Case report

A rare case of Cerebralvenousthrombosisrevealing a
primarySjogren'sSyndrome

Abstract :

Sjogren's syndrome, formerlyknown as Gougerot-Sjogren syndrome, is an autoimmunediseasewith a
predilection for exocrine glands, earningit the nickname of exocrinopathy or autoimmuneepithelitis
of the exocrine glands. It is a rare diseasethatpredominantly affects females, with a.sex.ratio of 9
women to 1 man and an incidence peakaround the age of 50years.Sjogren's syndrome can
beprimarywhenisolated, or secondarywhenassociatedwithanotherautoimmunediseasewhich the
mostcommonisRheumatoidArthritis but also Lupus Erythematosus:. and Scleroderma. The
triaddefining the diseaseincludesdryness syndrome, pain, and fatigue.[7]

Cerebralthrombophlebitis corresponds to the blockage of a-veinaround the brain by a bloodclot,
initiallycausing few symptoms but eventuallyleading to persistent
headachesthatworsenprogressively, possiblyaccompanied by vomiting or epilepticseizures.[10]

We report the case of a patient
whopresentedwithcerebralthrombophlebitisrevealingprimarySjogren's syndrome.

Introduction:

Sjogren's syndrome is an auteimmunediseasethatpredominantly affects the epithelia of exocrine
glands, henceitsnickname of exocrinopathy or autoimmuneepithelitis. It is a rare diseasewith a
strongfemalepredominance (9 women,to 1 man) and peaks in incidence aroundage 50years. It can
manifest as a __primary; isolated condition, or secondary to otherautoimmunediseases,
mostcommonlyRheumatoidArthritis, but alsoSystemic Lupus Erythematosus and Scleroderma. The
diseaseisdefined by:a triad of symptoms: dryness syndrome, pain, and fatigue.

It is a multifactorialdiseasewithsignificantgenetic and environmentalfactors. The role of an infectious
trigger (bacterial and/or viral) has long been suspected, though no specificinfectious agent, known as
the infamousPathegen X, has been definitivelyidentified. More recently, abnormal expression of
endogenousretroviralsequences has been implicated in activatingepithelialcells and bothinnate and
adaptive immune systems. Geneticpolymorphisms, particularly in interferon (IFN) genes, may lead to
an exaggerated immune response. The IFN signature (type | or 11) ispresent in over 50% of patients in
bothblood and exocrine gland tissues. This increased IFN production leads to excessive BAFF
production, stimulatingproliferation, maturation, and survival of B lymphocytes (B cells). This
hyperactivityresults in the presence of autoantibodies (anti-SSA, anti-SSB, rheumatoid factor),
hypergammaglobulinemia, and lymphocyticinfiltratesknown as "Focus™ within the salivary glands,
whichis a histologicalhallmark of Sjogren's syndrome.[8,9]



Table 1. ACR-EULAR 2016 Classification Criteria: Sjogren's Syndrome if total score > 4 [1]

Items : Points :

Biopsy of accessorysalivary glands (ASG) 3 points
withlymphocyticsialadenitis and focus score > 1

Presence of anti-SSA 3 points

Schirmer's test <5 mm/5 min in at least 1 eye 1 point

OcularStaining Score 2 5 (or Van Bijsterveld 1 point

score > 4) in at least 1 eye
Unstimulatedsalivary flow rate < 0.1 ml/min 1 point

CerebralThrombophlebitis: Cerebralthrombophlebitisinvolves the obstruction of:a brainvein by a
fibrino-thromboticclot. Initially, symptomsmaybe minimal, but theyprogress over days:to persistent
headachesresistant to pain medications, potentiallyaccompanied by vomiting or epilepticseizures.

Case Report:

Wepresent the case of a 37-year-old female patient with no significantpersonalmedicalhistory but a
first-degree cousin withsystemic lupus erythematosus. Shepresented intense headachesresistant to
first and second-line analgesics, progressing to seizures _and loss of consciousness, necessitating
urgent neurologydepartment admission. Emergency  cerebralangio-MRIrevealed cortical
venousthrombosis of the superior longitudinal sinus complicated.by ischemic-hemorrhagicinfarction
in the parietal lobe.

Fig 1. Angio-MRI of the patient: cortical cerebralvenousthrombosis and superior longitudinal sinus
thrombosiscomplicated by parietalischemic-hemorrhagicvenousinfarction.

The patient wastreatedwith sodium valproate (10mg/kg/day for 3 daysthenprogressivelygoing up to
30mg/kg/day for 3 months) and levetiracetam (500mg twice a day for 3 months) for seizures.
Givenheryoungage, femalesex, and familyhistory of lupus, initial suspicion centered on lupus
potentiallyassociatedwithantiphospholipid syndrome. However, therewere no cutaneous, joint,
neurologic, or psychiatric manifestations typical of lupus. Immunological investigations showed no
native double-stranded DNA antibodies or anti-Smantibodies. Hematologyresultswere normal, with
no anemia, thrombocytopenia, or lymphopenia, normal renalfunction, negativeproteinuria, and no
urinarysedimentabnormalities. Despitenegativeresults for classicantiphospholipidantibodies (lupus



anticoagulant, anti-beta2 glycoprotein (IgM+lgG), and anticardiolipinantibodies), further
investigation waspursued.

Immunologicaltestingwererepeatedafter anticoagulation cessation for 5 monthswhichrevealed
positive antinuclearantibodies at 1/640 with a speckled pattern on immunofluorescence.

Fig 2. Image from the media library of BautnerLaboratoriesillustratingantinuclearantibodieswith a
speckled pattern by immunofluorescence (profile found in Sjdgren'sdisease)

Along with positive anti-RO/SSA 60KDA antibodies.at 98. A SAPL workup came back negative (lupus
anticoagulant, anti-beta 2 glycoprotein. (IgM + 1gG), and anti-cardiolipin (IgM + IgG) all negative). The
CBC was normal, and the JAK2: mutation: test wasnegative. Protein S and C levelswere normal, the
tests for Factor V Leiden and prothrombin mutations werenegative, and antithrombinlevelswere
normal. Additionally, the patienti.reported a dry eye and mouth syndrome, with a
clinicalexaminationshowingpoor oral healthwithoutparotid gland enlargement.

Fig 3. Poor oral health of the patient secondary to the dry syndrome




A thoroughevaluationconfirmedprimarySjogren's syndrome, supported by subjective dry syndrome,
salivary gland biopsyshowing Grade IV Chisholm sialadenitiswith 3 Focus, and positive anti-SSA
antibodies, consistent with ACR/EULAR 2016 criteria.

Periductal lymphoid foci

Fig 4. Image from the team of Tincani, A., Andreoli, L., Cavazzana, |. et al. Published in
Novel aspects of Sjogren’s syndrome in:2012. BMC Med 11, 93 (2013), illustrating a minor
salivary gland biopsywith the presence of fociindicative of Sjdgren's Syndrome

Discussion:

Our observation concerns‘a patient withia familyhistory of Systemic Lupus Erythematosus in a
paternal first-degree cousin, admitted.to CHU Ibn Rochd of Casablanca for cerebralthrombophlebitis.
Consideringheryoungage;. femalesex, and familyhistory of lupus, weinitiallysuspected lupus
potentiallyassociatedwithantiphospholipid syndrome. However, the patient showed no cutaneous,
mucosal, articular, neurological, or psychological manifestations indicative of lupus. Immunological
tests revealed no anti-double-stranded DNA or anti-Smantibodies, and herblood count showed no
anemia,» thrombocytopenia, or lymphopenia. Renalfunctionwaspreservedwithnegativeproteinuria
and.no urinarysedimentabnormalities. Antiphospholipidantibodiesweretestedtwice and came back
negative. However, atypicalantiphospholipids like IgA or anti-annexinwere not tested.
Givenherrelativelyyoungage, weconsideredconstitutionalthrombophilias. Tests for protein S and C
were normal, the factor V Leiden and prothrombin mutations werenegative, and
antithrombinlevelswere normal. Despite the absence of hemogram anomalies suggestive of a
myeloproliferative syndrome, wealsotested for the Jak2 mutation, whichwasnegative. An HIV
serologywasperformed due to hersexualactivity and came back negative. Onlyafterexcludingcommon
causes of thrombosisdidweconsiderSjogren’s Syndrome, indicated by the subjective dry syndrome, a
salivary  gland biopsyshowing 03  foci, and positive anti-SSA  antibodies.
Wefoundstudiesfromvariousmedical teams establishing a direct causal linkbetweenSjogren's
Syndrome and thromboticepisodes, particularlycerebralthrombophlebitis, though the exact
pathophysiologicalmechanismremainsunclear.



Two cases of cerebralthrombophlebitisrevealingSjogren's Syndrome werereported in collaboration
by the Italian team from the Department of Neurology and PsychiatricDiseases and the Department
of Physical Medicine and Rehabilitation of the University of Rome in October 2012 [2]. One case
wasreported by the Chinese team from the Department of Neurology and Neuroscience at the First
Hospital of Jilin in 2020 [3]. Another case wasreported by the Indian team from the Department of
InternalMedicine at Mysore MedicalCollegein 2022 [4], and another by the Chinese team from the
Department of NuclearMedicine at the Second Hospital of Jilin in 2023 [5]. The Taiwanese team
conducted a studyin 2014 on 8,920 patients, evaluating the thromboembolicrisk in patients
withprimarySjogren's Syndrome compared to the general population, finding a 1.83 to 3.29 times
higherrisk [6].

Conclusion:

Sjogren's  syndrome is a  nonspecificautoimmunediseaseaffecting “: exocring . glands,
mostcommonlysalivary and lacrimal glands. It can present as primarySjogren's:syndrome or in
association  withotherautoimmunediseases. ~ Whilerelatively  rare, “,Sjogren's ™ ,syndrome
isassociatedwith an increasedthromboembolicrisk, especiallywhencoexistingwithotherautoimmune
conditions. Despiteestablishedcausality, the thromboticmechanismremainsunclear and warrants
further investigation.
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