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Anahtar Kavramlar

» Enfeksiyon nedenli olumlerde #1
— Erken teshis, uygun tedavi

e Non-koroner YBU olum nedenlerinde #1
— Sepsis %30-50 mortalite

* Enfeksiyon / Sepsis
— Bozulmus konak yaniti
— Organ disfonksiyonu



Anahtar Kavramlar

» Sepsis kaynakli organ disfonksiyonu gizli
olabilir.

— Enfeksiyon saptanmasi!
— Enfeksiyon saptanmamis olmasi!

» Aciklanamayan organ disfonksiyonu
— Altta yatan enfeksiyon?



Anahtar Kavramlar

* Bozulmus sistemik konak yaniti olmaksizin
bolgesel enfeksiyonlar kaynakli organ
disfonksiyonu gelisebilir.



Chest

Volume 101, Issue b, June 1992, Pages 1644—-1655

CHEST

ELSEV[ER

ACCP/SCCM Consensus Conference

Definitions for Sepsis and Organ Failure and Guidelines for the
Use of Innovative Therapies in Sepsis

Roger C. Bone, M.D., F.C.C.P_ & (Chairman), Robert A Balk, M.D., F.C.C.P.. Frank B. Cerra, M.D., R.

Phillip Dellinger, M.D., F.C.C.P., Alan M. Fein, M.D., F.C.C.P_, William A. Knaus, M.D., Roland M.H.
Schein, M.D., William J. Sibbald, M.D., F.C. C P.
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The New England Journal of Medicine

EARLY GOAL-DIRECTED THERAPY IN THE TREATMENT OF SEVERE SEPSIS
AND SEPTIC SHOCK

EmaNUEL Rivers, M.D., M.P.H., BRyanT NGuYeNn, M.D., SuzanNE HavsTaD, M.A., JULIE RESSLER, B.S.,
ALEXANDRIA Muzzin, B.S., BERNHARD KNnoBLICH, M.D., EbwaRrD PETERSON, PH.D., AND MicHAEL TomLANOVICH, M.D.,
FOR THE EARLY GOAL-DIRECTED THERAPY COLLABORATIVE GROUP*

« Tek merkezli randomize calisma

« Mart 1997 - Mart 2000 arasinda basvuran agir
sepsis ve septik soktaki hastalar

— (SIRS kriterlerini karsilayan + siv1 pusesine ragmen
SKB < 90 mmHg veya laktat > 4mmol/L)
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The New England Journal of Medicine

EARLY GOAL-DIRECTED THERAPY IN THE TREATMENT OF SEVERE SEPSIS
AND SEPTIC SHOCK

* Gruplar:
— 1. Erken hedefe yonelik tedavi grubu: Acil serviste en az 6
saatlik hedefe yonelik tedavi:

. (b',VlP yi 8-12 arasinda tutacak sekilde 30’ar dakika arayla 500 cc s
olusu

« Idrar cikisi > 0.5 cc/kg/s

* MAP > 65 uzerinde tutacak sekilde vazopressor tedavi

» SVO2 < %70 ise Htc’i %30’un uzerinde tutacak sekilde ES replasmani

* CVP, MAP ve Htc duzeltildikten sonra SVO2<%70 ise dobutamin

infuzyonu
— 2. Standart tedavi grubu (kontrol): Acil serviste santral venoz

kateterizasyon ve klinisyenin yaklasimina gore tedavi
(antibiyotik uygulamadan once kiiltiirlerin alinmas1, uygun
hemodinamik destek, YBU konsultasyonu)




The New England Journal of Medicine

EARLY GOAL-DIRECTED THERAPY IN THE TREATMENT OF SEVERE SEPSIS
AND SEPTIC SHOCK

TABLE 3. Earran— MEIER EsTIMATES OF MorRTALITY AND CAauses oF In-Hosrrran DEATH.®

EaRLY
GoaL-DIRECTED
STanNDARD THERAPY THERAPY ReLaTve Risk
VARIABLE iN=133) (N=130) (95% CI) P VaLue

In-hospital mortalitvt

All patients 38 (30.5) ﬂ 58 (0.38-0.87) 0.009

Patients with severe scpsis ! 46 (0.21-1.03) 0.06

Patients with septic shock 60 (0.36-0.98) 0.04

Patients with sepsis syndrome £03 5.1) o6 (0.42-1.04) 0.07
28-Day moralityt 6l (49.2) 40 (33.3) U 58 (0.39-0.87) 0.01
60-Day mortalicyt 70 (56.9) 50 (44.3) 0.67 (0.46-0.96) 0.03
Causes of in-hospital deathi

Sudden cardiovascular collapse 25/119 (21.00 12/117 {10.3) — 0.02

Multiorgan failure 26/119 (21.8) 19/117 (la.2) — 0.27

*CI denotes confidence interval. Dashes indicate that the relative risk is not applicable.
tPercentages were calculated by the Kaplan—Meier product-limit method.
1The denominators indicate the numbers of patients in each group who completed the initial six-hour study period.
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Special Articles

2001 SCCM/ESICM/ACCP/ATS/SIS International Sepsis Definitions
Conference

Mitchell M. Levy, MD, FCCP; Mitchell P. Fink, MD, FCCP; John C. Marshall, MD; Edward Abraham, MD;
Derek Angus, MD, MPH, FCCP; Deborah Cook, MD, FCCP; Jonathan Cohen, MD; Steven M. Opal, MD;
Jean-Louis Vincent, MD, FCCP, PhD; Graham Ramsay, MD; For the International Sepsis Definitions Conference
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Neden Yeni Tanimlama

» Basit enfeksiyon? / Sepsis?

* Enfeksiyon

— organ disfonksiyonu veya olum olmadan
tanimak
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The NEW ENGLAND JOURNAL of MEDICINE

ORIGINAL ARTICLE

Systemic Inflammatory Response Syndrome
Criteria in Defining Severe Sepsis

Kirsi-Maija Kaukonen, M.D., Ph.D., Michael Bailey, Ph.D., David Pilcher, F.C.1.C.M.,
D. Jamie Cooper, M.D., Ph.D., and Rinaldo Bellomo, M.D., Ph.D.
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Ciddi Sepsis
SIRS + SIRS -
87.9% 12.1%

8 Hastanin 1
tanesi atlaniyor
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The NEW ENGLAND

JOURNAL o MEDICINE

EEEEEEEEEEEEEEEEE MAY 1, 2014 VOL. 370

A Randomized Trial of Protocol-Based Care for Early Septic Shock

The ProCESS Investigators™
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e NEW ENGLAND
JOURNAL o MEDICINE

ESTABLISHED IN 1812 MAY 1, 2014 VOL. 370 NO. 18

A Randomized Trial of Protocol-Based Care for Early Septic Shock

The ProCESS Investigators*

RESULTS
We enrolled 1341 patients, of whom 439 were randomly assigned to protocol-based
EGDT, 446 to protocol-based standard therapy, and 456 to usual care. Resuscitation
strategies differed significantly with respect to the monitoring of central venous
pressure and oxygen and the use of intravenous fluids, vasopressors, inotropes, and

‘bl{md transfusions. By 60 days, there were 92 deaths in the protocol-based EGDT

- group (21.0%), 81 in the protocol-based standard-therapy group (18.2%), and 86 in
‘the usual-care group (18.9%) (relative risk with protocol-based therapy vs. usual
care, 1.04; 95% confidence interval [CI], 0.82 to 1.31; P=0.83; relative risk with
protocol-based EGDT vs. protocol-based standard therapy, 1.15; 95% CI, 0.88 to
1.51; P=0.31). There were no significant differences in 90-day mortality, 1-year
mortality, or the need for organ support.

12 L AI- SUENO DELUXE OTEL
ANTALYA

ACILTIP.KONGRES]j | 19:22mAvis 2016



The NEW ENGLAND JOURNAL of MEDICINE

ORIGINAL ARTICLE ‘

Goal-Directed Resuscitation for Patients
with Early Septic Shock

The ARISE Investigators and the ANZICS Clinical Trials Group*
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The NEW ENGLAND JOURNAL of MEDICINE

ORIGINAL ARTICLE

Goal-Directed Resuscitation for Patients
with Early Septic Shock

The ARISE Investigators and the ANZICS Clinical Trials Group*

RESULTS
Of the 1600 enrolled patients, 796 were assigned to the EGDT group and 804 to the
usual-care group. Primary outcome data were available for more than 99% of the
patients. Patients in the EGDT group received a larger mean (+SD) volume of intra-
venous fluids in the first 6 hours after randomization than did those in the usual-
care group (1964+1415 ml vs. 1713+1401 ml) and were more likely to receive vaso-
pressor infusions (66.6% vs. 57.8%), red-cell transfusions (13.6% vs. 7.0%), and
dobutamine (15.4% vs. 2.6%) (P<0.001 for all comparisons). At 90 days after ran-
domization, 147 deaths had occurred in the EGDT group and 150 had occurred in
‘the usual-care group, for rates of death of 18.6% and 18.8%, respectively (absolute
risk difference with EGDT vs. usual care, —0.3 percentage points; 95% confidence
interval, —4.1 to 3.6; P=0.90). There was no significant difference in survival time,
in-hospital mortality, duration of organ support, or length of hospital stay.
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The WEW ENGLAND JOURNAL of MEDICINE

ORIGINAL ARTICLE

Trial of Early, Goal-Directed Resuscitation
for Septic Shock

Paul R. Mouncey, M.Sc., Tiffany M. Osborn, M.D., G. Sarah Power, M.Sc.,
David A. Harrison, Ph.D., M. Zia Sadique, Ph.D., Richard D. Grieve, Ph.D.,
Rahi Jahan, B.A., Sheila E. Harvey, Ph.D., Derek Bell, M.D., Julian F. Bion, M.D.,
Timoth}r_]- Coats, M.D., Mervyn Singer, M.D., J. Duncan Young, D.NM_,
and Kathryn M. Rowan, Ph.D., for the ProMISe Trial Investigators™*
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The WEW ENGLAND JOURNAL of MEDICINE

OFRIGINAL ARTICLE

Trial of Early, Goal-Directed Resuscitation
for Septic Shock

Paul R. Mouncey, M.Sc., Tiffany M. Osborn, M.D., G. Sarah Power, M.Sc.,
David A. Harrison, Ph.D., M. Zia Sadique, Ph.D., Richard D. Grieve, Ph.D.,
Rahi Jahan, B.A., Sheila E. Harvey, Ph.D., Derek Bell, M.D., Julian F. Bion, M.D.,
Timoth}r_]. Coats, M.D., Mervyn Singer, M.D., J. Duncan Young, D.NM_,
and Kathryn M. Rowan, Ph.D., for the ProMISe Trial Investigators™*

RESULTS

' We enrolled 1260 patients, with 630 assigned to EGDT and 630 to usual care. By
90 days, 184 of 623 patients (29.5%) in the EGDT group and 181 of 620 patients
(29.2%) in the usual-care group had died (relative risk in the EGDT group, 1.01;
95% confidence interval [CI], 0.85 to 1.20; P=0.90), for an absolute risk reduction
in the EGDT group of =0.3 percentage points (95% CI, =5.4 to 4.7). Increased treat-
ment intensity in the EGDT group was indicated by increased use of intravenous
fluids, vasoactive drugs, and red-cell transfusions and reflected by significantly
worse organ-failure scores, more days receiving advanced cardiovascular support,
and longer stays in the intensive care unit. There were no significant differences in
any other secondary outcomes, including health-related quality of life, or in rates of
serious adverse events. On average, EGDT increased costs, and the probability that
it was cost-effective was below 20%.
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Sepsis Hasta Yonetiminde Esneklik
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Special Communication | February 23, 2016
CARING FOR THE CRITICALLY ILL PATIENT

The Third International Consensus Definitions for
Sepsis and Septic Shock (Sepsis-3)

Mernryn Singer, MD, FRCP; Clifford 5. Deutschman, MD, M32; Christopher Warren Seymour, MD, MSc2;

Manu Shankar-Har, MsSc, MD, FRICKME; Dgillall Annane, MD, PhDE; Michasl Bauver, MD=®; Rinaldo Bellomao, MD;
Gordon R. Bermard, MD#; Jean-Danizl Chiche, MD, PhD#; Craig M. Coopersmith, MDD, Richard 5. Hotchkiss, MD1;
Mitchell M. Lewvy, MD2;, John . Marshall, MD=2;, Greg 5. Martin, MD, MSci<, Steven M. Opal, MD2; Gordon

D. Rubenfeld, MD, M3'5'% Tom van der Poll, MD, PhD™7; Jean-Louis Vincent, MD, PhD'#; Derek C. Angus, MD,
MPH==2
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Results/Recs

Definition of

Sepsis is defineg
dysregulated hg
tion emphasizes
to infection, the
a straightforwar
described later,
infection is first
ity in excess of
prompt and apg

; Enfeksiyona kars1 gelistirilen duzensiz bir
konak yaniti nedeniyle hayati tehdit eden organ
disfonksiyonu olarak tanimlanir.

 Organ disfonksiyonu =» SOFA skoru >2

» Septik Sok; direncli hipovolemi veya hipovoleminin
olmadigi durumlarda MAP > 65 mmHg olmasi icin
vazopressor destegi gerektiren ve laktat seviyesi >
2mmol/L olan hastalar
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SOFA skoru
Solunum Pa0O,/FiO,

Koagulasyon
Trombosit 10°/mm?*
Karaciger
Billurubin mg/dl
Billurubin mol/l

Kardiovaskiiler
Hipotansiyon

Merkezi sinir sistemi
Glasgow koma skoru

Renal

Kreatinin (mg/dl)
Kreatinin (umol/1)
[drar ¢ikig1 (mV/giin)
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S400 <400 <300
>150 <150 <100
<12 1219 2059
<0 2032 33101
MAP<7 Dopa<$
Yok Bobu
15 1314 10-12
<12 1219 2034
<110 110170 171-299
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Dopa>5
Epi=0.1

Nor=0.1
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>12
>204
Dopa>15
Epi>0.1
Nor>(.1
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» Hastalarnn %73-90’1inda qSOFA<2
— mortalite %1-24 olarak belirlenmis.
» YBU’de de SIRS’a gore hastane ici

mortaliteyi ongordiurmede daha basarili
olarak belirlenmis.

» YBU disindaki grupta hastane ici mortalite;
gSOFA>2 olan hastalarda qSOFA<2 olanlara
gore3-14 kat daha fazla olarak izlenmis.



Special Communication | CARING FOR THE CRITICALLY ILL PATIENT
The Third International Consensus Definitions
for Sepsis and Septic Shock (Sepsis-3)

Mervyn Singer, MD, FRCP; Clifford 5. Deutschman, MD, M5S; Christopher Warren Seymour, MD, M5c; Manu Shankar-Hari, MSc, MD, FFICM;
Djillali Annane, MD, PhD; Michael Bauer, MD: Rinaldo Bellomo, MD: Gordon R. Bernard, MD; Jean-Daniel Chiche, MD, PhD:;

Craig M. Coopersmith, MD: Richard 5. Hotchkiss, MD; Mitchell M. Levy, MD; John C. Marshall, MD: Greg 5. Martin, MD, MSc;

Steven M. Opal, MD; Gordon D. Rubenfeld, MD, MS; Tom van der Poll, MD, PhD: Jean-Louis Vincent, MD, PhD; Derek C. Angus, MD, MPH

.
RESULTS Inthe primary cohort, 148 907 encounters had suspected infection (n = 74 453

derivation; n = 74 454 validation), of whom 6347 (4%) died. Among ICU encounters in the

validation cohort (n = 7932 with suspected infection, of whom 1289 [16%] died). the predictive

validity for in-hospital mortality was lower for SIRS (AUROC = 0.64; 95% Cl, 0.62-0.66) and

gSOFA (AUROC = 0.66; 95% Cl, 0.64-0.68) vs SOFA (AUROC = 0.74; 95% CI, 0.73-0.76;

P < 001 for both) or LODS (AUROC = 0.75; 95% Cl, 0./3-0.76; P < .001 for both). Among

non-ICU encounters in the validation cohort (n = 66 522 with suspected infection, of whom

1886 [3%6] died), gSOFA had predictive validity (AUROC = 0.81; 95% Cl, 0.80-0.82) that was |
greater than SOFA (AUROC = 0.79; 95% Cl, 0.78-0.80; P < .001) and SIRS (AUROC = 0.76; 95% ‘
Cl, O.75-0.77; P =< .001). Relative to gSOFA scores lower than 2, encounters with gSOFA scores of

2 or higher had a 3- to 14-fold increase in hospital mortality across baseline risk deciles. Findings

were similar in external data sets and for the secondary outcome.
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LEnf'eksiyon stiphesi olan hastaJ

h 4

= Klinik durumu monitorize et;

; Hayir : Hayir ’

{ qs(gz\&)z? cd Sgpzzteegﬂsi;e;er::? Y ! Kiinik olarak gerektikce sepsis
supt b . acisindan yeniden degerlendir

A

N
Organ islev bozuklugu
acisindan arastir

Havir Klinik durumu monitorize et;
{ (S:ki@—y> klinik olarak gerektikge sepsis
/ acisindan yeniden degerlendir

Evet @ qSOFA degiskenleri
Soluk sayisi
I Se‘ | Suur durumu

epsis < Sistolik kan basinci

Yeterli it 3 ® Sofa degiskenleri
eterli sivi reslisitasyonuna ragmen PaO2/FiO2 orani

1. OAB = 65 mmHg tutmak icin Hayir SRl o
Ve-opresor gereksinimi OrtaSI’ama arter basinci

2. serum laktat > 2 mmol/L Vazopresdr uygulamasi, tip ve uygulama
dozu ile birlikte
Evet Serum kreatinin diizeyi veya idrar miktari
A Bilirtibin
| Septik sok | Trombosit sayisi
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