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1.

Clostridia

Most breakpoint are OK but among numerous clostridia, one important pathogen
Enterocloster clostridioformis (C. clostridioforme) has not been studied, that
requires specific breakpoints for R-lactams different from the table « when there is
no breakpoint ».

Ex 3 strains R-lactamase +

AMX | AMC | TIC | TCC | Pip-Taz | IMP | CLIN | MTR
8 1 128 | 32 64 0,5 | <0,06 | <0,06
2 05 | 256 | 128 128 0,5 | <0,06 | <0,06
32 4 64

Probably EUCAST will do it

Breakpoint of C. innocuum has been established without resistant strain.
We just want to suggest that some years ago we isolated strains with

. Once there are more isolates,

breakpoints can be developed.
But also see remark from the
Swedish committee suggesting
limiting the breakpoints to the
most relevant species.
Grouping these species
together will not change the
resistance rate, true, but it will
also preclude detection of
evolving resistance.

Same answer as for comment

2

F-or Fusobacterium, the
breakpoints are common for F.
necrophorum and F. nucleatum.

. There were not enough isolates

to develop breakpoints.

. We mentioned that for some

species the inhibitors have
intrinsic activity and the
comment is more
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amoxicillin MIC of 16 and 2 strains MIC >64 mg/L Same for C tertium; one
strain we had: MIC of amoxicillin of 64mg/I but Amox-clav was 16mg/L.
Similarly, One strain of T. ramosum; amoxicillin MIC = 4 mg/L (3
lactamase +)

All these data do not impact the proposed breakpoints.

If C. tertium seems a part is there a possibility to regroup C. perfringens,
C. innocuum, septicum together? Choosing the highest breakpoint will not
change the resistant rate.

Same questions for C. acnes and C. avidum limiting the number of tables.
Same question for the two Fusobacterium species

F. varium is another pathogen that requires specific breakpoint for
example for Pipera-tazo range of MIC: 1-4 mg/L.

F. nucleatum: CMI 50 = 0,004. CMI 90 = 0,008mg/L
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Amoxicillin-clavulanic acid (fixed)
F. necrophorum, 337 isolates
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Amoxicillin-clavulanic acid (fixed)
F. nucleatum, 78 isolates
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Low MIC values. It would be advisable to repeat the MIC determination of the
strains used to establish the breakpoint. A technical adjustment is likely.

comprehensive in the
Breakpoint Tables than in the
consultation. The results (low
MICs) have been confirmed by
repeated testing.

Isolates susceptible to
benzylpenicillin are susceptible
to all other beta-lactam agents
tested. There are isolates
resistant to benzylpenicillin but
susceptible to
ampicillin/amoxicillin for several
species. The comment in the
Breakpoint Tables is more
comprehensive: “Isolates
susceptible to benzylpenicillin
can be reported susceptible to
all beta-lactam agents with
breakpoints (including those
with Note) without further
testing. Isolates resistant to
benzylpenicillin should be
tested for susceptibility to
individual agents.”

Public Consultation: Proposed breakpoints for additional species of anaerobic bacteria and revision of existing breakpoints Page 2 of 11




®
.- ) European Committee
on Antimicrobial
Susceptibility Testing

Public Consultation

Amox clav. Vs F.nucleatum

N° of strains MIC Range MIC50 MIC90

Bhat 2020 30 <0,016-3 0,125 0,75
King 1999 126 <0,016-0,5 0,06 0,125
Pankush 2006 16 <0,008-1 0,12 0,5
Dubreuil * 220 <0,06-4 0,06 0,25
7. GPAC: P. micra
Amoxicillin
10 P. micra, 18 isolates Ampicillin
nsa ‘-; ! 10 P. micra, 18 isolates
‘;E ‘; : oAD ‘é Z
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70 P. micra, 117 isolates
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All benzylpenicillin-susceptible isolates are
susceptible to all other beta-lactams tested.
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7. OK but people may understand that resistant strains to benzyl penicillin are
resistant to other amino-penicillins.

Is it more logical to say benzylpenicillin susceptibility can be inferred from
amoxicillin or ampicillin

If not, how can you explain that all strains are amoxicillin and ampicillin -
susceptible while some are resistant to benzyl penicillin?

Dr. Peter Keller,
University of Basel,
member of the Swiss
NAC

1.

It is notable that the proposed EUCAST breakpoints remain substantially
lower than current CLSI values: CLSI sets the ceftriaxone breakpoint for
C. acnes at S = 1 mg/L, whereas EUCAST proposes S < 0.06 mg/L.
Isolates with MICs in the range of 0.25—-1 mg/L would therefore be
classified as non-susceptible under EUCAST, yet susceptible under CLSI
criteria. Clinical experience suggests that ceftriaxone therapy can be
effective at these MIC levels. This discrepancy warrants critical discussion
within the consultation.

A point | consider significant is entirely absent from the consultation
document: inducible macrolide-lincosamide-streptogramin B (iMLSB)
resistance. For Gram-positive anaerobic cocci, the document proposes a
comment advising against clindamycin testing without addressing the risk
of missing inducible resistance. If only clindamycin is tested without
concurrent erythromycin testing, the iIMLSB phenotype will be consistently
overlooked in susceptible-appearing isolates. | refer to a recent
publication from our group: Thalmann FD, Neidhéfer C, Schlapfer P, Field
C, Leuzinger K, Lang C, Keller PM. Detecting erm-Mediated Inducible
Macrolide-Lincosamide-Streptogramin B Resistance in Anaerobic Clinical
Isolates. Antibiotics (Basel). 2026 Apr 1;15(4):360. PMID: 42041323.
Among 50 clinical anaerobic isolates (Finegoldia magna,
Peptostreptococcus anaerobius, Bacteroides spp.), 32% were erm-
positive overall, with a prevalence of 50% among Gram-positive anaerobic

N

. EUCAST breakpoints are cut-off

based because there is little
data on non-wild-type isolates
and clinical outcome. If you
have such data where the MIC
was determined with the
reference method, EUCAST
would be very much interested
in seeing them.

EUCAST Expert Rules require
clear evidence for the utility of
the rule. In this case this would
mean data showing that
patients fare better if inducible
resistance is tested and
clindamycin avoided
accordingly. We were unable to
find such studies and we
consulted experts in ESGAI on
this question. If such studies
are available, we have the
background data needed to

Public Consultation: Proposed breakpoints for additional species of anaerobic bacteria and revision of existing breakpoints Page 4 of 11




European Committee
on Antimicrobial
Susceptibility Testing

* EUCAST

Public Consultation

cocci. Five isolates exhibited a characteristic D-shaped growth pattern
with high erythromycin MICs (>256 mg/L) alongside low clindamycin MICs
(2 mg/L), consistent with an inducible iMLSB phenotype. The D-test
reliably identified iIMLSB resistance in this subgroup and may represent a
pragmatic screening strategy if confirmed in larger studies. The key
message is clear: without parallel erythromycin testing, inducible
resistance will be missed. | therefore urge EUCAST to consider
mandating erythromycin as a companion agent alongside clindamycin in
the testing of anaerobic bacteria

establish a recommendation for
detection of IMLSB in Gram-
positive anaerobic cocci. In the
meantime, we will add a
comment to the Breakpoint
Tables that the clinical
significance is unknown.

Sara Boyd,

Scientific Secretary,
BSAC AST Working
Party. Comments
collated from Members.

The Committee are generally content with the Consultation but made the
following observations.

1.

ECOFFs are being taken as breakpoints for assorted anaerobes, in the
absence of clinically definable breakpoints for species that largely occur in
mixed infection. For Cutibacterium acnes & avidum with penG bpts at
0.06/0.06 vs 0.5 /0.5 respectively, are EUCAST really saying that one
species is likely to respond and the other not if (say) the MIC is 0.25
mg/L? This appears a different philosophy to what EUCAST does with,
say, Enterobacterales. We see the reasons but are concerned by the
inconsistency of approach.

We wonder if the Committee would consider making clear where
breakpoints are ‘ECOFF-based’ and where they are based on ‘clinical/PK-
PD’ data? Many of the queries we receive as a NAC are related to
logistical difficulties with implementation of frequent breakpoint changes
and a need to clearly understand the data underlying, in order to make an
implementation timeline risk-assessment. Some updates can lead to quite
significant changes to clinical dosing guidelines and laboratory practice.
Regarding C. acnes, we note the lack of any tetracycline breakpoint, when
these (particularly doxycycline) are often used as part of the management
of both acne and oral follow-on for bone/prosthetic joint infections
(https://academic.oup.com/ofid/article/12/Supplement 1/ofae631.271/798

In absence of clinical data
stratified to MIC, EUCAST has
chosen to set breakpoints
based on MIC cut-off values
(See response 2 in CA-SFM
section below). EUCAST is not
saying that the one or the other
species will or will not respond
at a given MIC but gives an
opportunity to detect strains
that are unusual (clearly above
the cut-off) and may need
special attention.

Most breakpoints are cut-off
based. Unfortunately, there is a
paucity of data on Pk/Pd for
anaerobes.

. The lack of tetracycline

breakpoints has been noted,
and efforts will be made to
develop testing for these
molecules.
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8479). C. acnes is a pathogen seen with apparent increasing frequency in 4. This is nothing that can be

prosthetic joint infection. answered by a breakpoint
committee.

Whilst we understand that microbiological specimens are not collected in 5. Dosing for metronidazole is

acne, and that tetracyclines are often used for other reasons (anti- taken from SmPC.

inflammatory) in acne. We note the existence of evidence that observes a
link between antibiotic-resistance and worse outcomes
(https://pubmed.ncbi.nim.nih.gov/22103749/)
(https://pubmed.ncbi.nlm.nih.gov/33203374/)
(https://pmc.ncbi.nim.nih.gov/articles/PMC9274907/)
(https://pubmed.ncbi.nim.nih.gov/2527056/)

4. Finally, a Member of our Committee is currently collaborating with
Urologists regarding prophylaxis in prostate biopsy, where, owing to
concern re. infection (and resistant infection) hazard from rectal E. coli,
the transperineal biopsy route has replaced transrectal. An issue is
whether C. acnes (which itself has been implicated in prostate cancer,
whether as a promoter or a passenger) might be carried into the prostate
by the needle.

For all of these reasons, our Committee feel that not having an interpretation for
C. acnes and tetracycline is a serious omission.
There has been some discussion within our region around reducing

Metronidazole dosing to BD rather than TDS - partly due to pharmacy supply
chain issues.

5. The dosing in EUCAST for metronidazole. Metronidazole 0.4 g x 3 oral or 0.4 g
x 3 iv. BNF dosing would be 0.5g TDS IV. A recent systematic review and meta-
analysis has been conducted exploring this.
https://pmc.ncbi.nlm.nih.gov/articles/PMC10761045/
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A. Has anyone else raised this?

B. Will the breakpoint defining doses remain the same?

CA-SFM
Héléene Marchandin and
Marléne Amara

. We thank the EUCAST for this important work and hope that it will be

extended to other anaerobic cocci because Anaerococcus spp. are also
very frequently isolated among GPAC and Veillonella is the major genus
among Gram-negative anaerobic cocci (with reported resistance to major
antibiotics used against anaerobes like piperacillin-tazobactam and
metronidazole). With the concept of species-specific breakpoints, we can
currently not categorize these species as S/l or R

General comment: the MIC distributions that are available in the appendix
to this Consultation are based on agar dilution data from only one
laboratory. This does not fulfil the acceptance criteria of SOP 10.2 to set
epidemiological cut off (ECOFF) values, as we can read below:

“3.2.8 An ECOFF is only determined when there are 5 or more acceptable
distributions and at least 5 agree on the mode MIC.”

2.29 A TECOFF is only determined when there are 3 or 4 acceptable
distributions and at least 3 agree on the mode MIC. Is it possible to
show which of the provided MIC distribution fulfils these criteria?
Also (see specific comment for Finegoldia below), the precise
species identification is sometimes challenging and WGS data
could be useful to make sure the strains have been identified
correctly to the species level.

Please consider Finegoldia spp. instead of F. magna. Recently, a second
species F. dalianensis has been described and studies report higher
species diversity in this genus. We are unable to distinguish these species
using currently used routine identification methods including MALDI-TOF

. We will note the need to

consider Anaerococcus spp.
and Veilonella spp. for future
work and invite data
contributions for these genera.

. We are aware that the MIC

distributions do not fulfil the
requirements for setting
ECOFFs (or TECOFFs). The
values expressed are cut-off
values and not ECOFFs.
Available MICs with gradient
tests complied with the agar
dilution data and supported the
proposed MIC breakpoints.

. We agree with CA-SFM that the

breakpoints should cover
Finegoldia spp. rather than only
F. magna. A number of
historical F. magna isolates are
likely to be reclassified as F.
dalianensis.

. The cut-off based breakpoint at

0.125 mg/L is clearly supported
by the MIC-zone diameter
correlations (slide 116 in the
Appendix to this consultation)
displaying a separate non-wild-
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mass-spectrometry. Thus, unless EUCAST has studied strains for which
whole genome sequences were available and the strains undoubtedly
assigned to F. magna, you are not sure that you have included F. magna
only. This comment may be applicable more largely in the anaerobic world,
in which we know that taxonomy is challenging. We therefore encourage
EUCAST to work on very precisely identified strains since the decision have
been taken to publish species-specific breakpoints.

References: doi: 10.1016/j.anaerobe.2024.102913.doi: 10.1128/aac.01702-25.
P. anaerobius is indeed known as one of the most resistant species among
Gram-positive anaerobic cocci (GPAC), to amoxicillin but it is not the case
for carbapenems based on currently available literature: For ex. 1.6% of
256 strains were reported as resistant to meropenem in Rodloff et al. while
a very higher proportion of strains will be declared resistant to meropenem
with proposed EUCAST ECOFF-based breakpoints (slide 117). Guerin et
al. although on a small number of isolates (n=11) reported a MICs, of
imipenem of 1 mg/L meaning that more than half of isolates will be
categorized resistant with the proposed ECOFF-based breakpoint (0.125
mg/L).

The ECOFF-based breakpoint proposed will thus greatly overestimate
carbapenem resistance. From our point of view, it is difficult to define a
breakpoint for carbapenems with the currently available data. Definition of
robust breakpoints should probably be based on a higher number of
precisely identified isolates (see first general comments) with MICs
determined for all carbapenems.

Why the 80 isolates tested for meropenem were not tested for other
carbapenems (18 isolates only for imipenem)?

More generally, it is unclear why the same number of isolates in a species
has not been tested towards all antibiotics evaluated in this consultation
(less than 20 isolates with available MICs is very few for defining new
European rules).

References :

doi: 10.3390/microorganisms9081665.

type population. Raising the
imipenem ECOFF/bp would risk
classifying non-wild-type P.
anaerobius as susceptible, with
uncertain clinical
consequences. Isolates
susceptible to benzylpenicillin
can be reported susceptible to
all beta-lactam agents with
breakpoints. Also, for P.
anaerobius, all isolates
resistant to benzylpenicillin
were resistant to all other beta-
lactam agents.

. We agree that it would be

easier to have a common
metronidazole breakpoint of 4
mg/L for all species. However,
by raising the breakpoint above
the cut-off for some species,
any emerging resistance would
be undetectable. Since true
metronidazole resistance is
rare, we have added the
following comment to the
Breakpoint Tables:
“Metronidazole resistance is
rare, but inadequate anaerobic
conditions may lead to false
resistance. In case of
resistance, confirm sufficient
anaerobicity, species
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10.

doi: 10.1016/j.anaerobe.2018.04.009

No specific mechanism of resistance to metronidazole has yet been
described in any of the species of GPAC. Breakpoints should be uniformed
to 4 mg/L for all species because there is no supporting information of
distinct resistance in these species. Distinct ECOFF-based breakpoints will
again lead to an artificial modification of metronidazole resistance
epidemiology in the major pathogens, Finegoldia spp. with reference to the
current knowledge: 6 strains out of 50 included (12% -slide 94) is not at all
in line with previous studies and current knowledge in Europe: 0.1% of
resistant strains among 654 Finegoldia isolates in Rodloff et al.No
resistance among 93 strains in Boattini et al.

Reference:doi: 10.1016/j.ijjantimicag.2025.107478

Piperacillin-tazobactam and Fusobacterium necrophorum: Because
there is a note for F. nucleatum, please could you consider maintaining
previous ECOFF-based breakpoint of piperacillin-tazobactam for F.
necrophorum (0.5) in coherence with other beta-lactams.

Which is the rationale for this modification and proposition of a lower
breakpoint that previously established by EUCAST?

Too low ECOFF-based breakpoints for correct measure in routine
practice: As done elsewhere, please consider the modification of 0.03
mg/L to ECOFF-based breakpoints (P. micra and benzylpenicillin,
Peptoniphilus spp. and ertapenem)

Linezolid breakpoints should be proposed for all anaerobes. Is there any
reason why it has not been evaluated on all additional species ?
Clostridium perfringens: There is no rationale for proposing a lower
breakpoint for ampicillin +/- sulbactam and amoxicillin +/- clavulanic acid
compared with benzylpenicillin.

We suggest adjusting all values to 0.5 mg/L for coherence.

We would like to ask EUCAST to clarify the rationale for providing
users with species-specific breakpoints (even if there is no current
evidence for distinct AMR patterns across species in a genus or a group

identification and antimicrobial
susceptibility test result.”

. The previous breakpoint for F.

necrophorum and piperacillin-
tazobactam was not based on
the MIC cut-off value, and this
has now been corrected.

. With corresponding zone

diameter breakpoints,
laboratories can now use the
disk diffusion test. The low
MICs for P. micra and
benzylpenicillin are supported
by gradient test data. Gradient
test data was not available for
Peptoniphilus spp. and
ertapenem, but gradient test
MICs for imipenem are
comparable with the agar
dilution MICs (with a cut-off
value only 1 dilution higher than
for ertapenem).

Clinical data on the use of
linezolid for infections caused
by anaerobic gram-positive
infections is scarce, but this will
be noted for possible future
work.

. This was part of a consultation

in 2023. The MIC-distributions
that supports this breakpoint
display a tentative ECOFF of
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of species in related genera in the literature) or with breakpoints for a
genus or a group of species?

It is of interest and important considering the spectrum of infections
involving anaerobes, which are mostly polymicrobial as recalled in the
introduction of this consultation.

This is particularly questionning regarding this consultation (covering
mostly individual species except for Peptoniphilus spp.) compared to
Bacteroides spp./Parabacteroides spp./Phocaeicola spp. in which it is
known for decades that AMR is highly heterogeneous, particularly between
B.fragilis sensu stricto and other species of the B. fragilis group.

0.125, which were then
adjusted one dilution to
compensate for only 58
observations. There is also a
note in the breakpoint tables
that susceptibility can be
inferred from benzylpenicillin.

10. Please see the comment with
response of the Swedish
committee. The now included
species are based on the most
frequently encountered
anaerobic bacteria from several
routine laboratories.

Anna-Karin Smekal on
behalf of SRGA

SRGA fully supports the proposed new anaerobic breakpoints which will help the
laboratories to use disc diffusion instead of gradient test and thus improve AST
quality.

However, we are concerned that some users will overuse the breakpoints even
in situations where an anaerobic mixed flora is a better answer. To prevent users
from interpreting the species that have received new breakpoints as more
important than other anaerobes, we suggest that the new anaerobic tab in the Bp
table be provided with a note/warning stating that just because breakpoints exist
does not mean that these species, when present in an anaerobic mixed flora,
always should be reported to species level and with SIR. AST should only be
performed in clinical situations where the anaerobic species in question is
considered relevant.

We also do not feel a need for future development of disc diffusion breakpoint for
further anaerobic species.

In the public consultation some species (P. micra, C innocuum etc) have
breakpoints in brackets for clindamycin and it is written in the beginning of the
consultation that this is the case for agents usually used in combination therapy.

Thank you.

A comment to be placed at the top
of the table has been suggested:
“Data on correlation between MIC
and clinical outcome is scarce in
many anaerobes and breakpoints
are mainly based on MIC
distributions. EUCAST
breakpoints for anaerobic bacteria
do not relate to polymicrobial
infections. In such infections,
decisions on the possible
relevance of all found species are
always needed. Antimicrobial
susceptibility testing should be
reserved for situations where the
anaerobic species in question is
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However, we do not have any knowledge that combination therapy would be the | considered relevant and results
case for clindamycin and anaerobes? We assume that the breakpoint in brackets | are expected to guide

for these species is mostly related to high ECOFFs and need for combination therapy.”

therapy because of less favourable PK/PD exposure for clindamycin? Like the
case for B fragilis and clindamycin breakpoints in brackets?

A clarification of this and also adding the new species might be a god idea for an
update of the Breakpoints in brackets Guidance document from 2021.
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