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Abstract

Autoantibodies are important for the diagnosis and
classification of autoimmune diseases. Currently, there is
insufficient awareness that autoantibody assays are not
standardized. We discuss the issues raised concerning the
proper standardization of assays for autoantibody testing. The
European Autoimmunity Standardisation Initiative (EASI)
promotes the cross-talk between clinicians and laboratory
specialists to improve the correct interpretation of
autoantibody results.
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I INTRODUCTION
Autoantibodies are increasingly recognized as
important biomarkers in the diagnosis and

classification of autoimmune diseases. Diagnostic
criteria are defined to enable clinicians to correctly
diagnose a patient based on clinical and laboratory
characteristics, while classification criteria are defined
to include patients with well-defined clinical and
laboratory characteristics in studies. As a consequence,
classification criteria are more stringent than diagnostic
criteria. Studies with well-defined patient cohorts are
not restricted to clinical trials for evaluation of new
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therapeutics, but also include mechanistic studies to
unravel the pathophysiology of the respective disease.
It is, however, questionable if classification criteria
adequately take into account the heterogeneous nature
of autoimmune diseases like systemic lupus
erythematosus (SLE). According to the 1997
classification criteria of the American College of
Rheumatology (ACR) SLE is classified if at least 4 out
of 11 items are met. When considering that these
criteria are independent from each other, there may be
330 distinct phenotypes that meet the SLE criteria [1].

Obviously, inclusion of all these phenotypes
into a single pharmacological or pathophysiological
study will impact a final conclusion. As such, it can
also be questioned whether increasing the sensitivity of
autoantibody assays will benefit our understanding of
the respective disease since the association between
autoantibody and disease subtype, like anti-dsDNA
antibodies and lupus nephritis or anti-SSA/Ro60
antibodies and cutaneous variants of SLE, may be lost.
Besides the dilemma described above, there is
insufficient awareness that autoantibody assays are not
standardized [2]. In general, the committees involved
in the establishment of disease criteria consist only of
clinicians lacking experience with the pitfalls of
autoantibody assays. This is illustrated by definitions
for autoantibody criteria. They may include “at least
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equivalent performance” for solid phase assays L CONCLUSION

compared to HEp-2 indirect immunofluorescence or The European Autoimmunity Standardisation

“with demonstrated >90% specificity” for anti-dsDNA
antibodies in the criteria for SLE. Equivalent has not
been defined and this low threshold for specificity is
really poor for a relatively rare disease. Also, a
statement like “performed with a standardized and
validated test” for anti-Jo1 antibodies in the criteria for
idiopathic inflammatory myopathies (IIM) is difficult
to achieve when considering that standard preparations
for these antibodies are lacking. Another dilemma with
respect to the position of autoantibodies in disease
criteria involves the methodology to establish such
criteria. The ACR and the European Alliance of
Associations for Rheumatology (EULAR), extensively
collaborating in the formulation of classification
criteria for rheumatological diseases, follow a five-step
strategy: enlisting potential items by experts,
evaluation of these items in existing study cohorts,
defining discriminating items and scoring system,
applying the scoring system in a derivation cohort, and
finally in a validation cohort. In particular the use of
existing study cohorts hampers appropriate inclusion of
autoantibodies: no distinction between SSA/Ro60 and
Ro52 autoantibodies in the criteria of Sjogren’s
syndrome, no inclusion of IIM-specific autoantibodies
next to anti-Jol in the criteria of IIM, and the artificially
high ranking of anti-RNA polymerase III antibodies in
systemic sclerosis.
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Initiative (EASI) has been established to promote the
cross-talk between clinicians and laboratory specialists
in order to improve the correct interpretation of
autoantibody results. In the context of disease criteria,
it is evident that EASI may also create more awareness
in the community involved in disease criteria that there
is lack of standardization of autoantibody assays [3].
Consequently, disease  criteria  that include
autoantibodies may also benefit from the cross-talk
between clinical and laboratory experts.

*This is an outline of a lecture given at the 5 Panhellenic Polythematic
Congress of Autoimmune Diseases, Rheumatology and Clinical
Immunology, 1-3 September 2023, Nafplia, Greece
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