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Abstract
Objective: In patients suffering from Sjogren Syndrome (SjS) 
central nervous system involvement, such as aseptic meningitis, 
commonly occurs. MRI scans of the brain usually show T2-hy-
perintensities and/or contrast-enhanced lesions. However, asep-
tic meningitis may also occur in patients with Familial Mediter-
ranean Fever (FMF). Typical clinical symptoms are recurrent 
attacks of fever and polyserositis. Of note, in patients with FMF 
the symptoms usually disappear during a colchicine therapy.

Here, we present a patient for the first time with an overlap syn-
drome of SjS and FMF suffering from recurrent aseptic meningi-
tis which precedes the diagnosis of SjS and shows imaging signs 
of a basal meningitis.

Case: A female patient suffered from biopsy-proven SjS and ge-
netically diagnosed FMF. Over two years she presented with re-
current attacks of aseptic meningitis, while lacking symptoms of 
polyserositis indicating FMF not being causative. These attacks 
preceded the diagnosis of SjS. Cranial MRI revealed basal con-
trast enhancement of the cerebellum. 

Meningitis persisted during colchicine therapy but terminated 
after initiating immunosuppressive treatment.

Conclusion: Recurrent aseptic meningitis may occur as the first 
clinical manifestation of SjS. In a basal and aseptic meningitis SjS 
should be considered in the differential diagnosis.

Keywords

Aseptic meningitis, Basal meningitis, Familial Mediterranean 
Fever, Headache, Neuroimmunology, Sjogren syndrome

Introduction
Sjogren Syndrome (SjS) is a chronic autoimmune disease which 
affects exocrine glands by inflammatory infiltration and second-
ary dysfunction. The lacrimal and salivary glands are usually 
affected, thus clinically resulting in xerostomia and xerophthal-
mia.

Systemic extra glandular manifestations occur in one-third of 
all SjS patients e.g. including arthritis and vasculitis [1]. The 
nervous system is also often affected: the peripheral nervous sys-
tem (PNS) with a frequency of 10-20% [2], including subclin-
ical abnormalities of nerve conduction up to 60% [3], and the 
central nervous system (CNS) with an incidence of up to 25% 
[4]. Recent studies reported even higher prevalences of PNS 
and CNS involvements in SjS (67.5%), with even higher rates of 
CNS than PNS manifestations [5]. The CNS involvement includes 
myelo-pathy, cortical lesions as multiple sclerosis-like syndrome, 
meningoencephalitis and aseptic meningitis [6].

Aseptic meningitis and other neurological symptoms are also 
observed in patients with Familial Mediterranean Fever (FMF). 
Patients with FMF suffer from recurrent attacks of fever and 
poly-serositis, such as pleuritis, peritonitis, synovitis/arthritis 
etc. [7]. While peripheral nervous system involvement is very 
common in FMF, CNS involvement is very rare [8].

However, recent studies revealed an incidence of 21.2% in a 
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pediatric population [9]. In cases of a CNS affection convulsions 
[10], multiple sclerosis-like syndromes [11] and especially men-
ingitis occur [12], accompanied by signs of a polyserositis. Of 
note, symptoms usually disappear under colchicine therapy.

Here, we report a patient with an overlap syndrome of SjS and 
FMF presenting with recurrent aseptic meningitis as a first clin-
ical manifestation of SjS and showing a basal type of meningitis 
in the MRI for the first time.

Figure 1: MRI T1 sequence after application of contrast medium (gadolinium).

           A: pial gadolinium enhancement in the basal area of the cerebellum (white arrows).

           B: less gadolinium enhancement in the cranial area of the cerebellum (white arrowheads).

1st Episode 2nd Episode 3rd Episode 4th Episode
Cell Count (/µl1) 54 88 210 228

Protein Level (g/l) 0.60 0.70 0.98 1.36

Cytology Lymphocytic 
predominance

Lymphocytic 
predominance

Lymphocytic 
predominance

Lymphocytic 
predominance

Oligoclonal Bands Marginal positive Marginal positive Identical bands Negative
Evidence of Bacteri-
al or Viral Infection                                           

(bacteriologic culture, PCR and 
serological examinations)

Negative Negative Negative Negative

Table 1: Results of the recurrent lumbar puncture.                                                                           
(Conversion factor SI: 10.001)

Case report
The female patient was admitted to hospital due to recurrent 
attacks of fever accompanied by symptoms of polyserositis, in 
particular, pericarditis and peritonitis. These episodes occurred 
for the first time when she aged 13.

The first attack of fever went along with a sore throat, nausea, 

emesis, massive headache, swollen lymph nodes and splenomeg-
aly. A MRI scan revealed no abnormalities. Initially, the symp-
toms were declining, but after a few days they arose again. An 
infection was assumed and an antibiotic therapy was initiated. 
After another few days the symptoms disappeared.

At the second time, the patient was admitted to hospital, she suf-
fered again from fever accompanied by a sore throat and swollen 
lymph nodes. A biopsy of an affected lymph node failed to give 

a diagnosis. An antibiotic therapy was initiated again. Subse-
quently, the patient suffered from headache, nausea and emesis. 
A side effect of the antibiotic therapy was assumed first, but in 
the course of the disease the patient suffered additionally from 
peritonitis. A laparoscopy was performed, but an appendicitis or 
other pathological alterations could be excluded. After a few days 
the symptoms disappeared again.

https://doi.org/10.29199/2637-6997/CANN-102021
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The third time, when the patient was admitted to hospital, she 
was affected by the same clinical symptoms but suffered addi-
tionally from a pericarditis. Again the symptoms declined after a 
few days and the patient was discharged. Finally, the diagnosis of 
FMF was genetically assured and an oral therapy with colchicine 
was initiated. After starting this medication no such episodes ac-
companied with symptoms of polyserositis were observed any 
more.

Beside these attacks the patient also suffered from recurrent ep-
isodes of fever with nausea, emesis and headache, neurological 
disorders like apraxia, disorientation, speech disorder and also 
psychiatric deficiencies, such as aggressiveness and agitation, 
while lacking symptoms of polyserositis. These episodes oc-
curred four times within two years and started at an age of 17.

The MRI scan showed a contrast enhancement of the basal re-
gions of the cerebellum (Figure 1) at all of these timepoints.

Cerebrospinal fluid analysis revealed a pleocytosis and slightly 
elevated liquor protein levels without any evidence of bacterial 
or viral infection (Table 1).

At time of lumbar puncture the patient suffered from fever ac-
companied by neuropsychiatric disorders and/or headache. No 
systemic symptoms (e.g. polyserositis) of a FMF were observed. 

Further blood examinations including immunological parame-
ters were performed. Interestingly, positive antinuclear antibod-
ies (ANA) and Ro-antibodies were found as an indication for SjS 
even though no typical sicca syndrome had appeared so far and 
the Saxon- and Schirmer-test results were recurrently negative. 
Finally, a salivary gland biopsy was performed that affirmed the 
diagnosis of a SjS. After initiation of a steroid therapy, the head-
ache, fever and neuropsychiatric symptoms returned to normal 
within a few days. At the time point of the first steroid therapy 
the patient already received a colchicine therapy for two years.

Discussion
For the first time we report a case with recurrent aseptic menin-
gitis which precedes the diagnosis of SjS. Additionally, it is the 
first time that an aseptic meningitis caused by SjS shows signs of 
a basal meningitis on the MRI scan.

In our case the patient was known to suffer from FMF and asep-
tic meningitis may also occur in untreated cases of FMF. Howev-
er, an aseptic meningitis in FMF is usually associated with other 
characteristic symptoms of FMF such as polyserositis and attacks 
of fever [10,12]. These typical FMF symptoms usually disappear 
after initiation of a colchicine therapy [10,12]. A central nervous 
system involvement of FMF such as meningitis, accompanied 
headache, or multiple sclerosis – like syndromes are very unlike-
ly under a treatment with colchicine and has not been reported 
so far.

Our patient showed recurrent episodes of aseptic meningitis 
with neuropsychiatric symptoms without signs of polyserositis 

despite the therapy of FMF with colchicine. Further diagnostic 
results with the evidence of Ro-antibodies and a typical histo-
logical finding in the salivary gland biopsy led finally to the di-
agnosis of SjS.

Also in SjS, multiple sclerosis – like syndromes and aseptic men-
ingitis are documented in the literature in a few case reports 
[13,14]. However, reports with a recurrence of aseptic meningitis 
are rare and, to date, no such cases with signs of basal menin-
gitis in the MRI scan have been published so far. MRI scans of 
the brain usually show T2-hyperintensities and/or contrast- en-
hanced lesions comparable to those known from multiple sclero-
sis. In addition, cases with a multiple cranial nerve enhancement 
[15], reversible cortical lesions [13], and signs of rhombenceph-
alitis [14] were reported.

Thus, SjS must be considered in the differential diagnosis of re-
current aseptic meningitis and the diagnostic approach should 
include serological examinations including an immunological 
screening.
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