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Antinuclear antibodies mitotic patterns and
their clinical associations

Damoiseaux et al' recently reported an international consensus
on antinuclear antibodies (ANA) based on 28 different
patterns in order to harmonise the names and descriptions of
the distinct HEp-2 indirect immunofluorescence assay (IIFA)
patterns. The expert panel emphasised the clinical-serological
relationships between immunofluorescence patterns and the
corresponding test recommendations, rather than mechanis-
tically testing antigen specificity (sometimes not commercially
available), to provide the correct weight to the HEp2-IIFA
pattern.

We appreciate the great effort made by these experts.
However, we found that both in the original manuscript and
the online supplementary material, limited mention was made of
mitotic patterns and their possible clinical associations (with the
exception of the NuMA-like pattern) which means that they are
clinically relevant and which go against the primary objective of
the consensus.

We recently analysed a nationwide cohort of 113 491 sera
consecutively tested for ANA which was positive in 60 501
(53%).% Of these, 592 samples with staining for anti-mitotic
spindle apparatus (MSA) antigen patterns (NuMA/MSA-1,
midbody/MSA-2, CENP-F/MSA-3 and centrosome) were chosen
for further analysis. Of these, 116 patients had a conclusive
diagnosis.

The most frequent pattern was NuMA (65/116, 56%) which
had the highest ANA titres: mean 320 (range 80-2560) and
was the only positive marker in 81.5% of patients, behaving
as a monospecific antibody, a finding consistent with previous
studies.’ In a novel description, this pattern was associated with
chronic idiopathic urticaria (10/10 patients).

MSA-2 was the second most frequent pattern (30/116, 25%)
and had the lowest mean ANA titres (mean 80, range 80-640)
and ENA positivity of all anti-MSA patterns (3/30, 10%). Thir-
teen of 30 (43%) had connective tissue disease (CTD), mainly
Sjogren syndrome (SS), rheumatoid arthritis and systemic lupus
erythematosus. This pattern was also associated with sensori-
neural hearing loss (11/13). The centrosome pattern (17/116,
14.6%) had the second highest frequency of extractable nuclear
antigen (ENA) positivity, mostly ribonucleoprotein positive, and
was associated with undifferentiated CTD. The autoantibodies
to the centromere proteins-F (CENP-F) pattern was the least
frequent (4/116, 3.4%), and only two patients had CTD (SS and
vasculitis, respectively).

In a preliminary study of anti-MSA positive patients (n=104),
Virginia-Pascual et al* found a prevalence of liver disease of
up to 21%: 28.8% had hypertransaminasaemia (>2 SD) and
46.6% had cholestasis. The aetiology was heterogeneous, with
toxic-metabolic pathology in 48%, viral disease in 41% and
autoimmune diseases in 10%. Unfortunately, the study did not
discriminate by patterns.

In the current consensus, for the mitotic and some cytoplasmic
HEp2-1IFA patterns, the clinical association was based on
antigen-specific immunoassays and not on the HEp-2 patterns
as such. Pretest probability that corresponds to the prevalence
of the disease and clinical suspicion is crucial for the relevance
of any diagnostic test. The interpretation and importance of
uncommon ANA patterns are a clinical challenge. A very low
prevalence of these patterns make it difficult to establish close
clinical associations between mitotic patterns and clinical
syndromes. There remains much work still to be carried out in
this expanding field.
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