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v 40 yasinda erkek
v Ates:39°C,TA:60/nabiz,Kalp hizi:140/dak
v Multilober pnémoni

v Tedavi?
v Immin yetmezlik (+)
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v 72 yasinda erkek hasta
v Ates:39°C,TA:90/60 mmHg,Kalp hizi:104/dak

v' DM (+),demans (+)

v Sol bacak ve ayak dorsolateralde eritem ve
palpasyonda krepitasyon

v’ Tedavi???
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v' 63 yasinda erkek hasta

v Sol yuz yarisinda uyusma ve agri

v Sol gozde sislik,gorme kaybi,sol g6z kapaginda diusme
v' ITP,Steroid induced DM

v Ates: 36,6 °C,Nabiz: 92/dak., TA:120/80 mmHg

v’ Tedavi???

v Hizli 6lumcull enfeksiyon???7??7? Acil Tip Uzmanian Dornogi

2008



v' SCCM (Society of Critical Care Medicine)

v' ESICM (European Society of Intensive Care Medicine)

v' ACCP (American College of Chest Physicians)

Acil Tip Uzmanlar Dernegi

2008



Conference

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

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;

mjective: In 196, the Amerlcan College of Chest Physiclans
(ACCP) and the Soclety of Critlcal Care Medicing (SCCM) convened a
“Gonsersus Conference” the gmls of which were “to Frl]'ﬂﬂﬂ |
conceptual and a practical framework o deflne the systamic Inflam-
miatory response to Infection, which s a progressive Injurous pro-
cess that falls under the IﬂE‘IEFﬂ.lEﬂU term 'iﬂl]ﬂi-‘ and Includes
sepsks-assoclated organ dystunction as well™ The general definl-
Hons Introduced as a result of that confarence have bean Hﬂﬂl]‘ used
In pra:ﬂ:-a arl have sapad as the foundation far Incluslon criterla for
numerous clinlcal aks of harapautic Inersntions. Nevarheless,
there has bean an Impetus from experts In the feld to modity thess
definttions 1o reflact our current undarstanding of the pathophysiol-
ogy of these symdromes.

Design: Several Horth Amerlcan and Europaan Imtenslyve care
socletlas E.QFGEH o ravi=it the definltlons for HFIHS and ralated
conditlons. This confarence Was iFI:]I'IEDTEﬂ I]]' the SCCK, The
Eurapean Soclety of Infensive Care Madicine (ESICHM), The Amer-
lcan College of Chest Physiclans (AGCP), the American Thoracle
soclety (ATS), and the Surglcal Infection Soclaty (SI1S).

Methods: The conference was attended by 28 participants
from Europe and Morth &merica. In advance of the conferance,
Thve = ngrnu p= wWare formead to evaluate the TI]||I]H|I'ID areas: i|ﬂ|’|i

Jean-Louis Vincent, MD, FCCP, PhD; Graham Ramsay, MD; For the Intemational Sepsis Definitions Conference

and symptoms of sapsis, cell markars, cytokines, microblologlc
data, and coagulation parameaters. The subgroups corresponded
glectronically betore the conference and met In parson during the
conference. A spokesperson for each group presanted the dallb-
oration of each group to all conference particlpants durlng a
plenary sesslon. A writing committee was Tormed at the confer-
ence and developed the current article basad on executive sum-
mary documents generated by each group and the plenary group
prasentations. The present article serves as tha final report of the
2001 International Sepsts Deninitions Canferenca,

Concisionr This documant reflocts a process whershy a group
of experts and opinion leaders revisited the 1902 sopsls gulde-
lines and Tound that apart from expanding the st of signs and
symptoms of sepsis 0 reflect clinlcal bedside experlance, no
ovidence axlsts to support a change to the definitions. This lack
of evidence serves to underscore the challenge still present In
dlagnosing sepsls In 2003 for clinlclans and researchers and also
provides the basls for Introducing PIRO as a hypothesis-genarat-
Ing model for futwre research. (Grit Care Mead 2003; 31:1260-1256)

Ker Worns: Sopsls; severe sepsls; saptlc shock; systemic In-
flammatory response syndrome; PIRO




2001 SCCM/AESICMA A ACCP/ATSASIS International Sepsis Definitions
Conference

Mitchell M. Lewvy, MD, FCCPF; Mitchell P. Fimk, MD, FCCP; John C. Marshall, MD; Edward Abrahbham, MD;
Derek Angus, MDD, MPH, FCCP; Delsorah Cook, MD, FCCP; Jonathan Cohen, MD; Steven M. Opal, MD;
Jeanm-Louks Wimcemrmt, MDD, FCCP, PhD; Graham Ramsay, PMD; For the intemational Sepeis Definitionms Comfersmnces

SIRS
Organizmanin hasar veren olaylara karsi gosterdigi sistemik inflamatuar
yanit:
-Vucut isisi > 38°C veya < 35°C
-Kalp hizi >90 dak
-Solunum hizi >20 dak
-paCO2 < 32 mmHg veya mekanik ventilator ihtiyaci
-BK > 12000/mm? veya <4000/mm? veya > % 10 immatur form
SEPSIS
SIRS ve dokumante edilmis enfeksiyon bulgulari



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, MDD, MPH, FCCOF; Delorah Cook, MD, FCOCP; Jomathan Cohen, MD; Steven M. Opal, BMD;
Jean-Louis WVincent, MD, FCCF, PhD; Graham Ramsay, MD; For the Intemational Sepsis Definitions Confarencsa

CIDDI SEPSIS

Sepsis + >1 organ sistemi disfonksiyonu:
-Kardiyovaskuler (hipotansiyon:SKB <90 mmHg, >40 mmHg dusme)
-Renal (oliguri, ATN)
-Akciger (ARDS)
-Hepatik
-Koagtlasyon sistemi (DIK, trombositopeni)
-SSS (ensefalopati)
-Aciklanamayan metabolik asidoz (Laktat > 2 mmol/L)
-GIS (ileus)



2001 SCCM/ESICMA/AACCP/ATSASIS International Sepsis Definitions
Conference

Mitchell M. Lewvy, MDD, FCOCP; Mitchell P. Filmk, MD, FCCP; John C. Marshall, BMD; Edward Abraham, MD;
Derek Angus, MDD, MPH, FCCPF; Delsorah Cook, MD, FCOCP; Jonathan Cohen, MD; Steven M. Opal, BMMD;
Jean-Louts Vincend, MDD, FCCFP, PhD; Gralham Ramsay, MD; For the Intemational Sepsis Definitions Comfersnice

SEPTIK SOK

Ciddi sepsis bulgulari;
-Ortalama arteryel kan basinci 40-60 ml/kg SF sonrasi <60 mmHg
-Ortalama arteryel kan basincini 60 mmHgtde tutmak icin 5ug/kg/dak
dopamin ihtiyaci veya 0.25 ug/kg/dak adrenalin ihtiyaci



v’ Insidans 100.000 vakada 50-95

v Her yil % 9 oranindat
v En sik 6. dekad
v Mortalite %15-40
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v’ Etyoloji

Gram (+) sepsis %35-50
Metisilin duyarli Staf aureus
MRSA
Strep. Pneumonia

Gram (-) sepsis %25-30
E. Coli
Pseudomonas
Klebsiella
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Sepsis Patofizyolojisi

Endotel Disfonksiyonu & Mikrovaskdiler
Tromboz

Hipoperfiizyon & Iskemi

Akut Organ Disfonksiyonu
(Agir Sepsis)
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I-PA  Tissue-type plasminogen activator

TAFI  Thrombin activatable fibrinolysis inhibitor
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Sistemi Koagulasyon

4/\

Damarici fibrin olusumu

!

KuUcuk ve orta capli
damarlarda tromboz

l

MOF

Trombosit ve koagulasyon
faktorlerinin tuketimi
“TUKETIM KOAGULOPATISI”

|

Kanama

Acil Tip Uzmanlar Dernegi

2008



v SIRS belirti ve bulgulari olan her hasta aday!!!

v Sepsisin klasik belirti ve bulgulari
v’ Infeksiyona bagl inflamasyon belirleyicileri

- CRP (CRP>50 mg/L %98.5 duyarl, %75 6zgin.Povoa et al.
Inten Care Med 1998;24:10582).

- Prokalsitonin (pcT >1.5 ng/mi %100 duyarl, %72
O6zgun.deWerra et al. Crit Care Med 1997;25:607)
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v" Vital bulgular
-Invaziv arteryel kan basinci izlemi

-EKG monitorizasyonu

-Vucut i1sis1 izlemi (rektal)

-Solunum sayisi izlemi

-SpO, izlemi (pulse oksimete)
v Hemodinamik parametreler

-Santral venoz kateterizasyon

« CVP _ .
Acil Tip Uzmanlar Dernegi
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v' Laboratuar testleri
Beyaz kure
Trombosit
Hematokrit

CRP

Prokalsitonin

Saal‘lk glukoz

BFT

KCFT

DIK testleri

AKG

USG (Crit Care Med 2007;35(5):235-249)
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v Oz ihtiyacinin dolayli gostergesi

v Basvuruda laktat>4mmol/L ylUksek mortalite
le korele

v |Ik 6 saatte laktat diizeyinin t kalmasi mortalite
ve morbidite 1

Rivers EP CMAJ 2005;173(9):10541065
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v Genel doku perfuzyonu hakkinda bilgi

v Hemorajik sok derecesi,transfuzyon ihtiyaci
ve tedaviye cevap

v Laktat>baz defisit

Husain FA Am J Surg.2003;185(5)485-491
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Surviving Sepsis Campaign: International guidelines for
management of severe sepsis and septic shock: 2008

R. Phillip Dellinger, MD; Mitchell M. Levy, MD; Jean M. Carlet, MD; Julian Bion, MD; Margaret M. Parker, MD; Roman Jaeschke, MD;
Konrad Reinhart, MD; Derek C. Angus, MD, MPH; Christian Brun-Buisson, MD; Richard Beale, MD; Thierry Calandra, MD, PhD;
Jean-Francois Dhainaut, MD; Herwig Gerlach, MD; Maurene Harvey, BN; John J. Marini, MD; John Marshall, MD; Marco Ranieri, MD;
Graham Ramsay, MD; Jonathan Sevransky, MD; B. Taylar Thompson, MD; Sean Townsend, MD; Jeffrey 5. Vender, MD;

Janice L. Zimmerman, MD; Jean-Louis Vincent, MD, PhD; for the International Surviving Sepsis Campaign Guidelines Committee

v' SV basing 8-12 mmHg

v Ort. arter basinci  >65 mmHg
v’ Idrar akimi > 0.5 ml/kg/saat

v' SV 02 saturasyonu >70 mmHg
y 4

BASLANGIC | v_

RESUSITASYONU 2008



Surviving Sepsis Campaign: International guidelines for
management of severe sepsis and septic shock: 2008

R. Phillip Dellinger, MD; Mitchell M. Levy., MD; Jean M. Carlet, MD; Julian Bion, MD; Margaret M. Parker, MD; Roman Jaeschke, MD;
Konrad Reinhart, MD; Derek C. Angus, MD, MPH; Christian Brun-Buisson, MD; Richard Beale, MD; Thierry Calandra, MD, PhD;
Jean-Francois Dhainaut, MD; Herwig Gerlach, MD; Maurene Harvey, BN; John J. Marini, MD; John Marshall, MD; Marco Ranieri, MD;
Graham Ramsay, MD; Jonathan Sevransky, MD; B. Taylor Thompson, MD; Sean Townsend, MD; Jeffrey S. Vender, MD;

Janice L. Zimmerman, MD; Jean-Louis Vincent, MD, PhD; for the International Surviving Sepsis Campaign Guidelines Committee

v' SV basin¢ 8-12 mmHg oluncaya kadar sivi
(kristaloid veya kolloid)

v Hipovolemi suphesi varliginda 1000cc/30 dak
v Hemodinami iyilik saglanincaya kadar...

v' SVP hedefe ulasti ama hemodinami bozuk??

\/ M | kaSl rku Iasyon ______ Acil Tip Uzmanlari Dernegi
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The NEW ENGLAND JOUORNAL of MEDICINMNE

‘ ORIGINAL ARTICLE

Intensive Insulin Therapy and Pentastarch
Resuscitation in Severe Sepsis

Frank M. Brunkhorst, M.D., Christoph Engel, M.D., Frank Bloos, M.D., Ph.D.,
Andreas Meier-Hellmann, M.D.,, Max Ragaller, M.D., Norbert Weiler, M_D.,
Onnen Moerer, M.D_, Matthias Gruendling, M.D., Michael Oppert, M_.D._,
Stefan Grond, M.D., Derk Olthoff, M.D., Ulrich Jaschinski, M.D_, Stefan John, M._.D.,
Rolf Rossaint, M._.D., Tobias Welte, M_.D., Martin Schaefer, M.D., Peter Kern, NM.D.,
Evelyn Kuhnt, M.Sc., Michael Kiehntopf, M.D_, Christiane Hartog, M.D.,
Charles Natanson, M.D., Markus Loeffler, M.D., Ph.D., and Konrad Reinhart, M.D.,
for the German Competence Metwork Sepsis (SepMet)

MENGL| MED 358;2 WWW.NEJM.ORG |ANUARY 10, 2008

CONCLUSIONS
The use of intensive insulin therapy placed critically ill patients with sepsis at in-

c Ols adverse events related to Iy ) : used in this study,
ES was harmful, and its toxicity increased with accumulating doses? (Clinical Trials.

cov number; 55
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v Hydroxyethyl starch ® sepsiste ABY riski

v Pentastarch kumulatif dozda renal replasman

tedavisi ve 90 gunluk mortalitede

Schortgen F, Lacherade JC, Bruneel F, et al:Effects of Hydroxyethyl starch
and gelatin on renal function in severe sepsis: A multicentre randomised
study. Lancet 2001, 357:911-916

Sakr Y, Payen D, Reinhart K, et al: Effects ofhydroxyethyl starch
administration on renal function in critically ill patients. Br JAnaesth.2007; =~
98:216-224 oo




The NEW ENGLAND JOUBRNAL o MEDICIN E

‘ ORIGINAL ARTICLE

A Comparison of Albumin and Saline for Fluid
Resuscitation in the Intensive Care Unit

The SAFE Study Investigators™®

BACKGROUNMN

(¥} ] [ ] [ ] um [}
It remains u aline versus Albumin Fluid Bvalua-
care unics (I(] BAFE) Study is a collaboration of the

izl to comp
heterogeneq

METHODS

We random
4 percent all

===m yeya salin verilebilir.

RESULTS

lian and Mew Zealand Intensive Care
v Clinical Trials Group, the Australian
ross Blood Service, and the George
e for Internaticonal Health. The writ-
mmittes (Simon Finfer, MUBE, B.5.,
o Bellomo, MUB., B.S., M.D., Meil
M.B., B.5., Ph.D., Julie French, R.M.,
Myburgh, MUB., B.Ch, Ph.Cx, and Ro-
orton, PhoD., M.P.H.) takes respon-
for the content ofthis article. Address
t requests oo D Finfer at ANZICS
Level 3, 10 levers St, Carlton, WIC
Bustralia, or at ctg@anzics.com.au.

Of the 6997 patients who underwent randomization, 3497 were assigned to receive al-
bumin and 3500 to receive saline; the two groups had similar baseline characterisdes.
There were 726 deaths in the albumin group, as compared with 729 deaths in the saline
group (relative risk of death, 0.99; 95 percent confidence interval, 0.91 to 1.09; P=0.87).
The propordon of patients with new single-organ and multiple-organ failure was sim-
ilar in the owo groups (P=0.85). There were no significant differences beoween the
groups in the mean (£5D) numbers of days spentin the ICU (6.5+6.6 in the albumin
group and 6.246.2 in the saline group, P=0.44), days spent in the hospical (15.3+9.6
and 15.6+9.6, respecdvely; P=0.30), days of mechanical vendlation (4.5+6.1 and
4. 3457, respectively; P=0.74), or davs of renal-replacement therapy (0.5+2.3 and
0.44+2 0, respectively; P=0.41).

CONCLUSIONS
In padents in the ICU, use of either 4 percent albumin or normal saline for fluid resus-
citation results in similar outcomes at 28 days.

*The Saline versus Albumin Fluid Evalua-
tion (SAFE) Study investigators are list-
ed in the Appendix.

M Engl ] Med 2004:350:2247-55.
Copprigit o 2004 Massachusetts Medical Societp
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Surviving Sepsis Campaign: International guidelines for
management of severe sepsis and septic shock: 2008

i

R. Phillip Dellinger, MD; Mitchell M. Levy, MD; Jean M. Carlet, MD; Julian Bion, MD; Margaret M. Parker, MD; Roman Jaeschke, MD;
Konrad Reinhart, MD; Derek C. Angus, MD, MPH; Christian Brun-Buisson, MD; Richard Beale, MD; Thierry Calandra, MD, PhD;
Jean-Francois Dhainaut, MD: Herwig Gerlach, MD; Maurene Harvey, RM; John J. Marini, MD; John Marshall, MD; Marco Ranieri, MD;
Graham Ramsay, MD; Jonathan Sevransky, MD; B. Taylor Thompson, MD; Sean Townsend, MD; Jeffrey 5. Vender, MD;

Janice L. Zimmerman, MD; Jean-Louis Vincent, MD, PhD; for the International Surviving Sepsis Campaign Guidelines Committiee

v MAP<65 mmHg vazopressor tedavi

v |k secenek dopamin veya norepinefrin

v Epinefrin,vazopressin ilk secenek degil

v VASST calismasi norepinefrin ile
norepinefrin+vazopressin

v’ Terlipressin????

v' Renal doz dopamin.............

v Miyokard disfonksiyonu ve kardiyak indeks |-5dobtitamin



Surviving Sepsis Campaign: International guidelines for
management of severe sepsis and septic shock: 2008

R. Phillip Dellinger, MD; Mitchell M. Levy, MD; Jean M. Carlet, MD; Julian Bion, MD; Margaret M. Parker, MD; Roman Jaeschke, MD;
Konrad Reinhart, MD; Derek C. Angus, MD, MPH; Christian Brun-Buisson, MD; Richard Beale, MD; Thierry Calandra, MD, PhD;
Jean-Francois Dhainaut, MD: Herwig Gerlach, MD; Maurene Harvey, RM; John J. Marini, MD; John Marshall, MD; Marco Ranieri, MD;
Graham Ramsay, MD; Jonathan Sevransky, MD; B. Taylor Thompson, MD; Sean Townsend, MD; Jeffrey 5. Vender, MD;

Janice L. Zimmerman, MD; Jean-Louis Vincent, MD, PhD; for the International Surviving Sepsis Campaign Guidelines Committiee

v' Scvo2 veya SVO2 < % 70 eritrosit

suspansiyonu (Hct > % 70)

v Dobutamin infUzyonu

Acil Tip Uzmanlar Dernegi
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Septik sokta resusitasyonun erken
baslanmasi
(Acil Servis'te)
Erken hedefe yonelik tedavi

Rivers et al. NEJM 2001:345:1368



Erken hedefe yonelik tedavi

Early goal-directed therapy in severe sepsis and septic shock:

a contemporary review of the literature
Emanuel P Rivers®P, Victor Coba® and Melissa Whitmill®

*Department of Emergency Medicine and
“Department of Surgery, Henry Ford Health Systems,
Dretroit, Michigan, LISS

Comespondence to Emanuel P. Rivers, MD, MPH, 100,
Cepartment of Emergency Medicine and Surgery,
Henry Ford Hospital 2799 West Grand Boulevard,
270-Clara Ford Pavillon, Detrait, M1 48202 LSA

Tel: +1 313 916 1667, fax: +1 313 916 BGTE;
e-~mail: ervers 1@ hfhsorg

Current Opinion in Anesthesiology 2008,
21:128-140

Purpose of review
Aggressive approaches to acute diseases such as acute myocardial infarction, trauma,

and stroke have improved outcomes. Early goal-directed therapy for severe sepsis and
septic shock represents a similar approach. An analysis of the literature assessing
external validity and generalizability of this intervention is lacking.

Recent findings

Elevenpeerreviewed publications {1 589 patients) and 28 abstracts (4429 patients) after
the onginal early goal-directed therapy study were identified from academic, community
and international settings. These publications total 5298 patients (304 2 before and 2956
after early goal-directed therapy). The mean age, sex, APACHE |l scores and mortality
were similar across all studies. The mean relative and absolute nsk reduction was
046+ 26% and 20.3 + 12.7%, respectively. These findings are supenor to the onginal
early goal-directed therapy trial which showed figures of 34% and 16%, respectively.
A consistent and similar decrease in healthcare resource consumption was also found.
Summa
arly goal-directed therapy modulates systemic inflammation and results in significamn
eductions in morbidity, mortality, and healthcare resource consumption. Early goal-
directed therapy has—tbeer-externa alidated and is generlzabteacross multiple
healthcare settings. Because of these robust findings, further emphasis should be placed
on overcoming logistical, institutional, and professional barriers to implementation which
can save the life of one of every six patients presenting with severe sepsis and septicshock.
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Surviving Sepsis Campaign: International guidelines for
management of severe sepsis and septic shock: 2008

R. Phillip Dellinger, MD; Mitchell M. Lewvy, MD; Jean M. Carlet, MD; Julian Bion, MD; Margaret M. Parker, MD; Roman Jaeschke, MD;
Konrad Reinhart, MD; Derek C. Angus, MD, MPH; Christian Brun-Buisson, MD; Richard Beale, MD; Thierry Calandra, MD, PhD;
Jean-Francois Dhainaut, MD; Herwig Gerlach, MD; Maurene Harvey, RN; John J. Marini, MD; John Marshall, MD; Marco Ranieri, MD;
Graham Ramsay, MD; Jonathan Sevransky, MD; B. Taylor Thompson, MD; Sean Townsend, MD; Jeffrey S. Vender, MD;

Janice L. Zimmerman, MD; Jean-Louis Vincent, MD, PhD; for the International Surviving Sepsis Campaign Guidelines Committee

1.SIRS nedeninin infeksiyon oldugunun
saptanmasi

2.Infeksiyon yerinin belirlenmesi ve mikrobiyolojik
bulgularin yorumlanmasi

3.Antibiyotik tedavisi

4.Infeksiyon kaynaginin kontrol edilmesi

Acil Tip Uzmanlar Dernegi
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1.SIRS Nedeni

] feksiyon |

Oldugunun Saptanmasi

DOKU HARABIYETI: _
Cerrahi / travma METABOLIK:

Hematom / venoz tromboz Tiroid krizi

Miyokard / pulmoner infarkt = Akut adrenal yetmezligi
Transplant rejeksiyonu

Pankreatit

Eritrodermi

TEDAViI ILE ILISKILI:

Kan urunleri

Sitokinler (GM-CSF)

Malign hipertermi (halotan)

Noroleptik malign sendrom (haloperidol)
Opiat/ benzodiazepinler

MALIGNITE:

Hipernefroma
Lenfoma
Tumor lizis sendromu

NOROLOJIK:

Subaraknoid kanama
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2.Infe

obiyolojik
bulgularin yorumlanmasi

v Kiltarlerin alinmasi

v Mikrobiyolojik tetkiklerin yapilmasi

v Mikrobiyolojik bulgularin yorumlanmasi

-Kolonizasyon-infeksiyon
-Onceden antibiyotik tedavisi

-lyi bilinmeyen mikroorganizmalarin varlig

Acil Tip Uzmanlar Dernegi
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v Septik sokun tanisindan itibaren ilk 1 saat igcinde
v Ampirik antibiyotik tedavisi:Infeksiyonun kaynagi

ve olasi mikroorganizmalar
v Gram boyama sonuglari
v Hastane mikrobiyal florasi

v Konakginin durumu
-immunsupresyon
-hepatorenal disfonksiyon
-gebelik
-hastaneye yatis hikayesi

-ilac intoleransi

Acil Tip Uzmanlar Dernegi
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feksiyonun
nlenmesi

Etkili Tani

_II ve Tedavi

C,r)c,

Uygun
Antibiyotik ||-

Kullanimi
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Surviving Sepsis Campaigﬁ: International guidelinesyfor
management of severe sepsis and septic shock: 2008

e
g

K. Phillip Dellinger, MD; Mitchell M. Levy., MD; Jean M. Carlet, MD; Julian Bion, MD; Margaret M. Parker, MD; Roman Jaeschke, MD;
Konrad Reinhart, MD; Derek C. Angus, MD, MPH; Christian Brun-Buisson, MD; Richard Beale, MD; Thierry Calandra, MD, PhD;
Jean-Francois Dhainaut, MD; Herwig Gerlach, MD:; Maurene Harvey, RMN; John J. Marini, MD; John Marshall, MD; Marco Ranieri, MD;
Graham Ramsay, MD; Jonathan Sevransky, MD; B. Taylor Thompson, MD; Sean Townsend, MD; Jeffrey 5. Vender, MD;

Janice L. Zimmerman, MD; Jean-Louis Vincent, MD, PhD; for the International Surviving Sepsis Campaign Guidelines Committee

v Baslangicta antibiyotik secimi empiriktir.

v Etken saptanana dek genis-spektrumlu antibiyotik
tedavisine devam edilmeli, gunluk degerlendirme
lle tedavi gozden gecirilmeli ve daraltiimalidir.
(Deeskalasyon)

v  Tedavi 7-10 gun olmaldir.

v SIRS tablosunun infeksiyoz nedenli olmadigi
saptanirsa direnc gelisim riskini en aza indirmek
icin antibiyotik tedavisi kesilmelidir



v Genis spektrum iyidir.

v Yanitsizlik her zaman spektrum disinda kalan bir
etken sonucudur.

v Suphede kalindiginda ilaclar degistiriimeldir

v’ Daha fazla hastalik daha fazla ila¢ gerektirir.
v Yanit, taninin dogru oldugu anlamina gelir.

v Daha ciddi hastalik daha ciddi ve daha yeni
antibiyotik gerektirir.

Acil Tip Uzmanlar Dernegi
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64 calisma, 7586 hasta

44 calisma—Yeni, genis-spektrumlu BL ile
daha eski, daha az potent BL + AG
Monoterapide olum % 15 daha az

20 calisma—Ayni BL ile BL + AG
Mortalitede fark yok

Tum nedenlere bagli olumde fark yok

Hastanede yatis suresi fark yok

Acil Tip Uzmanlar Dernegi
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v Uzmanlarin cogu, agir sepsis veya septik soktaki
notropenik hastalarda kombinasyon tedavisini
tercih ederler

v Pseudomonas ile infekte hastalarda
kombinasyon tedavisini tercih edilmelidir.

v Kombinasyon tedavisine 3-5 glinden uzun
devam etmemelidir



v |Ik 6 saat icinde infeksiyon kaynagi uygun

yontemlerle arastiriimali ve uygun tedavi

secilmelidir.
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2008



Surviving Sepsis Campaign: International guidelines for
management of severe sepsis and septic shock: 2008

R. Phillip Dellinger, MD: Mitchell M. Lewy. MD;: Jean WM. Carlet, MD; Julian Bion, MD; Margaret M. Parker, MD; Roman Jaeschke, NMD;
Konrad Reinhart, MD; Derek C. Angus, MD, MPH; Christian Brun-Buisson, MD; Richard Beale, MD; Thierry Calandra, MD, PhD;
Jean-Francois Dhainaut, MD;: Herwig Gerlach, MD; Maurene Harvey, RMN; John J. Marini, MD; John Marshall, MD; Marco Ranieri, MD;
Graham Ramsay, MD; Jonathan Sevransky, MD; B. Taylor Thompson, MD; Sean Townsend, MD; Jeffrey S. Vender, MD;

Janice L. Zimmerman, MD;: Jean-Louis Vincent, MD, PhD:; for the Intermnational Surviving Sepsis Campaign Guidelines Committee

Source Control

Source Caontrol
Technique Examples

Crranimimte Intra-abdomineal abscess
Thoracic empyema
Septic arthritis

Cebridement Fvelonephritis, cholanditis
Inifected pancreakic

MECrosis

Intestinal imfans ki cn
Flediastinitis

Cevice rermoval Infected wascular cathseter
Urinary catheter
Infected intrauterine

cantraceptive device
Cefnitive comtral Sigmioid ressction for

diverticulitis
Cholecystectormy for
dangrencus
cholecestitis
Arnputati oo for clostridial
MO NECTos is



Sepsis ~ Adf

v Relatif adrenal yetmezlik (~ %50)
v’ Glukokortikoid reseptor direnci
v Adrenal hemoraji / invazyon
v'Kortizol sentezinde azalma

v' Dilrnal ritimde bozukluk

*ACTH stimdilasyon testi / Herhangi bir zamanda alinan kortizol
degeri ?
30 -60. dk kortizol degeri < 18 pug/dL veya < 9 ug/dL artis —
adrenal yetmezlik

Acil Tip Uzmanlar Dernegi
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v Annane JAMA 2002

Relatif adrenal yetm olanda 200mg
hidrokortizon+mineralokortikoid—28 gunluk
mortalite |

v Annane BMJ 2004,Meta-analiz: 16 calisma

< 300 mg hidrokortizon es-degeri steroid
dozunda ve > 5 gun uygulamada 28 gunluk ve
hastane mortalitesinde, ve sok suresinde azalma
var
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Hydrocortisone Therapy for Patients with Septic Shock

Charles L. Sprung, M.D., Djillali Annane, M.D., Ph.D., Didier Keh, M.D., Rui Moreno, M.D., Ph.D.,
Mervyn Singer, M.D., FFR.C_P., Klaus Freivogel, Ph.D., Yoram G. Weiss, M.D,, Julie Benbenishty, R.IN_,
Armin Kalenka, M.D., Helmuth Forst, M.D., Ph.D., Pierre-Francois Laterre, M._D., Konrad Reinhart, M._D.,
Brian H. Cuthbertson, M.D., Didier Payen, M.D., Ph.D., and Josef Briegel, M.D., Ph.D,, for the CORTICUS Study Group®

. SOktan cikist hizlandiriyor

H}'drocortisuuc I35 W ICLELY USECl 101 [PAlIlClIls WWILIL SCPLLIC SIH0O0CK ©vWell LIIOWUZEIl & SUrvivadl
benefit has been reported only in patients who remained hvpotensive after fluid
and vasopressor resuscitation and whose plasma cortisol levels did not rise appro-
priately after the administration of corticotropin.

METHODS
In this multicenter, randomized, double-blind, placebo-controlled trial, we assigned

251 patients to receive 50 mg of intravenous hvdrocortisone and 248 patients to
reCeiVe plann'\ﬂ vy 5 T ee Fae E Aacsre s Fla daca szra e s Farmasad drr e s 0 A

= Sagkalim uzerie etkisi yok

Of the 499 patients in the study, 233 (46.7%) did not have a response to corticotropin
(125 in the hyvdrocortisone group and 108 in the placebo group). At 28 davs, there
was no significant difference in mortality between patients in the two study groups
who did not have a response to corticotropin (29.2% in the hyvdrocortisone group
and 36.1% in the placebo group, P=0.69) or between those who had a response to
corticotropin (28.8% in the hydrocortisone group and 28.7% in the placebo group,
P=1.00). At 28 dayvs, 86 of 251 patients in the hyvdrocortisone group (34.29%) and 78
of 248 partients in the placebo group (21.5%) had died (P=0.51). In the hvdrocorti-
sone group, shock was reversed more gquickly than in the placebo group. However,
there were more episodes of superinfection, including new sepsis and septic shock.

period. At
have a res)

COMCLUSIONS
Hydrocortisone did not improve survival or reversal of shock in patients with septic
shock, either overall or in patients who did not have a response to corticotropin,
although hwvdrocortisone hastened rewversal of shock in patients in whom shock
was reversed. (ClinicalTrials.gov number, NCTOO147004.)

From Hadassah Hebrew University Med-
ical Center, Jerusalem (C.L.S., Y.GM.,
1. Benbenishty); Raymond Poincaré Hos-
pital, University of Wersailles, UniverSud
Paris, Garches, France (D.Aa.); Charité
Universitdtsmedizin Berlin, Campus Vir-
chow-Klinikum, Berlin (D.K.); Hospital de
St.Antédnio dos Capuchos, Centro Hospi-
talar de Lisboa Central, Lisbon, Portugal
(R.M); Bloomsbury Institute of Intensive
Care Medicine, University College London,
London (M.5.): Analytica International,
Loerrach, Germany (K.F):  Klinikum
Mannheim, Mannheim, Germany (& K.J);
Zentralklinikum Augsburg, Augsburg, Ger-
mary (H.F.); St. Luc University Hospital,
Université Catholique de Lowvain, Brussels
(P.-F.L.}; Friedrich Schiller Universitat,
lena, Germarny (K.R.); Health Services Re-
search Unit, University of Aberdeen, Ab-
erdeen, United Kingdom (B.H.C.); H&pi-
tal Lariboisigre, Denis Diderot University
of Paris, Paris (D.P.); and Klinikum der
Uniwversitidt, Ludwig Maximilians Univer-
sitat, Munich, Germany (). Briegel). Ad-
dress reprint requests to Dr. Sprung at
the General Intensive Care Unit, Depart-
ment of Anesthesiology and Critical Care
Medicine, Hadassah Hebrew Lniversity
Medical Center, PO, Box 12000, Jerusa-
lerm, Israel 91120, or at sprung@cc.huji.
ac.il.

*Members of the Corticosteroid Therapy
of Septic Shock (CORTICUS) study group
are listed in the Appendix.

M Engl )] Med 2008;358:111-24.
Coppright ) 2008 M assachusstts Medical Socety.
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v Sivi ve vazopressor tedaviye direncli septik sok
v' A CTH stimulasyon testi yapma
v Hidrokortizon varken deksametazon yapma

v Mineralokortikoid etkisi olmayan steroid veriliyorsa
50 mg fludrokortizon eklenmels

v Hidrokortizon dozu 300 mg Uzerinde olmamali



Rekombinan Hufhan?Aktive Protein C

v Endojen APC nin rekombinant formu
v Insan bobrek 293 hiicre

v PROWESS (PROtein C Worldwide
Evaluation in Severe Sepsis)

v Prospektif, randomize, cift kor, uluslararasi,
cok merkezli, 1690 hasta

v’ 28 gunluk mortalite; plasebo %31 APC %25

v ADDRESS,ENHANCE

Acil Tip Uzmanlar Dernegi
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vV APACHE Il 325 | pecombinant Activatod Brotein

C Nominal Group Vote

\/ M O F > Strong for use, 6

Weak for use, 15
Meutral, 1

\/ Olum riSki T Weak for not using, 0

. Strong for not using, 0

Kontrendikasyonlar

Aktif ic kanama

Intrakranial patoloji, neoplazm ya da serebral herni bulgusu olan hastalar
2 15 IU/kg/saat ya da daha yuksek dozda eszamanli heparin tedavisi
Sepsise bagh akut koagulopati disinda bilinen kanama diyatezi

Kronik agir karaciger hastaligi

Trombosit sayisi <30.000x106/L

Kanama riski yuksek olan hastalar
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Kan urunleri
v' Hb < 7 olmadikca eritrosit replasmani yapma

v' Kanama ve koagulasyon testlerinin bozuklugu durumunda
Invaziv islem oncesi ve kanama haricinde rutin taze donmus
plazma kullanimindan kaciniimasi

v" Antitrombin Il uygulanmamasi

v Trombosit
< 5000/mm?
5000-30.000 /mm?® kanama riski varliginda
>50.000 /mm? invaziv islem veya cerrahi






v 63 yasinda erkek hasta

v Sol ylz yarisinda uyusma ve agri

v Sol gozde sislik,gorme kaybi,sol g6z kapaginda diusme
v ITP,Steroid induced DM

v Ates: 36,6 °C,Nabiz: 92/dak., TA:120/80 mmHg,

v Fizik muayene: Sol periorbital dokuda sislik

Acil Tip Uzmanlar Dernegi

2008



Norolojik muayene

v Sol gbzde direkt ve indirekt isik refleksi yok
v Sol gézde tam gorme kayb!

v Solda optik disk soluk

v Sol gbzde pitoz ve ekzoftalmus

v Sol géz orta hatta ve hareketleri her yone tam kisitli

Acil Tip Uzmanlar Dernegi
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Norolojik muayene
v Sol V1, V2, V3'de hipoestezi
v Solda kornea refleksi alinamiyor
v" Sol nazolabial oluk silik (yanak édemine bagl

mekanik kisithlik)
v Diger NM bulgulari normal

* Kontrastsiz beyin BT

Acil Tip Uzmanlar Dernegi
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Acil Servis Bulgular

v BK: 20.000/mm?3

v Trombosit: 18.000/mm3
v AKS: 213 mg/dL

v Na: 125 mEq/L

v Protein 30 mg/dL \
v" Glukoz 250 m/dL - TIT
v Keton (-) )

Acil Tip Uzmanlar Dernegi
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Sol retrobulber yag doku artisi,yag dokuda kirlenme
Kanama? Enfeksiyc{;?

PIR




Ex: 4050
Se: 5
IITI: I

OCor A49.1

Inlagma




Norolojik Muayene

v Sol V1, V2'de hipoestezi anesteziye ilerledi
v Diger NM bulgularinda degisiklik yok
* Yumusak doku enfeksiyonu?

Sulbaktam ampisilin+Siprofloksasin

Acil Tip Uzmanlar Dernegi
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*LP: Basing: 20.5 cmH,0, berrak, renksiz
Glukoz: 139 mg/dl (K$: 200 mg/dl)
Protein: 36 mg/dL, klor: 117 mEq/L
LDH: 79 IU/L
Hucre: 30 Iokosit

Mantar, ARB, kultar, gram boyama:(-)

Acil Tip Uzmanlar Dernegi
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v' Amfoterisin B baslanmasi — infeksiyon hastaliklari

konsultasyonu

v Prednolln kesilmesi

v" Burun kavitesinde krutlar, sol taraf sert damakta 2 cm
capta, orta hatti gecmeyen, beyaz-gri plaklar (nekrotize

doku), ulserasyon yok, sol yumusak damak pitotik —
KBB Konsultasyonu

‘/ Paranazal SanS BT Acil Tip Uzmanlar Dernegi

2008
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v Infeksiyon hast Kons: Amfoterisin B 3mg/kg/gun iv

v Hasta Noroloji Anabilim Dalr’na yatirildi

v' Nazal kavite ve sert damak mukozasindan
histopatolojik tani i¢in biyopsi alindi — Rinoorbital

fungal enfeksiyon (Mukormikozis ?)

Acil Tip Uzmanlar Dernegi
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Mukormikozis ile uyumlu nekrotizan

mantar infeksiyonu

Acil Tip Uzmanlari Dernegi
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Bilateral frontoparietalde iskemik gliottik alanlar
Sol temporal lobda opaklagsmali alan



v Norosirlrji Kons: Serebral olay serebrit asamasinda. Abse
duvari olusana dek takip edilmesi

v KBB+G06z operasyonu:Glob egzanterasyonu + subtotal
maksillektomi + etmoidektomi + sert damak sol yari
eksizyonu

v Progresyon nedeniyle Lipozomal Amfoterisin B 7 mg/kg +
Kaspofungin asetat 50 mg/gun tedavisine gecildi

Acil Tip Uzmanlar Dernegi
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v’ Eksternal okuler kaslari innerve eden 3 kraniyal

sinirin paralizisi (I, 1V, VI)
v' Trigeminal sinirin V1 dali
v Optik sinir lezyonu

v" Mukormikozis

Acil Tip Uzmanlar Dernegi
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v Taksonomik siniflandirma

» Sinif: Zygomycetes

» Aile: a) Entomophthorales
b) Mucorales

» Tur: 1) Rhizopus
2) Mucor
3) Absidia

Acil Tip Uzmanlar Dernegi
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Mukormikozis

v" Mukormikozis hizli progresyon gdsteren ve oldukca
fatal seyreden fungal infeksiyondur

v' Dogada yaygin olarak bulunur ve saglikli insanlarin
nazofaringeal mukozalarinda kolonize olabilir

v' Mukormikozis 6zellikle immunsupresyondaki veya
diabetik hastalarda gorulur

Acil Tip Uzmanlar Dernegi
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Predispozan faktorler

v Diabetes mellitus (%60-80)
v' Hematolojik maligniteler

v Organ transplantasyonu

v Malnutrisyon

v" Renal yetmezlik

v AIDS

v Intravendz madde bagimlili§i
v Desferroksamin tedavisi

v Immuinsupresif ilac kullanimi

Acil Tip Uzmanlar Dernegi
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Klinik formlar

v Rino-orbito-serebral (en sik)
v Pulmoner

v Gastrointestinal

v Kutano6z

v’ Dissemine

Acil Tip Uzmanlar Dernegi
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v Rhizopus oryzae en sik etkendir (%90)

v Fungal sporlarin inhalasyonu ile bulasir

v" Arterlere afinite gosterir ve internal elastik lamina
icerisinde geliserek tromboz ve infarktlara yol acar

v" Arter invazyonu ve trombozis antifungal ilaclarin
dokuya penetrasyonunu azaltir

Acil Tip Uzmanlar Dernegi
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v' Nazal mukoza ve sinuslerin lokal infeksiyonu
v" Orbital tutulum
* Orbital selltlit
* Okuler invazyon
* Orbital-periorbital kranial sinirlerin iskemisi
* ‘Orbital apeks sendromu (lI, I, IV, VI, V 1)

v’ Intrakraniyal tutulum
* Komsuluk / Hematojen / Perinoral (?)
yayllim
* [skemi (karotis interna, kavernéz sinis)

Acil Tip Uzmanlar Dernegi
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Ik 72 saatteki semptomlar
v Ates (% 44)

v Nazal llserasyon ve nekroz (siyah) (% 38)

v' Periorbital / fasial dem (% 34)
v’ Sinuzit (% 26)
v Bas / Yiz agrisi (% 25-22)

v' Hemorajik nazal akinti

Acil Tip Uzmanlar Dernegi
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Goz semptomlari
v Eksternal oftalmopleji (% 67)
v Gorme keskinliginde azalma (% 65)
v Proptozis (% 64)
v Internal oftalmopleji (% 43)
v Konjonktival hiperemi (% 19)
v" Dilate ve 1sik yaniti olmayan pupil
v' Korneal anestezi

Acil Tip Uzmanlar Dernegi
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Serebral bulgular

v" Biling bozuklugu (% 22)

v Fokal norolojik defisit

Acil Tip Uzmanlar Dernegi
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]
v" Notrofilik lokositoz gordlir ve tedaviye olan yanitin
degerlendirmesinde kullantlir

v BOS bulgulari non-spesifiktir (notrofilik pleositoz ve
protein artigi olabilir)

v BT ile sinizit saptanabilir ancak benign mukozal
hastaliklardan ayrimi zordur

v Kranial ve orbita MRG ile lezyonlar kolaylikla
gosterilebilir

Acil Tip Uzmanlar Dernegi
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v’ Histopatolojik inceleme
* Genis, irreguler, non-septat ve dik a¢iyla dallanan
hifalarin gorudlmesi

v Fungal kdlttir (Sabouraud's agar)
* Kulturde dreme olmamasi taniyi ekarte ettirmez

* Kiltur sonucunu beklemek tedaviyi geciktirir
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v Hiperglisemi ve asidozun dizeltiimesi

v' Amfoterisin B (lipozomal)
v" Cerrahi debridman

v" Hiperbarik oksijen (?)

Acil Tip Uzmanlar Dernegi

2008



Kotu prog ‘z gostergeleri

v Tani ve tedavide gecikme

v' Altta yatan hematolojik, renal hastalik
v' Bilateral sinus tutulumu

v’ Fasiyal / Goz kapagi nekrozu

v’ Palatal nekroz

v' Fokal sensorial-motor defisit

v' Sag kalim: %50-60
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v" Diabetik veya immunsupresif hastalarda akut

olarak ortaya cikan agrili oftalmoplejide

mukormikozis dusunulmelidir

v" Mukormikoziste tedavi basarisi, erken tani ve

erken agresif medikal, cerrahi tedaviye baglidir
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