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Introduction

CAPS is a rare autoinflammatory syndrome caused
by autosomal dominant mutations in the NLRP3/CIAS
1 gene on chromosome 1q44 encoding for the cryopyrin
protein, an important component of the inflammasome,
leading to excessive production of interleukin-1beta
(IL-113). CAPS encompasses three different entities of vari-
able clinical severity: familial cold auto-inflammatory syn-
drome (FCAS), Muckle-Wells syndrome (MWS) and
chronic infantile neurological cutaneous articular syn-
drome (CINCA)/ neonatal — onset multisystem inflamma-
tory disease (NOMID). They are all characterised by
recurrent episodes of systemic inflammation involving par-
ticularly skin, joints, central nervous system and eyes.

Objectives

To analyse and quantify various cytokines in sera and cer-
ebrospinal fluid (CSF) in five patients with central nervous
system (CNS) manifestations of cryopyrin-associated peri-
odic syndromes (CAPS) carrying the Q703K mutation in
heterozygosity.

Methods

Five Caucasian patients (mean age 37 +10 years; one male)
with CNS manifestations including optic nerve inflamma-
tion, recurrent cranial nerve palsy, migraine, fatigue, and
recurrent meningitis were identified as heterozygous car-
riers of the cryopyrin Q703K substitution. CSF investiga-
tions were performed for diagnostic purposes in all
patients and showed pleocytosis in 3 patients. In addition,
concentrations of the proinflammatory cytokines interleu-
kin beta (IL-1), interleukin-6 (IL-6), interleukin 17 (IL-17),
tumor necrosis factor alpha (TNF-alpha) and FGF (Fibro-
blast growth factor) were determined in the CSF and sera
using a multiplex assay.

'Neurology, Institut of Clinical Neuroimmunology, Munich, Germany
Full list of author information is available at the end of the article

( BioMVed Central

Results

IL-6 concentrations in the CSF were clearly elevated in
two patients during acute attacks of CAPS-associated CNS
manifestations. The other three patients were investigated
during remission and showed no IL-6 elevations in the
CSE. The other serum cytokine levels were increased in
one patient.

Conclusion

Our results show a correlation between CSF IL-6 con-
centrations and CAPS-associated disease activity in the
CNS. IL-6 levels in the CSF therefore may serve as a
marker of disease activity in CAPS patients with CNS
manifestations.
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