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Behçet’s syndrome (BS) is a condition which 
often manifests with recurrent oral aphthae, genital 
ulcerations, and uveitis of joints, vascular and 
gastrointestinal involvement, and it may also affect 
the central nervous system (CNS). On the other hand, 
liver, kidneys, heart, and peripheral nerves are organs 
which are relatively less affected by BS.[1,2] Neurological 
involvement occurs after a mean duration of five 
years following the onset of systemic findings in BS. 
The condition is three to four times more common in 
men than in women, and it mainly presents with CNS 
involvement. Neurological complications may be related 
to secondary systemic involvement or treatments of BS. 
Central nervous system involvement in BS comes in 
the form of parenchymal and non-parenchymal CNS 
involvement. Cranial magnetic resonance imaging 
(MRI) is the most common imaging modality used in 
the evaluation of CNS involvement.[2,3]

Limbic encephalitis (LE) was first described by 
Brierley in 1960 and its association with cancer was first 
noted in 1968, which was characterized by subacute 
progressive impairment of short-term memory, 
psychiatric features, and seizures.[4] Limbic encephalitis 

is extremely difficult for diagnosis, to be delayed for 
weeks. The temporal lobe seizures is non-specific.[4,5] 
The MRI show that temporal lobe abnormalities such 
as hyperintense signals on T2-weighted or f luid-
attenuated inversion recovery (FLAIR) sequences, 
atrophic temporal-limbic structures on T1-weighted 
images, typically without contrast-enhancement in 
the brain parenchyma or leptomeninges.[6] Limbic 
encephalitis is a rare paraneoplastic syndrome which 
is associated with cancer. The diagnostic test should 
be the detection of specific onconeural autoantibodies 
in the cerebrospinal f luid (CSF) and serum. It has been 
reported that antibody negativity is present in 30% of 
cases, and there are antibodies which are unable to be 
detected in 5 to 10% of patients.[4,6]

Herein, we report the first case of neuro-Behçet’s 
disease (NBD) presenting with LE as the initial 
manifestation of neurological involvement.

CASE REPORT

A 36-year-old male patient was admitted to the 
emergency department presenting with a glassy look, 
uninterested behavior, communication difficulty, 
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and gait disturbance. His medical history revealed 
the initiation of cyclosporine, colchicine, and 
methylprednisolone through oral route. The patient 
was diagnosed with BS based on complaints of 
recurrent oral sores, joint pain, and blurred vision 
in both eyes nine years previously. Cyclosporine 
was discontinued two years ago and treatment was 
switched to oral azathioprine. The patient reportedly 
developed uveitis three times during the previous two 
years and continued using cyclosporine irregularly at 
his own discretion. His family history included NBD 
diagnosis in his brother and paternal uncle. His habits 
included smoking 10 cigarettes per day. Neurological 
examination revealed cooperation difficulty and 
uninterested response to questions with the occasional 
sudden interruptions of conversation. There were no 
signs of neck stiffness and meningeal irritation. All four 
extremities were actively moving. The patient was able 
to walk without support; however, his tandem gait was 

unable to be assessed due to insufficient cooperation. 
His plantar reflex was bilaterally indifferent.

Microscopic and biochemical results of the CSF 
were found to be normal. On cranial MRI, a lesion 
without contrast uptake was observed in the bilateral 
mesial temporal lobes, amigdala, hippocampus, and 
the inferior gyrus of the frontal lobe which was 
hyperintense on T2-weighted sections and FLAIR 
sections (Figure 1a-c). Herpes simplex virus (HSV) 
polymerase chain reaction (PCR) test result was 
found to be negative for two times. During follow-
up, amnesia was observed. The patient was suspected 
of developing LE, and NMDA, AMPA1, AMPA2, 
CASPR2, LGI, GABA-B1, Anti-Hu, Anti-Yo, Anti-Ri, 
Anti-PNMA2/Ta, Anti-CV2.1, and anti-amphiphysin 
were found to be negative. All tumor screening tests 
were also found to be negative. The psychometric 
tests measuring the functions of orientation, 
attention, and memory were indicating a severe 

Figure 2. (a-c) Follow-up magnetic resonance imaging showing significant radiological improvement.

(a) (b) (c)

Figure 1. (a-c) Magnetic resonance imaging showing bilateral mesial temporal lobes, amigdala, 
hippocampus, and the inferior gyrus of the temporal lobe on T2-weighted sections and fluid-attenuated 
inversion recovery sections  showing hyperintense lesion.

(a) (b) (c)
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cognitive dysfunction. He received intravenous 
immunoglobulin (IVIG) (0.4 g/kg daily for five 
days) and 1 g of methylprednisolone daily for five 
days, followed by tapering doses of prednisone over 
four weeks. Long-term follow-up showed a marked 
improvement in the clinical picture. In addition, a 
significant radiological improvement was observed 
by repeated MRI at four months (Figure 2a-c).

DISCUSSION

Neuro-Behçet’s disease with parenchymal CNS 
involvement occurs most commonly in the form of 
brain stem syndrome.[2] Apart from the brain stem, 
spinal cord involvement may also be seen alone or 
more commonly with brain stem involvement or 
cognitive disorder, and the latter exhibits a more severe 
course.[7,8] In a limited number of cases, hemispheric 
involvement may be primary, while approximately 
10% of the cases may present with a clinical 
presentation similar to multiple sclerosis.[9] Indicators 
of poor prognosis in NBD include parenchymal CNS 
involvement, increased protein and cells in CSF, 
extensive lesion involvement, spinal involvement, 
and progressive course starting from the onset.[10] 
The case presented herein had parenchymal and 
extensive lesion involvement. Despite our prediction 
of poor prognosis, he exhibited a dramatic response 
to treatment and remained in remission during the 
follow-up period of nearly nine months, except for 
a single uveitis episode. Cerebrospinal f luid usually 
has a high protein content and/or pleocytosis in 
the cases with parenchymal involvement in NBD.[2] 
Our case exhibited normal CSF investigation, despite 
parenchymal involvement.

For the differential diagnosis of NBD, one should 
bear in mind CNS infections, multiple sclerosis, 
young cases of stroke and rarely, CNS tumors. Our 
case presented to hospital with cognitive symptoms, 
and was diagnosed as clinical and radiological, 
although serological test results were negative. Our 
case with LE had approximately the bilateral mesial 
temporal lobes, amigdala, hippocampus, and other 
white-matter involvement (Figure 1a-c), whereas 
the lesions were predominantly periventricular in 
multiple sclerosis.

Limbic encephalitis is characterized with a lesion 
in the mesial temporal lobe without contrast uptake on 
MRI and is manifested with a clinical picture including 
epileptic seizure, behavioral change, irritability, and 
memory disorder. The late diagnosis may lead to the 
patient suffering permanent deficits. The onconeural 

antigens are undetectable in a subpopulation of 
symptomatic patients.[11] The most patients with LE are 
initially diagnosed with herpes simplex encephalitis. 
Therefore, clinicians must distinguish the two 
syndromes clinically and serologically.[7,11] Our case 
was found to be negative for two times with herpes 
PCR.

In patients in whom LE is considered, tumor 
screening, despite antibody negativity, is important.[6] 
Our case had cognitive symptoms. In addition, LE tends 
to have a better response to immunotherapy. Our 
case was taken immunotherapy and intravenous (IV) 
methylprednisolone. The treatment could be delayed, 
while waiting for paraneoplastic panels, HSV PCR 
and other diagnostic studies.[12,13] We recommend 
immunotherapy empirically at the onset of the 
presentation, as in our case.

Furthermore, LE is associated with frequently 
neoplasms (e.g. small-cell lung cancer, followed by 
germ cell tumor of the testis, thymoma, Hodgkin’s 
lymphoma, breast cancer, and teratoma of the 
ovaries).[14,15] However, we could not find any tumor 
associated with LE in our case.

Treatment of LE is similar to the treatment of 
acute episodes in NBD. The treatment of parenchymal 
CNS involvement usually consists of 1 g/day IV 
methylprednisolone for five days, which may be 
repeated once a week for four weeks. If the patient 
exhibits indicators of poor prognosis or if a second 
neurological episode occurs, an immunosuppressant 
agent should be added to the treatment. Our patient 
also received IV methylprednisolone in combination 
with IVIG treatment. However, as the patient 
experienced an episode on azathioprine, the course 
of his treatment was switched to monthly 1 g/day IV 
cyclophosphamide to control neurological symptoms. 
The disease remained in remission during the follow-
up period of nearly nine months, except for a single 
uveitis episode.

In conclusion, this case is the first case of LE 
associated with NBD in the literature. It is important 
to recognize the syndrome as the first manifestation of 
an underlying occurrence of BS.
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