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Response to: 'Unending story of the indirect 
immunofluorescence assay on HEp-2 cells: old 
problems and new solutions?' by Meroni et al

We would like to thank Professor Meroni and colleagues for 
their comments1 regarding our paper2 on testing for antinuclear 
antibodies (ANAs) in patients with systemic lupus erythema-
tosus (SLE) and the very thoughtful discussion of the approaches 
for serological determinations. This letter provides a further 
perspective on ANA assays that were also discussed in a letter 
to this journal by Dr  M Mahler.3 With respect to approaches 
to serological testing beyond immunofluorescence assays (IFA), 
we fully agree that solid phase assays (SPA) can provide a useful 
adjunctive approach and, indeed, we provided data on an ANA 
ELISA in our paper. In our study, the SPA kit that we assessed did 
not perform better than the IFA tests (11.7% ANA negative for 
the SPA compared with 4.9%–22.3% negative for IFA assays). 

While ANA assays have undergone extensive investigation, 
one of the current challenges relates to the setting of clinical 
trials and the high screen failure rate of patients who have an 
established diagnosis of SLE but are ANA-negative at screening 
despite a positive ANA in the past. Screening for trial eligibility 
involves different considerations from those used for routine 
care and, indeed, may necessitate different assays. Importantly, 
since products for the treatment of SLE can be approved for 
‘active, autoantibody positive disease’, the assays used for sero-
logical assessment are key and therefore should be rigorously 
evaluated for use as a ‘theranostic’ or companion diagnostic. 
Such an evaluation requires different methodology from what is 
currently used to evaluate a kit or assay to assess the presence of 
an ANA in a broad population of patients with a systemic auto-
immune rheumatic disease. In his letter, Dr Mahler3 discussed 
the differences between companion and complementary diag-
nostics. The use of the different ANA kits for screening for trial 
eligibility has not yet been the subject of such an evaluation, 
adding uncertainty to the field. We discussed these issues in a 
previous publication.4

To move the field forward, we would suggest greater clarity 
in the goal of ANA testing in the trial setting. Is such testing 
to confirm a diagnosis of SLE or is it to subset patients on the 
basis of disease activity, suspected mechanistic underpinning of 
the disease and/or the likelihood of treatment response? In this 
regard, while anti-DNA has had extensive use to assess disease 
activity and is a component of the Systemic Lupus Erythema-
tosus (SLEDAI), for example, testing for either ANA or anti-
bodies to RNA-binding proteins (ie, Sm, RNP, Ro and La) 
has not been considered useful to assess disease activity.5 We, 
therefore, believe that regulatory agencies in concert with inves-
tigators should directly address the issue of ANA testing to deter-
mine trial eligibility and provide guidance on the methodology 
that is the most informative and reliable in this specific setting. 
This methodology could involve more than one IFA kit or the 

combination of an IFA and SPA; for example, in our study, only 
one patient showed ANA negativity in all three IFA assays. Stan-
dardisation is also important to allow comparison of studies.

We agree that confusion currently surrounds the issue of 
ANA testing in clinical trials and hope that our paper begins the 
process to come to a resolution. In view of the pipeline of new 
agents that can be explored as novel therapeutics for SLE, such 
a resolution should be a top priority to advance the testing of 
new treatments and the addition of effective new agents to the 
armamentarium.
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