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ollaborations between scientists from

different countries are always a good
reason to meet and to establish new bilat-
eral projects and research plans. In this
vein, Israeli and Greek rheumatologists and
clinical immunologists met in the lovely city
of Haifa on 14 and 15 October 2015 and
established the first Israel-Greece meeting
on advances in rheumatology and autoim-
munity. Important issues were presented
and discussed by both sides, illustrating
that such discussions can move research for-
ward, that science has no borders, and that
medicine will always be a perfect vehicle for
people from various countries to remain
close friends. Some of the issues discussed
are reported briefly below.

REGULATORY MECHANISMS IN
AUTOIMMUNE DISEASES

Autoimmune diseases such as systemic
lupus erythematosus (SLE), rheumatoid
arthritis (RA), systemic sclerosis (SSc) and
others are considered to be a consequence of
self-tolerance breakdown and the develop-
ment of immune complexes and systemic
inflammation. In these patients immune
cells such as dendritic cells, T and B cells are
over-activated, producing a wide range of
pro-inflammatory cytokines [1]. In recent
years, autoimmunologists switched their
attention, focusing on the regulatory mecha-
nisms, namely, the role of both T and B
regulatory cells and their importance in
preventing autoimmunity and inflammation
[2,3]. Regulatory molecules/proteins such as

semaphorin3A and CD72 are some of the
recently investigated regulatory molecules,
both expressed on and secreted by B regula-
tory cells. B regulatory cells were reported to
be involved in the pathogenesis of RA and
SLE through their failure to maintain self-
tolerance and regulate autoimmunity [4,5].

At this meeting Lyn kinase was presented
as one of the important regulatory factors in
SLE. Lyn kinase is expressed on B cells, is
part of the B cell receptor (BCR) activating
complex, and is involved in the process of B
cell proliferation. Lupus-like symptoms were
described in a murine Lyn-/- model, showing
that relevant autoantibodies were developed
together with the deposition of immune
complexes in the kidneys. In addition, B
cells from human SLE patients were shown to
have decreased Lyn expression as compared
to normal B cells and to be associated with
SLE disease activity [6]. The involvement of
B cells, mainly B regulatory (Breg), in the
pathogenesis of SSc was presented. B cells
are involved in the development of fibrosis
in SSc by producing autoantibodies that
activate fibroblasts but also by cell-to-cell
contact with fibroblasts. B cells can function
as antigen-presenting cells to T cells and
induce dendritic cell maturation that pro-
motes Th2 response [7]. In contrast, IL-10
producing Breg cells were shown to be both
numerically and functionally decreased in
association with SSc disease activity, mainly
SSc-associated interstitial lung disease.
Furthermore, Breg numbers and function
were negatively correlated with SSc-specific
autoantibodies such as anti-topoisomerase I
and anti-centromere antibodies [8].

THE IMPORTANCE OF SPECIFIC
AUTOANTIBODIES IN AUTOIMMUNE
DISEASES

The role of specific autoantibodies in defin-
ing autoimmune diseases, their development,

prognosis and severity was also discussed. In
this respect, certain autoantibodies are con-
sidered helpful in the classification of patients
suffering from distinct clinical subtypes and
may be useful in predicting response to treat-
ment. Natural antibodies were reported at
this meeting to play a significant role in the
first-line defense against pathogens, in neu-
tralizing tumor necrosis factor and in pro-
tecting against autoimmunity. Lower levels
of natural autoantibodies are associated with
the development of different autoimmune
diseases. In contrast to natural autoantibod-
ies, pathogenic autoantibodies recognize
self-antigens with high affinity and thereby
promote the development of inflammation.
Reaching a definite diagnosis of autoimmune
diseases is difficult in some cases and may
require repeated evaluation of patients. In
this case, some autoantibodies in conjunc-
tion with other clinical and laboratory find-
ings were proved to be valuable in defining
a definite diagnosis and in some cases the
prognosis [9]. In relevance to this, primary
Sjogren’s syndrome negative for anti-Ro/SSA
and anti-La/SSB antibodies is characterized
by a lower risk of lymphoma and a lower level
of B cell expansion [10].

Antiphospholipid syndrome (APS) was
also discussed at this meeting, being charac-
terized by the detection of specific autoanti-
bodies such as lupus anticoagulant, anticar-
diolipin and anti-2 glycoprotein antibodies
(aPL). Women's issues were specifically dis-
cussed, e.g., the particular aspects of women
with classical vascular APS, the long-term
follow-up of women with obstetric APS, and
the management of women with persistent
antiphospholipid antibodies [11]. The histo-
pathology of placentas of women suffering
from APS was also reported. The diversity
of the human placental aPL fingerprint sug-
gests that multiple pathological processes may
occur in pregnancies affected by aPL [12].
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THE ROLE OF FACTORS AND PROTEINS IN
AUTOIMMUNITY AND INFLAMMATION
High levels of circulating microvesicles
(MVs), namely annexin V-bearing MV,
endothelial and platelet MV, have been
associated with an increased risk of throm-
bosis. An increased presence of endothelial
MVs was also found in APS patients with
recurrent thrombosis and pregnancy loss.
Microvesicles play a role in both physiologi-
cal and pathologic states. They are involved
in regulating processes such as coagulation
and angiogenesis, but also play a role in
pathological states such as thrombosis and
inflammation [13].

The discovery of useful biomarkers for
assessing ongoing inflammatory and fibro-
sis activity in the skin and internal organs
of SSc patients was one of the topics dis-
cussed at this meeting. In this respect, lysyl
oxidaze (LOX), a copper-dependent amine
oxidase, became a candidate biomarker for
assessing fibrosis in SSc patients. LOX has
been evaluated in several states of fibrosis,
such as primary myelofibrosis, hepatic
fibrosis and recently in lung fibrosis of SSc
patients [14]. It was shown that elevated
serum LOX levels correlated positively
with SSc disease activity as well as with
the extent of the lung and skin fibrosis that
developed.

The role of prolactin and estradiol in
Colombian women with SLE was discussed.
Women of childbearing age are primarily
affected, which raises the idea of a hormonal
role in the development of SLE. Relevant
hormones are prolactin, estradiol and pro-
gesterone. The authors found a significant
association of decreased serum C4 levels,
SLE disease activity, mainly in the kidney,
and increased estradiol levels. However, no
association was found between hyperpro-
lactinemia and SLE disease activity. These
findings suggest the possibility of imple-
menting anti-estrogen therapy in such cases
[15]. This question was discussed further,
supporting the finding that increased estra-
diol levels are indeed associated with renal
involvement in SLE. However, the asso-

ciation between prolactin levels and SLE
disease activity is controversial and has yet
to be established. Many studies support the
finding of no association between increased
prolactin in SLE and disease activity, while
others show a higher prevalence of serositis,
pericarditis, and proteinuria in SLE patients
with hyperprolactinemia. The subject of
hormone imbalance and SLE should be
studied further [16].

INFECTIONS AND THE IMMUNE SYSTEM
Infections both viral and bacterial are closely
associated with immune mediated and auto-
immune diseases. In some cases they trigger
autoimmune diseases and in others they
present with many symptoms that may mask
immune mediated diseases, such as long-
lasting fever, arthralgia, and the presence of
autoantibodies such as anticardiolipin anti-
bodies, rheumatoid factor and others [17].
Case reports were presented describing
the clinical courses of some infections, such
as Rickettsia sibirica mongolitimonae which
appeared to be an emerging pathogen in
both southern and northern Greece. This
pathogen should be considered in the dif-
ferential diagnosis of any febrile illness [18].
In another case report, Kikuchi-Fujimoto
disease, also known as histiocytic necrotiz-
ing lymphadenitis, is considered be a rare
disease of unknown etiology. Such patho-
gens should be considered in the differential
diagnosis of fever of unknown origin [19].

CONCLUDING COMMENTS

Both Israel and Greece are rich in ancient
archeology, beautiful beaches, and good
wine. This meeting added another com-
mon feature of our countries - both have
an immense interest in rheumatology and
the strong will to continue this collabora-
tion. Heres looking forward to the second
Israel-Greece meeting.
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“Do unto those downstream as you would have those upstream do unto you”

Wendell Berry (born 1934), American novelist, poet, environmental activist, cultural critic, and farmer





