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PRIMARY SJOGREN’S SYNDROME INITIALLY PRESENTING AS BICYTOPENIA IN
ELDERLY FEMALE: A RARE CASE REPORT

ABSTRACT
Introduction

Primary Sjogren’s syndrome (SS) is a systemic autoimmune disorder commonly characterized by dryness of
the eyes and mouth due to inflammation and subsequent pathology of the lacrimal and salivary glands. The
hallmark feature of SS is exocrinopathy, which frequently results in xerostomia and keratoconjunctivitis sicca,
accompanied by fatigue and joint pain. Although extra-glandular manifestations are rare, they can affect
musculoskeletal, renal, pulmonary, and hematological systems. SS should be considered in the differential
diagnosis of idiopathic cytopenia and actively investigated through patient history, Schirmer’s test, and
autoantibody screening. Cytopenia in primary SS is uncommon, with few cases reported in the literature.
Here, we present the case of a 60-year-old woman with persistent unexplained bicytopenia (anemia and
thrombocytopenia). After a comprehensive evaluation, she was diagnosed with SS.

Case Presentation

A 60-year-old female presented to our outpatient department with a complaint of generalized weakness for the
last 6 months. She did not complain of fever, rash, abdominal pain, headache, weight loss, and diaphoresis.

Case Discussion

Sjogren’s syndrome is an autoimmune disease that primarily affects women (female to male ratio 9:1.3) with
a prevalence ranging from 0.1% to 4.8%. It is characterized by inflammation of exocrine glands such as the
salivary and lacrimal glands. Diagnosis of Sjogren’s syndrome can be complex due to similarities with other
conditions like rheumatoid arthritis, systemic lupus erythematosus (SLE), and cryoglobulinemia. Biomarkers
such as rheumatoid factor and autoantibodies (e.g., Ro/SSA) play a crucial role in distinguishing Sjogren’s
from other conditions like SLE. The disease also has systemic manifestations, including liver involvement



due to autoimmune liver disease and elevated LDH (Lactate Dehydrogenase) levels. Additionally, hema-
tological abnormalities, such as anemia (34.1%), leukopenia (14-42%), and thrombocytopenia (5-15%), are
common. These abnormalities are often overlooked but can precede typical symptoms, leading to delayed
diagnosis. The mechanisms involved in Sjogren’s syndrome include cytokine-mediated inflammation and an
immune response involving innate and adaptive immunity, leading to autoimmunity. Elevated LDH levels
are also noted, underscoring the systemic nature of the disease. Hematological abnormalities, including
anemia (34.1%), leukopenia (14-42%), and thrombocytopenia (5-15%), are common but often overlooked as
clinically insignificant laboratory findings. However, they can precede typical symptoms, delaying diagnosis.
Mechanisms involve cytokine-mediated inflammation and autoimmune mechanisms targeting red blood cells
and platelets.

Conclusion

This case report highlights the initial presentation of Primary Sjogren’s syndrome as bicytopenia (anemia
and thrombocytopenia), emphasizing its significance in evaluating cytopenia. While uncommon, it is often
overlooked in the assessment of unexplained cytopenia. Therefore, Primary Sjogren’s syndrome should be
considered an important differential diagnosis in evaluating cytopenia. Additionally, our patient responded
well to corticosteroid treatment, but long-term follow-up is essential to understand the hematological mani-
festations in such cases.

KEYWORDS Sjogren’s syndrome, ccytopenia, case report, autoimmune diseases, rare case report
Key Clinical Message

Cytopenia is rarely reported in Sjogren’s syndrome (SS), but it is an important consideration when evaluating
cytopenia. SS might not always initially present with sicca symptoms but rather with cytopenia, which,
while uncommon, should be considered in the differential diagnosis during cytopenia evaluation. The typical
presentation is asymptomatic normocytic anemia.

INTRODUCTION

Primary Sjogren’s syndrome (SS) is a chronic autoimmune disease, characterized by lymphocytic infiltration
and destruction of exocrine glands, especially the salivary and lacrimal glands along with occasional extra
glandular involvement. 2 The hallmark of the disease is exocrinopathy, which often results in dryness of
the mouth and eyes, fatigue, and joint pain. Although extra glandular manifestations are uncommon, they
can occur with musculoskeletal, renal, pulmonary, and hematological diseases. The prevalence of primary
SS is found to be 6.92 per 100,000 person-years.!! It is more predominant in females than males (female-to-
male ratio = 9:1.3). Primary SS should be considered in the differential diagnosis of apparently ‘idiopathic’
cytopenia and actively sought by directed history, Schirmer’s test, and autoantibody screening.!Cytopenia
is considered rare in primary SS, with only a limited number of cases documented in the existing literature.*
We report the case of a 60-year-old woman who presented with persistent unexplained bicytopenia (anemia
and thrombocytopenia) and was later diagnosed as SS after comprehensive investigations.

CASE HISTORY/EXAMINATION

A 60-year-old female presented to the outpatient department with a complaint of generalized weakness for
the last 6 months. She did not report experiencing fever, rash, abdominal pain, headache, weight loss, or
sweating. Additionally, she had no significant history of cardiovascular illness, thyroid disorders, chronic
kidney disease, or neurological disorders.

On general examination, the lower palpebral conjunctiva was pale. The vital parameters were in the nor-
mal range and the remainder of systemic examinations were unremarkable. On further query, the patient
acknowledged that she had been experiencing dry eyes for the past month, but it was not serious enough
to bother her. To find out the cause of dry eyes, an ophthalmological examination was performed and it
revealed a positive Schirmer’s test (3mm in the right and 2mm in the left eye).

METHODS (DIFFERENTIAL DIAGNOSIS, INVESTIGATIONS AND TREATMENT)



Considering the patient’s symptoms, differential diagnoses include Systemic lupus erythematosus (SLE),
Rheumatoid Arthritis (RA), iron deficiency anemia, hemolytic anemia, and blood malignancies. Further
investigations were conducted to determine the exact cause of the generalized fatigue and dry eyes. At the
initial presentation, the laboratory reports are shown in Table -1.

Table 1: Laboratory reports of the patient at the initial presentation

Laboratory Parameters Range

Hemoglobin(Hb) 8.3 g/dl (Normal range in Women: 12.1 to 15.1)
White blood cell count(WBC) 8,400/mm?® (Normal range: 4,000 to 11,000/mm?)
Platelets count 62,000/mm? (Normal range:150,000 to 450,000/mm?)
Lactate dehydrogenase (LDH 690 TU/L(Normal range: 140 to 280/mm?)

Erythrocyte sedimentation rate (ESR) 48 mm/hr (Normal range in women: 0-30mm/hr)

A complete blood count revealed a hemoglobin level of 8.3 g/dl, white blood cell count (WBC) of 8,400/mm3,
and platelet count of 62,000/mm3. Biochemical analysis showed elevated lactate dehydrogenase (LDH) levels
of 690 IU/L. The erythrocyte sedimentation rate (ESR) also significantly increased to 48 mm/hr. Coombs
tests both direct and indirect were negative along with normal bilirubin levels and thyroid function. Periph-
eral blood smear showed normocytic, normochromic red blood cells (RBC). We then started a bicytopenia
workup after obtaining these results.

Serum protein electrophoresis was normal. Human immunodeficiency virus (HIV), Hepatitis B, and Hepatitis
C tests were negative. Ultrasound and Pap smear were unremarkable. Antinuclear antibody (ANA) showed
a homogenous pattern with a high titer (1:145); rheumatoid factor (RF) was positive (30 IU/ml).

A bone marrow biopsy was performed, yielding normal results and thereby excluding blood malignancies.

Further comprehensive investigations were conducted to rule out autoimmune conditions like SLE and RA,
which revealed Sjégren’s syndrome antigen A (SSA-A /Ro52) positivity, narrowing our diagnostic possibilities.
SSA /RO is a marker for systemic lupus erythematosus (SLE) and Sjogren’s syndrome (SS). However, in our
patient’s case, the absence of a photosensitive rash and serositis ruled out SLE.

Consequently, we diagnosed the patient with SS based on the 2016 ACR-EULAR Classification Criteria for
primary Sjogren’s syndrome.!! Our patient meets the score of more than or equal to 4 required to diagnose
Sjogren’s syndrome.

An oral dose of prednisolone (1mg/kg) was started along with supportive therapy (oral pilocarpine, artificial
tear, and saliva). After a month of follow-up, her symptoms subsided along with an increase in hematological
markers which is tabulated below in Table No-2.

Table No 2: Laboratory reports of the patient after a month of follow-up

Laboratory Parameters Range

Hemoglobin(Hb) 10 g/dl (Normal range in Women: 12.1 to 15.1)
White blood cell count(WBC) 9,200/mm? (Normal range: 4,000 to 11,000/mm?)
Platelets count 100,000/mm?® (Normal range:150,000 to 450,000/mm?)
Lactate dehydrogenase (LDH 690 TU/L(Normal range: 140 to 280/mm?)

Erythrocyte sedimentation rate (ESR) 15mm/hr (Normal range in women: 0-30mm /hr)

CONCLUSION AND RESULTS

Cytopenia may present before sicca symptoms in Sjogren’s syndrome as presented in our case so it should
be considered an important differential while evaluating unexplained cytopenia. Asymptomatic normocytic



anemia is the usual presentation. Our patient improved with corticosteroids but long-term follow-up is still
needed to know more about the hematological presentation in these patients. Thus, SS should be kept
an important consideration while evaluating unexplained cytopenia that might be missed due to its rare
incidence and few studies on it.

DISCUSSION

Sjogren’s is a chronic autoimmune disease associated with lymphocyte hyper-reactivity and involvement of
various body parts. It is characterized by the infiltration of lymphocytes into glands that produce saliva
and tears. The occurrence of Sjégren’s varies from 0.1% to 4.8% and is more common in women than men
(female-to-male ratio of 9:1.3) . While gland involvement is typical, symptoms can vary widely from no
symptoms to frequent experiences of dry eyes and mouth. Less common symptoms include non-Hodgkin’s
lymphoma and kidney inflammation. Therefore, even patients exhibiting typical Sjogren’s symptoms may
face diagnostic challenges 3.

The dilemma in diagnosing primary Sjogren’s often overlaps with conditions like rheumatoid arthritis, syste-
mic lupus erythematosus, and cryoglobulinemia. Factors such as the presence of rheumatoid factor, elevated
circulating immunoglobulins, and autoantibodies to RO/SSA and LA /SSB indicate activated lymphocytes.*
In our case, the fact that RO/SSA was positive, along with a high ESR and a positive Schirmer test, all
point towards primary Sjogren’s. While ANA is an important marker for autoimmune disorders, it is not
very specific. To confirm or rule out autoimmune conditions, we conducted an ENA (Extractable Nuclear
Antigens) panel which showed a positive result for RO/SSA. RO/SSA is linked to both SLE and Sjogren’s,
but in this instance, since there were no typical photosensitive rashes or signs of serositis and other consistent
features, SLE was ruled out.®

An ESR above 50 mm/hr and anti-RO/SSA positivity strongly suggest extra glandular involvement.® Liver
issues in patients with primary Sjogren’s syndrome can be due to chronic viral infections or autoimmune
liver disease”. With high ALP levels in our patient, we conducted serology for viruses and AMA, which came
back negative. LDH levels are often seen as a fatigue biomarker in primary Sjogren’s syndrome®, and our
patient had elevated LDH levels as well. One of the factors associated with a higher incidence of anemia
is the presence of ANA, anti-RO, and anti-LA antibodies. A study revealed that patients with primary
Sjogren’s syndrome and anti-RO antibodies have more systemic characteristics such as hematological issues
like anemia and thrombocytopenia. °

Patients with primary Sjogren’s often experience hematological manifestations, which are not uncommon.
Unfortunately, these manifestations receive less attention and are usually considered mere laboratory abnor-
malities without clinical significance. Anemia is the most common cytopenia affecting the majority of the
patients with Sjogren’s syndrome. Our patient showed similar lab results with a hemoglobin count of 10.3
and a platelet count of 62,000, despite not exhibiting the typical dryness symptoms of Sjogren’s.

Cytopenia can precede the typical dryness symptoms, making early diagnosis challenging. Mild anemia in
Sjogren’s is believed to result from cytokine-mediated chronic inflammation, although the exact mechanisms
behind hemolysis and bone marrow suppression are still unclear.

Reports suggest that anti-neutrophil and anti-RBC antibodies are found in a significant percentage of pati-
ents. Iron metabolism disturbances lead to anemia, while functional impairment of megakaryocytes results
in thrombocytopenia. While hematological manifestations are frequent in various autoimmune diseases, they
lack specificity for diagnostic purposes on their own. Therefore, even in the absence of typical dryness sym-
ptoms, hematological changes should not be overlooked in primary Sjégren’s syndrome.

In conclusion, significant cytopenia could be the initial sign of underlying primary Sjogren’s disease even
without obvious symptoms. Thus, primary Sjogren’s should be considered when investigating unexplained
cytopenia. Factors like being female, having a positive ENA (Extractable Nuclear Antigens) panel result,
and high ESR levels may suggest primary Sjogren’s. Given the diverse presentations of primary Sjogren’s,
healthcare providers should remain attentive to less common manifestations like hematological abnormalities.
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