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Think autoimmunity, breath autoimmunity, and learn autoimmunity
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The 11th international congress on autoimmunity organized
by Prof Yehuda Shoenfeld in Lisbon onMay 2018 was a great
celebration for auto-immunologists. More than 2000 partici-
pants from the entire world shared their views on the various
aspects of autoimmunity, presented updates on issues such as
pathogenesis, diagnosis, and new therapeutic approaches. The
current volume of Clinical Rheumatology contains some of
the presentations from this fascinating meeting, emphasizing
how autoimmunity is indeed complex.

1. Dendritic cells: The role of dendritic cells (DCs) in han-
dling antigens, including auto-antigens, is considered to be
a critical phase in the pathogenesis of many immune-
mediated and autoimmune diseases. In his review,
Slobodin G. discusses the role of DCs in the pathogenesis
of ankylosing spondylitis (AS) [1]. The review focuses on
the role of DCs in the initiation of immune-mediated in-
flammation by increasing the production of pro-
inflammatory cytokines such as IL-17. In this respect, the
ability of DCs in stimulating CD4 T cells is dependent in
part on the proper engagement of HLA-B27 with the co-
stimulatory molecule CD86. When monocyte-derived
CD14-CD40+HLADR+CD86+DCs fromHLA-B27+ pa-
tients with spondyloarthritis were assessed, they were
found to have a markedly decreased capacity to stimulate
T cells when compared with healthy controls. In this re-
spect, both splenic DCs of HLA B27 transgenic rats and
monocyte-derived DCs of patients with AS have demon-
strated significantly lower baseline expression of class II
MHC molecules. Of importance to mention, that HLA
B27, normally composed of a heavy chain connected to
β2-microglobulin, was shown to form abnormal heavy
chain homodimers on the surface of activated DCs.

These have been shown to bind to different groups of im-
mune receptors when compared with classical HLA B27
molecule, mainly KIR (killer cell immunoglobulin-like re-
ceptor) 3DL2 receptor expressed by natural killer cells
(NK) and NK T cells. Ligation to HLA B27 heavy chain
homodimer through KIR3DL2 has led to expansion of the
pool of KIR3DL2 bearing cells as well as diminished in-
terferon (IFN)-γ production. In similarity with many im-
mune cells and regulatory proteins, DCs change their phe-
notype depending on the state of activation and migration.
Dendritic cells possess plasticity features, and depending
on stimulatory conditions or cytokine milieu, they can un-
dergo transformation and acquire stimulatory properties on
one hand but a tolerogenic profile on the other [2, 3].

2. The association between viral infections or malignancy
and autoimmune diseases: In a paper by N. Mahroum
et al. the association between rheumatoid arthritis
(RA) and chronic hepatitis B viral infection (HBV)
was assessed, assuming that hepatitis viruses may play
a role in the pathogenesis of RA. Patients with RA
were compared with age and sex-matched controls re-
garding the proportion of HBV infection in a case-
control study. The study was performed utilizing the
medical database of Clalit Health Services. HBV in-
fection was found to be significantly higher in RA
patients compared with controls. The study indicates
that viruses may contribute to the pathogenesis of au-
toimmune diseases and to the production of a wide
range of autoantibodies [4]. Rheumatologists should
improve screening and control of viruses such as
HBV, HCV, and others in patients with autoimmune
diseases, mainly those planned to receive immune sup-
pressive drugs and biological agents such as anti-TNF
[5]. In another paper, S. Deshayes et al. reported on
the increased prevalence of malignancy in patients suf-
fering from giant cell arteritis (GCA). Forty-nine ob-
servations of malignancies in GCA patients were
followed. Solid neoplasms were reported in 33 (67%)
and malignant blood diseases in 16 (33%). Diagnosis
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of GCA and malignancy was synchronous in 7 (14%).
The authors suggest that initial follow-up dictated by
vasculitis may have led to an early identification of
associated malignancy. The issue of malignancy in pa-
tients with autoimmune diseases and or related to
long-term therapy with immune suppressive agents
should remain under investigation [6].

3. Rare clinical aspects in autoimmune diseases:
Congenital anomalies should be considered and looked
for in pregnant women with SLE. M. Sousa et al. eval-
uated the performance of the first trimester combined
screening in patients with SLE, aiming to assess the
influence of pregnancy in SLE women on biochemical
parameters mainly on serum chorionic gonadotropin
hormone (hCG) and whether this may give an in-
creased rate of false positivity during the first trimester.
The finding of high total serum hCG values in pregnant
women with a pre-existing autoimmune disease should
raise a suspicion of false positive results. Correction
factors should be calculated and entered in the risk
algorithm, in order to avoid the rise in the number of
false-positive results and consequently the overuse of
invasive methods [7]. The association between
cryoglobulinemia and malignancy was discussed by
Tocut et al. by reporting on a case of 40 years old
woman, who developed nephritic syndrome and acute
renal failure 2 weeks post-partum. She harbored type I
and type II cryoglobulinemia approved by renal and
cutaneous biopsies. Monoclonal gammopathy of unde-
termined source (MGUS) was documented following a
bone marrow biopsy. Despite therapy with cyclophos-
phamide, rituximab, plasmapheresis, and dialysis, the
patient died after 8 months. It seems that an overlap-
ping entity of type I and II cryoglobulinemia with se-
vere multi-organ involvement is rare and usually resis-
tant to most available therapies and is fatal [8]. Immune
checkpoint inhibitor (ICI)-induced myositis is a newly
emerging systemic inflammatory myopathy following
the administration of ICI. In the report by Kadota H.
et al. the authors review 15 cases of ICI-induced myo-
sitis, mostly developing in patients with melanoma fol-
lowing the treatment with anti-PD-1 alone and anti-
CTLA-4 alone or the combination of both. Seven of
these patients died due to myocarditis, in two due to
respiratory muscle paralysis and cancer progression in
two. The introduction of ICI therapy is a revolutionary
approach of treatment which improved the survival of
advanced melanoma. On the other hand, ICI-induced
myopathies are considered to be a major cause of se-
vere morbidity and mortality the prevalence of which
should be recorded [9, 10].

Sex hormones, silicone, vaccination,
and the development of autoimmunity

The greater prevalence of autoimmunity among women dur-
ing pregnancy and post-partum support the role of sex hor-
mones in autoimmunity, namely the role of prolactin.
Prolactin has a recognized immune-stimulatory effect, mainly
inhibiting the negative selection of autoreactive B lympho-
cytes. Hyperprolactinemia is associated with increased auto-
immunity, in particular with SLE severity. In a review by
Borba V.V. et al., the authors discuss the link between prolac-
tin and autoimmune diseases and motherhood. They review
the issue of whether breastfeeding should be avoided among
women with established SLE or in women with high risk for
its development [11–13]. The association between silicone
breast implants (SBI) and the development of depression, fi-
bromyalgia, and chronic fatigue syndrome (CFS) is evaluated
byKhoo T. et al. Among 30 patients who received SBI, 12 had
a diagnosis of depression, 6 of fibromyalgia and 3 of CFS.
This finding is significantly higher than that in patients suffer-
ing from SSc. The authors conclude that fibromyalgia and
CFS are common in women following SBI, but the finding
needs a bigger cohort to be assessed [14, 15]. The immuno-
genicity of seasonal or pandemic influenza vaccination in pa-
tients suffering from autoimmune inflammatory rheumatoid
diseases (AIRD) was evaluated evaluated by Lakota K. et al.
This is especially important in patients taking immunomodu-
latory medications. In their study, the authors evaluated 137
vaccinated AIRD patients, and the following issues were
raised: The level of protective antibodies against influenza
viruses is lower in patients treated with rituximab. The possi-
bility of autoimmune responses after multiple vaccinations
should be considered [16, 17].

Diagnostic issues in autoimmunity

The detection of antinuclear antibodies (ANA) plays an im-
portant role in the diagnosis of autoimmune diseases such as
SLE. The sensitivity and specificity of detecting ANA are
assessed and compared in many different methods some of
which are discussed here. Indirect immunofluorescence on
Hep-2 cells (IIF) is considered a gold standard for ANA
screening in clinical laboratory routine. Alternative assays
other than IIF are widely performed in many laboratories in
accordance with international recommendations. However, if
clinical suspicion is strong and the alternative method is neg-
ative for ANA, it is recommended that IIF should be the one to
approve negativity. Elia CTD Screen assay (ECS) is described
pointing to its similar high specificity and sensitivity when
compared with IIF. A novel Hep-2 IIF substrate (Hep-2
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ELITE/DFS70-KO) was introduced and compared with the
standard Hep-2 ANA screening being useful in defining un-
clear mixed ANA patterns and also of high sensitivity.
Rheumatoid factor (RF) is a marker for RA but is also found
in many autoimmune diseases such as SLE, scleroderma, and
others. In a study by Maslinska M et al., RF was evaluated as
an immunological and prognostic factor in primary Sjogren’s
syndrome (pSS). RF was assessed in 75 pSS patients (87%
females and 13% males). The authors found a positive corre-
lation between RF, ANA, and higher disease activity. It was
found to be a prognostic marker but not diagnostic [18–21].

Therapeutic aspects in rheumatoid arthritis

In a meta-analysis of the literature, Venerito G et al. evaluated
mixed treatment comparisons (MTCs) aiming to identify the
most effective drugs for the treatment of early stages of rheuma-
toid arthritis (ERA). Fourteen studies were included in the anal-
ysis. Tofacitinib (64.8%) followed by etanercept (23.2%) were
the drugs with the highest probability of achieving ACR50 re-
sponse. Rituximab showed the highest probability of inducing
ACR70 response (52.8%). Rheumatologists should continue
evaluating the various biological therapies and assess their max-
imal benefit in improving early rheumatoid arthritis [22, 23].

The above-listed studies are only a flavor of the many
issues of autoimmunity and rheumatology which still require
further clarification. Immune-mediated responses are con-
trolled by different regulatory cells and molecules, and as such
are suggested to be a therapeutic target in many autoimmune
diseases. Advanced diagnostic assays for detecting antinucle-
ar antibodies are developed and introduced into routine in
most laboratories, enabling clinicians to achieve a faster and
earlier diagnosis. The meeting in Lisbon was a great opportu-
nity for fruitful discussions and the design of future collabo-
rations between scientists from different countries.
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