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. Gratuit, version déchargeable en pdf

. Annuel, donc nouveautés bien individualisées
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. Quels antibiotiques/ espèce ?

. Quelles concentrations cliniques ?
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Le besoin dLe besoin d’’une harmonisation europune harmonisation europééenne dans la menne dans la mééthodologie des tests de sensibilitthodologie des tests de sensibilitéé
aux antibiotiques et leur interpraux antibiotiques et leur interpréétation a tation a ééttéé ressenti il y a d ressenti il y a dééjjàà de nombreuses ann de nombreuses annéées.es.
Ceci a conduit en 2002 Ceci a conduit en 2002 àà la cr la crééation deation de l l’’EUCAST EUCAST ((European Committee European Committee onon Antimicrobial Antimicrobial
Susceptibility TestingSusceptibility Testing)) qui est compos qui est composéé d d’’une part dune part d’’unun  General CommitteeGeneral Committee  quiqui
comporte un reprcomporte un repréésentant par pays europsentant par pays europééen et se ren et se rééunit une fois par an et dunit une fois par an et d’’autre partautre part
dd’’unun  Steering CommitteeSteering Committee  composcomposéé de deux repr de deux repréésentants dusentants du General Committee  General Committee et surtoutet surtout
dd’’un reprun repréésentant de chacun des six comitsentant de chacun des six comitéés nationaux reconnus comme actifs ens nationaux reconnus comme actifs en
raison de leur anciennetraison de leur anciennetéé, de la fr, de la frééquence de leurs rquence de leurs rééunions et de leur notoriunions et de leur notoriééttéé attest attestééee
par des publications rpar des publications rééguligulièères :res :



http://www.escmid.org/sites/

European Committee on Antimicrobial Susceptibility Testing 
formed in 1997 and restructured in 2002

convened by
European Society for Clinical Microbiology and Infectious Diseases (ESCMID)
National Breakpoint Committees in Europe

and financed by
ESCMID 



EUCAST General Committee 2006EUCAST General Committee 2006

Austria Prof Helmut Mittermayer
Belgium Prof Jan Verhaegen
Bosnia Dr Selma Uzunovic-Kamberovic
Bulgaria Prof Krassimir Metodiev
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Norway Dr Martin Steinbakk
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Portugal Prof Jose Melo Cristino
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Serbia Dr Lazar Ranin
Slovak Republic Prof. Milan Niks
Slovenia Dr Jana Kolman
Spain Dr Francisco Soriano
Sweden Dr Barbro Olsson-Liljequist
Switzerland Prof Jaques Bille
Turkey Dr Deniz Gür
UK Prof Alasdair MacGowan
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ISC – Prof Paul Tulkens
FESCI – Dr David Livermore

Email network of industry with interest in antimicrobials
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Scientific Secretary Derek Brown, UK
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EUCAST: collaborationsEUCAST: collaborations

EMEA : SOP being developed which renders EUCAST the official European breakpoint
committee (EUCAST breakpoints in the SPCs).

Expert groups and reference laboratories (Neisseria, Salmonella,
European Veterinary working group, NEQAS)

EARSS : EUCAST permanently on the EARSS advisory board

NCCLS
NCCLS/EUCAST broth dilution method for the determination of MIC-values harmonised
through CEN and ISO; finished document end of 2004.
NCCLS/EUCAST common QC type strain MIC-target values and ranges
NCCLS/EUCAST harmonised FQ breakpoints for staphylococci.
Collaborative process for revision of cephalosporin and carbapenem MIC breakpoints
(first joint meeting in Tampa, January 2005).

Pharmaceutical industry information and consultation network



Les objectifs deobjectifs de l l’’EUCASTEUCAST ont été définis de la façon suivante :
· standardiser les mstandardiser les mééthodologiesthodologies ;
· ss’’accorder sur laccorder sur l’’expression des concentrations critiquesexpression des concentrations critiques : celle qui a toujours prévalu en
France a été retenue, soit S S << mg/L mg/L et R >  mg/LR >  mg/L 
· éétablir des tablir des «« cut cut-off values-off values  »» séparant pour chaque couple espèce-antibiotique, la population
des souches sauvages de celles porteuses d’un ou plusieurs mécanismes de résistance
acquise 
· éétablir des concentrations critiques pour la cattablir des concentrations critiques pour la catéégorisation cliniquegorisation clinique, d’une part en rédigeant
en accord avec l’EMEA (European Agency for the Evaluation of Medicinal Products)
une procédure pour les nouveaux antibiotiques et d’autre part en tentant
d’harmoniser les concentrations critiques nationales des antibiotiques existants sur de
nouveaux arguments solides, notamment des points de vue pharmacocinétique et 
pharmacodynamique ainsi que clinique.
Le CA-SFM peut alors accepter ces modifications ou alors justifier tout désaccord avec
les propositions de l’EUCAST.

Dans le Communiqué Annuel sont indiquées en gras :
- les concentrations critiques proposées par l’EUCAST et approuvées par le CA-SFM
- les modifications des diamètres critiques : celles-ci sont adoptées par les Comités nationaux
en fonction de leur propre méthodologie.



CONSEQUENCES CONSEQUENCES 

CA-SFM: caractCA-SFM: caractèères gras res gras (exemple du staphylocoque) 



NOUVEL ANTIBIOTIQUENOUVEL ANTIBIOTIQUE

ProcProcéédure de 2 ansdure de 2 ans



Autres antibiotiquesAutres antibiotiques  

www.eucast.orgwww.eucast.org

Programme de travailProgramme de travail



Wild type (WT)
•a microorganism is defined as wild type (WT) for a species by the absence of
acquired and mutational resistance mechanisms to the drug in question.
•a microorganism is categorized as wild type (WT) for a species by applying the
appropriate cut-off value in a defined phenotypic test system.
•wild type microorganisms may or may not respond clinically to antimicrobial
treatment.
 
Microbiological resistance - non-wild type (NWT)
•a microorganism is defined as non-wild type (NWT) for a species by the presence
of an acquired or mutational resistance mechanism to the drug in question.
•a microorganism is categorized as non-wild type (NWT) for a species by applying
the appropriate cut-off value in a defined phenotypic test system.
•non-wild type microorganisms may or may not respond clinically to antimicrobial
treatment.

Epidemiological cut-off values will not be altered by changing circumstances.

The wild type is presented as WT< c mg/L and non-wild type as NWT > X mg/L

EUCAST wild type MIC distributions and epidemiological
cut-off values – the concept

www.eucast.orgwww.eucast.org



http://217.70.33.99/Eucast2/http://217.70.33.99/Eucast2/SearchControllerSearchController//searchsearch..jspjsp?action=?action=initinit

EUCAST developed the conceptdeveloped the concept of antimicrobial wild type MIC
distributions and epidemiological cut-off values (JAC 52:145-148, 2003).
Software was created to receive and display large volumes of MIC data for
bacteria and fungi over the internet. It is freely available at



Concentration épidémiologique < 0,64 mg/L 

8876 observations (15 sources)8876 observations (15 sources)
Concentrations cliniquesConcentrations cliniques
c c << 0,5 mg/L 0,5 mg/L
C > 1 mg/LC > 1 mg/L

EUCAST: EXEMPLE DE LA CIPROFLOXACINE (E. coli)EUCAST: EXEMPLE DE LA CIPROFLOXACINE (E. coli)



EUCAST: EXEMPLE DE LEUCAST: EXEMPLE DE L’’IMIPENEMEIMIPENEME

71682 observations (20 sources) 
Concentrations cliniques
c <  2 mg/L
C > 8 mg/L
Concentration épidémiologique < 1 mg/L 

14865 observations (16 sources) 
Concentrations cliniques
c <  2 mg/L
C > 8 mg/L
Concentration épidémiologique < 4 mg/L 



PAS DPAS D’’ACCORD, DONC EN ATTENTEACCORD, DONC EN ATTENTE

E. coli etE. coli et c cééfazolinefazoline



PROCEDURE DPROCEDURE D’’HARMONISATION EUROPEENNEHARMONISATION EUROPEENNE

oral, ivoral, ivoral, ivoral, ivoral, ivoral, ivoral, ivoral, ivoral, ivoral, ivoral, ivoral, ivPrPréésentationssentations

750 x 2 oral750 x 2 oral
400 x 3 iv400 x 3 ivdata pendingdata pending750 x 2 oral750 x 2 oral

400 x 2 iv400 x 2 iv
750 x 2 oral750 x 2 oral
400 x 3 iv400 x 3 iv

750 x 2 oral750 x 2 oral
400 x 3 iv400 x 3 iv

750 x 2 oral750 x 2 oral
400 x 3 iv400 x 3 ivPosologie maximalePosologie maximale

500 x 2 oral500 x 2 oral
400 x 2 iv400 x 2 iv

200-400 x 2200-400 x 2
oraloral

400 x 2 iv400 x 2 iv
500 x 2 oral500 x 2 oral
200 x 2 iv200 x 2 iv

250 x 2 oral250 x 2 oral
200 x  iv200 x  iv

500 x 2 oral500 x 2 oral
200 x 2 iv200 x 2 iv

500 x 2 oral500 x 2 oral
400 x 2 iv400 x 2 ivPosologie normalePosologie normale

SRGASRGA
SwedenSweden

NWGANWGA
NorwayNorway

DINDIN
GermanyGermany

CRGCRG
NetherlandsNetherlands

CA-SFMCA-SFM
FranceFrance

BSACBSAC
UKUKDosageDosage

11

22 Distribution  des CMI, valeur Distribution  des CMI, valeur éépidpidéémiologique: Accordmiologique: Accord

Usage en clinique : comparableUsage en clinique : comparable

CiprofloxacineCiprofloxacine
E. coliE. coli



PROCEDURE DPROCEDURE D’’HARMONISATION EUROPEENNEHARMONISATION EUROPEENNE

nononono2/2Helicobacter pylori
1/1Campylobacter spp.

excludedNDexcludedAnaerobes
0.12/0.25NDNDP. Multocida

0.06/0.50.06/0.250.06/0.120.06/10.06/-N. Gonorrhoeae
0.03/0.250.06/0.121/1N. Meningitidis

exclCorynebacteria
1/-0.12/0.250.12/0.51/1Haemophilus/Moraxella spp.
1/20.12/20.12/2excludedexcludedEnterococci
excl0.12/2 (I)*0.12/2 (I)*excluded2/2 (I)*S. pneumoniae
excl0.12/20.12/2excluded1/1Streptococci
1/20.06/20.12/21/1Staphylococci
1/21/1Acinetobacter spp.
1/21/1ND1/4Pseudomonas spp.
1/20.12/10.12/21/1Enterobacteriaceae

nonot yetSpecies related breakpoints
1/20.125/21/21/21/2ND

NCCLSSRGANWGADINCRGCA-SFMBSAC

Breakpoints prior to harmonisation (mg/L) S< R>

33 Etude comparative des concentrations critiquesEtude comparative des concentrations critiques 



PROCEDURE DPROCEDURE D’’HARMONISATION EUROPEENNEHARMONISATION EUROPEENNE

4    Etude pharmacocin4    Etude pharmacocinéétique (PK,  PD ......)tique (PK,  PD ......)

5  Etude clinique pour d5  Etude clinique pour dééfinir c et C finir c et C  
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S = 0.5 mg/L S = 1 mg/L

6  Tentative de proposition de c. critiques 6  Tentative de proposition de c. critiques ((steering and steering and national national comitteescomittees))  
7  Proposition de c. critiques aupr7  Proposition de c. critiques auprèès des comits des comitéés nationauxs nationaux  
8  Tentative de proposition de c. critiques 8  Tentative de proposition de c. critiques (experts, r(experts, rééactifs, industrie .......)actifs, industrie .......)
9  Publication officielle sur site9  Publication officielle sur site



”Dashed” – laboratories are 
recommended not to test 

against this species

Click on name to 
directly access 

MIC distributions

Insufficient
evidence

EUCAST breakpoint tablesEUCAST breakpoint tables
(rationale documents)(rationale documents)

  http://www.eucast.org  http://www.eucast.org



HARMONISATION EUROPEENNE : CONSEQUENCESHARMONISATION EUROPEENNE : CONSEQUENCES  

A: Harmonisation des prA: Harmonisation des préévalences de rvalences de réésistancesistance

B: Moindre importance de la lecture interprB: Moindre importance de la lecture interpréétativetative
C: Alerte plus rapide de nouveaux mC: Alerte plus rapide de nouveaux méécanismes de rcanismes de réésistancesistance
 D: Suppression des cat D: Suppression des catéégories cliniques ( aminosides............)gories cliniques ( aminosides............)
 E: Passage de S  E: Passage de S àà I ou I  I ou I àà S   S  (v(véérifier la mise rifier la mise àà jour des automates) jour des automates)

Quelques exemplesQuelques exemples



AMINOGLYCOSIDESAMINOGLYCOSIDES

Tob Tob 4-84-8
Netil Netil 4 84 8
Genta Genta 4-84-8

Tob Tob 4-84-8
Netil Netil 4 84 8
Genta Genta 4-84-8

NNéétil til --
Amik Amik --changementschangements



11  Non-Non-species related breakpoints species related breakpoints have beenhave been  determined mainly   determined mainly onon the  the basis of PK/PD databasis of PK/PD data
and and areare independent  independent of MIC distributions ofof MIC distributions of specific species specific species.. They  They are for useare for use only  only forfor
species that species that have not beenhave not been given  given aa species species--specific breakpoint and specific breakpoint and not fornot for those species those species
where susceptibility testing is where susceptibility testing is notnot recommended  recommended ((marked with marked with ---- or  or IEIE  in  in the  the table).table).

22  The aminoglycoside breakpoints The aminoglycoside breakpoints areare based  based on modern once-on modern once-daily daily administration ofadministration of high high
aminoglycoside aminoglycoside dosages. Mostdosages. Most often aminoglycosides  often aminoglycosides areare given  given inin combination with beta combination with beta--
lactam lactam agents. Foragents. For unlisted aminoglycosides refer  unlisted aminoglycosides refer toto breakpoints determined  breakpoints determined by nationalby national
breakpoint committeesbreakpoint committees..

33  The The S/IS/I breakpoint  breakpoint has beenhas been increased from  increased from 2 to 4 mg/L for agents2 to 4 mg/L for agents other than amikacin  other than amikacin toto
avoid dividing the avoid dividing the wild type MIC distribution.wild type MIC distribution. Thus there is  Thus there is nono intermediate category  intermediate category forfor
PseudomonasPseudomonas species and  species and AcinetobacterAcinetobacter species species..

44  EnterococcusEnterococcus spp  spp -- aminoglycoside monotherapy is  aminoglycoside monotherapy is ineffectiveineffective against enterococci against enterococci.. There There
is synergism between aminoglycosides and betalactams is synergism between aminoglycosides and betalactams inin enterococci without acquired enterococci without acquired
resistance mechanismsresistance mechanisms.. There is  There is nono synergistic effect  synergistic effect inin enterococci with high level enterococci with high level
aminoglycoside resistanceaminoglycoside resistance, i.e, i.e with gentamicin  with gentamicin MIC>128 mg/L.MIC>128 mg/L.

55  Resistance Resistance toto amikacin and kanamycin is  amikacin and kanamycin is mostmost reliably determined using kanamycin  reliably determined using kanamycin asas
test substance.test substance.    

  - -   ==  Susceptibility testing   Susceptibility testing notnot recommended  recommended asas the species is  the species is aa poor  poor target fortarget for therapy with therapy with
the drugthe drug..    
--IEIE = =    There isThere is insufficient evidence  insufficient evidence that the species that the species in questionin question is  is aa good  good target fortarget for therapy therapy
with the drugwith the drug..    
--RDRD = =Rationale Rationale document document listing datalisting data used  used forfor setting  setting EUCASTEUCAST breakpoints breakpoints  



0,06-0,120,06-0,121-21-2

22  For For bp bp for for other fluoroquinolones other fluoroquinolones ((egeg.. pefloxacin pefloxacin and  and enoxacinenoxacin) -) - refer  refer to to bp determined bp determined by nationalby national
breakpoint committeesbreakpoint committees..

33  SalmonellaSalmonella  spp spp -- there is clinical evidence  there is clinical evidence for for cip cip toto indicate  indicate aa poor response  poor response inin systemic  systemic infectionsinfections
caused caused by  by  SalmonellaSalmonella  spp with lowspp with low--level fluoroquinolone resistance level fluoroquinolone resistance (MIC> 0.064 mg/L).........(MIC> 0.064 mg/L).........

44  The The S/IS/I breakpoint  breakpoint has beenhas been increased from  increased from 0.5 to1 mg/L to0.5 to1 mg/L to avoid dividing the  avoid dividing the wild type MICwild type MIC
distribution.......distribution.......

55  StaphylococcusStaphylococcus spp  spp -- breakpoints  breakpoints forfor ciprofloxacin and ofloxacin  ciprofloxacin and ofloxacin relate torelate to high  high dosedose therapy therapy..

66  WTWT S. S.pneumoniaepneumoniae  are notare not considered  considered susceptible tosusceptible to ciprofloxacin  ciprofloxacin oror ofloxacin and  ofloxacin and areare therefore therefore
categorized categorized asas intermediate intermediate..........

7 7 Strains with Strains with MIC valuesMIC values above the  above the S/IS/I breakpoint  breakpoint areare very  very rare or notrare or not yet reported yet reported..............................



22  Staphylococcus Staphylococcus aureus aureus maymay be categorized  be categorized asas falsely  falsely susceptible tosusceptible to glycopeptides glycopeptides
asas    glycopeptide MICs glycopeptide MICs forfor strains with reduced susceptibility  strains with reduced susceptibility areare dependant  dependant onon the  the testtest
conditions, inconditions, in particular the  particular the mediummedium used used..  

33  Strains with Strains with MIC valuesMIC values above the  above the S/IS/I breakpoint  breakpoint areare very  very rare or notrare or not yet reported yet reported..
The The id id and ist and ist must must be repeated and be repeated and ifif the result is confirmed the isolate  the result is confirmed the isolate sent to asent to a
reference laboratoryreference laboratory..
Until there is evidence regarding clinical response Until there is evidence regarding clinical response forfor confirmed isolates with  confirmed isolates with MICMIC
above the current resistant breakpoint above the current resistant breakpoint (in(in italics italics)) they should be reported resistant they should be reported resistant..          

4 - 16   4 - 16   CA-SFM 04CA-SFM 04



CA-SFM 04            4-32      4-32      CA-SFM 04            4-32      4-32      

Suppression de la lectureSuppression de la lecture interp interpéétativetative ! !

E. coliE. coli E. E. cloacaecloacae                                   E.   E. aerogenes aerogenesK.K. pneumoniae pneumoniae



22  The cephalosporin breakpoints The cephalosporin breakpoints forfor Enterobacteriaceae will detect resistance Enterobacteriaceae will detect resistance
mediated mediated by mostby most ESBLs and other clinically  ESBLs and other clinically importantimportant beta beta--lactamases lactamases inin
EnterobacteriaceaeEnterobacteriaceae.. However However,, some  some ESBL-ESBL-producing strains producing strains maymay appear  appear susceptiblesusceptible
oror intermediate with these breakpoints intermediate with these breakpoints.. Laboratories  Laboratories maymay want  want to use a testto use a test which which
specifically screens specifically screens forfor the presence  the presence of ESBL.of ESBL.  

33  ForFor cefepime and ceftazidime the  cefepime and ceftazidime the susceptiblesusceptible breakpoint  breakpoint forfor  PseudomonasPseudomonas
aeruginosaaeruginosa  has beenhas been increased  increased toto avoid dividing the  avoid dividing the MIC wild type distribution.MIC wild type distribution. The The
breakpoint breakpoint relates torelates to high  high dosage ofdosage of both drugs both drugs, i.e. 2 g x 3., i.e. 2 g x 3.

44  Susceptibility Susceptibility ofof staphylococci  staphylococci toto cephalosporins is inferred from the methicillin cephalosporins is inferred from the methicillin
susceptibility susceptibility ((except ceftazidime which should except ceftazidime which should notnot be used  be used forfor staphylococcal staphylococcal
infections).infections).

55  The The non-non-species related species related S/IS/I breakpoint  breakpoint of 4 mg/Lof 4 mg/L divides the  divides the wild type MICwild type MIC
distributions of relevantdistributions of relevant Enterobacteriacae Enterobacteriacae..   To To avoid  avoid this,this, the  the S/I-S/I-breakpoint breakpoint has beenhas been
increased increased to 8 mg/L.to 8 mg/L. The breakpoint pertains  The breakpoint pertains to a dosage of 1.5 g x 3to a dosage of 1.5 g x 3 and  and to  to  E.coliE.coli  andand
Klebsiella sppKlebsiella spp only only..

66  Strains with Strains with MIC valuesMIC values above the  above the S/IS/I breakpoint  breakpoint areare very  very rare or notrare or not yet reported yet reported..
The The ID ID and and AST must AST must be repeated and be repeated and ifif the result is confirmed the isolate  the result is confirmed the isolate sent to asent to a
reference laboratoryreference laboratory.. Until there is evidence regarding clinical response  Until there is evidence regarding clinical response forfor confirmed confirmed
isolates with isolates with MICMIC above the current resistant breakpoint  above the current resistant breakpoint (in(in italics italics)) they should be they should be
reported resistantreported resistant..

CEPHALOSPORINESCEPHALOSPORINES



EUCASTEUCAST

The EUCAST presentation can be freely downloaded from the 
www.eucast.org to be used by anyone wanting to present 

EUCAST to colleagues, students, committees, administrations etc. 

Comments and suggestions are invited:
gunnar.kahlmeter@ltkronoberg.se


