Pacific Journal of Medical and Health Sciences

ISSN: 2456-7450 | Vol.5, No.1, 2023, pp - 24-27

Case Report

J PACIFIC JOURNAL OF MEDICAL

AND HEALTH SCIENCES

Neuromyelitis Optica Spectrum Disorder (NMOSD) with
Sjogren's Syndrome: A Case Report

Aseem Aasdhir'*, Jagdish Vishnoi’, Priyanka Minocha’, Urvansh Mehta',

Kavita Singh', Harsh Patel’

'PG Resident, Department of General Medicine

’Professor, Department of General Medicine

°PG Resident, DNB Neurology

Pacific Medical College and Hospital, Udaipur, Rajasthan, Bharat.

*Corresponding author Email: aseem0052@gmail.com

ABSTRACT

Neuromyelitis Optica (NMO) is an infrequently encountered autoimmune demyelinating condition that predominantly
affects central nervous system. NMO is often found to be associated with Sjogren's syndrome (SS) which is a chronic
autoimmune disease characterized by lymphocytic infiltration of exocrine glands.

Here we report a case of 45 years old female who suffered from recurrent nausea and vomiting. She consulted multiple
gastroenterologists for her complaints and even underwent cholecystectomy. But there was no relief in her symptoms. She
later developed quadriparesis and MRI showed demyelinating changes suggestive of Neuromyelitis Optica. She was
screened for ANA profile which was positive for SSa/ Anti-Ro, confirmatory for Sjogren's syndrome, despite having no

glandular symptoms.
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INTRODUCTION

Neuromyelitis Optica (NMO) also known as Devics
disease, is a clinical condition characterized by recurrent
episodes of optic neuritis and transverse myelitis. NMO
transpires via formation of IgG autoantibodies to aquaporin
4 (AQP4) which is the most prevalent water-channel
protein concentrated in the astrocytic foot processes in the
central nervous system'. It is quite evident from the
literature survey that individuals who are seronegative for

AQP4-1gG antibodies have been found positive for IgG
antibodies against myelin oligodendrocyte glycoprotein;
one of the most common structural protein in the outer
myelin sheath of neurons™. This relapsing demyelinating
disease involving optical nerve and spinal cord, had signs of
hypothalamic and hypophyseal dysfunction and a common
association with other systemic autoimmune conditions
such as Sjogren syndrome (SS), Systemic Lupus
Erythematosus (SLE) and Rheumatoid Artheritis*”.
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Sjogren's syndrome (SS) is a chronic systemic disease
characterized by inflammation and dysfunction of exocrine
glands. According to literature SS is one of the most recurrent
entities seen in conjunction with NMO among various other
autoimmune disorders'™"'. Here in we are reporting a case of
middle-aged female who presented to Neurology department
and was eventually diagnosed as a case of NMO with
secondary association of SS.

CASE PRESENTATION

A 45-year-old female first presented in Gastroenterology
Outpatient Department of PMCH with complaints of recurrent
vomiting, retching & dyspepsia for 4 months. Earlier she had
consulted multiple gastrophysicians for the same complaint
but had no relief in her symptoms. On evaluation, she was
found to have cholelithiasis and she underwent surgery. Her
symptoms did not subside even after the surgery.

After one month, patient presented to the Neurology clinic
with symptoms of increased sleep and weakness in lower
limbs along with the previous complaint. MRI brain was done
which revealed T2/ FLAIR hyperintense lesion involving
lower part of dorsal medulla in bilateral paramedian location
giving impression of demyelinating lesion and possibility of
Neuromyelitis Optica with Area Postrema syndrome was kept.
Haematological investigations showed normal CBC, normal
renal and liver function tests. Serum electrolytes were normal.

CSF examination showed normal protein, cell counts but
elevated glucose level (87mg/dl). On further evaluation of the
patient, Antinuclear antibody (ANA) by immunofluorescence
was positive (1:100 dilution). ANA (Immunoblot) showed
positivity for SSA/ Ro52. Anti dsDNA, Antineutrophil
cytoplasmic antibody (p-ANCA & c¢c-ANCA) and
antiphospholipid antibodies were negative. AQP4-1gG
antibody (cell-based assay) came out to be positive and she was
diagnosed as acase of NMOSD.

Patient was started on oral steroid therapy and responded to the
treatment. Immunotherapy was advised to her but she
postponed the therapy and even stopped taking medication on
her own.

After a month the patient had a severe bout of relapse when she
presented with quadriparesis and suffered cardiac arrest. She
was revived by CPR and was kept on mechanical ventilation.
On repeat MRI, her demyelination progressed erratically.
There was abnormal signal intensity appearing hyperintense on
T2 & FLAIR and hypointense on T1 with patchy areas of
diffusion involving more than 3/4th of medulla. (Figure 1) The
patient was treated with intravenous methylprednisolone
(1gm/day) for five days followed by oral prednisolone. Patient
responded well to the treatment with no further episodes. She
was adviced to receive Rituximab therapy after appropriate
preparation (Varicella Zoster, Pneumococcal and Influenza
vaccines, measurement of CD-19 levels and HbcAg).

Figure 1: MRI Brain showing demyelination appearing hyperintense on T2 & FLAIR and hypointense
on T1 with patchy areas of diffusion involving more than 3/4th of medulla
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Neuromyelitis Optica Spectrum Disorder...

DISCUSSION

NMO is an inflammatory, demyelinating disease primarily
involving the spinal cord and the optic nerves in the nervous
system. Wide spectrum of neurological abnormalities are
present in NMOSD, which include asymptomatic brain
lesions on MRI to symptomatic brain lesions, meningitis,
myelopathy, cranial neuropathy, sensorimotor polyneuropathy
and mononeuritis multiplex”. In 2006, Wingerchuk et al
developed definitive criteria for diagnosis of NMO as 1. Optic
neuritis, 2. Transverse myelitis and two of the following: (a) A
large lesion that exceeds 3 spinal cord segments (LETM); (b)
Cranial MRI examination to be atypical for MS (not fulfilling
the McDonalds criteria), (¢) AQP4-IgG positivity and the
cases that do not fulfill these criteria were defined as the NMO
spectrum disorders (NMOSD)". These criteria were revised
again in 2015 which described NMO and the spectrum
disorders as a single entity, and named as NMOSD. According
to this new criteria, for cases with AQP4- IgG positivity, one
main clinical finding is enough for the definitive diagnosis, the
other possible diagnoses must be excluded. The main clinical
findings are: 1. Optic neuritis 2. Acute myelitis 3. Area
postrema syndrome 4. Acute brainstem syndrome 5.
Symptomatic narcolepsy or acute diencephalic clinical
syndrome 6. Symptomatic cerebral syndrome that includes
typical brain lesions for NMOSD". Our case was fulfilling the
diagnostic criteria.

The present case represented an overlapping pattern of
autoimmune disease confirmed through clinical, serologic,
CSF and neuroimaging. As per the documented literature
Sjogren's Syndrome (SS) and Systemic Lupus Erythematosus
(SLE) are the most commonly associated autoimmune
diseases with NMOSD". Similar to our case, a retrospective
blinded serological survey also support the evidence of
coexisting NMOSD (AQP-4Ab+) occurring with SSa
seropositivity without any glandular & sicca symptoms'*.

SS is an autoimmune disorder with whole mark manifestations
of sicca syndrome secondary to salivary and lacrimal gland
autoimmune lymphocytic infiltration'. Peripheral neuropathy
is considered the most common neurologic manifestation".
Although other CNS involvements as transverse myelitis
(TM) and optic neuritis are less common, however, it is still
one of the reported complications'””. Recently, there are
increasing reports of patients with SS with NMOSD
manifestations and were seropositive for AQP4 antibodies,
and other cases fulfilled the clinical and radiological NMOSD
criteria and seronegative for AQP4 antibodies™ . Recently, it
has been deduced that in 60-80% cases of NMO, highly
specific serum autoantibodies -AQP4 antibodies (AQP4-Ab)
were positive”. Our case has also shown the similar finding.

Present case initially came with the chief complaint of
recurrent voming, retching and dyspepsia for which the patient
consulted in Gastroenterology department. Patients who
present with vomiting as the first and isolated symptom of
NMO are usually evaluated by gastroenterologists and are
oftently overlooked in context of NMO*. However, these are
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characteristic symptoms of NMO medullary involvement™*.

The neuropathology of NMO lesions involving the area
postrema and the medullary floor of the fourth ventricle leads
to intractable, but reversible, nausea. Popescu et al
demonstrated pathologic abnormalities in the caudal medullae
at the floor of the fourth ventricle and area postrema in 40% of
patients with NMO that corresponded to the incidence of
clinical episodes of intractable nausea/vomiting/hiccups in
NMO”.

Even though our patient was seropositive for SSA/ Ro52, she
denied of any sicca symptoms. A retrospective review
suggested that up to 33% of patients who presented with
primary SS involving the CNS did not have sicca symptoms at
the tirzrsle of presentation but developed them over a period of 5
years .

CONCLUSION

Although NMO is arare demyelinating disorder and initial non
specific symptoms are usually overlooked by physicians and
are attributed to other causes like GI & hepatobilliary diseases,
High degree of suspicion is the key to delineate and identify the
disorder at the erstwhile eventually managing
appropriatelyand timely.Current evidence supports the
hypothesis that SS and NMOSD can coexist. We should
recognize this association to ensure complete clinical and
serological evaluations of these patients. Systematic
prospective studies of patients with the association of NMOSD
and SS may better define this relationship.

CONFLICT OF INTEREST: None

FINANCIAL SUPPORT: None

REFERENCES

1. Cross SA. Rethinking neuromyelitis optica (Devic
disease). J Neuro- Ophtalmol 2007;27:57-60.

2. Jarius, S., Paul, F., Weinshenker, B.G. et al. Neuromyelitis
optica. Nat Rev Dis Primers 2020; 6: 85.

3. Lennon VA, Wingerchuck DM, Kryzer TJ, ef al. A serum
autoantibody marker of neuromyelitis optica: distinction
from multiple sclerosis. Lancet 2004;364:2106-2112

4. Fazekas F, Offenbacher H, Schmidt R, ef al. MRI of
neuromyelitis optica: evidence for a distinct entity. J
Neurol Neurosurg Psychiatry 1994;57:1140-1142.

5. Kira J, Harada M, Yamagushi Y, et al. Hyperprolactinemia
in multiple sclerosis. J Neurol Sci 1991;102:61-66.

6. Vernant JC, Cabre P, Smadja D, ef al. Recurrent optic
neuromyelitis with endocrinopathies: a new syndrome.
Neurology 1997;48:58-64.

. ___________________________________________4 26



Aasdhir et al.

10

11.

12.

13.

14

15.

16 .

17.

Pac. J. Med. Health Sci. 2023; 5(1): 24-27

. Wingerchuk DM, Hogancamp WF, OaBrien PC,

Weinshenker BG. The clinical course of Neuromyelitis
optica (Devicas syndrome). Neurology 1999;53:1107-
1114.

. Scolding N. Devicas disease and autoantibodies:

reflection and reaction. The Lancet Neurology
2005;4:136-137.

. De Seze J, Lebrun C, Stojkovic T, et al. Is Devicas

neuromyelitis optica a separate disease? A comparative
study with multiple sclerosis. Multiple Sclerosis
2003;9:521-525.

. Kolfenbach JR, Horner BJ, Ferucci ED, West SG:

Neuromyelitis optica spectrum disorder in patients with
connective tissue disease and myelitis. Arthritis Care Res
2011; 63: 1203-1208.

Kim SM, Waters P, Vincent A, Kim SY et al. Sjogren's
syndrome myelopathy: spinal cord involvement in
Sjogren's syndrome might be a manifestation of
neuromyelitis optica. Mult Scler 2009;15:1062—8

Gono T, Kawaguchi Y, Katsumata Y, Takagi K et al.
Clinical manifestations of neurological involvement in
primary Sjogren's syndrome. Clin Rheumatol. 2011; 30:
485-490.

Wingerchuk DM, Lennon VA, Lucchinetti CF, Pittock
SJ, Weinshenker BG. The spectrum of neuromyelitis
optica. Lancet Neurol 2007; 6: 805-15.

. Wingerchuk DM, Banwell B, Bennett JL, Cabre P et al.

International consensus diagnostic criteria for
neuromyelitis optica spectrum disorders. Neurology
2015; 85: 177-89.

Shahmohammadi S, Doosti R, Shahmohammadi A,
Mohammadianinejad SE et al. Autoimmune diseases
associated with Neuromyelitis Optica Spectrum
Disorders: A literature review. Mult Scler Relat Disord.
2019 Jan;27:350-363. doi: 10.1016/j.msard.2018.11.008.
Epub 2018 Nov 16. PMID: 30476871.

Pittock S. J, Lennon V. A, de Seze J, Vermersch P,
Homburger H.A,Wingerchuk D.M, et al. Neuromyelitis
optica and nonorgan-specific autoimmunity. Archives of
Neurology.2008; 65:78-83.

Fox RI. Sjogren's syndrome. Lancet.
2005;366(9482):321-31.

18.

19.

20.

22.

23.

24.

25.

26.

27.

28.

Chai J, Logigian E.L. Neurological manifestations of
primary Sjogren's syndrome. Curr. Opin. Neurol. 2010;23
(5), 509-513.

Hummers LK, Krishnan C, Casciola-Rosen L, Rosen A
et al. Recurrent transverse myelitis associates with anti-
Ro (SSA) autoantibodies. Neurology
2004;62(1):147-149.

Delalande S, de Seze J, Fauchais AL, Hachulla E et al.
Neurologic manifestations in primary Sjogren syndrome:
a study of 82 patients. Medicine (Baltimore)
2004:83(5):280-291.

. Katsumata Y, Kawachi I, Kawaguchi Y, Gono T et al.

Semiquantitative measurement of aquaporin-4 antibodies
as a possible surrogate marker of neuromyelitis optica
spectrum disorders with systemic autoimmune diseases.
Mod. Rheumatol 2012;22(5):676—684.

Martin-Nares E, Hernandez-Molina G, Fragoso-Loyo H.
Aquaporin-4- I1gG positive neuromyelitis optica spectrum
disorder and systemic autoimmune diseases overlap
syndrome: a single-center experience. Lupus
2019;28(11):1302—-1311.

Adawi M, Bisharat B, Bowirrat A. Systemic Lupus
Erythematosus (SLE) Complicated by Neuromyelitis
Optica (NMO - Devic's Disease): Clinic-Pathological
Report and Review of the Literature. Clin Med Insights
Case Rep. 2014;2(7):41-7.

Apiwattanakul M, Popescu BF, Matiello M, et al.
Intractable vomiting as the initial presentation of NMO.
Ann Neurol 2010;68:757-761.

Misu T, Fujihara K, Nakashima I, Sato S, Itoyama Y.
Intractable hiccup and nausea with periaqueductal lesions
in neuromyelitis optica. Neurology 2005;65:1479 —1482.

Takahashi T, Miyazawa I, Misu T, et al. Intractable
hiccup and nausea in neuromyelitis optica with anti-
aquaporin-4 antibody: a herald of acute exacerbations. J
Neurol Neurosurg Psychiatry 2008;79:1075-107.

Popescu BFG, Lennon VA, Parisi JE, Howe CL et al.
Neuromyelitis optica unique area postrema lesions.
Neurology 2011;76:1229-1237.

Kahlenberg JM. Neuromyelitis Optica Spectrum
Disorder as an Initial Presentation of Primary Sjogren's
Syndrome. Semin Arthritis Rheum 2010;40:343-348.

27



