
S-61

Pathogenesis

Authors: Chae JJ, Wood G, Masters SL, Richard K, Park G,
Smith BJ, Kastner DL.
Title: The B30.2 domain of pyrin, the familial Mediterranean
fever protein, interacts directly with caspase-1 to modulate
IL-1beta production.
Proc Natl Acad Sci U S A 2006; 103: 9982-7.
Summary: Pyrin, the protein mutated in FMF, regulates cas-
pase-1 activation and consequently IL-1beta production
through cognate interaction of its N-terminal PYRIN motif
with the ASC adaptor protein. However, the preponderance
of mutations reside in pyrin’s C-terminal B30.2 domain. In
this excellent study the authors demonstrate direct interac-
tion of this domain with the p20 and p10 catalytic subunits of
caspase-1. The C-terminal B30.2 domain of pyrin is neces-
sary and sufficient for this interaction, and binding was
reduced by FMF-associated B30.2 mutations. Full-length
pyrin attenuated IL-1beta production in cells transfected with
a caspase-1/IL-1beta construct, an effect diminished by
FMF-associated B30.2 mutations and in B30.2 deletion
mutants. These data support a direct, ASC-independent effect
of pyrin on IL-1beta activation and suggest heightened IL-1
responsiveness as one factor selecting for pyrin mutations.

Clinical Features

Authors: Lidar M, Yaqubov M, Zaks N, Ben-Horin S,
Langevitz P, Livneh A.
Title: The prodrome: a prominent yet overlooked pre-attack
manifestation of familial Mediterranean fever.
J Rheumatol 2006 33: 1089-92.
Summary: The aim of the study was to identify and charac-
terize pre-attack symptoms (prodrome) in patients with
familial Mediterranean fever (FMF). Forty-eight patients
with FMF whose attacks are preceded by a prodromal period
composed the study population. Clinical, demographic, and
genetic characteristics of the study group were compared to
those of a control group of 48 patients with FMF whose
attacks begin without a premonitory phase. A prodrome was
experienced by about 50% of the patients. In affected
patients prodrome recurs in most attacks, lasts a mean of 20
hours, and manifests with either a mildly unpleasant sensa-
tion at the site of the forthcoming spell (discomfort pro-
drome), or with a spectrum of physical, emotional, and neu-
ropsychological complaints (variant prodrome). The 2 types
of prodromata are frequently accompanied by a host of con-
stitutional symptoms.

Authors: Akman-Demir G, Gul A, Gurol E, Ozdogan H,
Bahar S, Oge AE, Gurvit H, Saruhan-Direskeneli G, Yazici
H, Eraksoy M.
Title: Inflammatory/demyelinating central nervous system
involvement in familial Mediterranean fever (FMF): coinci-
dence or association?
J Neurol 2006 Mar 6; [Epub ahead of print]

Summary: Central nervous system (CNS) involvement in
FMF is uncommon, but recently cases with multiple sclerosis
(MS) and FMF have been reported. In the present study the
authors assess patients with both FMF and MS, in order to
clarify any relationship between FMF and MS, and to evalu-
ate disease characteristics. There were 12 patients with FMF,
who developed a CNS disorder with multi-focal white matter
lesions. Nine patients (including two siblings) had definite
MS according to clinical and MRI findings. The rate of FMF
among the FMF patients with definite MS was almost 4
times the expected prevalence in Turkey. These series includ-
ing a sibling pair concordant for FMF and MS may suggest
that similar genetic susceptibility and environmental factors
might be responsible, although coincidence still remains a
possibility. A prospective study on a larger sample seems to
be justified.

Authors: Lachmann HJ, Sengul B, Yavuzsen TU, Booth DR,
Booth SE, Bybee A, Gallimore JR, Soyturk M, Akar S,
Tunca M, Hawkins PN.
Title: Clinical and subclinical inflammation in patients with
familial Mediterranean fever and in heterozygous carriers of
MEFV mutations.
Rheumatology (Oxford) 2006; 45: 746-50.
Summary: The aim of this study was to prospectively moni-
tor inflammatory activity over a prolonged period in a cohort
of Turkish patients with FMF, their healthy relatives and
healthy controls and to relate this to their MEFV genotypes.
Substantial acute phase reactivity was seen among the
patients with FMF during attacks (median SAA 693 mg/l,
CRP 115mg/l). Between attacks there was also some inflam-
matory activity (median SAA 6 mg/l, CRP 4 mg/l). Asymp-
tomatic MEFV heterozygotes had elevated acute phase pro-
teins compared to wild type subjects. Substantial sub-clinical
inflammation occurs widely and over prolonged periods in
patients with FMF, indicating that the relatively infrequent
clinically overt attacks represent the ‘tip of the iceberg’ in
this disorder. Up-regulation of the acute phase response
among carriers of FMF may augment their innate host
response and contribute to better resistance to infection.
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