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A recent publication by Wielosz et al' has brought
attention to a common and significant issue relat-
ed to connective tissue diseases, namely, polyau-
toimmunity. The term describes the presence of
more than one autoimmune diseases in a single
patient.? The objective of the study was to explore
the prevalence and clinical correlations of organ-
-specific antibodies in 86 patients with systemic
sclerosis (SSc). The results showed coexistence of
autoimmune thyroid disease (ATD) in 30% and
primary biliary cirrhosis (PBC) in 12% of SSc pa-
tients and higher frequency of antimitochondrial
antibodies (AMAs) in limited cutaneous SSc (lc-
SSc) than in diffuse cutaneous SSc (dcSSc). A ten-
dency to coexistence of AMAs and anticentromere
antibodies (ACAs) was also noticed.’

SSc is a chronic autoimmune rheumatic dis-
ease of unknown etiology. It is characterized by
microvascular abnormalities as well as cutaneous
and visceral fibrosis, all accompanied by signature
immune abnormalities. Patients with dcSSc show
widespread and rapidly progressive skin thicken-
ing, and earlier and more severe internal organ
involvement. In the 1cSSc subtype, skin thicken-
ing is restricted to the distal extremities and face,
and accompanied by less severe and later-onset
internal organ involvement.? It is suggested that
SSc shares the same genetic background with oth-
er autoimmune diseases. Patients with this pre-
disposition may develop one specific disease or
another, depending on the presence of either ge-
netic factors or specific environmental triggers.*

A meta-analysis by Elhai et al’ identified poly-
autoimmunity in 25.7% of 6102 patients with
SSc.The most prevalent SSc-associated autoim-
mune diseases were autoimmune thyroid dis-
ease (AITD) (10.4%), followed by Sjégren syn-
drome (7.7%), dermatomyositis/polymyositis
(5.6%), and PBC (3%). The authors suggested
that polyautoimmunity in SSc could influence
both the disease phenotype and severity. Patients
with polyautoimmunity seem to have a milder
disease (higher frequencies of women, of limited

cutaneous subtype and of ACA positivity). Simi-
larly in PBC, patients with SSc-PBC overlap seem
to have a milder disease.® The authors hypothe-
sized that some immunological interactions in
the presence of an additional autoimmune dis-
ease (AID) may favor a better outcome of the dis-
ease. Therefore, further studies are needed to bet-
ter determine the effect of an additional AID on
the SSc phenotype.’

AITD, the most common SSc-associated
AID, is an organ-specific disease characterized
by the presence of antibodies against thyroid-
-specific components such as thyrotropin recep-
tor antigen, thyroglobulin, or thyroid peroxidase.
The prevalence of AITD in the general popula-
tion of countries without iodine deficiency is 3%
to 4%. The prevalence of antithyroid antibodies
is much higher than that of AITD and increas-
es with age.’

In the study by Wielosz et al,' 31% of SSc pa-
tients had positive antithyroid antibody titers
(antithyroid peroxidase antibodies [anti-TPO]
and/or antithyroglobulin antibodies [aTG]) and
30% of SSc patients were diagnosed with AITD.®
In other studies, the coexistence of AITD and SSc
varied from 1.4% to 23.1%.’ The authors reported
that patients with positive aTPO titers had signif-
icantly higher frequency of the HLA DR15 haplo-
type than those who are aTPO-negative. There-
fore, HLA DR15 may represent the immunogen-
ic marker of aTPO production in patients with
scleroderma.! Furthermore, the authors empha-
sized that the incidence of ACAs was higher in
SSc-PBC overlap than in 1c¢SSc alone. Positive
ACAs in patients with PBC indicated the risk of
future lcSSc.!

PBC is a chronic cholestatic liver condition with
autoimmune etiology frequently associated with
other AIDs, especially SSc. AMAs are serological
markers of PBC and occur in up to 90% to 95% of
patients.'? In the meta-analysis by Elhai et al,” pa-
tients with SSc/PBC were more frequently wom-
en with 1cSSc and ACA positivity.’
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The presence of PBC/SSc overlap potentially
implies routine testing for ACAs in patients with
PBC and AMAs in patients with SSc. Such testing
should be also routinely done in the long-term
monitoring of signs and symptoms of chronic
cholestatic liver disease in these cohorts. More-
over, some studies have linked genetic associa-
tions between PBS and SSc in genes HLADRBI,
DQBI, IRF5, and STAT-4.'%" Finally, Sakkas et al'?
have shown that the diseases are associated with
the same infectious agents, such as Helicobacter
pylori or Chlamydia pneumoniae.

In conclusion, polyautoimmunity is a common
feature in patients with SSc. Therefore, physicians
should be aware of this phenomenon when estab-
lishing a diagnosis and developing a plan to mon-
itor and treat these patients.
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