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Sepsiste Tedavi Gelisimi

Onerilen Ana Tedavi:
Kaynak kontrolu
Antibiyotikler
Resusitasyon
Destek tedavisi

Onerilen Ana Tedavi:
Kaynak kontrolu

Daha ¢ok antibiyotik
Daha hizli resusitasyon
Daha iyi destek tedavisi

Genel olarak bakim sureci iyilesmistir

Mol’talite

SEIRIRBREKANtagonistleri
LPS/LPS reseSitk i H5GTBIMBIEEASER]
anti-TNF
NSAID G
Nitrik Oksit sentetaz inhibitorleri
Doku Faktori Yolak inhibitorleri
anti-TLR4

Steroid




SKB<90 mmHg veya OAB<65 mmHg
20-30 mli/kg kristaloid IVS sonrasi
Ya da
KB korunmasina karsin Laktat>4 mmol/L
ise

Destek oksijen + endotrakeal

.. ) Santral venoz kateter takilip IVS
entiibasyon ve mekanik

i —>]  resiisitasyonu sirdiiriliir (250-
ventilasyon 1000 mL Bolus)

Yogun Bakim konstltasyonu

(gerekirse)
/\ <8 mmHg
\SVB*/ Kristaloid IVS

Bu protokol BiR saat
icinde baslamalidir
(veya agir sepsis tanisini
takiben) ve resiisitasyon
en az ALTI saat

8-12 mmHg

Vazopressor
(noradrenalin veya
Dopamin tercih edilir)

e e s . >% 70
surdurulme-llfilr.- Hematokrit>30 olana dek ="
* PA kat yerlestirilmisse ES transfiisyonu 1
PCWP hedefi 12-15 <% 70

inotropik ajan (PA kat
yerlestirilmisse Cl >3,0 <
L/dk/m2

mmHg (SVB yerine) ve
SvO2 hedefi >%70
(ScvO2 yerine) olmalidir.

Hayir W

Resiisitasyon
tamamlandi. Araliklarla T NEW ENGLAND JOURNAL of MEDICINE

yeniden degerlendir

Rivers E, et al.NEJM 2001:1368-77




Erken Hedefe Yonelik Tedavi (EGDT)

(Basvurudan sonra ilk 6 saat icinde)

EGDT ve Standart resusitasyon tedavisi baslanan hastalarda 6lim oranlari:

EGDT Standart tedavi
Hastanede (%) 30,5 46,5
28.GUn (%) 33,3 49,2
60.Gun (%) 44,3 56,9

E Mortalitenin EGDT grubunda 6nemli olarak daha distk oldugu gorulmustur.

Rivers E, et al.NEJM 2001:1368

1 37 siddetli sepsis tanimlanan hasta ve protokol uygulamadan daha énce YBU’de takip edilen

hastalarla karsilastirilmis
il EGDT grubunda resusitasyona baslama ortalama zamaninda 6nemli azalma olmus

1 Antibiyotik baslama zamani kisalmis
1 Kaba mortalite %51.4 den %27’ye azalmistir

Macredmond et al.Qual Saf Health Care. 2010
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Surviving Sepsis Campaign
Sepsiste Sag kalim Kampanyasi
2002 sonbaharinda baslatildi

— European Society of Intensive Care Medicine
— The International Sepsis Forum
— The Society of Critical Care Medicine
Hedef: Gelecek 5 yilda sepsis mortalitesini % 25 azaltmak
 Web sitesi: survivingsepsis . Org
Kilavuz SCCM Subat 2004’de yayinlandi

Crit Care Med 2004; 32:858-87.
Ik giincelleme 2008
Ikinci gincelleme 2012 (2013’de yayinlandi )
— Crit Care Med 2013; 41:580-637
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Figure 1. Proportion of patients with severe sepsis and septic shock who died and who had
completed bundle measures during the study period.
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Special Articles

Surviving Sepsis Campaign: International
Guidelines for Management of Severe Sepsis
and Septic Shock: 2012

R. Phillip Dellinger, MD'; Mitchell M. Levy, MD?% Andrew Rhodes, MB BS? Djillali Annane, MD*;
Herwig Gerlach, MD, PhD?; Steven M. Opal, MDS; Jonathan E. Sevransky, MD’; Charles L. Sprung, MD?;
Ivor S. Douglas, MD?; Roman Jaeschke, MD'%; Tiffany M. Osborn, MD, MPH"; Mark E. Nunnally, MD'%;
Sean R. Townsend, MD"; Konrad Reinhart, MD'; Ruth M. Kleinpell, PhD, RN-CS*;

Derek C. Angus, MD, MPH'S; Clifford S. Deutschman, MD, MS"; Flavia R. Machado, MD, PhD';
Gordon D. Rubenfeld, MD"; Steven A. Webb, MB BS, PhD%; Richard J. Beale, MB BS*};

Jean-Louis Vincent, MD, PhD*; Rui Moreno, MD, PhD*; and the Surviving Sepsis Campaign
Guidelines Committee including the Pediatric Subgroup*

Crit Care Med. 2013 Feb;41(2):580-637. doi: 10.1097/CCM.0b013e31827e83af. PubMed PMID: 23353941.
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Oneri Rehberi

Guclt ve Destekleyen Kanitlar

1 = glclG oneri

2 = zayiIf oneri

I‘.’

A = randomize calismalardan iyi kanit | |

B = kiicuk randomize calisma (lar) ya da birden
iyi gozlemsel calismalardan orta guclt kanit

7
/

C = kanit yoklugu ya da zayifliginda cogunlugun ortalk
gorusu &




Baslangic Resusitasyo

* Doku hipoperfliizyonunun bir gosterges
olarak laktat diizeyleri yuksek olan hastal
laktati mimkin oldugunca hizla
normallestirmek icin hedefe yonelik
resusitasyon onerilir (2C).

~ Campaign '



Yogun Bakim Ha
Laktat Gosterg

duzeltilmis HR= 0.61;
95% Cl, 0.43-0.87; P= 0.006

lactate group .
g p=0.076
& +
3 o8 control group
E *
&
o 04—
=
0,3
0.2
0,1
0.0 T T T T T T T T T 1
o 20 40 &0 80 100 120 140 160 180 200
Days following study entry
Number at risk:
Control 177 118 110 105 102 101 101 101 101 101 100
Lactate 171 122 115 114 114 114 113 113 113 113 113

Surviving Sepsis -+
Campaign e

Jansen TC. Am J Respir Crit Care Med. 2010;182:752—761.

HR: Hazard ratio



Sivi Tedavisi

e Buylk miktarlarda tekrarlayan krista
oolusu gerektiren agir sepsis ve septik
nastalarin sivi restsitasyonunda albumin
cullaniimasi onerilir (2C).

Surviving Sepsis .
Campaign e



Sivi Tedavisi

* Sivi verilmesi sirasinda dinamik (or. n
basincl degisimleri, atim hacmi varyasy
veya statik (or. arteriyel basing, kalp hizi)
degiskenlerle hemodinamik diizelme strekli
izlenmelidir. (Derecelendirilmemis, 1D).

Surviving Sepsis .
: ®
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Arteriyel Sistolik Bz

Apneic baseline

Surviving Sepsis .
. &
Campalgn L Parry-Jones, et al. Int J Respir Crit Care Med 2003;2:67



Atim Hacmi Etkile

I:)art

Arteriyel dalga formunun altinda alan atim hacmine orantilidir.
Kardiyak Output = Atim Hacmi x kalp hizi

Uzun, dar ve sivri dalga # Hipovolemi

Genis ve tombul dalga ==  Dusiik vaskler hacim
Surviving Sepsis .
: ©
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SSC 2012 Kila
Yardimci Tedavil

H. Gerlach

Kortikosteroidler
Kan urunleri
mmunoglobulinler
Selenyum
Rekombinan Insan Aktive Protein C (rhAPC)

Surviving Sepsis -+
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Kortikosteroidler

* Yeterli sivi resusitasyonu ve vazopressor
tedavisi ile hemodinamik denge saglaniyorsa
eriskin septik sok hastalarinda intravenoz
hidrokortizon kullanilmasi 6nerilmez. Bu
saglanamadiginda 200 mg/glin dozda
hidrokortizon intraven6z uygulanabilir (2C).

Campaign e



Septik Sokta Hidro
28-gun Mo

C All Patients
100+
— H_""_"\——\..‘
ﬁ ‘_‘H“*-,_‘_
TF.! 754 : Placeba
> I -
E Hydrocortisone
e 50—
Fy
T 25-
o
&
05 | | | | | |
] 5 10 15 20 25 30

Day
Sprung et al. N Engl J Med. 2008;358:111-124
Surviving Sepsis .
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Kortikosteroi

* Septik soktaki yetiskinlere hidr
verilip verilmeyecegini belirlemek
stimUlasyon testi onerilmez (2B).

Surviving Sepsis -+
Campaign e



Kortikoster

* Vazopressorlere gerek kalmadigi z
tedavisi azaltilarak kesilmelidir (2D).

Surviving Sepsis -+

Campaign e



Kortikoste

* Sok tablosu olmayan sepsis te
kortikosteroid kullanimi onerilmez

Surviving Sepsis -+
Campaign e



Kortikostero

* Dusuk doz hidrokortizon verildi
tekrarlayan bolus enjeksiyonlari ye
inflzyon onerilir (2B).

Surviving Sepsis -+
Campaign e



Kan urunleri

* Doku hipoperfiizyonu ¢ozulduglinde ve
miyokard iskemisi, ciddi hipoksemi, akut
kanama veya iskemik koroner arter hastaligi
gibi durumlar olmadigi surece eritrosit
transfizyonu icin hemoglobin
konsantrasyonunun 7,0 g/dL altina diisene
dek beklenmesi ve eriskinlerde hemoglobin
konsantrasyonunun 7,0 ila 9,0 g/dL arasinda
tutulmasi amaclanmalidir (1B).

Campaign e



Kan ur

* Agir sepsis ile iliskili anemini
eritropoietin 6nerilmez (1B).

Surviving Sepsis -+
Campaign e



Kan urunleri

 Kanama yokken veya invaziv bir islem
planlandiginda laboratuvar pihtilasma
anormallikleri dizeltmek icin taze donmus
plazma kullaniimasi 6nerilmez (2D).

* Agir sepsis ve septik sok tedavisinde
antitrombin kullanilmasi onerilmez (1B).

Campaign o



Kan urunleri

* Agir sepsis hastalarinda, trombosit sayisi
belirgin kanama yoklugunda <10.000/mm? (10
x 10°/L) iken, 6nemli kanama riski varsa
<20.000/mm?3 (20 x 10°/L) iken profilaktik
trombosit sispansiyonu verilmesi énerilir.
Aktif kanama, cerrahi ya da invaziv islemler
icin daha yuksek trombosit sayisi (=
50,000/mm?3 [50 x 10°/L]) tavsiye edilir (2D).

Campaign e



Immiinoglobiili

* Agir sepsis veya septik soktaki e
hastalarda intravendz immunoglob
kullaniimasi 6nerilmez (2B).

Alejandria MM et al. Cochrane Database Syst Rev. 2002;1:CD001090
Surviving Sepsis -+
‘ ©
Campaign e



immiinogl

Study Traatment Control RR {fixed) Waight RR (fixed)

ar sub-category n'M n'M 95% CI ¥ 959% Cl

01 IgGAM

Haque 1988 1/30 &6/30 +—— 5.99 0.17 [0.02, 1.30]
Erdem 1993 &/20 9724 —_— B8.17 0.80 [0.34, 1.88]
Seitz 1995 2744 T/44 4 = 6.99 0.29% [0.06, 1.30]
Samatha 1997 5/30 8/30 7.959 0.63 [0.23, 1.69]
El Nawawy 2005 14/50 28/50 27.96 0.50 [0.30, 0.83]

Subtotal (95% Cl} 174 178 57.11 0.50 [0.34, 0.73)

Total events: 28 (Treatment), 5& (Control)

Tast for haterogenaity: Chi? = 3.01, df =4 (P = 0.56), |12 = 0%

Tast for overall effect: Z = 3.58 (F = 0.0003)

02 IgG

Sidiropoulos 1281 4741 B8/41 = 7.99 0.50 [0.16, 1.53]
Mangilla-Fam, 1992 2719 2718 = 2.05 0.95 [0.15, 6.03)
Weisman 1992 2714 57117 —= 4.51 0.4% [0.11, 2.13]
Gikalp 1994 a/as 8fz2 4 = 9.56 0.29 [0.09, 0.95]
Chen 1998 2/28 1728 = »  1.00 2.00 [0.19, 20.82]
Shenol 1999 1/25 T/25 6.99 1.00 [0.41, 2.43]
Gunes 2006 9/33 9722 10.79 0.67 [0.31, 1.41]

Subtetal (95% Cl} 185 173 42.89 0.63 [0.42, 0.96]

Total events: 29 {Treatment), 41 (Control)

Test for heterogeneaity: Chi® = 4.09, df = 6 (P = 0.66), 17 = 0%

Teast for overall effect: £ = 2.14 (P = 0.03)

Total (35% CI) 35% 51 100.00 0.56 [0.42, 0.74]

Total events: 57 (Treatmeant), 29 (Control)
Test for heterogeneity: Chi® = 7.56, df =11 (P = 0.75), IF = 0%
Teast for overall effect: Z = 4.08 {P < 0.0001)

Surviving Sepsis -+
Campaign e
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Kreymann et al. Crit Care Med. 2007;35:2677-2685



Percent surviving

O
o

o o Q2
N A~ o

o

Immiinoglobiilinler

20

Campaign e

Survival
---1gG IV --- Placebo

40 60 80 120 210
Days after start of treatment N=653

Werdan et al. Crit Care Med. 2007;35:2693-2701



Erigkin Hastala
Onyarginin Dusi

Treatment Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
2.2.1 Standard WVIG, adults, low risk of bias
Burns 1991 4 25 3 13 2.4% 0.69[0.18, 2.64]
Darenberg 2003 1 10 4 11 2.3% 0.28 [0.04,2.07] +
Werdan 2007 1260 321 113 303 698% 1.05 [0D.86, 1.29]
Subtotal (95% Cl) 356 J327 74.5% 1.02 [0.84, 1.24]
Total events 131 120

Heterogeneity: Chi®*=2.04, df= 2 (P =0.36), F= 2%
Test for overall effect: Z=017 (F = 0.86)

2.2.2 lgM-enriched IVIG, adults, low risk of bias

Hentrich 2006 27 103 29 103 17.4% 0.93 [0.60, 1.46]
Rodriguez 2005 8 29 13 27 8.1% 0.57 [0.28,1.16]
Subtotal (95% CI) 132 130 25.5% 0.82 [0.56, 1.19]
Total events 39 42

Heterogeneity: Chi*=1.29, df=1 (P =0.26), F=23%
Test for overall effect: Z=1.05 (P = 0.29)

Total (95% Cl) 488 457 100.0% 0.97 [0.81, 1.15]

Total events 166 162

Heterogeneity: Chi®= 4.55, df= 4 (P=0.34);, F=12% III:1 D:Z D:E " é 1:|:I
Testfor overall effect: Z=0.33 (P=0.70) Favours treatment Favours control

'} _ Alejandria et al. Cochrane Collaboration .2010;Issue 2
Surviving Sepsis .
: ]
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immiinoglobiili

 Onerilmez, ancak:
— Toksik sok sendromunda IVIG roli
degildir, ancak direncli toksik sok
sendromu olan cocuklarda kullanilmas
dusunulebilir.

Surviving Sepsis -+
Campaign e



Selen

* Agir sepsis tedavisinde intra
kullanilmasi onerilmez (2C).

Surviving Sepsis -+
Campaign e



Septik Sok Hastala

|

0.9 Log-Rank, 1.258 = Placebo
p=0.691 — — Seknium

0.8
0.7
0.6
0.5

0.4 - = 1
|

034 T/ Lo e e e e -

Probability of survival

0.2

0.1

D T I I I I T I I T T I T
0 30 60 90 120 150 180 210 240 270 300 330 360

Time (davs
Figure 3 ¥s)

o _ Forceville et al. Crit Care. 2007;11:R73
Surviving Sepsis .
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Kritik Hastalarda Selen

=
o

Cumulative survival

Formulation:
0.4 .
Glutamine
- = Selenium
0.2 . .
----- Glutamine + selenium
0 —e== Neither
0 50 100 150 200

Time after randomisation (days)

Andrews et al. BMJ. 2011;342:d1542
Surviving Sepsis .
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rhAPC

LITLY (ELI) & COMPANY - Withdrawal of Xigris http:/fwww.istockanalyst.com/business/news/5497756/lilly-el. ..

LILLY (ELI) & COMPANY -
Withdrawal of Xigris

Tuesday, October 25, 2011 8:21 AM

Dellinger et al Crit Care Med. 2013;41:580-637
Dellinger et al. Intensive Care Med. 2013;39:165-228

Surviving Sepsis -+
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Surviving Sepsis projesi 2000:1i ylllarda,

elestirilmeye baglandlgmda kurulun parasal

kaynaklarinin ~ % 90’inin bir agiklama

olmadan Eli Lilly (Durdurulan Xigris (rhAPC)

ureticisi) tarafindan sraglandlgl ontaya

>
[

glkm|§t|r e eniict

U] Aways telt ipe

CI=hTa 2

‘“tur-elestirilerin‘asilsiz ve

iu

Digerleri (kurulun kendisi -
de dahil olmak Uzere) bu. .

l.

Herkes yalan séyler-- -

haksiz oldugunu disiindi.




SSC 2012 Kilavuzu
Akut Respiratuar Distress Sendrom
Mekanik Ventilasyon
J. Sevransky

* Ventilator Tedavisi

— Genel

— Diger
* Ventilator Iliskili Pnémonin Onlenmesi
* Ventilasyonun Sonlandirilmasi

Campaign e



Sepsis Kokenli ARDS’de
Ventilator Tedavisi

e Sepsise bagli akut solunum sikintisi sendromu
(ARDS) olan hastalarda tahmini viicut
agirhgina gore 6 mL/ kg tidal volim hedefi
onerilir (12 mL/kg ile karsilastirildiginda 1A).

* ARDS hastalarinda plato basinclari
Olctlmelidir. Plato basinci icin baslangi¢ st
sinir hedefi <30 cm H,O (Sinif 1B) olmalidir
(1B).

Acute Respiratory Distress Syndrome Network. N Engl J Med.
2000;342:1301-1308

Campaign e



ARMA Calis

1.0
2 0.94
& 0.8+ R\
= _ L
T — e
“ 0.6+ B P
c 05- o mmmmm T
O 04- e Lower tidal volumes
£ e — Survival
o 0.345 S~ ==== Discharge
8‘ 024 Traditional tidal volumes
= 4S5 e Survival
a 0.1 / === [ischarge
O-U 1 1 1 1 1 1 1 1 1
O 20 40 60 80 100 120 140 160 180

Surviving Sepsis .
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Days after Randomization

Acute Respiratory Distress Syndrome Network. N Engl J Med.
2000;342:1301-1308



ARDS Berlin Tanimi

ARDS

Bir hafta icinde gelistigi bilinen klinik hasarlanm
veya yeni/kotilesen solunum belirtileri.

Zamanlama

Gogus gorintlileme Bilateral opasite (eflizyon, lober/pulmoner kollaps
(Gogiis grafisi veya BT) | veya nodulle tam olarak aciklanamayan)

Solunum yetmezligi (kalp yetmezligi veya sivi
Odem kékeni yliklenmesi ile aciklanamayan)

Risk faktoru yoksa ekokardiyografi gibi objektif bir
yontemle hidrostatik 6dem dislanmalidir.

Yukseklik 1000 m Gzerinde ise formule gore
Oksijenizasyon duzeltilmelidir.
[Pa02/FI02(barometrik basing/760)]

Hafif  PaO,/FiO, <300 mmHg (PEEP veya CPAP>5 cm H,O iken)

Orta  PaO,/FiO, < 200 mmHg (PEEP > 5 cm H,O iken)

Agir PaO,/FiO, < 100 mmHg (PEEP > 5 cm H,O0 iken)

Campaign e

ARDS Definition Task Force et al. JAMA. 2012;307:2526-2533



Meta-analiz: ALI
Basin¢ ve Hacim Si

Study VL Cortrol

o S1B-Cotegiry N niN

01 Trals comparing o single PVL approach 10 o tradtional approach

Brochard 1956 27/58 22/58 ) X 1.
Stewar! 1598 30/60 28/60 | 1,
W 1938 12732 15/24 0. 1.
Brower 1938 13/26 12/26 1. 1,
Eost 1999 367103 /N 1. i.
ARDS Network 2000 1337427 1747425 0. 0.
Orme 2003 LA5/60 27/60 0. 0,
Sun 2009 16742 14742 1. 1.
Subtoted (95% C1) 809 792 0. 1,

Totol events: 262 (PVL), 324 (Control)
Test for heterogenaty. Chi? = 1259, df = 7 (P = 0.08), 1" « 44 5%
Test foe overad offect Z=110(P=027)

02 Triasis comparing & PVL apgroach with an open Lng aspgroach to a tracitional apgroach

Amato 19388 13/29 17/24
Vidar 2006 A7/50 25745
Suktots (85% CI) 79 69
Total everts: 30 (FVL), 42 (Cortrol)

Test for haterogenety. Che « 001, df = 1 (P =092), F = 0%

Text tor overall etfect Z = 273 (P = 0.005)

Toesd (95% CN) 288 861

Total events: 312 (PVL), 355 (Control)
Test 1or heterogenaly CHE = 1581 A= 9 (P=007), P =431%
Test for overal effect X = 1 S5(P = 0.05)

R 8.78 0.62 10.39,
- 9.07 0.61 0,38,
L 2 17.88 0.62 10.45,

) 100.00 0.84 (0.70,

Surviving Sepsis -+
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om o1 1 10 100
Favours PVL  Favours control

Burns et al. PLoS One.

2011:6(1):14623



Sepsis Kokenli ARDS’d

* Ekspirasyon sonunda alveol kollapsin
(atelektotravma) onlemek icin pozitif
ekspirasyon sonu basin¢ (PEEP) uygulanma
onerilir (1B).

Gattinoni et al. N Engl J Med. 2006;354:1775-1786

Surviving Sepsis .
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ARDS’li Hastalarda

Anticipated PEEP settings at various Fio, requirements

Fo, 03 04 0.4 05 0.5 0.6 0.7 0.7

2

0.7 08 08

PEEP b = 8 8 10 10 10 12 14 14 14
A
Average Average
Lung Weight, Lung Weight,
3951 g T4:236 g
Lower Higher
24 !
224 A Patients with acute lun
204 =B il:ll'ljur}'witho:‘tARDSI 5
18] [ Patients with ARDS
g 15|
S 14
& 12
L
=z 2
6
4]
2]
. . n_@' o o B D 9 @'é’@‘i”@g & ﬂ‘l*"‘p'\g&%é
Gattinoni et al. N Engl J Med. 2006;354:1775-1786 P N N 2L L M NN
ARDS Network. N Engl J Med. 2000;342:1301-1308 ATRERINE of Prisiall) Hnceiatls Linc Bf il e warht)
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Sepsis kokenli ARDS'de y

* Sepsis kokenli orta agir ARDS hast
ylUksek PEEP iceren stratejiler onerili

Briel et al. JAMA. 2010;303:865-873
Surviving Sepsis .
. ®
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Meta-an
Yuksek vs Dus

Table 4. Clinical Outcomes in All Patients and Stratified by Presence of ARDS at Baseline

All Patients With ARDS Without ARDS
I 1T LA
No. (%) No. (%) No. (%)
I 1 I 1 I 1
Higher Lower Higher Lower Higher Lower
PEEP PEEP Adé'usted RR P PEEP PEEP Adgusted RR P PEEP PEEP Acgusted RR
Outcomes (n=1136) (n=1163) (95% CI)2 Value, (95% CI)= Value (n = 184) (n = 220) (95% CI)2
Death in hospital 374 (32.9) 409 (35.2) 0.94 .25 1324 (34.1) 368 (39.1) 0.90 049 50 (27.2) 44 (19.4) 1.37
(0.86 to 1.04) (0.81 to 1.00) (0.98 to 1.92)
Death in ICUP 324 (28.5) 381 (32.8) 0.87 01 CEETSOTRTNTEEET 0.85 .001 36 (19.8) 37 (16.8) 1.07
(0.78 to 0.97) (0.76 to 0.95) (0.74 to 1.55)
Pneumothorax 87 (7.7) 75 (6.5) 1.19 24 80 (8.4) 64 (6.8) 1.25 A3 7(3.8) 11 (5.0) 0.72
between day (0.89 to 1.60) (0.94 to 1.68) (0.37 to 1.39)
1 and day 28°¢
Death after 43 (3.8) 40 (3.5) 1.11 .63 41 (4.3) 35(3.7) 1.20 .39 2(1.1) 5 (2.3) 0.44
pneumothorax® (0.73 to 1.69) (0.79 to 1.81) (0.08 to 2.35)9
Days with 13 (0 to22) 11 (O to 21) 0.64 .10 12 (0-21) 7 (0-20) 1.22 004 17 (0-23) 19 (5.5-24) —-1.74
unassisted (—0.12 to 1.39)¢ (0.39 to 2.05)¢ (—3.60 to 0.11)¢
breathing
between day 1
and day 28,

median (IQR)

Total use of rescue 138 (12.2) 216 (18.6)
therapies

<.001 130 (13.7) 200 (21.3) 0.63 <.001 8(4.4) 16 (7.3) 25

0.64 . 0.60
(0.54 to 0.75) (0.53 to 0.75) (0.25 to 1.43)9

Death after rescue 85 (7.5) 132 (11.3) 0.65 =Z.001 82 (8.6) 124 (13.2) 0.66 =<.001 3(1.8) 8 (3.6) 0.37 .15
therapy! (0.52 to 0.80) (0.52 to 0.82) (0.10 to 1.46)9

Use of 722 (63.6) 759 (65.3) 0.93 .49 627 (65.9) 647 (68.8) 0.90 37 95(51.6)111 (50.5) 0.92 72
vasopressors (0.75 to 1.14)9 (0.72 to 1.13)9 (0.56 to 1.50)9

Abbreviations: ARDS, acute respiratory distress syndrome; Cl, confidence interval; ICU, intensive care unit; IQR, interquartile range; PEEP, positive end-expiratory pressure; RR,
relative risk.

apMultivariable regression with the outcome of interest as dependent variable; PEEP group, age, probability of dying in hospital derived from prognostic scores at baseline, severe|
sepsis at baseline, and trial as independent variables; and hospital as a random effect.

b patients who died before being discharged from the intensive care unit for the first time up to day 60.

€ Defined as the need for chest tube drainage.

Median number of days of unassisted breathing to day 28 after randomization, assuming a patient survives and remains free of assisted breathing for at least 2 consecutive
calendar days after initiation of unassisted breathing.

€ Coefficient from a corresponding linear regression model using the same independent variables and random effect as the above-described log-binomial model; for example, a
coefficient of 1.22 means that patients in the group treated with higher PEEP have, on average, 1.22 days more of unassisted breathing during the first 28 days compared with
patients in the group treated with lower PEEP.

f As defined in each trial; rescue therapies included in the Assessment of Low Tidal Volurme and Elevated End-Expiratory Pressure to Obviate Lung Injury and the Lung Open Ven-
tilation to Decrease Mortality in the Acute Respiratory Distress Syndrome studies: inhaled nitric oxide, prone ventilation, high-frequency oscillation, high-frequency jet ventilation,
extracorporeal membrane oxygenation, partial liquid ventilation, and surfactant therapy. Rescue therapies included in the Expiratory Pressure Study: prone ventilation, inhaled
nitric oxide, and almitrine bismesylate.

9Adjusted odds ratio substitutes for relative risk, because the corresponding log-binomial model did not converge.

Briel et al. JAMA. 2010;303:865-873
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Recruitment Manev

 ARDS nedeniyle agir refrakter hipo
olan sepsis hastalarinda recruitment
sisirme) manevralari onerilir (2C).

Fan et al. Am J Respir Crit Care Med. 2008;178:1156-1162
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Meta-
ARDS’de Recruitme

P/F Ratio
00

Pre-RM Post-RM

Fan et al. Am J Respir Crit Care Med. 2008;178:1156-1162
Fan et al. Respir Care. 2012;57:1842-1849
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Sepsis kokenli ARDS’de Pron P

— Deneyime sahip merkezlerde Pao,/Fio
<100 mm Hg olan sepsis kokenli ARDSﬁi
hastalarda prone (yuzustu) pozisyonu oneri
(2B).

Sud et al. Intensive Care Med. 2010;36:585-589
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Meta-A
ARDS’de Pron P

All Patients
Sartamomi 2001 BRSA4E AT, L4 ET.6T 1.08 [C.8S;: 1.ZFH]
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Maorncobo Z1005 IZ 43 EA1FLED — = 13.%5 0.7l [o.45 1.402]
Cham 3007 240 B L 1.51 0,59 [0.13} 1.E51
Famansdce Z00E SS8 | = 1.z8 1.11 [T.3E F.48]
Teocoons 200 29,73 48,76 —- Z3.B8 0.5 [C.&4 1.L1]
Suplalal (955 ChH 1577395 163 EED il | 154,20 0. 84 (0.4 O.%6]
Test for Owerall Efact: jp=0.01
Hetamogeneity: F - 0%

a2 0.5 1 ] 5

FEvwars prone  Fawors supine

Sud et al. Intensive Care Med. 2010;36:585-589
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ARDS’de Pron Pozisyo

Prone group

Supine group

1.0
2
-E 0= —
A
L=
Z 0.6
=
=
&
_E 04—
=
E o024 P=0.001
L
0. T T
0 10 20
MNo. at Risk
Frone group 237 202
Supine group 229 163
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Guerin et al. N Engl J Med. 2013;268:2159-2168



Non-invaziv Ventilas

e Kar zarar hesabi dikkatle yapilip non-i
maske ventilasyonun (NIV) faydasi agir b
dustinllen sepsis kokenli ARDS'li hastalarin
kiicik bir grubuna NIV dnerilebilir (2B).
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Pulmoner Arter

* Sepsis kokenli ARDS olan hasta
arter kateterinin rutin kullanimi
onerilmemektedir (1A).
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FACTT Calismasi: AR
Arter Kateteri vs Santral
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Wheeler et al. N Engl J Med. 2006;354:2213-2224
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Sok ve ARDS’de Pulm

1.0

’ PAC Group
Control Group D

T T T T T

o 7 14 21 28 35 42 49 56 63 70 77 84 9N

Days
No. of Patients Alive
PAC Group 335 198 168 136 99
Control Group 341 201 166 133 97

Richard et al. JAMA. 2003;290:2713-2720
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Sepsis kokenli ARDS’de Siv

 Doku hipoperfliizyonuna ait bulgula
sepsis kokenli ARDS’li hastalar icin kisi
stratejisi onerilir (1C).

Wiedemann et al. N Engl J Med. 2006:354:2564-2575
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FACTT Calism
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Wiedemann et al. N Engl J Med. 2006:354:2564-2575
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Sepsis kokenli ARDS’de Beta-A

* Bronkospazm gibi belirli endikasyonlarin
yoklugunda, sepsis kokenli ARDS olan
hastalarda 3,-agonistlerin kullanimi 6nerilme
(1B).

Gao Smith et al. Lancet. 2011;379(9812):229-235
Matthay et al. Am J Respir Crit Care Med. 2011;184:561-568
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Probability of Hospital Survival and
Breathing without Assistance
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Matthay et al. Am J Respir Crit Care Med. 2011;184:561-568
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—— Salbutamol
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______
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075~

Log-rank p=0-033

Probability of survival
o
N
7

0-25

HR 1.56 (95% Cl 1.03-2-36)

0
I A é é lb 15 f4 1% 1% Eb iE Eh 2% EE Eh
Days after randomisation

MNumber at risk
Placebo 164 162 155 151 148 144 141 138 136 134 131 128 125 124 123

Salbutamol 161 160 156 147 139 134 131 126 124 118 114 111 110 106 105
Gao Smith et al. Lancet 2012;379:229-235
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Bas Yukseltme

* Mekanik ventilasyodaki sepsis has
aspirasyon riskini sinirlamak ve VIP g
dnlemek icin yatak basinin 30 ve 45 de
arasinda yukseltilmesi onerilir (1B).
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Ventile Edilen Hast

Yukseltilm
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Drakulovic et al. Lancet. 1999;354:1851-1858
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Mekanik Ventilasyon ve VIP

* invaziv mekanik ventilasyon ugulanan hastalar
ventilator iliskili pnémoni icin risk altindadirlar
ve genellikle sedatif ve agri kesici kullanimini
gerektirirler.

* Bu komplikasyonlari dnlemek icin uygun bir
maske ile non-invaziv ventilasyon kullanilabilir.

* Ancak gecikmis enttibasyon, oksijen tuketimini
artirarak hastayi daha da kotulestirebilir.

Rana et al. Crit Care 2006;10:R79
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Sepsis Hastalarda Mekanik
Ventilasyonun Sonlandiriimasi

Agir sepsis nedeniyle mekanik ventilatorde izlenen
hastalar asagidaki kriterleri karsiladigi zaman bir
Ayirma (Weaning) protokoll kullanilarak spontan
solunum denemeleri esliginde mekanik
ventilasyonun sonlandirilmasi degerlendirilmelidir.
a) uyanik b) hemodinamik acidan stabil (vazopressor
olmadan); c) yeni gelisen sikinti olmamasi d) dusuk
ventilasyon ve ekspiryum sonu basing gereksinimi;
e) yuz maskesi veya nazal kanul ile saglanabilen
dusuk FiO, gereksinimi. Spontan solunum denemesi
basarili olursa, ekstiibe edilebilir (1A).
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Ventilator Desteginin
Kesilmes
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Ely etal. N Engl J Med. 1996;335-1864-1869
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SSC 201
Kan Sekeri

C. Sprung

* Kan Sekeri Takibi
* Bikarbonat Tedauvisi
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Kan Sekeri Takibi

» |ki ardisik kan glukoz diizeyi 6lgumu >1
mg/dL ise insulin baglanilan yaklagim

onerilir.
« Kan sekerinin 180 mg/dL altinda olmasi

amaclanmalidir (1A).

NICE-SUGAR Investigators. N Engl J Med. 2009;360:1283-1297
van den Berghe et al. N Engl J Med. 2001;345:1359-1367
Dellinger et al. Crit Care Med. 2013;41:580—637

Dellinger et al. Intensive Care Med. 2013;39:165-228
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Kan Sekeri Takibi

e Biiyiik randomize tek merkezli calisma (agirhkh olarak
kardiyak cerrahi YBU) yogun intravendz insiilin ile kan
sekerinin 80-110 mg/dL arasinda tutulmasi YBU
mortalitesinde azalma sagladi.
van den Berghe et al. N Engl J Med. 2001;345:1359-1367

e Bu protokoliu kullanarak yogun insiulin tedavisinin ikinci
randomize ¢alismasinda YBU > 3 giin kalis beklenen dabhili
YBU hastalari alindi. Genel olarak mortalite azalmamistir.
van den Berghe et al. N Engl J Med. 2006;354:449-461

Dellinger et al. Crit Care Med. 2013;41:580-637
Dellinger et al. Intensive Care Med. 2013;39:165-228
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Kritik Hastalarda
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van den Berghe et al. N Engl J Med. 2001;345:1359-1367
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Kritik Hastalarda Yo

A Intention-to-Treat Group (MN=12HY)
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Kan Sekeri Takibi

e Daha sonraki RKC’lar cerrahi ve medikal
yogun bakim hastalarinin karisik oldugu
gruplarla yapildi. Yogun insulin tedavisinin
mortaliteyi azaltmadigl hatta NICE-SUGAR
calismasinda artirdigi gosterildi.

Brunkhorst et al (VISEP). N Engl J Med. 2008;358:125-139
Preiser et al (Glucontrol). Intensive Care Med. 2009;35:1738-1748
Annane et al (COIITSS). JAMA .2010;303:341-348

NICE-SUGAR Investigators. N Engl J Med. 2009;360:1283-1297
Dellinger et al. Crit Care Med. 2013;41:580-637

Dellinger et al. Intensive Care Med. 2013;39:165-228

Campaign e



VISEP Yogun i
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Kritik Hastalarda Siki ve
Kan Sekeri Takibi
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Preiser et al (Glucontrol). Intensive Care Med .2009;35:1738-1748
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Septik Sokta Yog

\— Conventional Glucose control
-- Intensive Insulin Therapy
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Kritik Hastalarda Si
Sekeri T

1.0
0.9+
= —_
T P=0.03
&
< 0.8
= Conventional glucose control
= —
(2]
o
o ——
& 0.7 Intensive glucose control
P=0.03
0.6
J
0.0 /Ir T T T T T T T T 1
o] 10 20 30 40 50 60 70 30 90
Days after Randomization
No. at Risk
Conventional control 3014 2379 2304 2261
Intensive control 3016 2337 2227 2182

NICE-SUGAR Investigators. N Engl J Med. 2009;360:1283-1297
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Kan Sekeri Takibi

 Hedeflenen kan sekeri araliginin110-140
mg/dL ya da 140-180 mg/dL olmasi
arasinda fark oldugunu gosteren bir kanit
yoktur. Hipoglisemi riskinden kacinmak
Icin bir alt hedef olmadan ust kan
sekerinin 180 mg/dL ve altinda olmasi
hedeflenmistir.

« Takip, hipo ve hiperglisemiden kacginilarak
(>180 mg/dL) glukoz duzeylerinin genis
aralikta salinmasi ile yapillir.

Dellinger et al. Crit Care Med. 2013;41:580-637
Dellinger et al. Intensive Care Med. 2013;39:165-228
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YB’da Siki Glisemik K
Derleme ve Met

Group by Study name Statistics for each study Odds ratio and 85% Cl
Odds Lower Upper
ratio fimt limt Z-Value pVaiue
aTPN Vanden Berghe-2001 1572 1102 2242 2488 0012 L
aTPN Van den Berghe-2008  1.057 0828 1363 0441 06% +
aTPN 1203 0982 1474 178 0074
bENT Glucotrol-2008 0.788 0573 1085 -1480 0.144 —=
bENT VISER-2008 1.064 0720 1572 0310 0757 -
bENT DelaRosa2008 0830 0574 119 094 030 .
bENT Avabi-2008 0.781 0484 1262 -1.008 0313
bENT NICESUGAR 2008 0918 0812 1038 -1.%1 0173
bENT 0800 0811 087 2025 0043
Overal 0954 0871 1048 0985 030
0.5 1 2
Faaurs Cortrd Faours T
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Glukoz Kontr

Yiuksek veya orta kontrol gruplarina gor
tedavisinin klinik calismalarda mortalitesi

More intensne Less intensmwe Odds Ratio Odds Ratio
Sivuchy or Subgroup Events Total Events Total Wieight M-H, Randomn, 95% CI1 M-H, Randomm, 95% CI
1.1.1 Intensive versus High
Arabi 2008 [IrH] 23 266 44 257 S.0%% 0649 [O.42, 1.12] r
Eilotta 2002 [1IFH]] 5 a8 5] 49 0.9% 0.83 [0.24, 2.94]
Eland 2005 [1iH] 1 5 z 5 0.2% 0.38 [0.02, 6.35]
Erunkhorst 20028 [IFH] 61 247 Ta a9 T2 0.94 063, 1.28] —
Eruno 2002 [I/H] 2 21 [n} 15 0.1 2% 2 E3I[O.12, 58.20] -
De La Rosa 20038 [IVH] = e 254 =1 250 T.8% 1.21 [0.83, 1.74] T
lapichino ZOOsg [1I5FH] 13 a6 11 36 1. 4% 1.26 [0.48, 3.43] —
Mitchell 2006 [IXH] o 25 o 35 ot estirmahble
wan den Berghe 2001 [IrH] a5 TES [=3¢] TE3 5.2% 0.55 [0.36, 0.54] e
“Wan den Berghe 2006 [IrH] 178 5935 192 G035 1342 0.99 [0.78, 1.27] -
Subtotal (95% CI) 2282 2324 A2 2200 0.89 [0.73, 1.09] ‘
Total events 421 464

Heterogeneity: Tau®= 0.02; Chi==10.79, df= 8 (F = 0.21), IF= Z6%
Testfor overall effect: Z= 111 (P = 0.27)

1.1.2 Imensive versus Moderate

COITSE 2010 [I0kdA] 117 259 1049 254 2.5% 1.132 [0.79, 1.60] b

bAchkiullin 2007 [IFhd] 2 11 =1 =] 0,32 0.22 [0.04, 2.09]

Pice-Sudgar [1Fh] [=pee] 2010 Ta1 012 24 7% 1.14 [1.02, 1.28] -

Dksanen 2007 [1rhda] 13 29 =] 51 1.7% 0.9z [0.28, 2.21]

Preiser 2009 [Irh] a2 S36 =23 G427 9.4% 115 [O.83, 1.55] -T™

Subtotal (95% CI) Jas51 FBG6E A4 F % 1.14 [1.02, 1.26] -

Total events 10532 =15 1]

Heterogeneity: Tau =000, Chi=T= 212, df= 4 (F=0.71), IF= 0%

Tes=st for overall effect. Z= 2. 423 (P = 0.02)

1.1.3 Moderate versus High

Farah ZOO7 [MiH]] 24 ER| 22 ag 1.9% 1.67 [0.72, 3.87] —

Gray ZOOTF [hrH]] 139 464 128 469 11.39% 1.14 [0.86, 1.51] ——

Subtotal (95% CI) 505 S517F 13.2% 1.18 [D.91, 1.55] i

Total events 1632 150

Heterogeneity: Tau = 000, Chi=T=0.71, df=1 (F =040, IF= 0%

Testfor overall effect: Z=1.22 (P = 0.22)

Total {(95% CI) G538 G709 100.0% 1.03 [D.91, 1.16] »

Total events 1637 1579

Heterogeneity: Tau®=0.01; ChiT=-19.69, df=15 P =012 IT= 242 051 052 055 é % 150
Testfor overall effect. Z=0.45 (P = 0.63) Fawvours experirmnental  Fawvours control

VT Tn Dellinger et al. Crit Care Med. 2013;41:580-637
SurV|V|ng SepS|S ‘ Dellinger et al. Intensive Care Med. 2013;39:165-228
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Kan Sekeri Takib

» Kan sekeri takibi degerler ve ins
infuzyon oranlari stabil olana kadar
saatte bir stabil olduktan sonra 4 saa
bir yapilmasi onerilir (1C).
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Kan Sekeri Takib

e Yatak basi kapiller kan ile elde edil
degerleri arteriyel kan veya plazma
degerleri kadar dogru olmayabilir. Dikk
olunmasi onerilir (Derecelendirilmemis).
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Kan Sekeri Takibi

* Yatak basi kapiller kan testleri, 6zellikle
nipoglisemik ve hiperglisemik araliklarda ve
nipotansif hastalarda veya katekolamin alan
nastalarda sik olarak hatali glukoz yuksekligi
gosterebilir.

Hoedemaekers et al. Crit Care Med. 2008;36:3062—3066
Khan et al. Arch Pathol Lab Med. 2006;130:1527-1532
Desachy et al. Mayo Clin Proc. 2008;83:400-405

Fekih Hassen et al. Diabetes Res Clin Pract. 2010;87:87-91
Dellinger et al. Crit Care Med. 2013;41:580—-637

Dellinger et al. Intensive Care Med. 2013;39:165-228
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Bikarbonat Tedav

e pH >7,15 olan hipoperflizyon kayna
asidozda vazopressor gereksinimini aza
vada hemodinaminin duzeltilmesi amaci
sodyum bikarbonat kullanimi 6nerilmez (2B

Q ;YU«" ~ Cancice o
SUrviving Sepsis .
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SSC 201
Renal Replasm

S. Townsend
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Renal Replasman Tedavisi

* Agir sepsis ve akut bobrek yetmezligi olan
hastalarda benzer kisa sureli sagkalim oranlari
nedeniyle surekli renal replasman tedavisi ve
aralikli hemodiyalizin esdeger oldugu
gosterilmistir (2B).

* Hemodinamik olarak stabil olmayan septik
nastalarda sivi dengesinin yonetimini
<olaylastirmak icin strekli tedavilerin
cullanimi énerilir (2B).
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Renal Replasman Tedavisi

e Cok sayida randomize olmayan calisma surek
yontemlerin kullanilmasiyla sagkalimda
anlamli bir artis olmadigini bildirmistir.

e Meta-analizler strekli veya aralikli renal
replasman tedavisi alan hastalar arasinda
hastane 6lim oranlarinda énemli fark
olmadigini gdstermistir.

Kellum JA et al. Intensive Care Med. 2002;28:29-37
Tonelli M et al. Am J Kidney Dis. 2002;40:875-885
Bagshaw et al. Crit Care Med. 2008;36(2):610-617
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Surekli vs.

Study - |
Simpson 1.17 (0.96,1.42) 4
Kierdorf RCT N B 1.08 (0.80,1.46) 15.5
Sandy _-; 0.84 (0.61,1.15) 14.6
Johns B 1.00 (0.61,1.64) 4.8
Mehta -_ 0.73 (0.55.0.96) 28.0
Uehlinger _F 1.06 (0.73.1.52) 14.8
Overall (95% Ci) b 0.96 (0.85,1.08)
| ] | 1 }
2 5 1 2 10

Risk ratio

Tonelli M et al. Am J Kidney Dis. 2002;40:875-885
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Surekli vs. Ara

Odds ratio 2. of evenls
Study (285% CI) CRRT IRRT
simpson (1993) = 0.50 ( 0.21, 1.20) 46/65
kierdorf (1994) = 0.81 ({ 0.36, 1.82) 20/48
john (2001) L 100 (0,19, 524) 14720
mehta (2001) -— 1.89( 1.01, 3.52) 54/84
gasparovic (2003) —— 1.67 (0.74, 3.78) 3752
augusting (2004 ) 0.89 ( 035, 2.29) 27740
uehlinger (2005) 0.91 ( 0.45, 1.85) 34/70
vinsonneaau (2006) 095 (061, 1.48) 118475
lins (unpublishad) 083 (053, 1.31) 100172 S0
Crwearall 099 (078, 1.26) 459726 432677
1 1 1 | | | T
A 25 . 1 2 4 8
Odds ratio
Favours CRRT Favours IRRT

Bagshaw et al. Crit Care Med. 2008;36:610-617
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Oliim Olasiligini
Egrisiyle Hesa
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Higher intensity
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The RENAL Replacement Therapy Study Investigators. N Engl J Med. 2009;361:1627-1638
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Kiimiilatif Olim

1.0
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Cumulative Probability of Death from Any Cause

Intensive therapy

Less-intensive therapy
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Days since Randomization

The VA/NIH Acute Renal Failure Trial Network. N Engl J Med. 2008;359:7—-20
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Temel Ozelliklerin
Oliim Risk O

B
No. of

Baseline Characteristic Patients
Overall 1124
SOFA cardiovascular score

0-2 509

-4 615
Oliguria

No 247

Yes 877
Sex

Female 330

Male 793
Sepsis

No 416

Yes 708

Intensive
Therapy

53.6

43.9
61.7

41.1
57.2

50.7
54.8

47.8
57.0

51.5

3738
62.9

36.6
55.7

528
50.8

49.3
52.6

Less-Intensive
Therapy

1.09 (0.86-1.40)

1.33 (0.93-1.91)
0.93 (0.66-1.29)

1.31 (0.77-2.21)
1.04 (0.79-1.37)

0.90 (0.57-1.41)
1.19 (0.89-1.60)

0.94 (0.63-1.41)
1.19 (0.88-1.62)

Odds Ratio for Death at 60 Days (95% Cl)
—
|
|
. =
—-:—
|
|
|
|
- 1
|
: -
-
|
. i _aS_f -
[ T i T T T T T ]
0.5 1.0 1.5 2.0 2.5
Intensive Less-Intensive
Therapy Therapy
Better Better

P Value for
Interaction

0.15

0.45

0.30

0.36

The VA/NIH Acute Renal Failure Trial Network. N Engl J Med. 2008;359:7-20
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Surekli Diyaliz ne sag-ka
de erken bobrek iyilesmes

Table 3. Cox Proportional Hazards Analysis for Time to Death in Days

Univariate Hazards Ratio

Multivariate Hazards Ratio

Variable (95% CI) p (9554 Cl) p
CVVHD 0.98 (0.58-1.67) NS 1.19(0.66-2.15) NS
Baseline MAP {/mm Hg) 0.97 (0.95-1.00) 0.036 0.97 (0.94-1.00) NS (.07)
AMAP on dialysis (fmm Hg) 1.04 (1.01-1.08) 0.032 1.06 (1.01-1.10) 0.013
Baseline no. of pressors 1.47 (1.19-1.82) ==0.004 1.34 (1.03-1.74) 0.029
Increased pressor dose” 1.91 (1.07-3.41) 0.028 1.04 (0.50-2.18) MS

*During initial dialysis.

Table 4. Logistic Regression Analysis for Renal

Recovery
Odds
Variable Ratio 95%: Cl P
CVVHD 0.86 0.15-4.89 NS
AMAP on dialysis 0.81 0.68-0.85 0.01

Urine output day 1 (/mL) 1.001
Preserved urine output® (%) 1.014

1.00-1.002 0.015
1.003-1.024 0.011

*(Urine output day 3/urine output day 1) = 100.

Surviving Sepsis -+
Campaign e

Augustine JJ. Am J Kidney Dis. 2004;44:1000-1007



Perfiizyon llis

d.!r 2 4 |24 hrs
Fig. 5. Changes {rom baseline in intramucosal pCO, (pCOsi1), intra-

mucosal pH (pHi) and intramucosal-arterial pCO, gap during the
24-h study period in the CVVH (M) and IHD (@) groups.

Surviving SepS|S L John S et al. Nephrol Dial Transplant. 2001;16:320-327
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Venoz Tromboe

C. Deutschman
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VTE Profilaksisi
Anahtar Ciimleler ve On Degerlendirme

* Septik hastalarda VTE insidansi uzerinde
birincil veri bulunmamaktadir.
— YBU hastalari VTE icin yuksek risk

altindadir.

— Agir sepsis veya septik sok hastalarinda risk
faktorleri ayni veya daha yuksektir.

— Septik hastalarda insidans ayni veya daha
yuksektir.

e Septik hastalarda VTE onlenmesi istenir.

— Hemodinamisi bozuk hastalarda Pulmoner

emboli (PE) oltimcul olabilir.
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* VTE profilaksisi icin gu
profilaksi onerilir (1B).

Surviving Sepsis .
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VTE Profi
* VTE profilaksisi icin :

— anfraksiyone heparinin (UFF
e glinde iki kez kullanimina karsi (1
e glnde Uc kez kullanimina karsi (2C)

glnluk subkutan Dustuk Molekul Agirhikl
Heparin (LMWH) 6nerilir.

Surviving Sepsis .
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VTEP

e Kreatinin klerensi <30 m
— dalteparin (1A).

— Bobrek metabolizmasi az olan LM
(2C)

— UFH (1A).

onerilir

Surviving Sepsis .
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VTE Pr

e Agir sepsisli hastalarda far
aralikh pnomotik basi cihazla
birlikte kullanimi onerilir (2C).

Surviving Sepsis .
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VTE Profila

* Heparin kullanimi kontrendike o
hastalarda farmakolojik profilaksi 6
(1B).

* Bu hastalarda basi corabi veya aralikli bas
cihazi gibi mekanik profilaksi onerilir (2C).

* Risk artarsa farmakolojik profilaksiye
baslanmasi 6nerilir (2C).

Surviving Sepsis .
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SSC 201
Stres Ulseri Profi

R. Jaeschke
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Stres Ulseri Profilaksisi

Kanama riski olan agir sepsis / septik sok
hastalarina H2 bloker veya proton pompa
inhibitoru kullanarak stres ulser profilaksisi
verilmesi dnerilir (1B).

Risk faktoru olmayan hastalarda profilaksi
gerekli degildir (2B).
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RISK FACTORS FOR GASTROINTESTINAL BLEEDING IN CRITICALLY ILL PATIENTS
)EBORAH J. Gook, M.D., Huek D. FuLLer, M.B., Goroon H. Guyarr, M.D,, Joun C. Marsnart, M.D,,

Table 4. Risk Factors for Clinically Important Bleeding among
2252 Patients Admitted to an Intensive Care Unit.

Risk FacTOR SIMPLE REGRESSION MuLTIPLE REGRESSION

ODDS RATIO P vaLUE ODDS RATIO P vALUE

Respiratory failure 25.5 <0.001 15.6 <0.001
Coagulopathy 9.5 <0.001 4.3 <0.001
Hypotension 5.0 0.03 3.7 0.08
Sepsis 7.3 <0.001 2.0 0.17
. Hepatic failure 6.5 <<0.001 1.6 0.27
Renal failure 4.6 <<0.001 1.6 0.26
Enteral feeding 3.8 =<0.001 1.0 0.99
Glucocorticoid adminmistration 3.7 =<0.001 1.5 0.26
Organ transplantation 3.6 0.006 1.5 0.42
Anticoagulant therapy 3.3 0.004 1.1 0.88

Bir veya iki risk faktoru olan hastalarin % 3,7’sinde,
olmayanlarinsa % 0,2’den azinda kanama goruldu.

Cook et al. N Engl J Med. 1994;330:377-381
Surviving Sepsis - .
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Klinik Onemli Kanam
H2RA ile koruyabili

HERB Sl Ddds Ratias Diclels Raiico

Sluidy o Sailsgroup Eveils Total Ewents Tobtal Weight M-H, Random, 935% C1 Year M-H, Randam, 35% S
1.3.1 Mo Enteral Mulritien
Hallaran 1380 2 b ] a4 5.65%: 017 003, 0.8%] 1980 -
Zirnar 1981 14 100 20 104 11 8% DUES JIO31, 1.538] 1987 I
Poura 1385 1 21 T 18 A.7% 008 jou, 073 1388 +
Chnadla 1385 2 [=ir] 3 o7 5.0% OLES fio11, 4,00 1888
Srall 19 & 114 11 107 9.45% D48 [T, 1.538] 1888 - =
Rous=ar 1290 a 18 [§] 3 Mol astimabla 12490
Farslmds 1950 1 B4 T a5 3.9% CLOF [0, QUED] 1290 #
Ruir-Santana 1591 2 149 1 a0 3.1% 341 [0.29, 40.50] 12491
Metr 12493 3 B 16 a1 7.7% 0,18 jid4, 0.57] 19493 =
Mmrten 1503 a BS 22 B 10. 7% 0,32 .13, 0.7 18493 I —
Chan 18498 a B2 21 449 10,425 028 .11, O.70] 18498 e —
Burpess 1985 a 16 B i8 2.3% CLOF [Dda, 1.47] 18495 %
Hanisch 1898 3 BT 2 L £ 9% 1.63 (256, 9.51] 1548
Kanlorawa 2004 2 | 1 TE 3.2% 214 [018, 2£18] 2004
Subtotal {35% CI) 798 FTE BT 037 [0.23, 0.61] e
Tolal pearits nL 123
Helmrogareily: Tau? = 0.268; Ch¥ = 18,80, df = 12 [P = 0.10); P = 35%
Tasi for averall effecl: F = 280 (F = 0.0001]
1.2.Z Emteral Mutrition
van dan Barg 1985 5 14 1 14 AE5% T 22072, T2TD] 1245
Apta 1282 a5 16 5 18 §5.7% 0.91 .22, 3.84] 1992 ol
Enn-manachen 15584 a5 100 5 100 H.1% 0.2 ji24, 2.7%] 1894 =
Sulbtotal (35% C1) 150 132 18.3% 1.26 [0.43, 3.70] = —
Toial swaris 15 13
Holmmogarneily: Tauw® = 0.28; Ch# = 2 86, df =2 [P = 0.24); F= 3%
Tasl for overall effect: F = 0.43 [P = 0.67]
Total (85% 1) DER BDE 1000 04T [D.2%, O.7T5] -
Toial pwaris EQ 136

= .- - - .  _ — N - L 1 Il ]
Holmmogarneily: Tauw? = 0.38; Ch# = 2662, of = 18 [P = 0.03); 1P = 44%. oo o o e

Tesl for overall effect: 7 = 3.07 (P = 0.002) Favows H2RER

Figure 1. Effect of stress ulcer prophylaxis (SLUP) on the risk of gastrointestinal (&) bleeding. Studies
Marik et al. Crit Care Med. 2010;38:2222-2228

Favaours cortrod
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Ilustrative
comparative risks
(95% CI)

Assumed Corresponding

risk risk
Control H2RA
Clinically important GI Low' OR 0.47 1836 PEPPO
bleeding (CIB) S5per 2per 1000 (0.291to0 (17 studies) moderate>*
1000 (1to4) 0.76)

High'
S0 per 24 per 1000
1000 (15 to 38)

Overall mortality 164 per 168 per 1000 OR 1.031540 PP
1000 (132to 211) (0.78 to (14 studies) moderate*’
1.37)
Nosocomial (hospital- 114 per 165 per 1000 OR 1.531157 PO
acquired) pneumonia 1000 (103 to 252) (0.89 to (9 studies) moderate*®
2.61)
Clostridium difficile S0 per 93 per 1000 OR 1.9518468 SIS
infection (in studies 1000 (72 to 120) (1.48 to (19 studies) very low’
examining any 2.58)

antisecretory therapyT)

: o , Dellinger et al. Crit Care Med. 2013;41:580-637
Surviving Sepsis . Dellinger et al. Intensive Care Med. 2013;39:165-228
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Stres Ulseri Profila

 Stres ulseri profilaksisi kullanildigi za
reseptdr antagonistleri yerine proton po
inhibitorlerinin kullanimini énerilir (2C).

Surviving Sepsis -+
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H2RA disinda secenegi

Favours PPI H2RA Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Conrad 2005 7 178 10 181 45.7% 0.71[0.28, 1.83] —
Fink 2003 0 158 0 31 Not estimable
Hata 2005 0 70 4 70 4.8% 0.11 (0.01, 2.03]
Kantorova 2004 1 72 2 71 7.2% 0.49 [0.05, 5.32]
Kotlyanskaya 2007 0 45 3 21 4.8% 0.07 (0.00, 1.27]
Levy 1996 2 32 11 35  19.9% 0.20 (0.05, 0.83] —
Morris 2002 0 169 0 33 Not estimable
Phillips 1998 1 33 & 25 9.0% 0.19 (0.02, 1.59] —
Powell 1993 0 20 0 11 Not estimable
Rosaliti 1993 0 14 0 14 Not estimable
Solouki 2009 1 61 4 68 8.7% 0.28 (0.03, 2.43] —_—
Somberg 2008 0 167 0 35 Not estimable
Total (95% CI) 1019 595 100.0% 0.36 [0.19, 0.68] 3
Total events 12 38
Heterogeneity: Tau® = 0.00; Chi* = 5.13, df = 6 (P = 0.53); I* = 0% ' : | |
Test for overall effect Z = 3.14 (P = 0.002) 0.'00?_-“3&%5 PPI lfavmlsros HERZAUD

Figure 4. Forrest plot for clinically important gastrointestinal bleeding outcome. Data from 12 trials were included in the analysis using random effects model.

SUI’V|V|ng SGpSlS Alhazzani et al. Crit Care Med. 2013:41:693-705
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Proton pump inhibitors (PPI) compared to histamine-2 receptor antagonists (H2ZRA) for
prevention of gastrointestinal (GI) bleeding

Patient or population: Critically ill patients

Settings: Intensive care units

Intervention: PPI

Comparison: H2RA

Sources: Prepared by W. Alhazzaniand C. Sprungfor the Surviving Sepsis Campaign using the
following studies: Alhazzani. Pol Arch Med Wewn 2012:122:107-114: Leonard J. dm J
Gastroenterol 2007:;102:2047-2056.

Illustrative comparative
risks (95%%6 CI)
Assumed Corresponding

risk risk
H2RA PPI1
Clinically Low RR 1274 PDOO
important GI 10 per 4 per 1000 0.36 (11 studies) low™**
bleeding 1000 (2 to 7) (0.19 to
1
High 0.67)
S0 per 18 per 1000
1000 (10 to 34)
Overall mortality 223 per 223 per 1000 RR 1.00 1007 EEEO
1000 (181 to 275) (0.81 to (7 studies) moderate’
1.23)
Nosocomial 105 per 112 per 1000 RR 1.06 1100 EEPEeS
pneumonia 1000 (77 to 160) (0.73 to (8 studies) moderate”’
1.52)°
Clostridium S0 per 93 per 1000 OR 1.95 18,468 POOO®
difficile infection 1000 (72 to 120) (1.48 to (19 studies) wvery low
(in studies 2.58)
O O Dellinger et al. Crit Care Med. 2013;41:580-637
QUIVIVINE SEPSIS . Dellinger et al. Intensive Care Med. 2013;39:165-228
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Stres Ulseri Profilaksisi

* Kanama riski olan agir sepsis / septik soklu
hastalara H2RA veya PPl ile stres ulser
profilaksisi uygulanmasi énerilir (1B) .

* SUP uygulanirsa H2RA yerine PPI kullanimi

onerilir (2C).
* Risk faktort olmayan hastalarda profilaksi

gerekmez (2B).
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Hasta ve Aile Bilgi
R. Kleinpell
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Hasta ve Aile Bilgil

* Bakim hedefleri ve prognozun
aileleri ile tartisiimasi onerilir (1

Surviving Sepsis -+
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Hasta ve Aile Bilgilendir

Gerektiginde palyatif bakim ilkeleri
kullanilarak yasam-sonu bakim planla
bakim hedefleri ve tedavi planlarina dahi
edilmesi onerilir (1B).

Surviving Sepsis-
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Hasta ve Aile Bilgilen

e YBU’ne basvurudan sonra olabildi
erkenden aile gérismesi yapilmali b
saati asmamalidir (2C).

Surviving Sepsis .
Campaign e



Hasta ve Aile Bilgilendir

* Agir sepsisli hasta bakiminda hasta
gorusmeleri onemlidir.

* Bu dnerinin Kilavuzun sonunda yer alma
son yapilmasi anlamina gelmez.

Surviving Sepsis .
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