SERSIS: Importance de la précocité
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Cas cliniqg@g

(\

o
N

Y

= Gmet;;«é M, 77 ans, EHPAD &
HfTA surpoids, troubles cognitifs, DNLD => metformine + valsartan _¢

@""QAdm|se aux urgences pour fiéve, ‘diarrhée et asthénie (J5) &

Ol
S

Admission: &
i = TA =95/60 mmHg, T = 38,3° <cS FC = 110/min 3
oS = Désorientée, deshydrate@i‘?’ ¢
= Pas de point d’appel |gvl‘ect|eux &

m Creat 120 umol/L Ae:° O
& S

Congdite a tenir ? s
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The Third International @bnsensus Definitions for Sepsis and
Septic Shock {Bepslgﬁ‘ﬁ}

QSOFA

ICaIcuI du g¢tre SOFA 0 point 1 point 2 points & 3 points 4 points
|Pa0.,/Fs >400 301-400 201-300, % 101-200 et VA <100etva &
Plaggéttes x10°/mm" >150 101-150 51-106" 21-50 <20 &
dirubine, mg/L (mmol/L) | <12 (<20) [12-19 (20-32) 20- 59@% -101) 60-119 (102-204) >120 (>208)
Hypotension PAM PAM and}mne =5o0u Dopa > 5 ou adrénaline|lDopamine > &fuu adré >
270mmHG | < 70mmHG dubqtﬁ’mlne (toute dose) | 20,1 ounoradré =0,1| 0,1 ou a,‘éradre >0,1
Score de Glasgow 15 13-14 (ob 10-12 6-9 35@’ <6
réatinine, mg/L <12 12-19 ,@@“ 20-34 35-49 Qg\ >50
Fumolﬂ} ou diurése (<110) (110-17qp° (171-299) (300-440) ou <500mL/j e} (>440) ou <200mL/j
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& Singer M et al. JAMX 2016
q}d‘*‘ Rhodes A et al. Intensive Care Med 2017

Levy MM et al. Intensive Care Med 2018



Surviving Sepsis -, W e s
Campaign o ee,cs\‘\AntlbIOtICS

'\
o

. V\Lé recommend that administration of IV

ﬁantlmlcroblals be initiated as soon as possible
b

& after recognition and within 1 h for both sepsis &
. and septic shock. & o
& 5 &
@@“" (strong recommendation moderate quality of é@@eﬁ
| evidence). o e
(Q' b\)

* We recommend gmplrlc broad-spectrum theraﬁy
with one or mgfe antimicrobials to cover al&ff’kely

pathogens é@i@"
(strong regﬁmmendatlon moderate quthy of
ewdenc;,e“) &
B BN N N o al
Q}(}” Society of

© Critical Care Medicine



] SPECIAL EDITORIAL

The Surviving Sepsig@%mpaign Bundle: &

2018 update (@\
POL;FﬁUOI une reco aussi forte pour un

« niveau de preuve aussi leger ?
«0"{’@ e}b‘ Q’s,i‘(\
— & ) N
{e}c,ei‘“i Measure lactate level. Remeasure if initial Iacl:ate I&Sﬂ mmol/L. Q’Q«a&
&é’{? » (Obtain blood cultures prior to administration u:éf@‘htlbmtlcs (Q;e,(Q
«0& * Administer broad-spectrum antibiotics. ,(& &OQ
q’@?’ * Begin rapid administration of 30ml/kg crgs(%allnld for hypotension or lactate =24 mmol/L. Q,\o%\)
@(5,3 » Apply vasopressors if patient is hypn&&}‘uswe during or after fluid resuscitation to malnta,u‘i MAP
© 265 mm HEg. @Q <o

& R
<0 ¢ l

*“Time zero” or “time of ﬁresenmngﬂ is defined as the time of trioge in the Emergen@*‘tlepartment or,
if presenting from another care u(é?:-ue from the earliest chart annotation mns:sten,lbwi th all elements of

sepsis (formerly severe sepsxg%r septic shock ascertained through chart ntzl.-'i.*z-l.i@J
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--‘ ORIGINAL ARTICLE

Does usage of a parachute in contrast to free fall prevent major
trauma?: a prospectlve randomlsed controlled trial in rag dolls

SEBASTIEN l:NORMANDFAIT lA 1" EXP‘ERIENCE ] PARACHUTE
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STROKE IS A BRAIN
& 2 EMERGENCY

\&Q 4 UPSTATE

MO COMPREHENSIVESTROKE CENTER

AT LEAST 250,000 AMERiCANS
DIE FROM SEPSIS EAQH YEAR.
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GET AHEAD 6@/\0 o
or SEPSIS N -/é
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* Anxiety

* Crushing chest pain
* Left arm pain (MEN) :
« Arm, back, jaw pain (WOMEN)
* Diaphoresis
* Nausea
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Cas CllnIQUE (epllogue)

\}

l Gme;t% M, 77 ans, EHPAD @&@-
R‘ehydratatlon &é&@ \\Q;,f
& & Abstention ATB sous survelllagﬁé aux urgences r{&&&@
«0&,8“’\ => H1, Ginette se sent mleu%gﬁes docteurs aussi &

Amelioration progressive Qbemodynamlque état cognltlf) &

Diagnostic final = gasm) -entérite + hypovolémie &
Retour en EHPAD apires 24 h
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/| The Timing of Early&Antlblotlcs and Hospital Mortality in Sepsis

Vincent X. Liu', Vikram Flelck@ﬁ Slngh2 John D. Greene', Jennifer M. Baker', Theodore J. lwashyna®*,
Jay Bhattac:harya and Gg‘bnel J. Escobar’
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Etude ret{@spectlve 35 000 patients, 21 urgences, Californie 2010-2013 &
&
¥ o
g g La corgeélatlon précocité/pronostic n’est &\e‘?’
~y &P
{é,ei\ sg\pfflcatlve que pour le choc septhueQ~a
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=lPrehospital antibiogics in the ambulance for sepsis:

X
,@z

a multicentre, Dép?érl label, randomised trial

>

o Eg&%e randomisee, Pays Bas, 2014-16
,\05”‘?’ ATB en pré-hospitalier (ceftrlaxor;aé 2Q0)

Q{Qg,ef Prise en charge usuelle (evae!uétlon Urgences)
'&o\}c’& (QQ'Q,O
& m 2672 patients mclus &

60% sepsis (def. Sépms 3)
<5% choc septl'q”ue
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m Critere pwhupal = survie J28 S
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© Alam N et al. Lancet Respir Med 2018



" ~=lprehospital antibiogics in the ambulance for sepsis:
a multicentre, qépé\on label, randomised trial
&

- @“’Q
o@m
boc’i‘o Usvalcare  Intervention  Relativerisk Risk pvalue o
&Q‘p group group (95% Cl) difference \‘Q@'
& (n=1137)  (n=1535) 3,&' (%, 95%CI) &
. <
Efﬁefme arriving at the ED - 26 (19-34) oe,i‘& é@\
<Smin) & <
E;‘O\ Q'b{& &
& Median TTA in the ED (min) | 70(36-128) - & - S
% T — »
Yg?"’ 28 day mortality a3 (Bw)* uu{ﬁgf‘ 0-95 -037 078 @Q@
o S (074t0124) (-25t017) &
@ o
90 day mortality 134 (12%)" S78(12%) | 098 020 087 &
& (080to121) (27t023) 6@‘2’
@
Intensive care unit 93&9@3} 155 (10%) 117 15 /\o\géf’-& 19
admission & (0-92t0149) (0-73to3A
_
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&
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Alam N et al. Lancet Respir Med 2018



=lPrehospital antibiogics in the ambulance for sepsis:
«@
- & ® #
a multicentre, opeén label, randomised trial
e
e
&
(\& Usual caregroup  Intervention
@OQ (n=1137) group (n=1535)
) .
Age [ypdrs) N
12/276 (4%) 6/336 (2%) = _ é‘é
0\5@'155 B1/860 (%) 114/1199 (10%) &&&?" — 9,‘3“\
o' GSOFA (prehospital) ) (’\& _ &\%
& <2 5O872 (7%) 7U1132 (6%) e‘}\ —_— K
& 2 257180 (14%) 457318 (14%) N\ v el
{@ ) &Qa F@(Q
8‘0 NEWS (prehospital) Q’b &
& <5 7146 (5%) 71192 (4%) & . &
,\3;\ =5 53/622 (9%) 717827 (9%) &8 I " b"b
D SBP (prehospital) X ©
N ™ @Q
& <100 15112 (13%) 25/181 (14%3> @
<& O | )
=100 7571001 05/1337 o\
Severity of sepsis & é‘ef"
Sepsis BI424 (2%) 49579 (2%) 2 @;i?’
Severe sepsis 747656 (11%) C@%Bjﬂﬁs (10%) — &
Septic shock 1037 27%) & 19/66(29%) - C,S‘o
overall 93/1136 (8%F  120/1535(8%) <>
* g
® oi8 obs o3 ofo oy1 100 r&?}h 35
WY Favours intervention Q§ Favours usual care
2 ©
o8
Q
©

Alam N et al. Lancet Respir Med 2018



Antlblqﬁcs for Sepsis—Finding the Equilibrium

|
VIEWPOINT
6‘9
\§e'

6‘2
The tulaé has come to balance the _ y
recgﬁunend ation for early and aggressjve Golden hour: ,;\*f“‘é&
Em‘hblntlcs. for all patients with pnsﬂlﬂe &g"

R ‘sepsis with the diagnostic uncertginty OK pour choc, &
%«0&8‘ regarding sepsis and the pﬂﬁﬁlbie harm septique, m aqs
Q@@» associated with unnecessoaw ‘antibiotics. pas pqﬂr
© & su§p?°0|on
|:| confiating E.E|:-5|5gﬁd septic shock is amistake. $€pSIS |

Timeto m*:.tmmngeffectqﬁ h'eahﬂentmmpmantfnr pa- &

tients with septic sl'rD-gﬁ but the data are less dear for pa- m&qj’\"
tientswith pﬂSﬂh[é%EpﬂS alonewho are notinshock o

\.
&
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Klompas M et al. JAMA 2018



--. Detrimental role of delayed cgmlbmtu. administration and
penicillin-nonsusceptible ;t*‘fdlnb in adult intensive care unit
patients with pneumn@ﬁdl meningitis: The PNEUMOREA

Golden hour:

prospective multlc%pﬂer study* OK pour
& Ve » »
Marc Auburtin, M[;;#;@?Wﬂlﬁ, MD; Julien Charpentier, MD; Emmanuelie Varon, MD; meni ng |te
Yves Le Tulzo, MD, P8Y; Christophe Girault, MD; Ismag&l Mohammedi, MD; Benoit Renard, MD; Avi <2
Bruno Mourvillier Fabrice Bruneel, MD; Jean-Damien Ricard, MD; Jean-Francois Tmsit MD, PhD baCterlenne ,&t&&
&
S
Etud@,’prospectlve 156 patients, 56 reammﬁtlons France 2001-2003 &
c,e} Q/ "b{&
& ¢ < @@Q’Q
" Table 2. Multivariate analysis of baseline factors gf intensive care unit admission associated wlt}bo
3 3-month mortality & bo"
S S
(y{" 0(33' . @"?
N & Odds 95% Confidence K
© Variable Q@Q Ratio Interval o> p Value
38 S
/\ov 'Qf:e\
SAPS 11 & 1.12 1.072-1.158 002
Penicillin-nonsusceptible Sfren&?mcms pneumoniae 6.83 2.94 26% <107?
Interval =3 hrs between hogpital admission and 14.12 3.9%93119 <107
antibiotic treatment s \,19”
'\‘,b Ng
& ©
Q}
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Auburtin M et al. Crit Care Med 2006
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Les effets CQHateraux des incitations a
degalner les ATB ‘tot

E} X2

m Programme ‘pay foreperformance USA, &
2006: Incitation a I@fiorescrlptmn précoce @

e d’ATB aux urgen&‘fes en cas de pneumonle &

Q-Q O(\

Ly .\
@(Q boé'

o Interessement financier pour les h@*ﬁltaux
basé suﬂe % de patients codés @ﬁeumome

qui a&’iront recu les ATB <4 h agfés larrivée
aw’( urgences &
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The Centers for Medicare ag%eMedicaid
Services (CMS) Communiq\(\ cquired
Pneumonia Core Measures Lead to
Unnecessary Antibiotig\eﬁdministration by
Emergency Physiciap®

Bret A. Nicks, MD, David E. Manthey, % and Michael T. Fitch, MD, PhD
~

& Public Reporting of Antibiotic Timing in Patients
R E .
Q,\ob with Pneumonia: Lessons from a Flawed Performance s
Q Q
5 Measure . &
N N S
A0 < <
o & \@
Origina!z’tnevestigation @ lg;i}e’
5
Fehafsty 25, 2008 {@\Q’ (Qe,Q
0\ n n | | n | | | | n | | ,b ég
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\ . N
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Antibiotic Overuse

Douglas E. Drake; Abigail Cohen; Jeffrey Cohn
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Nitional Hospital Antibiotic Timing %@%ures for Pneumonia and




m =l THE MEASUREMENT OF JIME TO FIRST ANTIBIOTIC DOSE FOR PNEUMONIA

IN THE EMERGENGY

DEPARTMENT: A WHITE PAPER AND POSITION

STATEMEN'I;@REPARED FOR THE AMERICAN ACADEMY OF

e
AN
N

EMERGENCY MEDICINE

(2

Jesse M. E’J@r?és, MD, MBA, MSCE,"TT Joshua A. Isserman, ms,* and Patrick B. Hinfey, mp§

&
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.@\‘
" ARTICLE SUMMARY
I. Why is this topic important?

The use of time to first antibiotic dose (Tg"\ﬁD) as a core
measure for patients admitted with Co@ffnumty—acqmred
pneumonia (CAP) in the ED has been co@ff’ltroversml Despite
this controversy, it continues to be n}@%smed across US EDs
and reported publicly. <
2. What does this review atgéfnpt to show?

This review is aimed a,[\oﬁssessmg the evidence that
reports outcome data ogﬁspecmc interventions on the
implementation_of pr@@rams that measure or improve
TFAD in the ED to&-ﬁjatlents with CAP.

3. What are thei:l_ieg findings?

ever, recgﬁ‘f’ studies show that implementing thls e
measm&)&q)nay lead to antibiotic overuse. The AAENxtoes
not sypport continued measurement of TEFAD fog€AP in

g‘?E, Ds.

The strengtjle}ot evidence is variable on whether the |©
measuremen@‘ot TFAD in CAP improves outcomes, howg

Pines J et al. J Emerg Med 2009



" MR e
Endocardites; ‘évolution des guidelines

&e

Infectlgi‘f Endocardltls in Adults: Diagnosis, Antimicrobial
\>=¢.~ *Therapy, and Management of Complications

QS?cwntlﬁc Statement for Healthcare Professionals From the American
\,}@, Heart Association '\@. oS
y )
O Endorsed by the Infectious Diseases Socief}’{\ @"Ameri(‘a e

& . o L
Larry M. Baddour, MD, FAHA, Chair; Walter R. Wl].\S\Qﬁ’. MD: Arnold S. Bayer, MD; Q

& &
e
< Recommendations & &

b\)

& 1. Infectious dlsease&bﬂmsultatmn should be ﬂbtamed ’@'
to define an upyzi‘nal empirical treatment reglmen a‘t
the time of lgu/ﬁatmn of antimicrobial therapy (Qfms

I; Level ﬂjeﬁv:dertce B). &

0

© 9
NY >
<9 N
& O
O o
»

© Baddour L et al. Circulation 2015






“.~slExtended vs Bolus Infusion of Broad-Spectrum p-Lactams
for Febrile Neutro@p%ma An Unblinded, Randomized Trial

(‘v

m Etude razﬁdomisée, Israél, 2015-17

O
N
<

2}\3‘ .x2'
&Q ,@*b\
o N@utropenle febrile a haut rlsqgeé &
.g{e,caef‘d Greffe CSH ou LA en mductlon/Q@hsolldatlon {&be"*“\
& CPNN < 500/mm3 & &
<0 e >
'19'& c:f\(Q Q(_Obo
&
o' s Randomisation sur duree de perf. (30’ vs. 4 h@)«
90% pipéltazo A.Qf,f\" .@«e;.,e‘
+ 40% vanco & &
5© &
,\0\5" \,19

P

. a AT, .
m Critére pethcipal composite J4
© Ram R et al. Clin Infect Dis 2018



Extended vs Bolus Infusion of Broad-Spectrum {3-Lactams
for Febrile Neutrozpf—:ma An Unblinded, Randomized Trial

(&.
(\
@e N '
é‘?f Overall response (n=105)1 ._._.
S "
\)(’}.\0 Subgroup analyses '
,\ob Clinically documented infection (n = 49) X . &«-‘z’
Q ' 2
&‘\Q’ Pneumonia {n=14}-l Q:,S?/ ' .\{\&
9" Microbiologically documented infection (n =21)4 &:g"\a’; .
1,5 . ]
@Q’ Bloodstream infection (n=17)4 \.® ; -
' C;Q' 0‘9 '
N\ NG :
& Primary endpoint components &@f '
%&0 Fever resolution Q’Q'b i o
; xS
&00 No clinical failure &,6@ | — b\)c’}‘\
No microbiological fﬂlll.lt'E"\O(\ o Q,Q‘\O
.. : &
Mo premature discontinuation of primary Elﬂtlhl%a% R \g&.‘z’
Q " <0
Secondary er@j:mnts . &
No hreakmosugh BSH H— {é’é
No acu@%dney injury+ e ;\6&9
No nuradrenalln@?or hypotension H——i \)C:b
\\i T L I L] : L] L] T Ll
8‘0 -80 60 -40 -20 O 2[‘.' 40 Ej{b«ﬂﬂ 100 12{1
S
Cb/\o\’ Difference [‘:f 1g~
(j?\ Bolus Infusion Better Extended Infusion Better

Q§
© Ram R et al. Clin Infect Dis 2018



INFECTIOUS DISEASES

ORIGINAL ARTICLE

Are all beta-lact@i‘ns similarly effective in the treatment of

methicillin- SE@%IIZI‘U’E Staphylococcus aureus bacteraemia?

.00@
M. Paul'?, %ﬂr;er-Wassercug', O. Talker', Y. Lishtzinsky', B. Lev’, Z. Samra’?, L. Leibovici*? and ). Bishara'** <@
@Q _(,\@3&
TﬂeﬁLE 2. Multivariable logistic re [aéssmn analysis for 30- &
S D
c-'f“d::ty mortality: empirical antlblotlgv treatment?® (&&
2
r("~‘ ,b {)OQ((\
& OR, 95% Ci >
s n =541 patients &
0(; P ] Q}Qz
Variable® e,d*ob deaths = 202 povalue
= =
Empirical antibiotic treatrrl@ﬁt .{@"‘z’
Oxacillin/cefazolin "@9 Reference \{,3‘0
Cefuroxime &0‘ 1.98 (0.98-4.01) g 0.058
Ceftrlaxonefcefm_’amme 2.24 (1.23-4.08) (y{"g 0.008
Beta-lactam- bg%ta lactamase 2.68 (1.23-5.85F% 0.013

\\J
©Q‘ Paul M et al. Clin Microbiol Infect 2011



" =l F:ctors associated with 1§9weel< case-fatality in Staphylococcus aureus
bacteraemia: a prospeﬂwe cohort study

P. Braquet

", F Alla 6@ °. C. Cornu ® "8, F. Goehringer °, L. Piroth '°, C. Chirouze "

CMI

CLINICAL

MICROBIOLOGY
AND INFECTION

WL ESCMID e

M. Revest ]2, C. Lechighe °, X. Duval '*">'¢, V. Le Moing ",

on behalf of the

M4RSTA-AEPEI study group

+ +

+
+

dgﬁp\ Prospective, observationnelle

&@\3’« France, 2009-2011

o 2091 bactériémies S. ayfeus
Létalite !

u 23% a S4 8\&"

m 34%a sgpz’

\
&
©

—— Antistaphylococcal penicillin and vancon‘{gﬁn
. -- Antistaphylococcal penicillin @Q
————— Vancomycin &

o)
Other «

| T & T T
20 0 L 6 80
Days after first positive Qjéﬁoculturc sampling
ol
N
b
Q§’
©

Braquet P et al. Clin Microbiol Infect 2016



Traitements ATB ‘progressifs’ et résistances

Kisheny R et-al. Science 2016
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Les messafes

6‘
m | |mport§,ﬁce du timing est prouvée pour les infections graves & »
rapldement évolutives uniquement . &
QC‘hoc septique & {.@e‘?’
& a &
<1 Méningites pneumocoque/menlﬁegocoque <
&)
%E:f‘ Q.Q ‘0(\6\
'&0 @,@@ b\p)
&@ m De nombreuses situations sepgls like’ ne justifient pasla
N W
©° prescription d’ATB en urge[aﬁe <&

/\0
4‘2'%

= Temporiser permetﬁouvent de ne pas prescrlre gI&?\TB du tout!

N \,Cb
o" \’19

m Sion prescrlt ﬂ‘qfaut gue ce soit non seulememf(r’apide, mais parfait
(molecules@,‘*doses modalités de perfusion)

)
@;



E -__
Les pistes pQur un mellleur usage des ATB
dans le so@«ﬁms

E} 2

2 Invqsflr sur le diagnostic & <
rgsﬁcllnlque & formation des medecms&f )
k\sf’ tests diagnostics rapides §>\° & 2

ﬂo&e} 'cz,(&Q c,OQ
i N >

a Permettre et valgsrlser la non- prescrlptlon &
lever les ango:,Sses des médecins de 1¢e Ilgneib
rendre posﬁble I'abstention initiale avec r%@évaluatlon

&
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