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Abstract

Sjogren’s syndrome (SS) is a chronic
systemic autoimmune disease, character-
ized by lymphocytic infiltration of lacrimal
and salivary glands. Although extra glandu-
lar manifestations are uncommon, they can
occur with the musculoskeletal, renal, pul-
monary and hematological disease. We
report the case of a 35-year-old woman pre-
sented to us with persistent unexplained
bicytopenia (anemia and thrombocytope-
nia). Antinuclear antibody and direct
Coombs test were positive. Anti-Ro/SSA
and anti-La/SSB antibodies were also posi-
tive in high titer. The final diagnosis of pri-
mary SS with autoimmune cytopenia was
made. Cytopenias in SS are rarely reported.
Our case illustrates that clinically signifi-
cant cytopenias may present as an
extraglandular manifestation of SS.

Introduction

Sjogren’s syndrome (SS) is a systemic
autoimmune disease characterized by dry
eyes and dry mouth. Lymphocyte infiltra-
tion of salivary and lacrimal glands is the
common feature of SS. Common extraglan-
dular presentations of SS are arthralgia, gas-
trointestinal symptoms, peripheral neuropa-
thy and renal disease. The hematological
abnormalities in primary SS (pSS) are not
infrequent. Anemia of chronic disease is the
most common presentation.! However, clin-
ically significant cytopenias are uncommon
in SS. Leukopenia is usually mild with dif-
ferential white blood cell counts are mostly
normal, which do not require hospitaliza-
tion. Though, newly developed cytopenia in
an established patient of SS can be a sign of
developing lymphoma. The pathophysiolo-
gy and prevalence of cytopenia in SS is still
an area of ongoing research. Sometimes a
patient can present with severe hemolytic
anemia, leukopenia or thrombocytopenia
prior to the development of sicca symp-
toms. Autoimmune cytopenia associated
with SS is rarely described in the literature.
We herein report a case of pSS presented as
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immune hemolytic anemia with thrombocy-
topenia.

Case Report

A 35-year-old woman presented to us
with complaints of generalized weakness,
increasing fatigue for last 1 year. There was
no history of fever, rash, weight loss, diar-
rhea or pain abdomen. The patient was not
suffering from any chronic illness in past.
On general examination, lower palpebral
conjunctiva was pale, mild icterus was also
present. There was no lymphadenopathy.
Spleen was palpable 3 cm below left costal
margin. Rest systemic examination was
unremarkable. Complete blood count
revealed a hemoglobin level of 7.0 g/dL,
white blood cell count (WBC) of
6.8x10%/uL (differential: N 63%, L 22% M
13%) and platelet count of 44x10%/uL.
Biochemical analysis showed total protein
9.55 g/dL, albumin 2.95 g/dL, total biliru-
bin 2.1 mg/dL, urea-28 mg/dL, creatinine
1.2 mg/dL, sodium 135 mmol/L and potas-
sium 3.46 mmol/L. On further investiga-
tions, autoimmune profile revealed anti-
nuclear antibodies positivity in high titer
(1:1280, speckled). Anti-dsDNA antibodies
were negative. In addition, Anti-Ro/SSA
and Anti-La/SSB antibodies were also pres-
ent in high titer. Peripheral blood film was
suggestive of normocytic normochromic
red blood cells (RBC) with few tear drop
cells, serum Lactate dehydrogenase was
788 TU/L. Bone marrow examination was
normal. Both direct and indirect Coombs
tests were positive. When asked specifically
about sicca symptoms, our patient admitted
having dry eyes and mouth for past few
months. Ophthalmological examination
showed a positive Schirmer’s test (2 mm in
right and 3 mm left eye). Our patient ful-
filled the diagnostic criteria (2016 ACR-
EULAR Classification Criteria for pSS) for
pSS. Based on these investigations, we
made a final diagnosis of pSS with autoim-
mune bicytopenia.

The patient was put on oral pred-
nisolone (1 mg/kg). After 1 month of fol-
low-up, she was symptomatically improved
with hemoglobin of 9.2 g/dL, WBC
6.6x10%/uL  and platelets count -
110x103/uL. At 3 months of follow-up, cor-
ticosteroid was tapered successfully with
remission of hemolytic anemia and throm-
bocytopenia.

Discussion

SS is a multisystem autoimmune chron-
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ic disorder, predominantly involving sali-
vary and lacrimal glands. pSS is not associ-
ated with other diseases whereas secondary
SS usually overlap other rheumatic disor-
ders which include rheumatoid arthritis and
systemic lupus erythematosus. Lympho-
cytes aggregation in salivary and lacrimal
glands leads to xerostomia (dry mouth) and
xerophthalmia (dry eyes) respectively in
SS. Extra glandular involvement may occur,
which include, musculoskeletal symptoms,
vasculitis, pulmonary, renal, and hepatic
disease and increased risk of lymphoma.
Interstitial nephritis and tubular acidosis are
the common renal manifestations in SS.23
Some of these systemic manifestations are
due to autoimmune inflammation of ductal
epithelial structures in various organs, like
in interstitial nephritis. The hematological
manifestations can occur with leukopenia is
the most common cytopenia, reported in
15% of patients of SS,* but clinically signif-
icant cytopenias requiring hospitalization,
transfusion or immunosuppressant has been
rarely reported in the literature. According
to a report described by Ramakrishna ef al.,
Coombs positivity can be a common feature
of SS (22-47%), but frank hemolysis is
rare.* There are case reports of pure red cell
aplasia and immune-mediated thrombocy-
topenia with SS.3# According to Yu et al.,
pancytopenia can present as a complication
of SS.° Cytopenias may develop prior to
typical sicca symptoms or as a sole present-
ing feature in SS (Table 1), which can delay
the diagnosis of SS.6%13 Similar to these
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Table 1. Clinical and demographic characteristics of reported immune cytopenias in Sjogren’s syndrome patients.

Schattner et al® (2000) Israel 3 32 yr, female Case 1. AIHA Case 1. Corticosteroid/Azathioprine

Ty, female Case 2. Neutropenia Case 2. Corticosteroid

58 yr, female Case 3. Thrombocytopenia Case 3. Corticosteroid/cyclophosphamide
Klepfish et al ' (2001) Israel 1 40yr, female  Neutropenia, thrombocytopenia ~ Asymptomatic, didn’t receive immunosuppressant
Kamath et al" (2011) India 1 32yr, female  Anemia and thrombocytopenia Corticosteroid
Khattri and Barland? (2012) USA 2 59 yr, female Case 1. AIHA with thrombocytopenia Case 1. Corticosteroid/IVIG/Rituximab

26 yr, female Case 2. Thrombocytopenia Case 2. Corticosteroid/IVIG
Komaru et al.* (2013) Japan 1 36 yr, female AIHA Corticosteroid/RBC transfusion
Wenqing Yu et al® (2017) China 1 59 yr, female Pancytopenia Corticosteroid/IVIG
Martinez et al.® (2018) Colombia 1 50yr, female  Anemia and thrombocytopenia Corticosteroid/Azathioprine

AIHA, Autoimmune hemolytic anemia; IVIG, intravenous immunoglobulin; RBC, red blood cells.
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cytopenia and immune hemolytic anemia. course of hematological disease in these 9.Yu W, Qu W, Wang Z, et al. Sjogren’s
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