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* Infections aﬁnterobactenes résistantes aux
carbaper;émes (ERC) => mortalité élevée (30% enV|ron) S

. Souvgﬁt ces bactéries ne sont s@n5|bles qu’a la &
l imycine & @

“ Mécanismes: AmpC/BJ:SE + mutation porm@
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* Focus sur carbapéneme-R et données cliniques
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* Posologie actuellemeoht recommandée : dQs‘e de charge
9-12 MU, puis 9- ﬂ MUI en 2 |nJect|on§o
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The Effectiveness, and Safety of High-Dose Colistin:
Prospective Cohort Study
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Colistin Dosing: Does, the Fun Ever Start?
Jason M. Pogue,"? Jessica K. Ortwine,** and Kmth& Ka',re 6&.\0
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© e+ Observationnel prospectif avec score de propension

* Mortalité a 1 mois (échec cliniqgue/microbio plus pertinent?)
* Plus de néphrotoxicité et de convulsions avec le dosage élevé
e Pas de dosages sériques

* CMI plutot basses




Les questions qu’on se pose
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ERC avec CMI carbapénémes >8  ERC avec CMI carbapénémes < 8
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- un design solide
- des données sur les CMI, les dosages de colimycine, ...



La réaliteé de la littérature
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Umqueme‘nt des études observationnelles,
souverw sans ajustement
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. Souvent mélange d’ ERC et non fermentaﬁfs
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. Generalement&pas de CMI, de donﬂees
cliniques pre%lses de posologies de colimycine
optlmlsees d’analyse des effets secondaires...
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- un design solide
- des données sur les CMI, les dosages de colimycine, ...
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Colistin: new lessons on qﬁ‘buld antibiotic
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{\

e
ey
g8

* Peu de&udes toutes observatignnelles, souvent
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pas d‘ajustement pas de dogﬁees sur CMI, &
amlennes posologies pom la colimycine ¢
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* Colimycine (ERgo@r non- fermentantsl

— Réduit prob&*‘blement la mortalité d©e°m0|t|e par
rapport astine antibiothérapie inappropriée

— Est possiblement associée a une surmortalité (OR 1,7)
par rapport a une antibiothérapie par béta-lactame
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Treating infections caubs%::l by carbapenemase-producing

Enterobacteriaceae @‘°
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TABLE 2. Dutcbqﬁle of 414 patients infected with :arbapenemaseﬁdu:mg Klebsiella pneumoniae according g& treatment
\o
regimen and«b?pe of infection ééc‘ b"'
’& &
?{\"Q Primary bacteraemia Preumonia® \gﬁl" Urinary tract infection® Sur:glcallglte infection?
N No. of patients No. of patients PMo. of patients  No. of patients s
Tred®ment regimen {mortality) (36) {mao rtality) {%%& (mortality) (%) (mortality) (%) Hﬂo of patients (mortality) (%)
No active therapy 1 (54) 8 (50) ,;‘0 3 (33.3) 13 (385) ,3zf° 9 (444)
Monotherapy 56 (46.4) 45 (46,97 31(33.3) 18 (389) 1@
Combination therapy 8l (34.6) 72 () 36 (30.6) 24 (208) & 14 (28.6)
Carbapenem-sparing 59 (40.7) 54$30.4) 35 (31 4) 14 (286) & 8 (375)
Carbapenem-containing 22 (18.2) J"% (27.8) 1 (0.0) 10 (10) K 6 (167)
*Eighty-eight patients were complicated with second cteraemia. \(}'\'
licated intra-abdominal infection; 40 pra'dan'rs secondary bacterasmia @Q‘
“Thirty-eight patients had secondary bacteraemia. (F’

“Twenty-two patients had secondary Inc:mé’)ﬂ-
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Antibiotic Treatment of Infections Due to Carbapenem-Resistant
Enterobacterrgteae. Systematic Evaluationgef the Available Evidence®
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* Pas de différence entre les monothérapies, mais petits effectifs et nombreux biais
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En pratique
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o £a colimycine est posgablement moins efficace
° gu’une béta- Iactamé




Les questions qu’on se pose
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Avec :
- un design solide
- des données sur les CMI, les dosages de colimycine, ...
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BSAC Joint Working Party on Multi resistant
Gram- negatlve Infection: Treatment
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The majority of syse‘tematlc reviews do not show a benefit of combination
therapy over ménotherapy.

Observatlon,,a"f studies suggest combination of meropenem with other <
agents |s a>“ssouated with a lower mortality t@a‘?’\ monotherapy. 5

In treab,m‘nent of carbapenem-resistant Entarobacterlaceae infection, Q'z{;\
polysmyxin used in combination with otI}ér agents is associated with a &
IQM/er mortality than polymyxin annea_,;g° @0"‘
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When a combination of ageﬂts is used in the treatment ot«éarbapenem-
resistant EnterobacterlaQa"é infections e.g. Klebsiella pngfimoniae

carbapenemase, a carpfapenem should be included \A{ﬁ% the active agents
unless NDM carbapgﬁemase is present. &

Q_

Polymyxins shouLeF‘\be given in combination with other agents if they are
used in treating tarbapenem-resistant Enterobacteriaceae.
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Polymyxin munuthﬁrupy or in combination against carbapenem-resistant
bueferlu systematic review and metu -analysis

o b\ é;»
Oren Iusmuga . Sergey Altunin?3, Fidi Koppel?, Yael Dishon thuttur’*"' Habip Gedik® and Mical Puulu@e}
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. P@ ymyxine versus polymyxine + xxx @ &
o Crltere de jugement: mortalité a g&’O o
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% Etudes incluses jusqu’au 10 avgif 2016 &
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* Methodologie solide & o
3
e 22 études incluses, petlt&‘%ffectlfs ,\o&
e 7ERCavec collmychoﬁ(P 5), dont 3 mélanges aveg, ﬁon fermentants, aucun
RCT "\9\' @q_

— 5CMI carbapé&é‘me non dispo, 2 > 8

— Association avec carbapéneme (3, poso non optimisée), tigécycline (5), aminoside (3)
— Dose de charge de colimycine rare

— Pas ou trés peu de données sur échec cliniqgue/microbiologique

— Méthodologies a haut risque de biais, pas d’ajustement



Table 1. Characteristics of induded studies
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Publication Study Study ] (-\@-" Corbapenem MIC Number of
Author year years Location type Bacteria X ase mg/l} Folymicrohial — Setfing Infection type Poiyyrrydn Combination with patients
Falogas 00 W00-07  Greecs Ret AR o NA NA NA mostly iU any colistin corbapenem 104
Petrosillo 014 W010-11  Toly, Turkey  Ret PA HA HA yes jral] BSIMAPUTISSTIIAT  colistin vanoomyGn 102
&G tigecydine 73
() corbapenem &2
Mouloudi 2010 H0T-08  Grescs ested (C kP blaVIM biok FC il NA jal] Bal colistin aminoghyooside 36
> BeaSHV blaTEM
ob\} ol TX-M &
Nouyen 2010 H004-08  LUSA ed‘ Ret KP KPC-2 WPC-3 =B no mix Bal polymmain B tigecydine 12 e}b
Tarkotou 2011 2008-10 Ere:'e\g'a“ Ret KP BlakPC HA no mostiyggl) Bl poiyrmyin B figecydine &
Ku 012 S #@\ Rt AR CRE  biokPC MA yes mig & BSI HAP UTI S5TT colistin figecydine Qj%n
Smsek W12 2008 -17 ¢ Turkey Ret AB HA NA NA \@& BST WAP SSTI colistin rifampicin -e}\e' pE}
Tumbarello 2012 2010 88 taly Ret K blaKPC2 biokPC3 NA NA A Bal colistin tigecydine ’b& 45
o) \\e, tige:cyth&i—rnempu‘%ﬁ 38
Tumbarefin oz A@ﬂﬁn-n Ttaly Ret KP MA MA @& i Bl colistin ﬁge.cg.di-.e+memper.3:h‘ S
Durarte- 013 b@m-n Ttaly RCT AR bloOKA-51-Bke =16 Pes il HAP WP BSITAI colistin rifamipicin Qé\ e
Mangoni Ry ((@0 <0
Aoyderric é&? W11-12  Turkey RCT AR NA NA 6‘6 no jal] {r colistin rifampicin b"'o 43
Gomacho- N H0E-11  Spoin Ret AR NA Ha L no il AP BSI colistin van 57
Monteno ?{"’ \)é'\ ;‘2-
Batirel q§" 014 W09-12  Turkey Ret AR NA (&l ves i Bal colistin 138
© &K A0 subactam 105
Chuang 014 H009-10  Taiwan Ret AR NA @& NA na jal] HAP AP oolistin ¢ corbapenem 119
Kaiin 014 011 Turkey Ret AR NA «0‘) NA NA jal] B tipg'  sulboctam 82
Daikas 014 W09-10  Greecs Ret KP HPC-2 VIM-1, 650 =B NA mix Bal mgqﬁ-. tigecydine 33
Qg\ ‘c'a‘\ aminoglycoside 13
& s} bath 39
Kortopidou 014 W09-10  Greecs RetfPm KPR KP&!@M HA HA jral WP BSTUTE SSTL colistin aminogiyooside 43
o \('o tigecydine 35
o‘\? N both 10
Loper Cortes 2014 2010 Spein Ret AR b’\ MA MA yes i wu@&t IAISSI  colistin tigecydine 11
Crusio 014 W009-10  USA Pro PA NA NA no mostly T0U X polyrmyin & corbapensm 56
Srijatuphat 014 W010-11 Thaland  RCT (f?% NA NA yes mix \BP UTIBSIIAT  colistin fosformydn 82
D SSTI NS
Yamaz 2015 W0i1-13  Turkey R © AB HA HA HA jral P colistin corbapensm 50
sulboctom 17
Rigatto 015 013-14 Bzl Ret AR PA NA =33 ves jal] BSIHAPVAPUTIIAI  polymmyxin B corbopenem a2
Gomez- 016 006-13  LUSA Ret KP blakPC 16 no jal] Bal polyrmain B tigecydine and 39
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Author, year Bacteria Infectig’ﬁ‘o events/total events/total Weight OR (95% CI)
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Batirel, 2014 mix QQ@ mix 26/71 7119 —— 26.78% 2.14 (0.93, 4.88) e}t}
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Chuang, 2014 rqiat"‘ mix 17/61 4112 |—e§|i&—| 15.57% 1.14 (0.39, 3. 38&7
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=&
PEUﬂSIIl:@‘ZﬂM KP BSI 6/26 49 (\6‘6 —_— 12.21% ob"ﬁir (0.48, 5.59)
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Figure 4. Polymyxin monotherapy ver&u? combination with carbapenemns, dll-cause mortadlity. RE, random effects.
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Author, year Bacteria Infectmm‘ events/total events/total Weight OR (95% CI)
@\(J
Daikos, 2014 KP (@I 12/22 13/49 —a— 12.84% 3.32 (1.16, 9.51)
Gomez-Simmonds, 2016 KP b‘) BSI 217 14/32 - 5.82% 0.51 (0.09, 3.06) "
\
Kontopidou, 2014 HP@Q B5I 6/26 6/30 [ 9.38% 1.20(0.33, 4. 31([@3
<2
Ku, 2014 ,\cﬁux mix 26/71 7/19 n—@@i—| 13.90% 0.99 (0.35, 2;&‘31
Lopez-Cortes, 2014, <& AB mix 12/46 2/9 S TR 528% 124 (0.2 6.79)
/]
Maloudi, 2010 ,@ KP B5I 15/19 10/17 {L\"}\ [ o : 7.13% 2.62 (2@:%1 11.37)
é— e
Nguyen, zng;ﬁ’ Kp BSI 419 4/13 {@Q : . | 492% 189 m 31, 10.52)
Ko
Pe[rusﬂ*&iﬁﬂi# mix mix 17/61 ﬁflz‘o.;\& —a— 8.73% ,\o D 77 (0.21, 2.91)
N
Turr@rellﬂ, 2012 KP B5I 11722 ?%&f — 10. 302&& 2.29 (0.68, 7.74%)
R g
E@l’kﬂtﬂu, 2011 KP B5I &7 e&?]!ﬂ - %,5*3% 24.43 (1.03, 580.63)
X
Srijatuphat, 2014 AB miix 21/39 «0\} 19/43 — bﬁ?ﬂ.lﬂ% 1.47 (0.62, 3.52)
& <&
{@"6\ e&u '

RE model 5\@ EN ,\0\) 100.00% 1.57 (1.06, 2.32)

& N

0\\? T T \"19 1
Heterogeneity: ©=0; 2=9.31, df=10 {P=@ 5); 12=0 0.10 1.00 qs(y 20.00
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Figure 5. Polymyxin monotherapy versi® combination with tigecycline, aminoglycoside or fosfornycin, all-cause mortality.
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Daikos, 2014 Iﬂ@b BSI 12/22 13/49 ——— 26.67% 3.32 (1.16, 9. 51]
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Tur&b‘ﬁrellﬂ 2012 KP BSI 11/22 ?{@B\‘ ——a— 19. 84'@?’4 2.29 (0.68, 7.74)
A
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Figure 6. Polymyxin monotherapy versus combination with tigecycline or aminoglycoside in KP BSI, all-cause mortality.
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Que fa%re en pratique?
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e |l faut des RGT coI| vs coli/mérop (poso optimisée,
études PI@CTSD prévues) <

= Europ°e (Italie, Grece, Israél, oct13-sov16): Multicenter &
Opén- -label Randomlzed ControILe“d Trial (RCT) to Compare,;»
Eolistin Alone versus Colistin gfus Meropenem (AIDA). &

& & https://clinicaltrials. gov/ct2/8how/NCT01732250 o

¢g\”° — US (USA, Israél, Taiwan, }hallande fin en 2020): Tr&él for
© the Treatment of Exte\p‘éwely Drug-resistant Gram negative
Bacilli. https: //chmc;a’ltnals gov/ct2/show/NCTH1597973
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 ESCMID guidelines prévues



https://clinicaltrials.gov/ct2/show/NCT01732250
https://clinicaltrials.gov/ct2/show/NCT01597973
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bé treatment of severee\infectlons caused by
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