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Geuastes EMEA SOP for setting
breakpoints through EUCAST

w European Medicines Agency
Standard Operating Procedtre

Title: Harmonisation of European Breakpoints set by Document no.: SOP/H/3043
EMEA/CHMP and EUCAST

Applies to: Product Team Leaders in the Human Pre-Authorisation | Effective Date: 14 February 2005
Unit. (Co)Rapporteurs. External Experts. EUCAST

Review Date: 14 February 2007

PUBLIC
Supersedes: N/A
Prepared by Approved by Authorised for 1ssue by
Name: Bo Aronsson Name: Agnés Saint Raymond Name: Patnick Le Courtois
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




EUCAST breakpoint tables
available at http://www.eucast.org
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Aminoglycosides - EUCAST clinical MIC breakpoints 2006-01-31

Aminoglycosides? Species-related breakpoints (S</R>) Non-species
Enterobac- |Pseudo- |Acineto- |Staphylo- | Entero- |Strepto- |S.pnen- |H.influenzae |N.gonorr- |Numening-| Gram- wl‘“e_'l
Bl leariiliatle) b teriaceae |monas® | bacter? | coccus |coccus® | coccus |monize |M.catarrhalis| hoeae itidis negative breaknmnuﬁ
prr ABC,G Siaiohes| SR
Amikacin 8/16 816 | 8/16 | sr16® - - - IE - - - all6
Gentamicin 214 44 4/4 LA - - - IE - - - 21
Metilmicin 244 4i4 414 " - - .- IE - - - 214
Tobramycin 24 444 474 11 - as - IE -- - = 24

1. The aminoglycoside breakpoints are based on modern once-daily administration of high aminoglycoside dosages. Most often aminoglycosides are given in combination with beta-lactam agents. For unlisted

aminoglycosides refer to breakpoints determined by national breakpoint committees

2. The S/ breakpoint has been increased from 2 to 4 mo/L for agents other than amikacin to avoid dividing the wild type MIC distribution. Thus there is no intermediate category for Pseudomonas species and

Acinetobacter species.

3 Enterococcus spp - aminaglycoside monatherapy is ineffective against enteracocei There is synergism between aminoglycosides and betalactams in enterococci without acquired resistance mechanisms,

There is no synergistic effect in enterococei with high level aminoglycoside resistance, Le with gentamicin MIC>128 ma/L
4. Resistance to amikacin and kanamycin is most reliably determined using kanamycin as test substance

5 Non-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 recommended {marked with -- or IE in the table).

= = 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.

Version® Date Action
1.2 2006-01-31
11 [2004-04-30

Added an explanation of links from antibiotic names ta wild type MIC distributions, Revised footnotes, Table version number added
] ) European amineglycoside breakpoints harmonised by EUCAST. ] _
*The number before the point indicates bregkpoint change. The number after the point indicates minor changes (footnotes, speliing, format, etc) without @ change of brealipoints.

i'f

[# ]
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EUCAST breakpoint tables
available at http://www.eucast.org
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Aminoglycosides - EUCAST clinical MIC breakpoints 2006-01-31

Aminoglycosides’ preakpoints (S</R>) Non-species
Enterobac- {A o= | S.pneu- |H.influenzae |N.gonorr- |N.mening-| Gram- hlel:llc'::i‘: e

Click on antibiotic nanme i = . . ar g 2

Himpd oy il /}ermceae 1 CI ic k on hame to :} moniae |M.catarrhalis | hoeae itidis aﬁrgaf;l:zs S</R>

distribitions

Amikacin < directly access - E - = " 8/16
et 21 MIC distributions - = - - = L

Metilmicin 244 - IE - - 214
Tobramycin 2/4 - IE R =
1. The aminoglycoside breakpoints are based on modern once-daily administration of high aminoglycosid sages. Most often a piven in combination with beta-lactam agents. Far unlisted
aminaglycosides refer to breakpoints determined by national breakpoint committees
2. The S/ breakpoint has been increased from 2 to 4 mg/L for agents other than amikacin to avoid div Pseudomonas species and
Acinstobacter species. ) 1 -
3. Enterococcus spp - aminoglycoside monotherapy is ineffective against enterococei, There is syner as hEd |ab0rat0rles are ed resistance mechanisms.
There is no synergistic effect in enterococei with high level aminoglycoside resistance, i.e with gen com mended not to test
4 Resistance to amikacin and kanamycin is most reliably determined using kanamycin as test subst
5. MNon-species related breakpoints have been determined mainly on the basis of PK/PD data and are against this Species species that have not been
given a species-specific breakpoint and not for those species where susceptibility testing is not red

= = 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 guestion is a good target for therapy with the drug.

Version® Date Action

12 2006-01-31 Added an explanation of links from antibiotic names to wild type MIC distributions, Revis 5. Tabla version number added

1.1  2004-04-30  European aminoglycoside breakpaoints harmaonised by EUCAST, _ _
*The number before the point indicates breakpoint change. The number after the point indicates minor changes (fo : ge of breakpoints.

Insufficient
evidence




Amoxicillin / Escherichia coli
EUCAST MIC Distribution - Reference Database 2010-11-22

MIC distributions include collated data from multiple sources | geographical areas and time periods and can never be used to infer rates of rezistance
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. S.pneumoniae vs ciprofloxacin

Ciprofloxacin / Streptococcus pneumoniae
Antimicrobial wild type distributions of microorganisms - reference database
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Epidemiological cut-off: WT < 2 mg/L Clinical breakpoints: S < 0.125 mag/L, R = 2 mg/L




S.pneumoniae vs ciprofloxacin

0.002| 0.004| 0.008| 0.016| 0.032| 0.064| 0.125| 0.25| 0.5 1 2 4| 8| 16| 32| 64| 128| 256| 512

Ciprofloxacin 0 0 0 0 0 0 1 4 28 52 16 o 0 0 0 0 0 0 ]
ﬂjrufluxacin 0 0 0 0 0 0 0 0 55 1191 671| 101] 21 2 0 2 3 0 0]
gpmflox acin 0 0] 0 0 0 ] 0 4 45 363 454 119 11 ] 0 0 0 0 0
Ciprofloxacin 0 0 0 0] 0 0 0 2 2 15 32 2l 0 1] of o0 0 0 0
Ciprofloxacin 0 0 0 0 0 0 3 80| 256 o1 11 1] 1 0 0 0 0 0 ]
Ciprofloxacin 0 0 0 0 0 ] 1 5 64 155 17 4 0 0 0 0 0 0 ]
Ciprofloxacin 0 0 0 0 0 0 1 4 35 130 51 31 0O 0 0 0 0 0 0
Ciprofloxacin 0 0 0 0 0 0 1 197 251 M 10 1| 0O 1 0 0 0 0 ]
Ciprofloxacin 0 0 0 0 0 0 1 16| 125 102 28 31 0 0 0 0 0 0 ]
|Ciprofloxacin 0 ] 0 0 0 0 1 8 96 209 59 1] 2 0 0 1 0 0 0
gproflox acin 0 0 0 0 0 ] 3 20 92 09 10 3 1 0 0 0 0 0 0
gpl'uflux acin 0 0 0 0 0 0 2 5 161 544 o4 101 O 2 1 0 0 0 0
gpl'oflc-x acin 0 0 0 0 G 4 4 13| 245 854 379 9] o 1 1 1 0 0 0
Ciprofloxacin 0 0 0 0 3 0 2 22| 225 917 401 16| 3 2 i 1 0 0 ]
Ciproflexacin 0 0 0 0 0 1 3 9 426 933 138 11| 5 2 1 0 2 0 0
gpl'uflox acin 0 0 0 0 2 0 3 13| 402 11931 222 19] 10 0 G 0 0 0 0
ggmflox acin 0 0 0 0 0 0 0 2 75 366 182 301 4 0 0 2 0 0 0
Ciprofloxacin 0 0 0 0 0 0 0 2 306 4091 186 291 2 1 1 1 0 0 ]
Ciprofloxacin 0 ] 0 0 0 0 ] 21 207 1052 225 221 2| 10 0 1 0 0 ]
Ciprofloxacin 0 0 0 0 o 7 25 130 2195 10500| 4618( 144 67 0 0 0 0 0 ]
Ciprofloxacin 0 0 0 0 0 0 8 10 47 176 95 21| 1 2| O o0 0 0 0
Ciprofloxacin 0 0 0 0 0 0 0 2 302 1777 786 102 1] 6| Of O 0 0 0
Ciprofloxacin 0 0 0 0 0 0 2| 103| 335 58 11 of 11 o] o o 0 0 0
Ciprofloxacin 0 0 0 0 0 0 1 7| 100 265 26 51 of 1] O 0O 0 0 0
Ciprofloxacin 0 0 0 0 0 1 1 4 35 130 51 3] of 0 0O o0 0 0 0
Ciprofloxacin 0 0 0 0 0 0 8 37 60 16 1 1] ] 0 0 0 0 ]
Ciprofloxacin 0 0 0 0 0 3 200 228 280 49 11 1 1 ] 0 0 0 0 ]
Ciprofloxacin 0 0 0 0 0 ] 0 15 122 99 28 3 1 0 0 0 0 0 ]
Ciprofloxacin 0 0 0 0 0 0 1 10 120 331 78 2l 21 o 0O o 0 0 0
Ciprofloxacin 0 0 0 0 0 2 3 27| 155 111 18 4 1] O] o o 0 0 0
Ciprofloxacin 0 0 0 0 0 0 0 0 50 544 149 23| 2| of 1 2 1 0 0
Ciprofloxacin 0 0 0 0 0 4 4 10 181 256 74 6l 21 0O 1 o0 0 0 0
Ciprofloxacin 0 0 8 13 9 8 4 34 77 210 76 9| 18 1 0 0 0 3 ]
Ciprofloxacin 0 0 0 0 0 1 0 14| 120 272 96 8 0O 2 0 0 0 0 ]
Ciprofloxacin 0 0 0 0 0 0 0 66 85 31 2 1] 4 ] 0 0 0 0] 228
Ciprofloxacin 0 0 0 0 0 0 0 0 1 651 150 18| 4 ] 1 0 0 0 ]
Ciprofloxacin 0 0 0 0 0 ] 1 2 41 99 550 11] 1 0 0 0 0 0 ]
0 0 0 0 0 0 0 320 1| 82| 62 0 0 0

CilJI'DfIDxacin 422 2706| 13072| 3987 320| 68| 31| 82| 6
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'Langer wissenschaftlicher Prozess zur
srenzwertrindung .

Zusammenarbeit mit Gremien, Experten
B nd Industrie
Keine Industrie bei der Entscheidung

Elnheltllche Grenzwerte fur alle
: Europalschen Lander

=—» Zusammenarbeit mit aubereuropaischen
Gremien

® Basiert auf einheitlicher Methode
e Daten sind fur Jedermann zuganglich
e Datenbank flr Expertenregeln
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