfectious meningitis

Prasence or concern for spinal cord compresson

New or worsaning neurciogic deficit

Tachypnea or hypopnea

Hypoxema, hyparcarba

Pneumothorax or pleural effusson

Presence of cavitary lung nodule or imaging findings suggestive of an active intrathoracic process

Impaired renal function (creatining clearance = 30 mL/mn) or oliguria or clinically relevant worsening renal function (as
determined by the treating physkian)

New onset of gross hematuria

Urinary chstruction or nephrolithiasis

Clinically relevant dehydration

Clinically relevant electrolyte abnormabities, acidosis, or alkalosis {requining medical intervention)

Prasance of & major abnormality in regard to crgan dysfunction, comorbid conditions, vital signs, clinical signs or symptoms,
or boratory or imaging data

Any relavant clinical worsening (as determined by the treating physscian} of cegan dysfuncbon, comortxd conditon, vital signs,
clinical signs or sympioms, or laboratory or imaging data

Physically or medically frail (as determaned by the treating physiciani

Pregnant or nursing

2018 IDSA - ASCO Guideline. [ Outpatient. Management, of, EN., T, 6lin Qncol, 36:1443-1453




The Clinical Index of Stable Febrile Neutropenia

Explanatory Variable* No. of Points
Eastern Cooperative Oncology Group 2
performance status = 2
Chronic obstructive pulmonary disease 1
Chronic cardiovascular disease |
National Cancer Institute Common Toxicity l

Criteria mucositis of grade = 2
Monocytes < 200/l
Stress-induced hyperglycemia 2

*The six vanables are integrated into a score ranging from 0 to 8, which
classifies patients into three prognostic classes: low risk (0 points), intermediate
rsk (1 to 2 points), and high nsk (= 3 points).

Dusuk risk 0
Orta risk 1-2
YUksek risk >3
Skor aralig 0-8

Normal aktivite

Semptomatik, ancak hafif
fiziksel aktivite

Giiniin yarisinda yatakta,
ancak kendi bakimini yapabilir

Giiniin yarisindan fazlasinda
yatakta, ancak kendi bakimini
az yapabilir

Yataga bagimli, bakimin
yapamaz

ECOG
Performans

Skoru




Tedavi zamanlamasi

* Yapilan ¢alismalar ve kilavuzlar dogrultusunda amprik
antibiyoterapinin 30-60 dk iginde baslanmasi 6nerilmekte -

1-Infectious Diseases Working Party of the German Society of Hematology AGIHO and Oncology2010

2- the Northern Ireland Cancer Network (NICaN)2008

3-Chemotherapy services in England: Ensuring quality and safety. National Chemotherapy Advisory Group, London 2009.

4-Rosa RG, Goldani LZ. Cohort study of the impact of time fo antibiotic administration on mortality in patients with febrile neutropenia. Antimicrob Agents Chemother.
2014 Jul;58(7):3799-803. doi: 10.1128/AAC.02561-14. Epub 2014 Apr 21. PMID: 24752269; PMCID: PMC4068526.



AAC

Joumals ASMOoeg

Cohort Study of the Impact of Time to Antibiotic Administration on
Mortality in Patients with Febrile Neutropenia

Regis G. Rosa, Luciano Z. Goldani

Infectious Dhseases Oivision of Hospital de Clinicas de Porio Alegre, Universidade Federal da Rio Grande do Sul, Porto Alegre, Brazil

The time to antibiotic administration (TTA) has been proposed as a guality-of-care measure in febrile neutropenia (FN); how-
ever, few data regarding the impact of the TTA on the mortality of adult cancer patients with FN are available. The objective of
this study was to determine whether the TTA is a predictor of mortality in adult cancer patients with FN. A prospective cohort
study of all consecutive cases of FN, evaluated from October 2009 to August 2011, at a single tertiary referral hospital in southern
Brazil was performed. The TTA was assessed as a predictive factor for mortality within 28 days of FN onset using the Cox pro-
portional hazards model. Kaplan-Meier curves were used for an assessment of the mortality rates according to different TT As;
the log-rank test was used for between-group comparisons. In total, 307 cases of FN (169 subjects) were evaluated. During the
study period, there were 29 deaths. In a Cox regression analysis, the TTA was independently associated with mortality within 28
days (hazard ratio [HR], 1.18; 95% confidence interval [CI], 1.10 to 1.26); each increase of 1 h in the TTA raised the risk of mor-
tality within 28 days by 18%c. Patients with FN episodes with a TTA of =30 min had lower 28-day mortality rates than those with
a TTA of between 31 min and 60 min (3.0% versus 18.1%6; log-rank P = 0.0002). Early antibiotic administration was associated
with higher survival rates in the context of FN. Efforts should be made to ensure that FN patients receive effective antibiotic ther-
apy as soon as possible. A target of 30 min to the TTA should be adopted for cancer patients with FN.

Atesli notropenik hastalarda ampirik antibakteriyel uygulamaya kadar gegen
her saat gecikmenin 28 glinliilk mortaliteyi 7% 18 artirdigini gozlemledi

Rosa RG, Goldani LZ. Cohort study of the impact of time to antibiotic administration on mortality in patients with febrile neutropenia. Antimicrob Agents Chemother. 2014 Jul;58(7):3799-803.
doi: 10.1128/AAC.02561-14. Epub 2014 Apr 21. PMID: 24752269; PMCID: PMC4068526.



Feature Articles

Duration of hypotension before initiation of effective antimicrobial
therapy is the critical determinant of survival in human septic shock®*

Anand Kumar, MD; Daniel Roberts, MD; Kenneth E. Wood, DO; Bruce Light, MD; Joseph E. Parrillo, MD;
Satendra Sharma, MD; Robert Suppes, BSc; Daniel Feinstein, MD; Sergio Zanotti, MD; Leo Taiberg, MD;
David Gurka, MD; Aseem Kumar, PhD; Mary Cheang, MSc

Objective: To determine the prevalence and impact on mortal-
ity of delays in initiation of effective antimicrobial therapy from
initial onset of recurrent/persistent hypotension of septic shock.

Design: A retrospective cohort study performed between July
1989 and June 2004.

Setting: Fourteen intensive care units (four medical, four sur-
gical, six mixed medical/surgical) and ten hospitals (four aca-
demic, six community) in Canada and the United States.

Patients: Medical records of 2,731 adult patients with septic
shock.

Interventions: None.

Moaciromonftce anrd Main Rocunlfcer Tha main nuitcnmoe moacure

tension was associated with a survival rate of 79.9%. Each hour
of delay in antimicrobial administration over the ensuing 6 hrs
was associated with an average decrease in survival of 7.6%. By
the second hour after onset of persistent/recurrent hypotension,
in-hospital mortality rate was significantly increased relative to
receiving therapy within the first hour (odds ratio 1.67; 95%
confidence interval, 1.12-2.48). In multivariate analysis (including
Acute Physiology and Chronic Health Evaluation Il score and
therapeutic variables), time to initiation of effective antimicrobial
therapy was the single strongest predictor of outcome. Median

time to effective antimicrobial therapy was 6 hrs (25-75th per-
rontila 2 N_15 N hre)

Septik soklu 2731 hasta (bunlarin sadece % 7'si notropenikti) lizerinde yapilan retrospektif bir kohort
calismasinda, etkili antimikrobiyallerin baslatilmasindaki her saat gecikme, hayatta kalma oranini yaklasik
% 8 azaltt

Kumar A, Roberts D, Wood KE, Light B, Parrillo JE, Sharma S, Suppes R, Feinstein D, Zanotti S, Taiberg L, Gurka D, Kumar A, Cheang M. Duration of hypotension before initiation of
effective antimicrobial therapy is the critical determinant of survival in human septic shock. Crit Care Med. 2006 Jun;34(6):1589-96. doi: 10.1097/01.CCM.0000217961.75225.E9. PMID:
16625125.



Clinical Investigations

Impact of time to antibiotics on survival in patients with severe
sepsis or septic shock in whom early goal-directed therapy was
initiated in the emergency department

David F. Gaieski, MD; Mark E. Mikkelsen, MD, MSCE; Roger A. Band, MD;
Jesse M. Pines, MD, MBA, MSCE; Richard Massone, MD; Frances F. Furia, MD; Frances S. Shofer, PhD;

Munish Goyal, MD

Objective: To study the association between time to antibiotic
administration and survival in patienits with severe sepsis or
septic shock in whom early goal-directed therapy was initiated in
the emergency depariment.

Design: Single-center cohort study.

Setting: The emergency department of an academic tertiary
care center from 2005 through 2006.

Patients: Two hundred sixty-one patients undergoing early
goal-directed therapy.

Interventions: None.

tibiotics was 42 mins (interquartile range, 0-93 mins). There was
no significant association between time from triage or time from
qualification for early goal-directed therapy to antibiotics and
mortality when assessed at different hourly cutoffs. When ana-
lyzed for time from triage to appropriate antibiotics, there was a
significant association at the <1 hr (mortality 19.5 vs. 33.2%;
odds ratio, 0.30 [95% confidence interval, 0.11-0.83]; p = .02)
time cutoff; similarly, for time from qualification for early goal-
directed therapy to appropriate antibiotics, a significant associ-
ation was seen at the =1 hr (mortality 25.0 vs. 38.5%; odds
ratio, 0.50 35 s e _interva i —0.92]: p = _C ime

Siddetli sepsis veya septik soklu yetiskin hastalar arasinda hastane igi mortalite, triyajdan
uygun antimikrobiyal tedaviye kadar gegen siire bir saat veya daha az oldugunda %20 , 1 saat
veya daha fazla siire oldugunda % 33 (olasilik orani 0,30, %95 GA 0,11-0,83).

Gaieski, David F. MD; Mikkelsen, Mark E. MD, MSCE; Band, Roger A. MD; Pines, Jesse M. MD, MBA, MSCE; Massone, Richard MD; Furia, Frances F. MD; Shofer, Frances S. PhD; Goyal, Munish MD. Impact of time
to antibiotics on survival in patients with severe sepsis or septic shock in whom early goal-directed therapy was initiated in the emergency department*. Critical Care Medicine 38(4):p 1045-1053, April 2010. |
DOI: 10.1097/CCM.0b013e3181cc4824



Acil serviste hastanin akibeti

* Atesli n6tropenik kanser hastalarinin acil servis ortaminda degerlendirilmesinden
ampirik antibakteriyel tedavinin baslatiimasina kadar rapor edilen ortalama

siireler, 15 dakikadan 9 saate kadar genis bir aralikta degismektedir. 1.2.3

« Ingiltere'de (30 milyona hizmet veren 95 acil serviste), hastalarin yalnizca
7% 26'sinin bir saatlik "kapidan igneye" hedef zaman iginde ampirik antibakteriyel
tedavi aldigini bildirdi. 123

Clarke RT, Warnick J, Stretton K, Littlewood TJ. Improving the immediate management of neutropenic sepsis in the UK: lessons from a national audit. Br J Haematol. 2011 Jun;153(6):
773-9. doi: 10.1111/j.1365-2141.2011.08693.x. Epub 2011 Apr 22. PMID: 21517822



Hatirda kalacaklar...

* Febril notropenik hasta ozeldir ve dikkat gerektirir.

 Enfeksiyon varliginin kanitlanmasi igin hizli davraniimali ve

antibiyoterapi baslamak igin vakit kaybedilmemelidir.

* Risk siniflamasi sistemleri yol gosterici olmakla birlikte

hasta bazli degerlendirme yapilmalidir.
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