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Why do we change breakpoints?

• Data-driven decisions

• Patient safety in focus

• We always consider
– Clinical data

– Practical clinical implications



Revision of fosfomycin breakpoints



Revision of fosfomycin breakpoints (II)



Revision of fosfomycin breakpoints (IV)

• A BP of 16 mg/l for E. coli is supported by Monte Carlo simulation using the high 24h-drug exposure described by 
Merino-Bohorquez et al

• Fosfomycin plasma levels demonstrated high variability among studies, the PTA based on a lower 24-drug exposure 
described in other studies e.g. Pfausler et al JAC 2004 support 8 mg/L

• Isolates with MIC >4 mg/l may possess the fosA gene
• There are no clinical data showing efficacy for isolates with MIC >2 mg/l (no microbiological eradication was 

observed in two patients infected with isolates with MICs 4 and 32 mg/L in ZEUS trial),
• A BP of 16 mg/l would not work for the disk diffusion test.



Revision of fosfomycin breakpoints (III)

• The EUCAST breakpoints proposed for E. coli pertain to the use of intravenous 
fosfomycin in monotherapy for infections originating in the urinary tract.

• The proposed breakpoints do not contradict, fail to acknowledge, or discourage 
from the use of intravenous fosfomycin in combination therapy for other infections. 
However, the correlation between the in vitro susceptibility of a pathogen to 
fosfomycin and the efficacy of adding fosfomycin to combination therapy has not 
been formally studied. Consequently, it is not possible to propose a breakpoint for 
use in any combination regimen.

• ECOFFs can be used to determine if a strain belongs to the wild type, although this 
information does not predict efficacy in combination therapy. For S. aureus the 
ECOFF is 32 mg/L, for K. pneumoniae it is 128 mg/L, for P. aeruginosa it is 256 mg/L, 
and for P. mirabilis it is 8 mg/L. For other species: insufficient data



Bodmann KF et al. ESCMID Global 2024

No indication for MIC-testing

Oliva A et al. ESCMID Global 2024
(CAZ-AVI plus fosfomycin vs KPC-producers)



Breakpoint tables v14.0 (2024)



Thank you for your attention! 	
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