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more important than the p value,4 so it 
may be unnecessary to adjust the signifi-
cance criterion according to the number of 
outcomes or the number of measurements. 
We combined the pain score using a mean 
difference, because it is a clinically more 
intuitive effect size than a standardized 
mean difference.4 The included studies 
used various epidural and systemic anal-
gesics in various methods,2 so the anal-
gesic consumption seemed inappropriate 
to be a main outcome of meta-analysis. 
We assessed the work of Lu et al5 as a 
randomized controlled trial and obtained 
insufficient information about allocation 
concealment and blinding. We agree with 
their opinion on the small effect size and 
large heterogeneity in our meta-analyses 
of acute and chronic pain.
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Efficacy and pharmacokinetics 
of erector spinae plane block 
in children

To the Editor
I read with great interest the recently 

published study by Macaire et al1 on bilat-
eral erector spinae plane block (ESPB). 
It is apparent that the authors have 
put substantial effort into their study. 
However, in line with the Editorial in 
the same issue,2 partly dealing with issues 
related to the peer-review process, I would 
like to raise two issues that need further 
comment:

First, in the first paragraph of the 
Discussion, it is suggested that bilateral 
ESPB with intermittent bolus injections is 
a useful technique in the context of pedi-
atric cardiac surgery. However, the design 
of the study, where both groups initially 
were treated with bilateral ESPB, together 
with the lack of the two all-important 
control groups outlined in our recent 
Daring Discourse,3 make the interpre-
tation of the results quite complex and 
non-conclusive. What can be concluded 
is that repeated administration of paren-
teral local anesthetics does reduce opioid 
requirements and vomiting, something 
that is already described in the literature.4

Second, the pharmacokinetic part of the 
study is intriguing. There is no explanation 
why the plasma levels were only studied in 
10 out of the 27 patients receiving repeated 
boluses of ropivacaine. Were these patients 
the first 10 consecutive cases or were there 
some sort of randomization? Or were 
they the last 10, realizing that analyzing 
plasma levels were a necessary part of the 
study? Furthermore, the authors report the 
48 hours results as mean±SD (0.46±0.49 
µg mL-1). This represents a textbook 
example of a non-Gaussian distribution 
since the SD is larger than the mean value. 

Since the plasma level for obvious reasons 
cannot be a negative value, this implies that 
some of the 10 48 hours samples may have 
been deviating considerably from the mean 
value, being quite high. I look forward to the 
presentation of the individual values in the 
authors’ response to this letter. Additionally, 
the analysis methodology for ropivacaine is 
just described as gas chromatography with 
an upper detection limit of 5 microgram/
mL-1, accompanied by a reference for more 
detail. When you look up this citation, that 
publication (by some of the same authors) 
in fact analyzes levo-bupivacaine. However, 
there is in turn an additional reference 
regarding ropivacaine, but this reference 
is describing liquid chromatography–elec-
trospray mass spectrometry determination 
of ropivacaine,5 something that is very 
different from gas chromatography. Not 
only is the most adequate analysis method 
not gas chromatography, but it must also 
be considered that you need to do your 
calculations in relation to the fact that ropi-
vacaine in this setting is the ropivacaine 
base with a relative molar mass of 2746 and 
not on the ropivacaine molecule itself. In 
summary, to analyze ropivacaine properly 
is a demanding endeavor. Thus, against the 
above I unfortunately find the pharmaco-
kinetic data reported by the authors highly 
questionable.
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Response to:“Efficacy and 
pharmacokinetics of erector 
spinae plane block in children 
by Löonqvist”

To the Editor
We thank Dr Löonqvist for his comments1 

on our trial.2 The first comment focuses 
on the lack of a control group, whose 
methodological importance was recently 
outlined in an editorial commentary.3 We 
respectfully disagree with Dr Löonqvist. 
The primary outcome of our study was 
the cumulative morphine consumption at 
48 hours. Thus, patients who received a 
normal saline infusion (instead of a ropi-
vacaine infusion) during 48 hours consti-
tuted the control group. We concede that 
an initial bolus of ropivacaine was admin-
istered to both control and study groups. 
This decision was taken to limit the use of 
intraoperative opioids within the context 
of an opioid-sparing multimodal analgesic 

program. If anything, this initial bolus 
would have minimized the observed inter-
group differences in terms of 48 hours 
cumulative opioid consumption.

Dr Löonqvist’ second comment pertains 
to “the pharmacokinetic part of the 
study.” We must underscore the fact that 
our results did not amount to a pharma-
cokinetic study, but a simple observational 
report of plasmatic concentrations at 1 
hour and at 48 hours. The first 10 consec-
utive patients were included for plasma 
ropivacaine concentrations. Although 
ropivacaine assays were performed by 
an independent laboratory, without any 
knowledge of the ongoing study, we are 
not offering our results as proof of safety 
of our infusion method. In fact, we fully 
agree with Dr Löonqvist that the results 
reveal a non-gaussian distribution and, 
consequently, we should have expressed 
them in median (25 and 75 percentiles/
range) values. Thus, the 1 hour and 48 
hours median values, centiles and ranges 
were 0.101 (0.064–0.289/0.064–0.429) 
µg/mL, and 0.462 (0.005–0.877/0.005–
1.319) µg/mL, respectively. We also apol-
ogize for the error made in reporting the 
method of analysis for ropivacaine. The 
method employed was a liquid chro-
matography tandem mass spectrometry 
(LC-MS/MS). Sample preparation used 
arterial blood samples. First, a 0.4 mL 
sample was diluted with 0.8 mL of aceto-
nitrile, mixed, and centrifuged. Then, 0.8 
mL of liquid layer was diluted with 1.2 mL 
of acetonitril/2 mM ammonium acetate/
acid formic=5/95/0.2. Finally, 5 µL were 
injected for LC-MS/MS analysis.
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Culture and caution: a letter 
regarding dose variability in 
pediatric peripheral 
nerve blocks

To the Editor
We read with great interest the recent 

paper by Taenzer and colleagues, ‘Vari-
ation in pediatric local anesthetic dosing 
for peripheral nerve blocks: an analysis 
from the Pediatric Regional Anesthesia 
Network (PRAN)’,1 which demonstrated 
marked variability in dosing of bupiva-
caine and ropivacaine in pediatric periph-
eral nerve blocks (PNB).

The authors should be congratulated 
on their analysis of factors associated with 
local anesthetic (LA) dosing variation. As 
contributors to the PRAN database (listed 
as authors on the study in the appendix), 
we agree with the authors’ assessment that 
practice variation may have significant 
implications for clinical outcomes and 
patient safety in a potentially vulnerable 
patient group.2 We feel that several aspects 
of this study warrant careful consideration 
before drawing the conclusions suggested 
in the manuscript.

First, as this retrospective analysis of 
secondary data does not allow for the 
establishment of causal relationships, 
the reasons for LA dose variability must 
remain speculative. This is especially 
important when it comes to the conclu-
sion presented in the article: namely, that 
‘dosing of a potentially lethal drug is more 
based on local culture than on evidence.’ 
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