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ABSTRACT
Familial Mediterranean fever is an autosomal recessive disease characterized by recurrent episodes of fever, peritonitis, pleuritis and arthritis. 
Neurological involvement in FMF is rare but serious. Headache, seizures, demyelinating lesions, stroke, posterior reversible leukoencephalopathy 
syndrome, aseptic meningitis and cranial neuropathy have been reported in the literature. In this paper, we present a combination of FMF and 
pseudotumor cerebri in an adult patient.
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1. INTRODUCTION

Pseudotumor cerebri (PTC) is characterized by the presence 
of intracranial hypertensive symptoms despite the absence 
of any detectable mass lesion on radiological imaging. 
Headache, nausea, and vomiting are frequently encountered 
as the primary symptoms of the disease. Patients with PTC 
may also experience diplopia, blurred vision, and pulsatile 
tinnitus (1). Neurological manifestations commonly observed 
in PTC include bilateral and symmetric papilledema and 
unilateral or bilateral partial or complete sixth nerve palsy. 
Partial or complete loss of vision is frequently observed in 
the advanced stages of the disease. According to the updated 
criteria for PTC by Friedman et al., the disease is categorized 
into two groups: primary (idiopathic) and secondary. The 
primary form refers to cases where no identifiable underlying 
cause is found, while the secondary form encompasses 
cases where PTC is attributed to various causes, ranging 
from medication-induced factors to cerebral venous sinus 
thrombosis. Friedman et al. prefer the term “pseudotumor 
cerebri syndrome” (PTCS) to “benign intracranial 
hypertension” or “idiopathic intracranial hypertension” (2). 
Familial Mediterranean Fever (FMF) is an autoinflammatory 
disease characterized by recurrent fever and polyserositis, 
including peritonitis, pleuritis, and synovitis. It is inherited 
in an autosomal recessive manner. Although neurological 
manifestations in FMF are infrequent, they may manifest as 
seizures, recurrent episodes of aseptic meningitis, cranial 
nerve involvement, pseudotumor cerebri (PTC), ischemic 
stroke, vasculitis, and demyelinating lesions (3,4).

There are only few case reports on the relationship between 
FMF and PTC in adults (5,6). This paper presented an adult 
patient with FMF and PTC.

2. CASE PRESENTATION

A 30-year-old male patient presented to our outpatient 
department with complaints of headaches in both frontal 
regions and blurred vision that began approximately one 
month ago. He experienced a dull and intense headache that 
did not show any improvement with the use of painkillers. 
He also reported experiencing what is commonly known as 
pulsatile tinnitus. He has been on colchicine (60 mg/day) as 
he has had FMF for ten years. During the examination, the 
patient exhibited hypertension, while the rest of the vital 
signs were within the normal range. Both his eyes had grade 
3 papilledema (Figure 1). His right visual field was narrowed. 
Visual acuity was bilateral (0.3). No abnormalities were 
detected during the neurological and physical examination. 
His brain magnetic resonance investigation and magnetic 
resonance venography were normal (Figure2). We performed 
lumbar puncture (LP). The cerebrospinal fluid (CSF) pressure 
was 270 mm H2O. CSF protein was high (40.7 mg/dl). 
Otherwise, his CSF biochemistry and cell count were normal. 
We performed a second LP to drain the CSF. The opening 
pressure dropped to 190 mm H2O. His complaints of headache 
and blurred vision showed significant improvement.
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Figure 1. The papillae borders are obscure in both fundi of the case.

Figure 2. MRI scan of the case was normal.

The protein/creatinine ratio in his spot urine was high, 
with +++ proteinuria (9.74 mg/dl). We conducted a renal 
ultrasonography. Grade 1 growth was present in his kidneys. 
Both serum amyloid A (15.4 mg/dl) and protein C (189 mg/dl) 
were positive. We performed a kidney biopsy. The diagnosis 
was secondary amyloidosis due to FMF. Hyperlipidemia 
(total cholesterol: 271 mg/dl, LDL: 190 mg/dl), proteinuria 
(+++), and hypoalbuminuria (2.4 mg/dl) were present with 
FMF-related amyloidosis. Due to the presence of nephrotic 
syndrome, the patient was started on an angiotensin 2-type 
1 receptor antagonist. He was also started on 500 mg/day 
acetazolamide. The treatment was effective. At the second 
LP, the opening pressure dropped to 190 mm H2O. He 
experienced a significant improvement in his complaints of 
headache and blurred vision and remained symptom-free 
throughout the two-year follow-up period.

3. DISCUSSION

Familial Mediterranean fever is a genetic disorder that is 
commonly observed among individuals of Armenian, Arab, 
Jewish, and Turkish descent. Referred to as MEFV, the gene 
responsible for FMF is located on chromosome 16p13.3. 
Its product is called pyrin, a protein including 781 amino 
acids (7,8). Research shows that pyrin plays a vital role in 

the innate immune response (9,10). Although FMF involves 
many organs, it rarely affects the central nervous system 
(3,8,11-13). From a neurological point of view, headache is 
the most common symptom. The majority of neurological 
manifestations in FMF can be attributed to the disease 
itself. However, neurological involvements in FMF can 
also arise from amyloidosis, which is the most significant 
and potentially fatal complication of the disorder, or as an 
adverse effect of treatment (4, 14).A recent review explores 
the relationship between increased intracranial pressure 
and nephrotic syndrome (NS). The researchers highlight 
the notable occurrence of cerebral venous thrombosis in a 
majority of patients presenting with both conditions. They 
also report hyperaldosterinism as a possible etiological 
factor. A nephrotic syndrome due to amyloidosis is known to 
develop during the course of FMF. However, as mentioned 
in the review, the available data and evidence are currently 
insufficient to establish NS as a definitive secondary cause 
of PTC (15). In the case of our patient, cerebral venous 
thrombosis was ruled out as a normal MR venography did not 
reveal any abnormalities. The patient was admitted to our 
clinic exhibiting classic symptoms and signs of PTC, including 
headache, blurred vision, pulsatile tinnitus, visual loss, and 
disc edema. We performed investigations for differential 
diagnosis but did not identify any pathological conditions 
that could account for the observed increase in intracranial 
pressure. He had a CSF pressure of 270 mm H2O. Based on 
the presented clinical criteria, we diagnosed him with PTC.

Currently there is no consensus regarding the underlying 
pathophysiology of PTC associated with FMF. Etiological 
factors considered in relation to PTC associated with FMF 
include increased cerebrospinal fluid (CSF) production, 
venous outflow obstruction, defective CSF resorption, 
parenchymal edema, and expanded cerebral blood volume. 
As pointed out in a recent review (15) and observed in our 
case, it is possible that nephrotic syndrome, which can 
occur in individuals with FMF, might have contributed to 
the development of PTC. The classical treatment guidelines 
for pseudotumor cerebri (PTC) typically involve weight 
loss strategies, along with medical interventions, such as 
acetazolamide intake. Additionally, topiramate can be used 
as monotherapy or as an add-on therapy for managing the 
condition. Surgery (optic nerve sheath fenestration, venous 
sinus stenting, ventriculoperitoneal and lumboperitoneal 
shunt, etc.) is an option for patients unresponsive to medical 
treatment or with fulminant course.

4. CONCLUSION

PTC is a rare neurological manifestation of FMF. Given 
the potential for irreversible permanent visual loss and 
significant disability associated with PTC, early diagnosis and 
regular multidisciplinary follow-up are of utmost importance. 
We believe that our case will emphasize the need to consider 
FMF as a possible underlying condition in patients presenting 
with PTC, thereby expanding the list of secondary causes 
associated with PTC.
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