Unusual association of diseases/symptoms

'Medicine, Jawaharlal Institute
of Post Graduate Medical
Education, Pondicherry,
Puducherry, India

*Pathology, Jawaharlal Institute
of Post Graduate Medical
Education and Research,
Puducherry, India

Correspondence to
Dr Chanaveerappa Bammigatti;
bammigatti@yahoo.com

Accepted 5 December 2019

| '.) Check for updates

© BMJ Publishing Group
Limited 2019. No commercial
re-use. See rights and
permissions. Published by BMJ.

To cite: Kumar N,
Surendran D, Srinivas BH,
et al. BMJ Case Rep
2019;12:€231802.
doi:10.1136/bcr-2019-
231802

Case report

Primary Sjogren’s syndrome: a great masquerader

Naveen Kumar," Deepanjali Surendran,' Bheemanathi Hanuman Srinivas,’

Chanaveerappa Bammigatti'

SUMMARY

A 41-year-old woman presented with paresthesia and
inability to walk for 7 days. She had history of fatigue,
polyarthralgia and difficulty in swallowing food for

the last 1year. She became edentulous over the last 5
years and wore dentures for the same. She appeared
pale, emaciated and had oral thrush. She had areflexic
quadriparesis with weakness more in lower limbs
compared with upper limbs. With the initial diagnosis
of Guillian-Barre syndrome, she was given five cycles of
plasmapheresis following which there was a significant
improvement in power. Sjogren’s syndrome was
suspected based on edentulous state in a middle-aged
woman with multisystem involvement. Evaluation with
Schirmer’s test, parotid scintigraphy and labial minor
salivary gland biopsy confirmed the diagnosis. She

was treated with steroids following which a dramatic
improvement in haemoglobin and total leucocyte count
was noted. We report a varied presentation of primary
Sjogren's syndrome.

BACKGROUND

Connective tissue disorders have myriad ways
of presentation. Sjogren’s syndrome is one such
disease known to present in a variety of ways. Often
the symptoms are non-specific and there may be
considerable delay in diagnosis usually due to lack
of suspicion. Lack of knowledge about its poten-
tial presentations can lead to overlooking the diag-
nosis and has therapeutic implications. Sjogren’s
syndrome is an autoimmune disease characterised
by lymphocytic infiltration of the exocrine glands
and it usually presents with dryness of mouth (xero-
stomia) and dry eyes. Extra-glandular manifesta-
tions especially neurological manifestations are very
rare in patients with Sjogren’s syndrome. We report
a case of Sjogren’s syndrome with Guillian-Barre
syndrome-like presentation.

CASE PRESENTATION

A 41-year-old woman presented with complaints of
paresthesia below her knees for 7 days. On day 2 of
her illness, she started developing progressive weak-
ness of both lower limbs which she noticed initially
when her knees buckled while walking. Within the
next 5 days she was unable to walk without support
and became bed bound. She had no complaints in
her upper limbs. There were no symptoms sugges-
tive of cranial nerves, bowel and bladder involve-
ment. For the last 1year she had been having fatigue
and multiple joints pain involving both elbows,
wrists, small joints of hands and knees. She also had

history of recurrent oral ulcers in the last 1year. She
had trouble swallowing her food and often used to
drink water to facilitate the same. She had been
married for 15 years but had no children. She had
been wearing dentures in her upper jaw for the last
§ years as she had lost most of her teeth by then.

On examination, she was pale and emaciated.
She had alopecia, oral thrush, was partially eden-
tulous with caries in lower teeth and she wore a
complete denture in her upper jaw (figure 1). There
was no parotid enlargement and no significant
lymphadenopathy. She had tachycardia at admis-
sion and was normotensive. She had weakness of
upper limbs with a muscle power (assessed using
Medical Research Council grading system) of 3/5
in shoulders, elbows and wrists, 2/5 in her hips
and knees and 3/5 in her ankles with areflexia of
all four limbs. She had impaired pallesthesia in her
lower limbs upto anterior superior iliac spines and
proprioception was impaired up to knees bilater-
ally. Babinski’s sign was negative.

INVESTIGATIONS

She had anaemia and severe leucopenia (haemo-
globin (Hb) 73 ¢g/L, total leucocyte count (TLC)
0.7x10%/L). Direct Coomb’s test was negative and
peripheral smear was suggestive of normocytic
normochromic anaemia with mild anisopoikilocy-
tosis. Nerve conduction study of recorded nerves
showed features suggestive of demyelinating poly-
radiculoneuropathy with conduction block.

Her parotid scintigraphy revealed no uptake
(figure 2), and Schirmer’s test was positive in both
eyes. To confirm the diagnosis, a labial minor sali-
vary gland biopsy was done. The biopsy showed
lymphocytic and plasma cell infiltrates in salivary
glands with focus score >2 (figure 3).

Her antinuclear antibody (ANA) was reported
as 3+ positive with speckled pattern. However,
extractable nuclear antigen profile including
anti-Ro antibodies was negative (this was done after
two cycles of plasmapheresis). Bone marrow aspi-
ration was done in view of anaemia and profound
neutropenia which showed 10% plasma cells with
polyclonal increase; however, patient had no hyper-
calcemia, renal failure or lytic bone lesions suggestive
of myeloma. Serum immunofixation, fluorescence
in situ hybridisation and free light chain assay were
negative for myeloma. IgG4 disease was considered
in view of multisystem involvement with plasma
cell infiltration in salivary gland and bone marrow.
However, serum IgG4 levels were normal (1.84 g/L;
normal range 0.03-2.0g/L).
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Figure 1

Clinical photograph of the patient with oral cavity revealing
artificial denture in upper jaw and candidiasis.

DIFFERENTIAL DIAGNOSIS

Diagnosis of Sjogren’s syndrome was made in view of early loss
of dentures along with no uptake in parotid scintigraphy, posi-
tive Schirmer’s test and lymphocytic infiltration of minor sali-
vary glands. Since untreated patients with Sjogren’s syndrome
can develop lymphoma and our patient had severe leucopenia,
we had considered this possibility and it was ruled out based on
minor salivary gland and bone marrow biopsy. Other differential
diagnoses considered were multiple myeloma and IgG4-related
disease based on plasmacytosis in bone marrow and plasma cell

Figure 2  Scintigraphy revealing no uptake in bilateral parotid and
submandibular glands.

Figure 3 Histopathology sections from minor salivary gland biopsy
showing (left) seromucinous glands admixed with patchy aggregates
of chronic inflammatory cells (H&E x100); (right) high power view
highlights lymphocytes and plasma cells (H&E x200).

infiltration in salivary glands. Both diagnoses were ruled out due
to lack of supporting evidence.

TREATMENT

In view of demyelinating polyradiculopathy, she received five
cycles of plasmapheresis. We started her on 1mg/kg prednis-
olone as she had haematological involvement in the form of
anaemia and severe leucopenia. Hydroxychloroquine at a dosage
of 200mg/day was started for musculoskeletal symptoms but
had to be stopped because of gastrointestinal side effects. Immu-
nosuppressive agents were deferred due to severe leucopenia.
She was given oral fluconazole for a week for oral thrush. Meth-
ylcellulose eye drops were prescribed for her dry eyes.

OUTCOME AND FOLLOW-UP

After five cycles of plasmapheresis there was a significant
improvement in her power. Her lower limb power improved to
4/5 and she was able to walk without support. Patient had signif-
icant improvement in haemoglobin and her TLCs improved
as well. After 2 months of steroid therapy her haemoglobin
improved to 129g/L and total count to 2.32x10°/L. She has
normal power of 5/5 in all four limbs on follow-up visits. She
feels subjectively better, able to do household activities by herself
and is under regular follow-up.

DISCUSSION

Primary Sjogren’s syndrome has a high incidence of 9:1 in
females compared with males." About 30%-40% of patients
with primary Sjogren’s syndrome have systemic manifestations
which often provide the first clue to the diagnosis.>* Neurolog-
ical involvement of primary Sjogren’s syndrome are predomi-
nantly those of the peripheral nervous system among which the
most common are distal axonal sensory and sensorimotor poly-
neuropathies.*” Polyradiculoneuropathy, a less common variant
was found in only 4% of a cohort of 92 patients with primary
Sjogren’s syndrome.* Our patient had a demyelinating sensorim-
otor polyradiculoneuropathy which responded very well to five
cycles of plasmapheresis.

Previous studies have documented appearance of neurolog-
ical symptoms prior to those of sicca symptoms in 40%-93%
of patients.” ” Our patient had dental caries and loss of teeth
about 5 years ago suggesting that sicca symptoms preceded her
neurological manifestation much earlier. An European study
found that loss of teeth correlated with histological grading of
lip biopsy specimen.® The study also found that on an average
loss of teeth occurred about 9 years prior to the first symptom
of xerostomia.
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Various mechanisms have been accounted for the loss of
teeth in Sjogren’s syndrome.” Autoimmune destruction of sali-
vary glands leads to decreased salivary flow which in turn leads
to xerostomia. The IgA content of saliva decreases leading to
decrease in antibacterial activity and increased susceptibility to
dental caries.'” Moreover the loss of lubricating and buffering
capacity of saliva predisposes to caries, despite good oral hygiene
by patients.'! This in turn leads to loss of teeth. The same mech-
anisms predispose the patient to fungal infections especially of
Candida species.'’ '

Antibodies to Ro antigen is highly specific for Sjogren’s syndrome.
Anti-Ro antibodies are less commonly found in those with neuro-
logical involvement compared with those without neurological
involvement (40% vs 60%)."> Our patient was tested negative for
anti-Ro antibodies. However, we did the assay for anti-Ro anti-
bodies only after two cycles of plasmapheresis were completed
when the suspicion of Sjogren’s syndrome became strong, whereas
the ANA sample was processed on day 1 of hospital admission.
One possible explanation for the negative anti-Ro antibody result
could be due to significant reduction in the titer of antibodies by
plasmapheresis which is described in literature.'* ¥

Severe anaemia was described in only 4% and severe leuco-
penia in 0.2% in a large series of patients with primary Sjogren
syndrome.'® Our patient had anaemia (Hb 7.3 g/dL) and severe
leucopenia (TLC 0.7x10%/L) which is quite rare. She had
normocytic normochromic anaemia and evidence of hyperga-
mmaglobulinemia which are the most common haematological
manifestations of primary Sjogren’s syndrome.'”

The diagnosis of primary Sjogren’s syndrome in our patient was
made as per the recent American College of Rheumatology/Euro-
pean League Against Rheumatism (ACR/EULAR) classification
criteria for Sjogren’s syndrome.'® Her minor salivary gland biopsy
showed lymphocytic infiltration with focus score >2and she had
positive Schirmer’s test, thereby getting a score of 4. In addition
our patient had no uptake in parotid scintigraphy which was one
of the tests included in the previous criteria."

Treatment of Sjogren’s syndrome depends on initial symptoms
and extra-glandular manifestations. Severe and acute systemic
manifestations require treatment corticosteroids with or without
immunosuppressive agents.”’ 2! Our patient responded dramati-
cally to treatment with plasmapheresis for polyradiculoneuropathy
and corticosteroids for haematological involvement. We could not
start immunosuppressive agent in view of severe leucopenia.

Learning points

» Primary Sjogren’s syndrome should be considered in all
females with symptoms of xerostomia. especially an
edentulous jaw with no apparent cause.

» All patients with Guillian-Barre syndrome-like paralysis
should be investigated for possible Sjogren’s syndrome in the
setting of an appropriate clinical picture.

» Haematological involvement in Sjogren’s syndrome responds
to treatment with steroids.

» Ruling out other systemic autoimmune disorders and a
watchful eye for non-Hodgkin's lymphoma are important
aspects of management.
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