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Response to ‘Decision making value of nuclear 
dense fine speckled pattern in systemic 
autoimmune rheumatic disease: trick or treat?’ 
by Deng et al

The correspondence of Deng et al1 raises practical issues 
regarding the recognition and clinical interpretation of the 
nuclear dense fine speckled (DFS, AC-2) pattern in a typical 
clinical immunology laboratory during antinuclear antibody 
(ANA) screening using indirect immunofluorescence assay 
on HEp-2 cells (HEp-2 IIFA). Based on the recommendation 
of the International Consensus on ANA Patterns (ICAP),2 
the recognition of a nuclear DFS pattern is not to be taken 
as the same as the determination of an anti- DFS70 antibody 
using a follow- up specific immunoassay. In fact, HEp-2 IIFA 
is a screening test for a vast array of autoantibodies and is 
not intended for the final determination of autoantibody 
specificity. Accordingly, the ICAP recommendation is clear 
that all HEp-2 IIFA patterns as defined by ICAP, with the sole 
exception of anti- centromere (AC-3), must be followed- up 
with specific immunoassays.2 With specific regard to the AC-2 
pattern, a recent review article has clearly pointed out that 
anti- DFS70 antibodies must be defined by specific immunoas-
says and not by HEp-2 IIFA alone.3 Currently, the alternative 
methods for determining reactivity to DFS70 include ELISA, 
chemiluminescent immunoassays, and variations of the HEp-2 
IIFA (either after immune absorption against DFS70 antigen 
or using DFS70 knockout cells). However, a low agreement 
rate has been reported between some of these methods,4 impli-
cating further research is needed in optimising the detection 
method/strategy. The recent availability of an international 
anti- DFS70 reference material distributed by the Autoanti-
body Standardization Committee (http://www. autoab. org) 
should contribute in the harmonisation of these immunoassays 
towards improvement in the agreement rate.5

A related issue is the clinical relevance of the DFS pattern 
and anti- DFS70 antibodies. There has been progressive clari-
fication on the clinical significance of anti- DFS70 antibodies 
since the original report on the association with interstitial 
cystitis in 1994.6 It is now established that anti- DFS70, when 
present alone in the sample, occurs in 1%–9% of the general 
population worldwide.7 It occurs in a similar frequency also 
in systemic autoimmune diseases but is usually associated with 
disease- specific autoantibodies. Therefore, the negative asso-
ciation of anti- DFS70 antibodies with systemic autoimmu-
nity is valid only if other disease- specific autoantibodies are 
ruled out. It happens that the bona fide DFS pattern is clearly 
apparent when anti- DFS70 is the only autoantibody in the 
sample, as the staining pattern derived from other autoanti-
bodies tend to interfere with the typical DFS pattern. In that 
sense, the correct identification of the DFS pattern serves as a 
preliminary proxy to the existence of a pure anti- DFS70 anti-
body in the sample. However, as mentioned before, this must 
be confirmed in specific immunoassays. This should not result 
in a significant delay in the final clinical decision as these tests 
are amenable to be available in regular clinical immunology 
laboratories; however, some restrictions may apply to certain 
countries at this time.

It is surprising that Deng et al had only 58 samples with the 
DFS pattern (2.3%) out of 2,507 HEp-2 IIFA positive samples.1 
In our experience, the DFS pattern is one of the most commonly 
observed patterns, accounting for 37% of 13 641 sequential HEp-2 

IIFA- positive samples in a large clinical laboratory.8 Although 
ethnical and environmental factors may influence the prevalence 
of anti- DSF70 antibodies, it is recognised that the definition of the 
DFS pattern is subjective and amenable to misclassification.9 In 
fact, a variety of slightly different patterns sharing the properties 
of nuclear fine speckled staining and similar staining of the mitotic 
chromatin may be misinterpreted as the DFS pattern. These DFS- 
like patterns, being confirmed anti- DFS70 antibody negative, have 
been recently referred to as pseudo- DFS patterns10 and are the 
focus of an ongoing study by ICAP members. Among patients with 
pseudo- DFS patterns, there may be some with systemic autoim-
mune diseases. Since Deng et al have not determined anti- DFS70 
reactivity in specific immunoassays, it is possible that cases of pseu-
do- DFS pattern may have contributed to the high frequency of 
systemic autoimmune diseases in their cohort.
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