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New and old antibiotics against Gram-positive cocci in vitro
Comparison of MRSA susceptibility to ceftobiprole as determined by either Etest or
microdilution methods
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Background: Ceftobiprole is a recently-developed, latest-generation cephalosporin and has been the
first in its class to show activity against methicillin-resistant Staphylococcus aureus (MRSA) by
inhibiting essential peptidoglycan transpeptidases, including the β-lactam resistance determinant
PBP2a. Ceftobiprole combines activity against MRSA with broad spectrum activity against other
Gram-positive and Gram-negative bacteria.
In this work we compare the MIC values obtained on MRSA strains by either microdiluition or Etest
Material/methods: 80 MRSA strains isolated from clinical sample of AOUI Verona (Italy) during MDR
bacteria screening were included in the study.
Ceftobiprole MICs were determined for all strains by microdiluition and Etest, and results
interpretation followed the EUCAST recommendations.
The mecA gene was detected by PCR.
Results: The mecA gene was detected in all strains.
For all 80 MRSA strains tested MICs of ceftobiprole were in the susceptible range. According to the
EUCAST breakpoint a S.aureus can be defined resistant to ceftobiprole with a MIC >2 µg/ml and
susceptible with a MIC ≤2µg/ml.
The MIC50 value was 0.75 mg/L using Etest and 0.5 mg/L using the microdiluition method.The MIC90
value was 1.5 mg/L using Etest and 1 mg/L using the microdiluition method.
The agreement between the two method used, using microdiluition as gold standard, was 97.5%.
For 35 strains (43,75%) the MICs values were coincident, while for 39 strains (48.75%) the MICs
obtained with Etest was one diluition higher than microdiluition, Only 4 strains (5%) presented an Etest
MIC that was one diluition lower than microdiluition.
Conclusions: Ceftobiprole presents an excellent activity against MRSA strains. The agreement
between Etest and microdiluition method in determing MIC is very high, namely 97.5%, butEtest often
show a MIC value one diluition higher than the gold standard microdiluition.

