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Are central venous lactate and arterial lactate interchangeable? 
A human retrospective study.

Calculation of the limits of agreement was complicated by correlation within subjects. As explained in our manuscript, the real importance of the limits of agreement is somewhat tempered by the fact that 1) we did not compare two methods of measurement (agreements are given for illustrative purpose) and 2) the aim of the study was to evaluate the performance of Lactcv level to predict Lacta.

Bland & Altman in their paper “Measuring agreement in method comparison studies” (Statistical Methods in Medical Research 1999; 8: 135-160), gave several methods for taking into account the within-patients variance. None of these methods were ideal. The method “Unequal numbers of replicates” (page 154) would not take into account the fact that for many patients, lactate was measured sequentially several times on the same day. The method “Replicated data in pairs” (page 156) neglects the fact that many patients had only one lactate measured or had measurements sometimes performed at several day-intervals.
Following the advice of Bruno Giraudeau and Amélie Le Gouge from the University of Tours, France [Inserm-CIC 0202], we used bootstrap resampling to estimate the limits of agreement and confidence interval. Consequently, we now provide bias and limits of agreement estimated after bootstrapping. The results are very similar to those obtained with the “Replicated data in pairs” Bland and Altman method. 
We note that the formula given by these authors on page 157
[image: image5.wmf]
is mistaken and should read :
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The issue of within subject correlation also applies to the estimation of AUC and its confidence interval. We therefore estimated mean AUC and confidence intervals using bootstrapping.

Outliers have little impact on the prediction interval. Our aim was to evaluate the performance of Lactcv level to predict Lacta. Despite the presence of outliers, the AUCs used to evaluate the performance of Lactcv level to estimate Lacta were all in the very good discriminatory power range.
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