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Participants in EARSS and UKNEQAS
for Microbiology (2008)

EARSS NEQAS

Austria
Belgium
Bulgaria
Croatia
Czech Republic
Finland
France
Germany
Greece
Hungary
Ireland

42
110
24
27
47
13
638
23
46
27
44

43
4
0
6
0

23
0
1

16
0

45

EARSS NEQAS

Italy 54
Netherlands 24
Poland 74
Portugal 24
Romania 37
Spain 40
Sweden 22
Switzerland 0
United Kingdom 54
Other 111

124
18
1
52
2
0
28
24
278
82



Breakpoint guidelines used by participants
iIn UKNEQAS 2007 and EARSS 2003

Guideline NEQAS, No. (%) labs EARSS, No. (%) labs
CLSI (NCCLYS) 368 (53.7) 460 (62.4)
BSAC (UK) 203 (29.6) 25 (3.4)
SRGA (Sweden) 33 (4.8 25 (3.4)
NWGA (Norway) 4 (0.6) 0

CRG (Netherlands) 5 (0.7) 5 (0.7)
DIN (Germany) 0 8 (1.1)
CA-SFM (France) 2 (0.3) 22 (3.0)
CZECH (Czech Republic) 0 8 (1.1)
FIRE (Finland) 0 2 (0.3)
MENSURA (Spain) 0 3 (0.4)
Others />1/ no data 71 (10.3) 179 (24.3)
TOTAL 686 737




Methods used by participants in
UKNEQAS 2008

Method Portugal (%) Other (%)
Disk diffusion 8 (16) 344 (51)
Automated 30 (60) 210 (31)
MIC 2 (4) 24 (4)
Breakpoint 2 (4) 21 (3)
Other/not stated 8 (16) /3 (11)
Total 50 672




Methods related to guidelines used
by participants in UKNEQAS 2007

CLSI BSAC SRGA
Method

n (%) n (%) n (%)
Disk diffusion 150 (41) 175 (86) 26 (79)
Automated 199 (54) 14 (7) 2 (6)
MIC 6 (2) 6 (3) 5 (15)
Breakpoint 12 (3) 6 (3) 0 (0)
Other/not stated 1 (1) 2 (1) 0 (0)




Compliance with CLSI method
technical recommendations

Organism No. labs | % compliance with CLSI
recommendations

S aureus 153 50.6

Enterococcus spp| 151 a7.7

S pneumoniae 221 41.6

H influenzae 163 30.1

N gonorrhoeae 77 14.3

Kiehlbauch et al. J Clin Microbiol 2000; 38: 3341




Do laboratories in Europe comply
with recommendations in guidelines

claimed to be used?

e [ntermediate results in BSAC method for
organism/antimicrobial combinations where there is
no intermediate category (UKNEQAYS)

— Ceftazidime intermediate E. coli (before “I” introduced)
— Tetracycline intermediate S. aureus

 Interpretations with agents not included in CLSI
guidelines (UKNEQAS)
— Fusidic acid with S. aureus (234 laboratories)
— Mupirocin with S. aureus (108 laboratories)

« Failure to detect resistance when clearly .
demonstrated in UKNEQAS reference tests &
— MRSA |




Performance related to
breakpoint guidelines



Susceptibility testing of
specimen 8508 to ampicillin (MIC 4-8
mg/L) by UKNEQAS participants

E. coll

Method | Breakpoints | Susceptible | Intermediate | Resistant
Portugal | Other | Portugal | Other | Portugal | Other
—
CLSI S<8 R>16 46 | 279 0 23 3 10
<
BSAC |S<8 R>16 \1 172 0 3 0 13
SRGA |S<1R>8 | 0 | 3 [C0 |17 0 | 2




Susceptiblility testing of
gonorrhoeae specimen 8482 to
ciprofloxacin (MIC 0.5 mg/L) by

UKNEQAS participants

Nelisseria

Method | Breakpoints | Susceptible | Intermediate | Resistant

Portugal | Other | Portugal | Other | Portugal | Other

= o | oo

CLSI S<0.06 \16 57 i 107 \8 8}»
R>0.5

BSAC |S5<0.03 0 14 0 4 \O_ ﬁ
R>0.06

SRGA |S<0.03 0 2 0 0 {0 |28/
R>0.06




Changes In breakpoints may affect reporting
S aureus 7240, Ciprofloxacin MIC 0.5 mg/L

Method | Breakpoints | Susceptible | Intermediate | Resistant

Portugal | Other | Portugal | Other | Portugal | Other
CLSI |S<iR>2 [((49 [285) 1 | 4 | 0 | 4
BSAC |S<1 R>1 (1 [1661 0 | 0 | 0 | 1
SRGA |S<0.06 R>2| 0 | 3 |C0 |19 0 | 0

S aureus 7876, Ciprofloxacin MIC 0.25 mg/L

Method | Breakpoints | Susceptible | Intermediate | Resistant

Portugal | Other | Portugal | Other | Portugal | Other
CLSI |S<1 R>2 (46 (304) O | 0 | O | O
BSAC |S<1 R>1 (L1 |175) 0 | 0 | 0 | 1
SRGA |S<1R>1 (0 |23} 0 | 2| 0o |1




Performance related to
methods



Susceptibility testing of
specimen 8578 to ciprofloxacin

S. aureus

(MIC 1 mg/L)

Method | Breakpoints | Susceptible | Intermediate | Resistant
Portugal | Other | Portugal | Other | Portugal | Other
——

CLSI S<1 R>2 42 286 0 20 1 3

<

BSAC |S<1 R>1 /\1 96 0 3 <\O 83 }

RGA <l R>1

SRGA |[S< (0 |19 0 | 1| 0 |1




MIC (mg/L)
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Detection of methicillin (oxacillin)
resistance in S. aureus with cefoxitin




Detection of oxacillin/cefoxitin

resistance in mecA positive S aureus

. Oxaclllin Oxacillin Cefoxitin
Organism

MICMA/L)l n | %R | n | %R

7240 16->128 | 535 | 81 | 48 | 98
8248 64->128 | 609 [ 94.9| 162 | 99.4

7538 128->128 | 614 | 99 | 77 | 99

7597 >128 500 | 96 | 77 | 99
7659 >128 647 | 99.5| 85 | 100
7703 >128 626 | 98.7 | 106 | 96.2




Penicillinase- hyperproducmg

S aureus /876

oxacillin susceptible

(MIC 0.5-1 mg/L)

S. aureus

mecA-ve )
| Oxacillin Cefoxitin
Organism
n %S n %S
/876 619 88 120 100




Detection of VanB glycopeptide resistance
In enterococci

Vancomycin susceptible VanB resistant



Detection of VanB glycopeptide resistance in
enterococci by UKNEQAS participants
E. faecium 7826

Vancomycin MIC 8-16 mg/L, I/R

Method | Breakpoints | Susceptible | Intermediate | Resistant

Portugal | Other | Portugal | Other | Portugal | Other
CLSI |S<4 R>16 [ 2 | 38 ) 3 | 49 | 43 | 245
BSAC |S<4 R>8 0 84 0 8 1 107
SRGA |S<4 R>8 0 14 0 0 0 23




Methods used for detection of VanB
glycopeptide resistance in enterococci

E. faecium 7826

Vancomycin MIC 8-16 mg/L, I/R

Method Susceptible Intermediate Resistant
Portugal | Other | Portugal | Other | Portugal | Other
Disk 2 120 1 36 7 166
Automated 0 8 1 11 32 156
MIC 0 4 1 38 3 35
Breakpoint 0 3 0 2 3 16




Susceptibility testing methods used In
Europe. Does it make a difference?

No comprehensive data on guidelines/methods used
and available data not entirely representative

National guidelines largely followed in own countries,
otherwise CLSI guidelines most widely used

Disc diffusion methods most widely used but
depends on the guidelines followed.

Compliance with guidelines and methods unknown
but some evidence that methods are not always
strictly followed

With some tests difference in performance in UK
NEQAS can be associated with breakpoint guidelines
or methods

Does it make a difference?
— Breakpoints — Yes
— Methods — Mostly no, but some exceptions



EUCAST

European Committee on Antimicrobial
Susceptibility Testing

Harmonisation of existing breakpoints
Setting clinical breakpoints for new antimicrobials
Revision of breakpoints



New antimicrobial agents are
approved by regulatory authorities

 Europe
- National Medicines Agencies
- EMEA — European Medicines Agency

e USA

- FDA — Food and Drug Administration



EMEA SOP for setting

breakpoints

through EUCAST

m European Medicines Agency

Standard Operating Procedure

Title: Harmonisation of European Breakpoints set by
EMEA/CHMP and EUCAST

Document no.: SOP/H/3043

Applies to: Product Team Leaders in the Human Pre-Authorisation
Unit, (Co)Rapporteurs. External Experts. EUCAST

Effective Date; 14 February 2005

Review Date: 14 February 2007

PUBLIC
Supersedes: N/A
Prepared by Approved by Authornised for issue by
Name: Bo Aronsson Name: Agneés Saint Raymond Name: Patrick Le Courtors
Signature: On file Signature: On file Signature: On file
Date: 10 Feb 05 Date: 10 Feb 05 Date: 10 Feb 05

1. Purpose

To describe the interaction between EMEA/CHMP and EUCAST in the process of harmonisation of

European breakpoints.

Available from the EUCAST (www.eucast.org) and EMEA  websites




CLSI / FDA

FDA has the legal authority to set
breakpoints

CLSI has no legal status to
determine breakpoints for new
agents or to revise breakpoints for
existing agents.



EUCAST compared with CLSI

EUCAST

CLSI

Committee representing the
Profession with input from
Regulatory authority.

Committee representing Industry,
Profession and Regulatory authority

Industry consultative role

Industry major influence on decision
process

Consensus Process

Voting by committee members;
several from industry

Five meetings per year

Two meetings per year

EUCAST functions as the
breakpoint committee of EMEA

No agreement between CLSI and
FDA

Transparent, rationale documents
provided

No published rationale for decisions

All documents freely available

Documents for sale




Structure of EUCAST

ESCMID/ECDC

Steering Committee
(National Breakpoint
Committees)

Industry networks

General Committee )
consultation

Experts Sub-committees

Pharmaceutical Expert groups

Device manufacturers Individual experts




EUCAST Steering Committee

« Chairperson
 Scientific Secretary
e Clinical data coordinator

=k= « BSAC (The UK)

B B - CA-SFM (France)

== * CRG (The Netherlands)
B . DIN (Germany)

== * NWGA (Norway)

== * SRGA (Sweden)

» General Committee rep
» General Committee rep

Gunnar Kahlmeter
Derek Brown
Rafael Canton

Alasdair MacGowan
Claude-James Soussy
Johan W. Mouton
Arne Rodloff

Martin Steinbakk
Christian Giske

Antti Hakkanen (Finland)
Paul Tulkens (ISC)

Previously: Czech republic, Greece, Spain, Russia, Poland ,

ltaly



EUCAST General Committee

Portugal Prof Jose Melo Cristino
Romania no official representative
Russia Dr Olga Stetsiouk

Serbia Dr Lazar Ranin

Slovak Republic Prof. Milan Niks
Slovenia Dr Jana Kolman

Austria Prof Helmut Mittermayer
Belgium Prof Jan Verhaegen

Bosnia Dr Selma Uzunovic-Kamberovic
Bulgaria Prof Krassimir Metodiev
Croatia Dr Arjana Tambic-Andrasevic
Czech Republic Dr Pavla Urbaskova

Denmark Dr Niels Frimodt-Mgller
Estonia Dr M Ivanova

Finland Dr Antti Hakkanen

France Dr Luc Dubreuil

Germany Prof Bernd Wiedemann
Greece Prof Alkiviadis Vatopoulos
Hungary Dr Eva Ban

Iceland Dr Karl Gustaf Kristinsson
Ireland Dr Martin Cormican

Italy Prof Pietro Emanuele Varaldo
Latvia Dr Arta Balode

Lithuania Prof Arvydsa Ambrozaitis
Netherlands Prof John Degener
Norway Dr Martin Steinbakk
Poland Prof Waleria Hryniewicz

Spain Dr Francisco Soriano

Sweden Dr Barbro Olsson-Liljequist
Switzerland Prof Jaques Bille
Turkey Dr Deniz Gur

UK Prof Alasdair MacGowan
Yugoslavia no official representative

ISC — Prof Paul Tulkens
FESCI — Dr David Livermore

Chairperson Gunnar Kahlmeter, Sweden
Scientific Secretary Derek Brown, UK

Clinical data coordinator Rafael Canton, ES
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Finalised 2004-2005

- + | A Y I ¥ =
I W T Iﬂ \EL| ,I\“ 27 L
Fluoroquinolones - EUCAST clinical MIC breakpoints 30 april 2004
. B X =~ W - 5 x
Species-related breakpoints (S<IR> -0 HWABP: : E
1 E <|
Fluoroqumolone1 pecies-related breakpoints (S</R>)
Entero-  |Pseudo- |Acineto- | Staphylo- | Entero- |Strepto- | S.pneu- | H.influenzae |N. Am|nog|ycos|des - EUCAST clinical MIC breakpo"’ﬂs 23 november 2004
bacteriaceae? | monas/ | bacter | coccus |coccus |coccus |monize® |M.catarrhalis®| B
ABCG - - 5
Aminoglycosides? Species-related breakpoints (S</R>) Nonspecies
Ciprofloxacin 0.5 0.5 11 Ty =5 & 01252 0505 0. Enterobac- |Pseudo- |Acineto- |Staphylo- |Entero- | Strepto- | S.pneu- |H.influenzae (N.gonorr- |N.mening-| Gram- relale.d'ss
Levofloxacin 142 142 142 142 - 142 N2 1M1 teriaceae |monas? | bacter | coccus |coccus? | coccus |moniae (M.catarrhalis | hoeae itidis | negative I"eak'f"'“
AB.C.G anaerobes S=/R=
Moxifloxacin 0.501 N 5 IE - IE |0505] 0505 —
= Amikacin 81e 316 | 816 | gi16? - - - E - - - 8/16
Norfloxacin 0.5/ - - = - £ = iz Gentamici 344 e e 111 E 214
entamicin - - - - - -
Ofloxacin 051 N = 12 - — |01254) 0505 |01 =
Netilmicin 2/4 4i4 4j4 " - - - IE - - - 214
1. For breakpoints far other flusraquinalones (eg. pefloxacin and enoxacin) - refer to breakpaints determined by nation Tobramycin 24 A4 44 11 - - - IE - - - 24
2. Salmonefia spp - there is clinical evidence for ciprofloxacin to indicate a poor response in systemic infections caused
Auoraquinolone resistance (MIC:0.064 mafl). The available data relate mainly to Stk but there are also case repol 1. The aminoglycoside breakpoints are based on modem once-daily administration of high aminoglycoside dosages. Most often aminoglycosides are given in
species. cornbination with beta-lactarm agents. For unlisted aminoglycosides refer to breakpoints determined by national breakpoint committees
3. Staphylococcus spp - breakpoints for ciprofloxacin and oflaxacin relate to high dose therapy 2. The S/ breakpaint has been increased from 2 to 4 mg/L for agents other than amikacin to avoid dividing the wild type MIC distribution. Thus there is no intermediate
4. Streptococcus pneumoniae - wild type S prewmoniae are not considered susceptible to ciprofloxacin or oflaxacin and category for Pseudomonas species and Acinetobacter species.
aflaxacin the ¥R breakpoint was increased fram 1.0 to 4 0 mg/L and for levafloxacin the SA-breakpoint fror 1.0 ta 2.0 3. Enterococcus spp - aminoglycoside monatherapy is ineffective against enteracacci. There is synergism between aminoglycosides and betalactams in enterococei
distribution. The hreakpoints for levofloxacin relate to high dose therapy. without acquired resistance mechanisms. There is no synergistic effect in enterococci with high level aminoglycoside resistance, i.e with gentamicin MIC>128 mg/L.
5. HaemophilusWoraxelis - fluoraquinalone low-level resistance (ciprafloxacin MIC s of 0,125 - 0.5 mgil) may occurin )| 4 Resistance to amikacin and kanamycin is most reliahly determined using kanamyoin as test substancs
resistance is of clinical importance in respiratory tract infections with H.influenzse. An Intermediate category was not 5. Mon-species related breakpoints have been determined mainly on the basis of PK/PD data and are independent of MIC distributions of specific species. They are for
- — — " - have not been given a species-specific breakpoint and not for those species where susceptibility testing is not recommended (marked with -
y \ p -
RO L
Glycopeptides = EUCAST clinical MIC breakpoints 30 april 2004 recommended as the species is a poor target for therapy with the drug
ce that the species in question is a good target for therapy with the drug
Glycopeptides Species-related breakpoints (S</R>’ A =~ )
ycopep » p P (IR » FEGEOIEEAIPS TRl iy -2 =
[Enterobac- |Pseudo- | Acineto- | Staphylo- |Entero- (Strepto- | S.pneu- |H.influenzae |N.gonorr- |N.mening-| Gram- -
terizceae | monas | bacter | ... |coccus |coccus |moniae |M.catarrhalis | hoeae itidis negative T - . . =
ABCG anaerobel Oxazolidinones - EUCAST clinical MIC breakpoints 30 april 2004
Vancomyein - - - 48 443 414 414 - - - -
Teicoplanin - - - 415 418 | 44 444 - - - - Oxazolidinone Species-related breakpoints (S</R>) Non-species
Enterohac- |Pseudo- | Acineto- | Staphylo- |Entero- |Strepto- | S.pneu- |H.influenzae |N.gonorr- [N.mening- | Gram- I reL“|E_‘|‘s2
5 4 ; ey - breakpoin
1. Staphylococcus aureus may be categorized as falsely ptible to glycopeptides as gly e MICs for strains with reduced susceptibilit teriaceae | monas | bacter | coccus' |coccus’ SOCCUS|| HCaan. M.catarrhalis | hoeae itidis negative P
the test conditians, in particular the medium used A.B.C.G anasrobes
Linezolid - - - 44 444 214 214 - - - - 214

2. Mon-species related breakpoints have been determined mainly on the basis of PK/PD data and are independent of MIC distributions of specific

use only for species that have not been given a species-specific breakpoint and not for those species where susceptibility testing is not recomi
- or IE in the tahblg),

= = Susceptibility testing not recormended as the species is a poor target for therapy with the drug
IE = There is insufficient evidence that the species in guestion is a good target for therapy with the drug

Braakpoints finalised at EUCAST Steering committes maeting 2004 Apil 30

EUGCAST 2003 (The European Committes on Antiricrobial Suscaptibility Testing)
Updated 2004-11-23, G Kahimeter

1. The S/l-breakpoint has been increased from 2.0 to 4.0 mg/L to avoid dividing wild type MIC-distributions. Hence there is no intermediate category.

2. Mon-species related breakpoints have been determined mainly on the basis of PK/PD data and are independent of MIC distributions of specific species. They are for
use only for species that have not been given a species-specific breakpoint and not for those species where susceptibility testing is not recammendead (marked with -
- or IE in the tahlg)

-= I v tegting not recommended as the species iz a poor target for therapy with the drug.
IE = There is insufficient evidence that the species in guestion is a good target for therapy with the drug.

Brealipoints finalised at EUCAST Steering committee mesting 2004 Aprif 30,

EUCAST 2003 (The European Commitee on Anfimicroblal Suscepfibility Testing)
Lindated 2004-12-11, G Kahimsier




UCAST dlinical MIC breakpoints - cephalosporins - Microsoft Internet Explorer erhallet av Landstinget Kronoberg =] |

sed 2006

Arkiv  Redigera  Visa  Favoriter  Yerktyg  Higlp

=
T [ L]

€ |ﬂ Ig A | stk Favoriter & |

Adress [£] http:/jwww,srgs.orgfeUcastut/MICTABIMICcephalosporins.html I I l a I

Cephalosporins - EUCAST clinical MIC breakpoints 2006-03-31 (v 1.1)

Cephalosporins Species-related breakpoints (S<iR>) Non-
Enterobac-|Pseudo |Acineto-|Staphylo |Entero-|Strepto |S.pneu |H.influenzae |N.gonorr |N.mening | Gram- species
(Click on antibiotic name to see wild type MIC distributions. | 7arjaceae? - bacter - coccus | - - M.catarrhalis | -hoeae -itidis negative, | related
onas: coccus? coccus |moniae anaerobes preakpoints!
ABC.G S<IR>
ICefazolin RO - - - note? = = v = & = = 142
Cefepime RD| 18 818 - note? - |osmst| w3 | oosiozst - - - 43
Cefotaxime RO 2 = = note? ~  056.80] 05020 | 0420426 |0.1210.920)0.1216.125 - 142
Ceftazidime RD) 18 88 - - - - - - - - - 448
Ceftriaxone RO 12 # iz note! ~ 05680 0520 | 04200.12° |0126.42°)012/0.425] - 112
Cefuroxime ROl &is? - - nate? -~ |osinsP| 0501 172 - - - 48

EUCAST clinical MIC breakpoints - carbapenems - Microsoft Internet Explorer erhéllet av Landstinget Kronoberg =@ x|

Ak Redigera Visa  Faverter Verktyg  Hidl ‘ o

i’
H;\ﬁv

1. Mon-species related break,

species where susceptibili Ok -G - |ﬂ @ )

sk e Paverter E2)

2. The cephalosparin breakpg adress [&] hi . srga. stk MICTABIMI html =l |@ M
these hreakpaints. Laborat) =
3. For cefepime and ceftazidi O] q
4 Susceptiviity of staphyio] —arPapenems - EUCAST clinical MIC breakpoints 2006-06-20 (v 1.1)
5. The non-species related 5.
o Carbapenem Species-telated breakpoints (S</R>) Non-species related
¥ Click on artibictic - - - breakpeints’
6. Straing with MIC valueg ab| |rame to see wild Enterobac- | Pseudo- | Acineto- | Staphylo- | Entero- | Strepto- | S.pneu- | H.influenzae |N.gonorr- | N.mening- Gram- SR>
AT T [tvpe MIC teriaceae | monas | bacter coccus | coccus | coccus | moniae |M.catarrhalis | hoeae itidis negative =
garding S eitutions Ben e
- = Susceptibility testing not 1 [F RD 0561 - - note? - |osost|osmnst?| 0508 IE - 118 0.5/
IE 7There is msluﬁ’\menl eviden| [ o) 22 AE 23 note? A5 oy T 28T 2yphT IE & 28 28
RD = rationale listin
Ll RD 28 215 248 note? - 2427 227 Pl IE 0.25/0.287 248 28
Ve;‘:““‘ 2002?5;7 A 1 Mon-species related b 2} EUCAST clinical MIC breakpoints - aztreonam - Microsoft Internet Explorer erhallet av Landstinget Kronoberg _|&] x|
10 2[‘05:03:31 o species where susce arkiv  Redigera  Wisa  Favoriter  Werktyg  Hislp ‘ "
Proteus and Morganel— = = . =
3 of stapf] ) B2 () - \ﬂ @ W | stk 5 Favorier L 5] | - i ﬁ S -
T ber b th t ind) z
& UMBE! BEI0NS Ihe point i ‘51 Imipenern a"f E"‘EPE Adress [{&] http: . 5193, orgevcastit MICTABMIC aztreonarm, el = |@ -
6. The imipenem S/ bre =]
7. strains with mic vavd AZtreonam - EUCAST clinical MIC breakpoints 2006-06-20 (v 1.2)
regarding clinical resp
S ADCE ECSI Speciestelated breakpoints (S</R>] Non-species related
Aztreonam L i | el
- = Susceptibility testing Emnterobac- | Pseudo- | Acineto- | Staphylo- | Entero- | Strepto- | S.pneu- |H.influenzae | N.gonorr- | N.mening- (Gram-negative breakpoints
IE = There is insufficient e{ | Click an antibistic name tesez wild | feriaceae? | monas bacter coccus | coccus | coccus moniae  |M.catarrhalis hoeae itidis anaerobes S</R>
RD =Rationale document fif |ype MIC distibutions ABC.G
A [ RO 18 118° - - 5 B 5 IE IE B - 48
Version® Date
1.1 2006-08-2]
10 2008-03-3
1. Mon-species related breakpoints have been determined mainly on the basis of PK/PD data and are independent of MIC distributions of specific species. They are for use only for species that have not been given a species-specific breakpoint and nat for those
*The number before the paint
@ Klar species where susceptibility testing is not recommended (marked with — or IE in the table).
7 - 2. The aztreonam breakpoints for Enterobacteriaceae will detect resistance mediated by most ESBLs and other clinically impartant beta-lactamases in Enterohacteriaceae. However, some strains that produce ESBLs appear susceptible or intermediate with these
Wstart| B B @ 0 B P ¥ y imp p pp p
breakpoints. Laboratories may want to use a test which specifically screens for the presence of ESEL
3. The I/R-breakpoint for aztreonam in Pseudomaonas aeruginosa was increased to avoid dividing the MIC wild type distribution. The I/R-breakpoint relates to high dose therapy.
-- = Susceptibility testing not recommended as the species is a poor target for therapy with the drug.
IE = There is insufficient evidence that the species in question is a good target for therapy with the drug
RD = rationale document listing data used by EUCAST for determining breakpoints.
Version® Date IAction
1.2 2006-06-20 |This table reananged in reversed chionalogical order
1.1 2008-06-12  |Footnote 2, amended to include intermediate.
10 2008-03-37 |Released by EUCAST
*The number before the point indicates breakpoint change. The number after the point indicates minor changes (footnotes, speliing, format, etc) without 8 change of breskpoints.
[&] dar
@start| 5 @ @ 9




o L R @
Adress I@ QiRafEucastMICTABYMICpenicillins. html
Penicillins - EUCAST clinical MIC breakpoints 2007-03-02 (version 0.6)
Penicillins (iv) Species-related breakpoints {S</R>} Non-species
Click on antibiotic narne  [Enterobac- |Psendo-|Acineto-|Staphyfo- Entero-| Strepto-  [S.pren-|H.influenzae |N.gonorr-\N.mening-| Gram- Gram- related
0ge8 Wl|d type MIC teriaceae® | MONAS | harrar® | cocens® [COtCus| coccus  |moniae M.catarrhalis| hoeae itidis | negative, | positive, hreakpoimsm
disttibutions: 12 anaerobhes anaerobes S</R>
AB.C.G
Benzylpenicillin - - ~  PA2012%| Note?® | 0.25/0.25%F E™ 0.08/1 % | 0.06M.25 | 0.2505 |0.250.25 0.251
Amp?mll?nD E (&[]
pmpicillin oral arkiv Redigera Visa  Favorter Verktyg  Hidlp ‘ I
icilli i A ~ A »
i:sl}(c‘!l‘::;sulbactam (€ [l 2 = I lﬂ @ P | P ) 58k . Favariter {t-} ‘ e -
e Adress [BE] iR afiEucastMICTABVMICacraldes. il =& -
A llinfelavulanate* . . < ’ - . =
Azzigll::lezlez::tz Macrolides, lincosamides, streptogramins - EUCAST clinical MIC breakpoints 2007-01-31 {v 0.4}
UPraI I Macrolide Species-related breakpoints (S</R=) Nonspecies
iperacillin Cliok on artitictie nameto=e= | |Enterobac- Pseudo- [Acineto- | Staphylo- |Entero- | Strepto- | S.pneu- |H.influ- |M.catarr N.gonorr\-|N.J' Gram- Gram- 'elmefl
P\pera:\lllnﬂazubaclam’ il Lol teriaceae | monas | bacter | roccns lracens | racens | maniza lansa. 5 | eialic hasaa il naciative | nositive | breakpoints!
[Ticarcillin : = = . . . . . .
| [Aeitwomyein el e’ | - [ - Miscellaneous antimicrobials - EUCAST clinical MIC breakpoints 2007-05-14 (v 0.2)
Clarithromycin? I # - Wild type MIC distributions of bacteria and epidemiological cut-off values for measurement of resistance development.
Phenoxymethylpenicillin | [Enthromycin® RD| Mute? & &
Pivmecillinam Josamycin RD il - ht Species-related breakpoints (S=/R>)
Roxithromycin RD - - - Non
e 2 . N @ " i . . . .
Oxacillin Teltthromycin B Antimicrobial Enterobac- |Pseudo- | Acineto- | Staphylo-|Entero- | Strepto- | 5.pneu- | H.influenzae |N.gonorr-|N.mening- o ACE species
E E £ ey anaerobe |anaerobe
Cloxacillin teriaceae | monas | bacter | coccus |coccus | coccus |(moniae |M.catarrhalis| hoeae itidis E E related
bacteria | bacteria breaknoi
Dicloxacillin - - reakpoints
Flucloxacillin - —~  |Doxycycline note? S S 1/2 S 12 112 1/2 112 - ? ? IE
ine* - - = =
1. Mon-species related breakpaints have been determined Tetracycline 0.25/4 2 12 112 2 112 ? ? IE
not heen given a species-specific breakpoint and not for | finocycline 0.25/42 = IE 0.5/05 - 0.5/0.5 | 0.5/0.5 ? ? 1428 ? ? IE
2. Clarithramycin is used for the eradication of A, o an — -
3. Erythromycin administered intravenausly is active again Fusidic acid - - - 0.51 - - - - - - - - IE
mgfL). Chloramphenicol a/8 - - 8/8 - 8/8 8/8 1/2 - 2i4 ? ? IE
: - o
Dy S A Adibramycn s uaed inthe eatment of & YW SEIE | pae i = = - [ooen | - 0.06/1 | 0.06/1 115 = 0513 = = IE
Ampicillin is active agai respective wild type distributions (strains without any re
5. Inducible clindamycin resistance can only be detected i | Nitrofurantoin’ 64/64 - - 64/64 B4/64 G4/64 - - - - - - IE
1. For susceptibility [ E’rgl:nrtnrg‘zs: MIC values of 1-16 mgfL are typical for wil TrimethoprimT By ~ ~ 21 003218 ~ ~ ~ ~ ~ ~ ~ E
2. For susceptibility 7. Erythromycin is no longer used in the therapy of M. ger | Trimethoprim-
3. Kiehsialia spp and § S:muprist!]fdalfu.pr:alitn ?reak;l:lmrln‘s for fmemcoccua s |sulfamethoxazole 2749 N -f- . 2/49 2749 0.032/1838 /29 129 0.5/19 - - — - IE
4 For systemic infe 5 armacodynamic data for calculation of non-species re [co-trimoxazole}s ore
and some isolates Fosh — = E E E
5. Pivmecillinam bre ostomycin v ! - - - - -
6. Piperacillin and tic] .. = 5usceptibility testing not recommended as the species Fosfomycin- 8/128 = = = = = = = = = = = IE
7. Penicillin suscepti IE = There is insufficient evidence that the species in questi |Irometamol
2 Mast staphylacac RD =Rationale document listing data used for setting EUCAL Colistin 204 444 2/4 _ _ _ _ _ _ _ _ _ IE
9 prUduCErS.” Version* Date Action Metronidazole™ - - - - B - - - - - 414 414 -
Susceptibility of s Praliminary tatle followin
10. For Enteracoccus - 00T raduction of epiderniol
11, Aminopenicillin br i} 20070130 |Preliminary table after the EUI 1.Non-sp.e.ck?5 rg-\a'.g-d bﬁeakpoin‘s are dg‘.ermineq mainly on ‘J'.le baszis of Pk/Pd data and are independent of MIC disiribulions of specific species. They are for use only for species that have not been given a species-speciic breakpoint and not for t
international endo 0.3 2006-11-21_|Preliminary table after the EU S”SOGPIDIIFY_ Esing & "?-_reogmme"ded '.marked _l'l’m —-or ‘E_"" the table).
12 Forviridans strapt 0.2 2006-05-09_|Preliminary table for discussic 2. Doxycycine suscepibily is best determined using tefracycine
13 Syai i MICp 0.1 2006-04-06 _[Preliminary table for discussic 3. Microorganisms suscepdbie o ieracyciine are also suscepdble to doxycycline and minocyciine. Some staphylococd, strepiococd and H.influenzae resistantto tefracycline may be suscepable to minocyciine.
trjms it di ‘i 4. Tetracyciines are used in the treament of bruceliosis (MIC of wild type distribulons: ), Pasteurela muttocid'a breakpoinis for tetracycline is 2/4 mgi/L. Yersinia pestis (), Yersinia enterocoliica () and Burkholdena pseudomaliel
wu eﬂw ev.wce regarain 5. For prophylaxis only. Refer to nafional guidelines for prophylaxis of bacterial meningils.
h “The number before the point indicates breakpaint change. The 7 For urinary tract infecions only.
5 2 - 8. Enkerococcus - find some more MIC-distribulions.
M CE JeiE]i 9. Trimethoprim conceniradion in the presence of sulfamethoxazole in the raso 1:19.
10. Trimethoprim-suifamethoxazole (co-rimoxazoke) breakpoint 4/4 mgiL for Stenotrophomonas maftophilia only (see 9).
1. Mefronidazale is used for the treaiment of Helicobacier pylori infecions. The breakpaoint is 4/4 mg/L.
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EUCAST - the future

Funding
— ECDC contract for 3 years
— Continued support from ESCMID

Continuing collaboration with EMEA

Continuing development of breakpoints and other
susceptibility testing issues
Implementation of breakpoints

— Automated susceptibility testing systems with EUCAST MIC
breakpoints (2009)

— Disk diffusion
e Use BSAC, CA-SFM or SRGA

e A future International disk test with EUCAST zone
diameter/MIC correlates

— National Antibiotic Committees to be encouraged



The role of National Antimicrobial

Committees?

Link to national microbiology in European countries

To provide extended consultation

As partners for developing, testing and implementing
new methodology

To provide experts for EUCAST and its
subcommittees

National forums for discussion of antimicrobial-related
Issues and education of medical and scientific staff

ECDC/ESCMID/EUCAST initiative 2009: to encourage
European countries to identify or form National
Antimicrobial Committees and to try to tie these to
EUCAST through the EUCAST General Committee.



