N
N

N

HAL

open science

Autoantibodies at the Center of
(sub)Classification-Issues of Detection-Reply

Yves Allenbach, Kubéraka Mariampillai, Olivier Benveniste

» To cite this version:

Yves Allenbach, Kubéraka Mariampillai, Olivier Benveniste.
(sub)Classification-Issues of Detection-Reply.

maneurol.2019.0443 . hal-03523452

HAL Id: hal-03523452
https://hal.sorbonne-universite.fr /hal-03523452v1

Submitted on 12 Jan 2022

HAL is a multi-disciplinary open access
archive for the deposit and dissemination of sci-
entific research documents, whether they are pub-
lished or not. The documents may come from
teaching and research institutions in France or
abroad, or from public or private research centers.

L’archive ouverte pluridisciplinaire HAL, est
destinée au dépot et a la diffusion de documents
scientifiques de niveau recherche, publiés ou non,
émanant des établissements d’enseignement et de
recherche francais ou étrangers, des laboratoires
publics ou privés.

Autoantibodies at the Center of
JAMA neurology, 2019, 76 (7), pp.868. 10.1001/ja-


https://hal.sorbonne-universite.fr/hal-03523452v1
https://hal.archives-ouvertes.fr

Letters

COMMENT & RESPONSE

In Reply In their Letter, Vulsteke et al highlight an unmet need:
the harmonization of myositis specific autoantibody (MSA) de-
tection. We recently showed that patients with myositis can be
classified into 4 homogeneous subgroups' and that MSA plays
a major role in predicting patients will be in a specific subset.
As mentioned by Vulsteke et al, our study did not include a con-
trol group of patients with noninflammatory myopathies. This
was because our primary aim was to identify homogeneous sub-
groups of patients with myositis using unsupervised statisti-
cal methods based on a complete data set (with no missing data)
comprising, among others, MSA. Furthermore, MSAs are now
validated diagnostic criteria for immune-mediated necrotiz-
ing myopathies? and have been recently recognized as diagnos-
tic criteria for dermatomyositis (239th European NeuroMuscular
Center International Workshop, Amsterdam, December 14-16,
2018). In the American College of Rheumatology/European
League Against Rheumatism diagnostic criteria for myositis,*
the presence of anti-Jol antibody is the item assigned with the
heaviest weighted score, but the weakness of this criterium is
that no other MSAs were considered.>

Thus, MSAs are crucial for diagnosing and classifying myo-
sitis. Vulsteke et al emphasize the necessity of determining the
list of MSAs that could be considered. This implies that the cho-
sen MSA must be representative of homogeneous subgroups
of patients with characteristic phenotypes. Vulsteke et al dis-
cuss the place of the most recently identified MSA, the anti-
FHLI1 antibody.* Nevertheless, the anti-FHLI antibody has not
been associated with a particular subset of patients with myo-
sitis. Anti-FHLI seropositivity appears more often as a marker
of myositis severity.* In addition, integrating a new MSA for
diagnostic and classification criteria will need reproducible
observations from different studies involving diverse popu-
lations. This is not yet the case for anti-FHLI.

The next point highlighted by Vulsteke et al is associated
with the reliability of the methods used routinely for MSA
detection. This is a tricky point because he and others have
already demonstrated different sensitivity and specificity
between immunoassays.® In addition, up to 10% of healthy
controls have a positive result for MSA using commercial
immunoassays.® This suggests the possibility of false-
positive results or that MSA can appear before the onset of
myositis as, for example, antibodies against cyclic citrulli-
nated peptide predict the development of rheumatoid
arthritis.® To answer these points, international efforts are
now in progress to try to harmonize the detection of MSA. In
addition to the characteristics of the detection tests that will
be used (eg, antigen sources, method of detection, or posi-
tivity threshold) another point that must be considered is
the selection of the screened population. As for the detec-
tion of antineutrophil cytoplasmic antibodies, a gating strat-
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egy based on clinical and biological manifestations could
improve the diagnostic performance. Here, to limit the risk
of false positivity, the results of MSA must be combined
with other clinical, biological, and morphological
(muscle imaging and/or pathology) items of myositis
diagnostic criteria.

Another reason for considering MSAs as a classification
tool is that they are usually mutually exclusive. Vulsteke
et al indicated the possibility of dual positivity in some
cases. Nevertheless, this situation remains rare, occurring in
0.5% of myositis cases.! In addition to the already men-
tioned possibility of false-positive results, these double
seropositivities must be interpreted after considering other
clinical, pathological, and biological parameters.
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