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SIRS/Sepsis: ACCP/SCCM D lons
e Infection: invasion of normally s{@l\gody tissues by

microorganisms 0\0

e Systemic Inﬂammatory\%%pons yndrome (SIRS):
systemic response Variet§p§nsults (burns,
trauma, pancr

e Sepsis 61@ n th@%ttmg of suspected or proven

infe

é’c’
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SIRS/Sepsis: Definitions \Q@‘

SIRS: presence of 2 or more of t@llowmg criteria
e Fever (core temperature > 38.3 C K“h}pothermla (core temperature

<36 C)

e Heart rate > 90 beats/mi O‘

» Respiratory rate > hs/ CO, < 32 or need for
mechanical ven for a respiratory process

e WBC > 12 @ @ m3, or bands > 10%

eg&m:.ent meets the criteria for SIRS and has a

cted or confirmed infection.
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Sepsis and Septic Shock\So\
e Sepsis

e 2 SIRS criteria plus suspect b%ocumented infection

e Severe sepsis

e Sepsis plus at le @e org@ﬁ@@unctlon (see next slide)

e Septic sho

. Sep51 bersm \ﬁypotensmn despite fluid
t10n

Pertusion abnormalities
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Increased Mortality Along a Copgintium
O\
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Rangel-Frausto, et al. JAMA 1995;273:117-23.




Management .®\

o Early recognition of a severe bacteri ection
¢ Fluid resuscitation C:\'Q

* Appropriate, early antibic)\ic/ eat

® Goal-directed m @@nt (r \&es?)
® Steroids E&i 6’&

o Vasopr@s% \Qﬂ

o ] ing with thie sepsis cascade




Human recombinant protein C for severe sepsimseptic

shock in adult and paediatric patients (Cochri iew)
Marti-Carvajal AJ, Sola |, Gluud C, Lathyris D, CardonKF/\

® APC compared with placebo di @E%‘-ﬂlcantly affect all-
cause mortality at day 28 (78 (22.7%) versus

767/3346 (22.9%); RR 1NO 5% fidence interval (CI)

0.86 to 1.16; I2 :SQ@ \S{_(\
* APC was ass@@ with ar@&creased risk of serious bleeding
%

(113/3 vOEWY) 74 /3343 (2.2%); RR 1.45, 95%
0%)

Q/gcj@ 1.94,







Hydroxyethyl starch 130/0.38-0.45 versus crystalloid or alwin in
patients with sepsis: systematic review with meta-anal

trial

sequential analysis. Haase et al. BMJ 2013;346:f8

Nine trials that randomised 3456 pa{@s with sepsis were

included.

Overall, hydroxyethyl sta C 0 45 versus
Crysta1101d or albu not e relative risk of death
(1.04, 95% contf; e 1nt .89 to 1.22, 3414 patients,

cight trials). O

In t@ flne ly51s of trials with low risk of bias the
risk of death was 1.11 (1.00 to 1.23, trial sequential

%n alysis (TSA) adjusted 95% confidence interval 0.95 to

1 .29, 3016 patients, four trials).







Effect of Eritoran, an Antagonist of MD2-TLR4, on Mortallty |n 6 With
Severe Sepsis: The ACCESS Randomized Trial. Opal et aI

309(11): 1154 \/\

® Eritoran is a synthetic lipid A antagoni blocks
lipopolysaccharide (LPS) from bi at the cell surface MD2-
TLR4 receptor. 6 ‘

® Patients with severe se n—19 e randomized and treated

within 12 hours of \ t*of fir

with a 6- day Q)f eith
or place n 13 i‘ n=657 patients, respectlvely

9@( 0 Slgﬂl@‘lt difference in the primary end point of 28-
cause mortality with 28.1% (366/1304) in the eritoran

oup vs 26.9% (177/657) in the placebo group (P=.59; hazard
@ ratio, 1.05; 95% CI, 0.88-1.26; difference in mortality rate,1.1; 95%
CI, 5.3 to 3.1)

n dysfunction in a 2:1 ratio
oran tetrasodium (105 mg total)
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e Antibiotic treatment is given empiri before

microbiological data are availab Q\'Q

° Inapproprlate emplrlcal a\tl/ tic treatment is given to 30%

of patients with seve @fectlo wide
® Inapproprlate e@é& al tre@\)ht 1Increases mortality ~X2
in sever

e
rob Qc data@ the pathogen and its susceptibilities to

iotics exists, but difficult to use.
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Logit event rate

197840 1981.52 1984.64 1987.76

1990.88 1994.00 1997.12 2000.24 2003.36 2006.48 2009.60
year _end recode

Mixed effect meta-regression, slope -0.01 (-0.03-0.01, p=0.23




TREAT ‘{Q\

TREAT is a decision supf%@\system that uses
simple data availab \a’t

probabilities & &Ctmn pathogen,
susceptlbl@a dvise on antibiotic

trea

&

rs to calculate
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Randomized controlled t\r/ Ca

® Cluster (=department) randomized piGal
® Included 2,326 patients in Isra%)@many, [taly

® Departments of mediciney\in CtiOLsteases, and specialized

medical departmen““e \\9
Ny

0"
o RN

TREAT system installed and Local guidelines distributed.
used. Advice optional. Antibiotic use monitored

Qaul, Leibovici et al. J Antimicrob Chemother 2006
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Secondary outcomes
intention to treat
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Qaul, Leibovici et al. J Antimicrob Chemother 2006




Long-term survival in patients included in a randomized co‘wled trial
of TREAT, a decision support system for antibiotic trea
Leibovici et al. JAC 2013; e-pub before print

Q/C)

At Beilinson Hospital 1683 patients \(cluded in the
study, 860 in the intervention ar@ 823 in the control

arin.

In the ITTanaly51sl 80 dz‘ Vlvwgntrol patients was
ter

71% versus 74—% n patients (P=0.2). In the
PP analysis t ges were 71% and 77%,
respect

vival in the control group was 68%versus71%i n the
ervention patients (P=0.1). In the PP analysis the survival
percentages were 63% versus 74% (P=0.04).

&ﬁ\ with 1t@erlal infections, in the ITT analysis180




lgibovici et al. J Antimicrob Chemother 2013




Management .®\

o Early recognition of a severe bacteri ection
¢ Fluid resuscitation C:\'Q

* Appropriate, early antibic)\ic/ eat

® Goal-directed m @@nt (r \&es?)
® Steroids E&i 6’&

o Vasopr@s% \Qﬂ

o ] ing with thie sepsis cascade
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