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When reporting on new methods for the detection of analytes in biological matrices, it is important 
to make adequate referral to the existing state-of-the-art ones. We feel that the article by Forni et al. 
[1] has failed in doing so. This paper cites neither existing publications on the use of dried blood 
spots (DBS) for gamma-hydroxybutyric acid (GHB) quantitation [2,3], nor recent relevant similar LC–
MS/MS procedures for GHB detection in biofluids [4,5]. Moreover, based upon the reported limited 
validation data, we consider it premature to state that this article provides data for true quantitation 
of GHB in DBS (as stated in the title). Given the absence of referral to a lower limit of quantitation 
(LLOQ), one can assume that the LLOQ corresponds to the lowest point of the calibration curve, i.e. 8 
nM. Importantly, intra- and interday imprecision and bias were not reported at this level. In this 
context, it is not clear how quantitative data were obtained for over 1000 data points that lie below 
this presumed LLOQ, which, per definition, is a limit below which no quantitation should be 
performed. Hence, rather than providing a mean GHB concentration, reporting a median value would 
be recommendable in this case. In addition, the calibration line has been extended through the 
origin, which is contraindicated in quantitative bioanalysis; and, for the value of 4851 nM, it is not 
clear whether this has been obtained by extrapolating the calibration curve or by diluting the sample 
(no dilution integrity experiment is discussed). Last but not least (as can readily be deduced from the 
preparation of the calibrators), all reported concentrations (nM levels) are incorrect: nM should be 
replaced by μM throughout the article (as well as throughout this letter). In conclusion, while we 
agree that the authors have provided evidence suggesting that their method may be used for semi-
quantitative screening purposes (to screen for outliers, using a cut-off value), it cannot be concluded 
from the presented data that the method is capable of truly quantitatively determining endogenous 
GHB concentrations. 
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