N

N

Using a commercial diagnostic assay requires compliance
with the manufacturer’s recommendations
Charlotte Pronier, Jeremy Bomo, Vincent Thibault

» To cite this version:

Charlotte Pronier, Jeremy Bomo, Vincent Thibault. Using a commercial diagnostic assay re-
quires compliance with the manufacturer’s recommendations. Journal of Hepatology, 2023,
10.1016/j.jhep.2023.04.009 . hal-04099871

HAL Id: hal-04099871
https://hal.science/hal-04099871
Submitted on 23 May 2023

HAL is a multi-disciplinary open access L’archive ouverte pluridisciplinaire HAL, est
archive for the deposit and dissemination of sci- destinée au dépot et a la diffusion de documents
entific research documents, whether they are pub- scientifiques de niveau recherche, publiés ou non,
lished or not. The documents may come from émanant des établissements d’enseignement et de
teaching and research institutions in France or recherche francais ou étrangers, des laboratoires
abroad, or from public or private research centers. publics ou privés.

Distributed under a Creative Commons Attribution - NonCommercial 4.0 International License


https://hal.science/hal-04099871
http://creativecommons.org/licenses/by-nc/4.0/
http://creativecommons.org/licenses/by-nc/4.0/
https://hal.archives-ouvertes.fr

Using a commercial diagnostic assay requires compliance with the manufacturer's

recommendations

Charlotte Pronier?, Jérémy Bomo?, Vincent Thibault!#

1 Univ Rennes, CHU Rennes, Inserm, EHESP, Irset (Institut de recherche en santé,

environnement et travail) UMR_S 1085, F-35000 Rennes, France

2 Univ Rennes, Inserm, EHESP, Irset (Institut de recherche en santé, environnement et
travail) UMR_S 1085, F-35000 Rennes, France

# Corresponding author

E-mail: vincent.thibault@univ-rennesl1.fr

Laboratoire de Virologie
CHU Rennes
2 rue Henri le Guilloux
35033 Rennes cedex 9, FRANCE
Tel. : +332 99 28 90 59
Conflict of interest statement: the authors declare to have no conflict of interest for the

presented manuscript.
Authors' contributions: Writing: VT, Critical reading and editing: CP, JB

Financial support: no financial support has to be reported for this work.


mailto:vincent.thibault@univ-rennes1.fr

To the Editor:

We acknowledge the exhaustive overview on the Hepatitis B core-related Antigen (HBcrAg)
performed by Adraneda and colleagues, recently published in Journal of Hepatology [1].
We congratulate the authors for covering a broad range of publications on this interesting
new biomarker for the hepatitis B virus. We agree with the author's conclusion regarding
the questionable utility of HBcrAg over HBeAg quantification in HBeAg positive patients, as
the reactivity is predominantly due to HBeAg detection. This finding was recently confirmed
by our work and in line with the report of Hong et al. [2,3]. Thus, restricting the use of this
assay to HBeAg negative patients should be strongly recommended. Unfortunately, when
targeting HBeAg negative cohorts, there is a risk of false positive results, as correctly
stated by Adraneda et al. [1]. The specificity of this assay has not been extensively studied
but data from Van Halewijn et al. on a small number of samples indicate a false positive
rate of approximately 10% [4]. These results have also been observed in our laboratory
(unpublished data). However, we are deeply concerned by the incorrect use of the Fujirebio
HBcrAg reagent in numerous published works, which should therefore not have been taken
into consideration in Adraneda's review. It is appalling that results are generated and
published without following the manufacturer's recommendations. Indeed, in the original
publication and assay notice, it is clearly indicated that the analytical sensitivity of the
reagent is 3 log U/mL (1000 U/mL), with a dynamic range of 3 to 7 log U/mL [5].
Therefore, all publications of the Adraneda's review reporting values below 3 log U/mL
should not be considered as they do not conform to the proper methodology. Considering
values below 3 log U/mL incurs the risk of taking into account at least 10% of false positive
results and unreliable quantifications out of the assay's linearity range. We believe all
correlations that include HBcrAg values under 3 log U/mL are incorrect. Unfortunately,
many references cited by Adraneda in the supplementary files, fall into this transgression.
Not only does this issue represent a serious basic deviation from rigorous methodological
procedures, it also introduces substantial bias in the correlation factors with other hepatitis
B biomarkers and their subsequent interpretations. The consequences may be less obvious
for studies aiming at defining a clinical threshold. Indeed, most defined thresholds reported
in the review are above 3 log U/mL and false positive results or incorrect quantifications
may not significantly modify the overall interpretation of these studies. Nevertheless,
taking into account any value under 3 log U/mL displayed by the system, leads to absurd
thresholds between 2 and 3 log U/mL (as found in ref. 16-table 3C or 25-table 3D), values
that should not be interpreted.

In conclusion, the main principle to apply when using a biomarker is to conform to the
assay specifications as recommended by the manufacturer. As many publications using
HBcrAg quantification did not follow this basic rule, any summarizing work should apply a

stringent selection process to convey an unbiased message not relying on skewed values.



This beforehand screening is mandatory to help clinicians identify a new biomarker based

on robust data. While HBcrAg quantification may not be informative in HBeAg positive

patients, its clinical value to characterize the HBeAg negative stages of HBV infection

deserves further well-conducted studies.
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