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LETTER TO THE EDITOR

Response to: 500 mg as bolus followed 
by an extended infusion of 1500 mg 
of meropenem every 8 h failed to achieve 
in one-third of the patients an optimal PK/PD 
against nonresistant strains of these organisms: 
is CRRT responsible for this situation?
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We thank Prof. Honore and colleagues for their interest 
in our article [1] and their thought-provoking comments 
[2].

They are indeed correct in observing that in our study 
pertaining to the patients with severe sepsis or septic 
shock, 3 h extended infusions (EI) of 1000 mg of mero-
penem, administered every 8  h failed to achieve a frac-
tion of time (fT) > 4  μg/mL > 40 in more than one-third 
of patients. We were, therefore, intrigued by their title 
“500  mg as bolus followed by an extended infusion of 
1500  mg of meropenem every 8  h failed to achieve in 
one-third of the patients an optimal PK/PD against non-
resistant strains of these organisms”. We believe that their 
title needs to be corrected as the results of our model-
ling clearly showed that 500 mg as bolus followed by an 
extended infusion of 1500  mg of meropenem every 8  h 
would achieve fT > 4  μg/mL > 40 effective against non-
resistant strains of these organisms in all patients.

They also raise an important question regarding 
the proportion of patients in the study who received 

continuous renal replacement therapies (CRRT), as 
meropenem is known to have significant elimination by 
CRRT [3].

None of our patients during the study period of 72  h 
required or were subjected to any form of renal replace-
ment therapy including CRRT. Therefore, it follows that 
the lower exposure observed in eight out of 24 (33%) 
patients in our study was due to an inherent alteration in 
the disposition of meropenem in our cohort of patients 
and not due to extraneous factors such as CRRT.

We would like to note that the observations made by 
Isla et al. may not apply in our case due to inherent dif-
ference in study population [1, 3]. Patients in the study 
by Isla et al. had higher APACHE II scores (19.4 ± 6.8 vs 
15.4 ± 8.09) and SOFA scores (13.1 ± 4.0 vs 7.35 ± 3.62) 
compared to our study population. Moreover, their 
patients had lower calculated creatinine clearance 
 (CLCR) (37.4 ± 42.3 mL/min vs 73.8 ± 26.6 mL/min) and 
frequent need of CRRT (50% of patients). We excluded 
patients with baseline calculated creatinine clearance 
 (CLCR) < 50  mL/min and those not expected to survive 
for 72 h.

To conclude, lower exposure of conventional 3  h of 
extended infusions of meropenem in adult patients with 
severe sepsis and septic shock in our study indicates 
altered natural disposition of meropenem rather than 
elimination of meropenem by CRRT.
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