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Diagnhosing Sjogren’s disease in 2023: what is hew?

Bandeira M2, Roméao VC'?3

Sjogren’s Disease (SjD) is a complex systemic rheumatic
disease targeting primarily exocrine glands, particular-
ly salivary and lacrimal glands. Its hallmark is ocular
and oral dryness, present in around 98% of patients,
with 89% reporting both'. Arthralgia and fatigue are
also commonly observed, followed by salivary gland
swelling, whereas systemic extra-glandular involve-
ment including neurological, renal, vascular or pulmo-
nary manifestations have been considered to be present
in up to one third of patients'. Nonetheless, this figure
has recently been questioned, as thorough clinical as-
sessment often reveals a number of extra-glandular fea-
tures not previously recognized as part of SjD?. Chronic
fatigue is a complex complaint present in up to 80%
of patients with SjD. It is multidimensional, different
from ordinary lethargy and has a significant impact on
health-related quality of life’>. A recent study showed
pain and fatigue as the major predictors of decreased
quality of life in SjD patients, independent of disease
activity, age, literacy, disability and fibromyalgia®. Re-
cently published evidence also suggests metabolic fac-
tors as important mediators for high symptom burden
in SjD°.

SjD affects mainly middle-aged women (female: male
ratio of 9:1). It has been classically considered one of
the most frequent inflammatory RMDs, but this notion
has been recently questioned®. In fact, the estimated
prevalence of SjD has been of is 39 in 100 000 individ-
uals (0.04%), a figure below the rare disease threshold®.
This remains a question to be answered and a relevant
one, as rare orphan diseases tend to have distinct fea-
tures for patient support and benefits.

In order to measure outcomes in SjD, disease activ-
ity scores were developed by the EULAR Sjogren’s task
force. The EULAR SjD Disease Activity Index (ESSDAI)
evaluates systemic disease activity, and a few studies
have met the primary endpoint using this outcome
measure. Nonetheless, ESSDAI is poorly related with
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EULAR Sjogrens Syndrome Patient Reported Index
(ESSPRI), and other PROs such as the Profile of Fatigue
and Discomfort-Sicca Symptoms Inventory (PRO-
FAD-SSD), thus limiting the scope of disease evaluation
from the patient perspective. The cause for this discrep-
ancy is elusive to this date and deserves further study.
In order to overcome this issue, STAR was proposed as
a composite outcome measure that provides a compre-
hensive, multidimensional overview of SjD impact’.

Notably, SjD not only seems to be underdiagnosed
but may currently have a delayed diagnosis based on
its non-specific symptoms and the common misuse
of classification criteria, that require low-functioning
glands, for diagnosis. Sicca symptoms and dryness
objective scores may be a sign of long-lasting untreat-
ed inflammatory glandular involvement. It has been
shown that sicca symptoms are more frequent in pa-
tients diagnosed later in life, with the frequency of oral
dryness increasing according to the age of diagnosis®’.
Age seems to influence SjD expression, with a lower
prevalence of glandular and lymph node involvement
and higher frequency of pulmonary and peripheral
nerve disease in older patients at diagnosis®. There is,
in fact, growing evidence on the recognition of differ-
ent disease patterns. There has been a definition of four
subgroups regarding symptoms: low symptom burden,
high symptom burden, dryness dominant with fatigue,
and pain dominant with fatigue; which seem to have
meaningful repercussions in treatment response'’.
Stratification of patients has been studied vastly for the
past few years. It is currently also recognized that there
is a non-sicca subgroup that seems to consist of young-
er, predominantly anti-SSA-positive patients who tend
to have more systemic disease, mainly with a higher fre-
quency of activity in the constitutional, cutaneous, re-
nal, haematological and biological ESSDAI domains®!*.
This subgroup is of particular importance, we believe,
as patients are less likely to meet classification criteria
and, conversely, may significantly benefit from timely
and adequate diagnosis and treatment.

The hallmark histologic feature of SjD is salivary and
lacrimal glands lymphocytic infiltration which helps
to establish the diagnosis. The diagnosis of SjD is thus
based on clinical features, specific autoantibodies (an-
ti-Ro/SSA, anti-La/SSB) and salivary gland evaluation,
both by minor salivary gland biopsy as well as sali-
vary gland ultrasound (SGUS). In fact, many advanc-
es have been made in SGUS as of late. SGUS seems to
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be a valuable tool in SjD diagnosis, with a potential
to replace other factors in SjD classification criteria'?.
When added to the current classification criteria, ul-
trasonography increased the criteria’s sensitivity and
seemed to perform similarly when replacing the ocular
staining score, Schirmer’s test, or unstimulated whole
saliva flow'?. There are other novelties within imag-
ing currently being studied with some interesting re-
sults such as shear-wave elastography of major salivary
glands" and ultra-high frequency ultrasonography of
minor salivary glands'* that may potentially also have
good diagnostic value, but need additional testing. Fur-
thermore, ultrasonographic evaluation of the salivary
glands may raise suspicion of lymphoma and be used
as guidance for additional assessment of this diagno-
sis such as ultrasound-guided parotid biopsy. This bi-
opsy has, indeed, been proven to be a rather safe and
well-tolerated procedure, which may be the foundation
for new studies on its utility for SjD diagnosis®. Ultra-
sound may also play a role in monitoring SjD activity
and treatment efficacy'®. Curiously, there is also some
evidence showcasing SGUS as a method to stratify SjD
patients, considering a positive SGUS correlated with
longer disease duration, higher ESSDAI, anti-SSA and
anti-SSB antibodies and higher levels of both IgG and
rheumatoid factor”.

The most severe complication of SjD is lymphoma,
which happens in around 5-10% of patients, making
malignancies one of the leading causes of death in SjD,
along with cardiovascular diseases and infections. De-
spite these comorbidities, there doesn’t seem to be an
increased risk of all-cause mortality in primary SjD
except for older patients with extra-glandular involve-
ment, hypocomplementemia, cryoglobulinemia or pa-
rotid swelling, that require closer follow-up'®. Recent
evidence, however, shows an increased risk for other
non-hematologic neoplastic diseases in SjD patients'.

There are specific autoantibodies that are considered
immunological markers for SjD. Up to 75% of patients
are anti-Ro/SSA positive and up to 50% anti-La/SSB
positive''. The presence of anti-Ro/SSA and anti-La/
SSB antibodies correlated with earlier disease onset,
more severe glandular manifestations and extra-glan-
dular systemic involvement!'. Anti-Ro52, specifically,
seems to correlate to some clinical features such as ES-
SDAL, hypergammaglobulinemia and focus score>1. In
a recent study, a linear correlation between anti-Ro52
concentration and ESSDAI was observed®®. Antinucle-
ar antibodies and rheumatoid factor are also common
serological findings in these patients and may be prog-
nostic markers. For instance, rheumatoid factor has
been associated with a more severe disease course and
was defined as a risk factor for lymphoma?!. Antinucle-
ar antibodies-positive patients seem to be younger and

also have a higher ESSDAT'".

Some other antibodies have been studied in order to
provide supplementary aid for the diagnosis of SjD in
patients negative for both SSA and SSB, the so-called
‘seronegative’ SjD. Anti-NuMA antibodies, despite un-
common, have been associated mainly with SjD and
systemic lupus erythematosus, and seem to confer a
good prognosis*. Anti-NOR90 have also been, in some
series, associated with SjD, although particularly in
overlap syndromes such as SjD-rheumatoid arthritis
and SjD-systemic sclerosis. Antibodies anti-muscarinic
type 3 receptor seem to further enhance sensitivity and
specificity for SjD diagnosis”. Furthermore, their titres
correlated with ocular dryness, glandular dysfunction
and ESSDAI, particularly the haematological and bio-
logical domains.

Despite there being some novel therapies under in-
vestigation, SjD diagnosis and treatment are still a chal-
lenge. The successful management of sicca complaints
and fatigue are two of the most important unmet needs
for the patient’s quality of life**. A timely diagnosis is
thus crucial for the institution of treatment. This re-
quires a high suspicion level when facing typical organ
involvements, never forgetting the different phenotypes
of this disease, including the possibility of the lack of
sicca symptoms. That being said, the present is expos-
ing great innovation and research in SjD and the future
is incredibly promising in terms of improving our abil-
ity to assist SjD patients.
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