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Dear Editor 
 

In their study, Richardson et al.1 reported sub-
stantial heterogeneity among different immunoas-
says for procalcitonin within the Australasian external 
quality assurance program. Their comprehensive 
analysis, based on data from the Royal College of 
Pathologists of Australasia Quality Assurance Pro-
grams (RCPAQAP) spanning 2019 to 2021, revealed 
significant inter-assay variability. Notably, at con-
centrations below 2 μg/L – where the clinically rele-
vant thresholds for sepsis lie – the recoveries of the 
immunoassays appeared to differ significantly. 
Moreover, the Authors interestingly reported a sig-
nificant increase in the average coefficient of varia-
tion between 2019 and 2020/2021, coinciding with 
the inclusion of Beckman Coulter and Siemens im-
munoassays in the EQA scheme. 

 
These results are consistent with the observa-

tions of Huynh et al.,2 who reported significantly 
higher interlaboratory coefficients of variation for 
spiked materials (>20%) compared to non-spiked 
ones (6–7%). 

 
Similarly, Masetto et al.3 reported an average dif-

ference of up to 74% between immunoassays  
(bioMérieux vs Abbott) and emphasized the need for 
non-linear restandardization, as recovery discrep-
ancies increased with rising concentrations – a trend 
also observed by Richardson et al. Furthermore, this 
study unequivocally demonstrated the non-
commutability of two commercial working calibra-
tors based on synthetic matrices spiked with recom-
binant antigen. 

 
The lowest common denominator underlying the 

observations from these three studies is the use of 
EQA materials or working calibrators spiked with re-
combinant procalcitonin. 

 
Based on the data presented in the three studies 

by Richardson et al., Huynh et al., and Masetto et al., 
it becomes evident that, although recombinant pro-
calcitonin antigen may offer practical advantages in 
routine analysis – such as enabling the production of 
robust, stable, and cost-effective working calibrators 
– its use for spiking human or synthetic matrices is un-
suitable for standardization purposes, as it results in 
non-commutable materials. 

 
Richardson et al. suggest that clinical decision cut-

offs should be validated individually for each assay, due 
to the significant variation observed in procalcitonin re-
porting across different methods, particularly at con-
centrations that are clinically relevant for sepsis. 

 
In our view, and based on our experience within 

the IFCC Working Group on the Standardization of 
Procalcitonin Measurements, this procedure repre-
sents only a partial and limited approach and does not 
adequately address the underlying issue of differen-
tial measurements across immunoassays. We con-
sider the approach pursued by the IFCC – through its 
Committee on Traceability in Laboratory Medicine and 
its standardization working groups – as the most ap-
propriate strategy to tackle this problem, as briefly 
mentioned also by Richardson et al. 

 
Indeed, procalcitonin currently stands as the most 

robust commercially available biomarker for antibiotic 
stewardship, with its clinical utility now fully evidence-
based.4–6 Therefore, it is essential to ensure that the 
analytical variability inherent to immunoassays does 
not compromise the perceived clinical value of this bio-
marker. We emphasize that every effort should be 
made to preserve the integrity of well-established al-
gorithms that guide antibiotic stewardship.7 

 
We now possess all the necessary evidence to ad-

vance toward this goal: establishing and utilizing 
commutable materials to achieve harmonized meas-
urement of procalcitonin. In other words, “ἀτὰρ τόδε 
σῆμα τετύχθω” (But let this be the sign agreed upon).8 
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