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Demographic, Clinical and Serological Characteristics of the Patients
with Sjogren’s Syndrome: A Tertiary Clinic Experience
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Abstract

Objective: This study aimed to evaluate the demographic, clinical and serological characteristics of patients with Sjogren’s syndrome (SS).
Materials and Methods: Forty-nine patients with SS admitted to our outpatient clinic between January 2015 and April 2019 were included
in this study. Patients were evaluated retrospectively in terms of age, gender and primary/secondary SS state; concomitant diseases with
secondary SS, the presence of other related chronic diseases, minor salivary gland biopsy and autoantibody evaluation results were recorded.
Results: The mean age of the 49 patients (46 females, 3 males) included in the study was 48.39+11.45 years (minimum: 18, maximum: 81).
Female/male ratio was 15.3/1. Thirty-four (69.4%) of the patients had primary SS, while 15 (30.6%) patients were diagnosed as secondary
SS. The most common symptom at the time of diagnosis was dry eye (98%) and dry mouth (92%). Antinuclear antibody positivity was found
to be 40.8% and rheumatoid factor positivity as 28.6%. Anti-SS-A and anti-SS-B was positive in 46.9% and 26.5% of the patients, respectively.
Conclusion: SS is characterised by heterogeneity of clinical manifestations, serological markers and symptoms. The symptom severity and
variety of the patients are also affected by the other concomitant rheumatic diseases.
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(074

Amagc: Bu calismada klinigimize basvuran Sjoégren sendromu (SS) tanili hastalarimizin demografik, klinik ve serolojik 6zelliklerin degerlendirmesi
amaclandr.

Gereg ve Yontem: Calismaya Ocak 2015 ve Nisan 2019 tarihleri arasinda poliklinigimize bagvuran SS tanili 49 hasta dahil edildi. Hastalarin
geriye donik olarak yas, cinsiyet, SS'nin primer/sekonder olma durumu; sekonder ise hangi hastaliga eslik ettidi, iliskili olabilecek diger kronik
hastaliklarin varligi, tikirlk bezi biyopsisi ve otoantikor degerlendirme sonuglar kaydedildi.

Bulgular: Calismaya katilan 49 hastanin (46 kadin, 3 erkek) yas ortalamasi 48,39+11,45 yil (minimum: 18, maksimum: 81) idi. Kadin/erkek
orani 15,3/1 idi. Hastalarin 34'0 (%69,4) primer SS tanisi alirken, 15'i (%30,6) sekonder SS idi. En yaygin basvuru yakinmasi kuru g6z (%98) ve
kuru agiz (%92) idi. Calismamizda anti-nikleer antikorlar pozitifligi %40,8 olarak saptanirken, romatoid faktér pozitifligi %28,6 idi. Hastalarin
%46,9'unda Anti-SS-A; %26,5'inde ise anti-SS-B pozitifti.

Sonug: SS'de klinik bulgular, serolojik belirtecler ve semptomlar heterojendir. Hastalarin semptom siddeti ve cesitliligi diger eslik eden
romatizmal hastaliklardan da etkilenir.

Anahtar kelimeler: Sjogren sendromu, sikka semptomlari, primer Sjégren sendromu, sekonder Sjogren sendromu, otoantikorlar

Introduction In SS except lacrimal and salivary glands; other exocrine glands,
lungs, kidneys and blood vessels may also been involved. The
presence of the disease itself, is defined as “primary” SS (pSS);
while in the presence of another concomitant autoimmune

Sjégren’s syndrome (SS) is a chronic autoimmune disease;
which causes dry eye and dry mouth (sicca symptoms) due to

lymphocytic infiltration in the exocrine glands (1). Although disease, the “secondary” SS (sSS) term is used. The most
sicca symptoms are the most common clinical findings; there common accompanying diseases in patients with SS are
are different clinical manifestations in SS (1). rheumatoid arthritis (RA), systemic lupus erythematosus (SLE),
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scleroderma, mixed connective tissue disease (MCTD), primary
biliary cirrhosis (PBC), myositis, vasculitis, thyroiditis, chronic
active hepatitis, mixed cryoglobulinemia. The disease is more
common in women than men (9/1), most commonly seen in
the 4th and 5th decades of life (2). However, it can be observed
in adolescents and young adults (2). In a study of 837 women
aged between 18-90; the prevalence of pSS was found to be
0.8% (3).

Among the autoimmune diseases, SS is associated with the
highest risk of lymphoma. Five to ten percent of the patients
will have a B cell lymphoma; mostly a low-grade type developing
from mucosa-associated lymphoid tissue (4,5). Increased risk of
developing lymphoma is the most important complication of SS
and it is the most important factor affecting mortality rate in
these patients (6).

In SS; clinical findings can vary from mild glandular
manifestations to a wide range of symptoms; including vasculitis,
glomerulonephritis, neuropathies and even lymphomas. There
may be a pre diagnosis period of 8 to 10 years, most of which
is accompanied by non-specific clinical findings (7). Early and
accurate diagnosis of SS will prevent development of many
complications associated with this disease. In this study, by the
demographic, clinical and serological evaluations of the patients
with the diagnosis of SS; we aimed to increase the data on
SS, which has low clinical awareness among the patients and
physicians.

Materials and Methods

The approval of Tokat Gaziosmanpasa University Faculty
of Medicine Ethics Committee was obtained for our study
(approval number: 16.04.2019/19-KAEK-117). Forty-nine
patients (46 females, 3 males; mean age 48.39+11.45 years)
who were clinically diagnosed with SS; between January 2015
and April 2019; were included in the study. The data of the
patients were evaluated retrospectively from the electronic
health records in the hospital database. Therefore, informed
consent form could not be obtained from the patients. The
clinical diagnosis of SS is based on the American College of
Rheumatology Classification Criteria for SS (at least 2 of the 3
criteria are required for diagnosis) (8). Those not fulfilling the
criteria were excluded from the study. Serology screening for
hepatitis B, hepatitis C and HIV was done in all patients and
only those with negative serology for these viral agents were
included in the study. Patients with radiotherapy to the head
and neck region, sarcoidosis, amyloidosis, graft-versus-host
disease, lgG4-related disease history and those with a history
of drug using leading to sicca-like symptoms were excluded
from the study. Histopathology results of the minor salivary
gland biopsy from the lower lip were noted. Schirmer’s test
was used as the objective evidence for ocular involvement.
Commercial ELISA kits (Euroimmun, Lubeck, Germany) were
used for detection of rheumatoid factor (RF), anti- cyclic
citrullinated peptide (anti-CCP), anti-nuclear antibody (ANA),

anti-double stranded DNA antibody, anti-Sjdgren’s syndrome-
related antigen A (Ro/SS-A), anti-Sjogren’s-syndrome-related
antigen B (La/SS-B), anti-histidyl transfer RNA synthetase and
anti-topoisomerase | (anti-Scl 70) 70. The results of each test
exceeding their own thresholds were considered to be positive.
Clinical presentations including glandular and extraglandular
manifestations; demographic features including age, gender;
serological profile and others were noted.

We assessed the clinical outcomes of the patients in terms of
sicca symptoms, joint symptoms and systemic involvement at
the last recorded follow up visit. Major systemic involvement
was defined as any significant involvements of musculoskeletal,
renal, cardiovascular, gastrointestinal and neurological systems.
The study adhered to the principles of the Helsinki Declaration.

Statistical Analysis

IBM SPSS version 19.0 software was used for data analysis (IBM
SPSS Statistics 19, Somers, New York). Descriptive statistics were
given as number (n), percent (%), mean and standard deviation.
A p value of <0.05 was considered to be statistically significant.

Results

The mean age of 49 patients (46 female, 3 male) included in the
study was 48.39+11.45 years [minimum (min): 18, maximum
(max): 81]. Female/male ratio was 15.3/1. Thirty four (69.4%) of
the patients were pSS,; fifteen (30.6%) patients were diagnosed
as sSS. The distribution of the concomitant rheumatic diseases
in patients with sSS is given in Table 1. All patients with sSS
were female. The most common subjective presenting feature
at the time of the diagnosis was dry eye (98%) and dry mouth
(92%). Minor salivary gland biopsy was found positive in 43
(87.8%) patients. Arthralgia was seen in 37 (75.5%) patients;
while the number of the patients with chronic arthritis was 10
(20.4%). Two of the three patients with Raynaud phenomenon,
had concomitant scleroderma; one patient had MCTD. Of the

Table 1. Distribution of the concomitant rheumatic

diseases in patients with secondary Sjégren’s syndrome
and the thyroid pathologies in all patients

Variables n %
Rheumatic diseases

SLE 4 8.2
MCTD 4 8.2
RA 3 6.1
Scleroderma 2 4.1
FMF 2 4.1
Thyroid pathologies

Hashimato thyroiditis 4 8.2
Multinodular goiter 3 6.1
Thyroid papillary cancer 1 2.0
SLE: Systemic lupus erythematosus, MCTD: Mixed connective tissue disease, RA:
Rheumatoid arthritis, FMF: Familial Mediterranean fever
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10 patients with chronic arthritis; three had RA, one had MCTD
and one had SLE. The remaining five patients were diagnosed
as pSS.

Eight patients (16.3%) had thyroid pathologies. The distribution
of the thyroid pathologies in all patients is in Table 1. The patient
with thyroid papillary cancer was also diagnosed with RA and
PBC.

Two patients with renal involvement were diagnosed with pSS.
One of the patients with renal involvement had tubulointerstitial
nephritis; while the other one had renal tubular acidosis. Two
of the patients had pericardial effusion; one of these patients
also had a diagnosis of RA, while the other was diagnosed with
pSS. Six patients (12.2%) had neurological involvement. In four
of the patients with neurological involvement; vasculitic lesions
were detected in the central nervous system, two patients had
transverse myelitis. Serological characteristics of the patients are
shown in Table 2. In four (66.7%) of the patients with neurological
involvement, ANA was positive. However, only one patient with
neurological involvement was also diagnosed with SLE; the other
five patients were diagnosed with pSS. Two patients with positive
anti-Scl 70 were diagnosed with scleroderma.

Discussion

In our study, 34 of the patients were diagnosed with pSS;
while 15 patients were diagnosed with sSS. The mean age of
our patients was 48.39+11.45 years (min:18, max:81). The
female/male ratio of the patients was 15.3/1. Compared to
the literature, the mean age of our patients was lower and the
female/male ratio was higher (9).

SSis characterized by a heterogeneity of clinical manifestations,
serological markers and symptoms. In SS, the incidence of
extraglandular systemic symptoms is about one third. The
symptom severity and variety of the patients is also affected
by the concomitant rheumatic diseases. In patients with SS,
typically the lacrimal and salivary glands are involved. It is
known that patients often present with complaints of dry
eye and dry mouth. Skin, lung, heart, gastrointestinal system,

Table 2. Serological characteristics of the patients with

Sjogren’s syndrome

ANA Positive/Negative | 20 (40.8)/29 (59.2)
Anti-dsDNA Positive/Negative | 2 (4.1)/47 (95.9)

RF Positive/Negative | 14 (28.6)/35 (71.4)
Anti-CCP Positive/Negative | 2 (4.1)/47 (95.9)

Anti Ro/SS A Positive/Negative | 23 (46.9)/26 (53.1)
Anti La/SS B Positive/Negative | 13 (26.5)/36 (73.5)
Anti-Jo-1 Positive/Negative | 1(2)/48 (98)

Anti-Scl 70 Positive/Negative | 2 (4.1)/47 (95.9)

Data are shown as n (%). ANA: Antinuclear antibody, Anti-dsDNA: Anti-double
stranded DNA antibody, RF: Rheumatoid factor, Anti-CCP: Anti-cyclic citrullinated
peptide, Anti Ro/SS A: Anti-Sjogren’s syndrome related antigen A, Anti-La/SS B:
Anti-Sjogren’s-syndrome-related antigen B, anti-JO-1: Anti-histidyl transfer RNA
synthetase, Anti-Scl 70: Anti-topoisomerase |

central and peripheral nervous system, musculoskeletal system
and kidneys can also been involved by SS (9,10).

The most common rheumatic diseases associated with sSS are
RA and SLE (11). Familial Mediterranean fever (FMF) and SS
co-occurrence were reported as case reports in the literature
(12,13). Three (6.1%) of our patients with sSS had RA, four
(8.2%) with SLE, four (8.2%) with MCTD, two (4.1%) with
scleroderma and two (4.1%) with FMF. Both of the patients with
FMF were followed up with FMF for years. The clinic of SS was
established over the time in these patients.

The musculoskeletal system findings of the SS include
arthralgia, mostly non-erosive arthritis and sometimes myositis
accompanied by elevation of muscle enzymes, myalgia and
tenosynovitis which can lead to Jaccoud arthropathy (14).

The most common symptoms of the patients included in our
study were dry eye and dry mouth; three quarters of the
patients had arthralgia and approximately one-fifth of the
patients had arthritis. The symptoms of arthritis and arthralgia
were prominent in our patients with concomitant RA (7).
Systemic involvement in SS is well known; however, obvious
cardiac manifestations are extremely rare although clinically
silent involvements are fairly common on echocardiography
(15). Two (4.1%) of our patients had pericardiac effusion
due to cardiac involvement; one of our patients with cardiac
involvement was sSS (with RA); the other patient was pSS.
Renal involvement in SS is not rare. The most common renal
disease is tubulointerstitial nephritis. Renal tubular acidosis may
developin these patients (16). In three retrospective studies about
overt renal involvement in pSS showed that renal involvement
was seen in 5% and 4.3% of the patients, respectively (17,18).
In our study, two (4.1%) patients were diagnosed with renal
involvement; one patient was diagnosed as interstitial nephritis
and one patient had renal tubular acidosis. Both of the patients
with renal involvement were diagnosed with pSS.

Raynaud’s phenomenon can be seen in one third of the cases
with pSS (19). Garcia-Carrasco et al. (20) found the frequency
of Raynaud’s phenomenon to be 13% in a study with 320 pSS
patients and it was showed that joint involvement, skin vasculitis
and serological findings were more common in the Raynaud
phenomenon group. In our study, three (6.1%) patients had
Raynaud phenomenon; two of the patients had concomitant
scleroderma; one patient had MCTD. The frequency of Raynaud'’s
phenomenon in our study group was lower than the literature
(20).

Peripheral sensory or motor-sensory neuropathy can be seen
at a frequency of 10-20% in pSS. Central nervous system
involvement findings such as epilepsy and transverse myelitis
have also been reported (21-23). Neurological involvement ratio
was 12.2% in our study group. Our results were consistent with
the literature (21-23). In four of the six patients with neurological
involvement, vasculitic lesions were detected in the central
nervous system; two patients had transverse myelitis. In four of
these six patients, ANA was positive. One of these four patients
had SLE. Particular attention should be paid to the development
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of neurological symptoms in patients with SS who are positive
for ANA autoantibody.

Autoantibodies are frequently found positive in SS. ANA
positivity is 55-97%; RF positivity is 36-74% in SS. Anti-CCP
positivity is 3-10%. There are anti-Ro/SS-A (50-70%) and anti-
La/SS-B (25-40%) autoantibodies against the ribonucleoprotein
antigen (24). The SS-B autoantibody is more specific, but less
sensitive than the SS-A autoantibody. SS-A autoantibody is also
found positive in other autoimmune diseases (25). In our study,
ANA positivity was found to be 40.8% and RF positivity was
28.6%. Anti-SS-A positivity was 46.9% in our patients. In 26.5%
of the cases, anti-SS-B was positive. Our data were compatible
with the literature.

The main superiority of our study is that this is the first
study evaluating the demographic, clinical and serological
characteristics of patients with SS without primary-secondary
discrimination. Thus, data on this disease in which there is a
diagnostic delay of 8-10 years, will be increased and this study
will contribute to the increase of patient-physician awareness
to SS.

Study Limitations

Because of the retrospective design of our study, it is possible
that some glandular and extraglandular findings have not been
reported. Since it is a single-center study, the number of the
patients is limited. Therefore, our results may not reflect the
whole community. Long-term prospective studies are needed to
determine the increased risk of malignancy in SS.

Conclusion

SS is characterized by a heterogeneity of clinical manifestations,
serological markers, and symptoms. In SS, the incidence of
extraglandular systemic symptoms is approximately one-
third. The symptom severity and variety of the patient is also
affected by accompanying rheumatic diseases. Although the
most common symptom is sicca symptoms, there is a need
for prospective studies about this disease, which has a wide
symptomatology ranging from severe neurological involvement
to lymphomas.
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