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Letters to the Editor
Sacroileitis and pericarditis: 
atypical presentation of tumour 
necrosis factor receptor-associ-
ated periodic syndrome and 
response to etanercept therapy

Sirs,
Tumour necrosis factor (TNF)-α receptor-
associated periodic syndrome (TRAPS) is 
a dominantly inherited disease caused by 
missense mutations in the TNFRSF1A gene 
which encodes for the TNF-α receptor (1). 
TRAPS is characterised by attacks of fever, 
polyserositis, arthralgia, myalgia, skin rash, 
periorbital edema and/or conjunctivitis; up 
to 25% of patients may develop systemic 
amyloidosis (2). 
Arthralgia occurs during the attacks in about 
two-thirds of patients, in a monoarticular 
or oligoarticular distribution, and the main 
involved joints are the knees, shoulders, 
elbows, hips, fingers, wrists, and temporo-
mandibular joints. Arthritis is less common, 
but joint effusion may occur. Sacroiliac in-
volvement has been described only once to 
date (3). Serosal inflammation is common 
in the form of polyserositis (4), but sole in-
volvement of pericardium has only recently 
been described (5). 
We report an unusual TRAPS phenotype, 
characterized by the association of sacro-
ileitis and pericarditis, in absence of the 
most typical clinical signs of TRAPS. 
A 27-year-old Caucasian female was admit-
ted to our Unit for high-grade fever over the 
previous ten days, lower back pain and tho-
racic pain. Past medical history indicated 
three previous similar episodes over the pre-
vious six months. All fever episodes lasted 
more than 7 days. Laboratory investigations 
during admission showed elevation of ESR 
(78 mm/hour, n.v <35), C-reactive protein 
(3.56 mg/dl, n.v <0.5), white blood cell 
count 14.29 x 103/mm3 and serum amyloid 
A levels (SAA) (98 mg/dl, n.v <10). Kidney 
and liver function were normal. Echocar-
diography was performed and revealed a 
mild-to-moderate pericardial effusion.
In order to better evaluate the low back 
pain, contrast-enhanced magnetic resonance 
imaging (MRI) of sacroiliac joints was per-
formed. MRI showed an increased tracer 
uptake bilaterally, over both sacroiliac joints 
and mild irregularity of both joint margins  
(Fig. 1). 
The patient was not affected with psoria-
sis, nor had any family history of psoriasis, 
and did not present signs of inflammatory 
bowel diseases. There was also no evidence 
of previous urinary tract or intestinal infec-
tions. HLA B27 and B51 alleles were both 
negative.
Due to the prolonged fever attacks the pa-
tient’s DNA was analysed, after written 
consent had been obtained, for mutations 
in the TNFRSF1A gene (exons 2,3,4,6) and 
a heterozygous low penetrance R92Q mu-
tation was found. She was diagnosed with 

TRAPS and started treatment with pred-
nisone 1 mg/kg/daily. After two symptom-
free months, the patient had another similar 
febrile attack during corticosteroid treat-
ment. The fever resolved within 2 weeks. 
Prednisone did not prevent the recurrence 
of fever and did not alter its duration, and 
the attack was not milder than the previ-
ous ones. Furthermore SAA was highly 
increased during prednisone treatment, also 
during the symptom free interval.
Corticosteroid treatment was then inter-
rupted and the patient started etanercept 
25 mg twice weekly. Anti-TNF-α therapy 
brought about a complete resolution of low 
back pain and of thoracic pain within 1 
month, and SAA levels normalised within 
few weeks after initiation of treatment. At 
the 6-month-follow-up, the patient was still 
free of fever attacks and is continuing treat-
ment with etanercept. 
The TRAPS phenotype is steadily expand-
ing and since the discovery of TNFRSF1A, 
several studies have suggested that low-pen-
etrance TNFRSF1A variants might contrib-
ute to atypical inflammatory responses in 
TRAPS, including cardiac diseases (3, 5). 
The low-penetrance R92Q mutation has 
also been detected in 1.04% of healthy Irish 
and North American control populations 
(6), although its increased frequency (3.3%) 
among patients with periodic fever suggest 
that this is a low penetrance mutation rather 
than benign polymorphism (6); this find-
ing has also been supported by functional 
studies of TNFRSF1A (6). Of note, it has 
been described that the R92Q mutation in 
TNFRSF1A can coexist with mutations in 
MEFV, the gene responsible for familial 
Mediterranean fever (7); in such cases the 
clinical phenotype can be modified. In our 
patient MEFV genotyoping was performed 
and no mutations were found. However it is 

stated that patients with R92Q present less 
typical clinical manifestations (6). 
Isolated pericardial involvement in patients 
with TRAPS is rare, but has been recently 
described (5). Dodè C described two pa-
tients, respectively carrying the R92Q and 
the P46L low-penetrance mutations, who 
presented with periodic fever episodes and 
pericarditis as the sole manifestations (5). 
Sacroileitis has previously been described 
in association with TRAPS only once, in as-
sociation with myocarditis, both showing a 
reversible course with methylprednisolone 
administration. Trost et al. reported this 
unusual association in a 9-year-old African 
American male with a recurrent febrile ill-
ness, carrying the low penetrance hetero-
zygous P46L mutation in TNFRSF1A (3). 
Although the coexistence of R92Q mutation 
with sacroileitis may be merely coinciden-
tal, in our patient the most common causes 
of sacroileitis were excluded. Furthermore, 
the recurrent fever episodes, the prolonged 
duration of fever and the persistently elevat-
ed SAA levels even during symptom free 
intervals consequent to a chronic subclini-
cal inflammation (8), supported a diagno-
sis of TRAPS. Our report suggests that the 
phenotype of TRAPS may be more variable 
than initially thought, and also adds sacro-
iliac joint involvement and pericarditis to its 
clinical spectrum.
In conclusion, we suggest that the TRAPS 
should be kept in mind in the differential 
diagnosis of spondyloarthropathies and of 
pericarditis, especially when accompanied 
by fever. 
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Fig. 1. Contrast-en-
hanced magnetic reso-
nance imaging show-
ing an increased tracer 
uptake over both sac-
roiliac joints.
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