
In their Review (Pisetsky, D. S. & Lipsky, P. E. 
New insights into the role of antinuclear anti-
bodies in systemic lupus erythematosus. Nat. 
Rev. Rheumatol. 16, 565–579 (2020))1, Pisetsky 
and Lipsky highlight the clinical role of anti-
nuclear antibody (ANA) testing in patients 
with systemic lupus erythematosus (SLE) 
and properly state that anti- double- stranded 
DNA (dsDNA) antibodies are highly specific 
for the diagnosis of SLE; however, they refer 
to two papers that do not take into account 
the widely and historically recognized pres-
ence of these autoantibodies in individuals 
with autoimmune hepatitis2,3. In this regard, 
we would like to point out that knowledge 
of anti- dsDNA antibody positivity in auto-
immune hepatitis dates back to 1956 when, 
because of the similarities to SLE, Mackay 
et al. proposed that this chronic liver disease 
be named ‘lupoid hepatitis’4.

The term lupoid hepatitis was first used to 
describe patients with chronic active hepati-
tis and positivity for the lupus erythematosus 
cell test, suggesting that these individuals have 
a specific form of liver disease that is often asso-
ciated with extrahepatic complaints that are 
typically seen in SLE, including arthralgia 
and a cutaneous rash. In our opinion, the link 
between the two autoimmune diseases is of 

For the detection of anti- dsDNA antibodies, 
solid- phase immunoassays that use a mixture 
of multiple nuclear antigenic sources have 
lower specificity than immuno fluorescence 
tests with Crithidia luciliae10, which contain 
high amounts of dsDNA in the kinetoplast 
and enable easy and simple interpretation of 
positive staining (Fig. 1b).

We agree with Pisetsky and Lipsky that 
whoever orders an ANA test must be aware 
of which test will be used and, ideally, of its 
specificity and sensitivity; however, we would 
like to emphasize that in view of the poten-
tial clinical and immunological similari-
ties between SLE and autoimmune hepatitis,  
a diagnosis of autoimmune hepatitis should 
always be considered in patients with ANA 
and anti- dsDNA antibody positivity.

There is a reply to this letter by Pisetsky, D. S.  
& Lipsky, P. E. Nat. Rev. Rheumatol. https://
doi.org/10.1038/s41584-021-00574-6 (2020).
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considerable clinical and immunological rel-
evance. Patients with autoimmune hepatitis 
often have anti- dsDNA antibodies and ANAs 
with a ‘homogeneous pattern’, a typical feature 
of SLE, whereas patients with SLE often have 
a mild hepatic involvement, known as ‘lupic 
hepatitis’ to distinguish it from lupoid hepa-
titis (renamed autoimmune hepatitis), which, 
in turn, includes ANAs in its diagnostic crite-
ria5. In addition, from a genetic perspective, 
both conditions share a strong association 
with HLA- DR3, suggesting a further parallel 
between the two diseases6.

Positivity for anti- dsDNA antibodies occurs 
in ~30% of patients with auto immune hepati-
tis, and concomitant positivity of anti- dsDNA 
and anti- mitochondrial antibodies occurs in 
up to 60% of patients with an autoimmune 
hepatitis–primary biliary cholangitis overlap 
syndrome7,8. ANA detection in autoimmune 
hepatitis should always be performed by indi-
rect immunofluorescence (IIF) using HEp-2 
cells as a substrate, as this method is the only 
way to ensure the correct identification of 
ANA IIF- patterns of diagnostic relevance9; 
for example, the homogeneous pattern can 
be distinguished with high confidence from 
the ‘speckled pattern’ on the basis of positive 
staining of chromatin in mitotic cells (Fig. 1a). 
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Fig. 1 | Antinuclear and anti- dsDNA antibody immunofluorescence patterns in autoimmune 
hepatitis. a | A typical autoimmune hepatitis antinuclear antibody staining pattern by indirect 
immunofluorescence in HEp-2 cells. A homogeneous fluorescence staining of the cell nuclei using a 
1:40 dilution of serum from a patient with type 1 autoimmune hepatitis (serum titre 1:1,280). The 
condensed chromosomes of mitotic cells are positive, and the area surrounding the chromosomes is 
dark. b | Anti- double stranded DNA (dsDNA) antibody staining with serum from a patient with type 1 
autoimmune hepatitis (titre 1:1,280). The pattern of positivity on Crithidia luciliae shows a strong 
kinetoplast staining (magnification 40x).
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