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TRAPS is a rare autosomal dominant disease characterized by 
recurrent attacks of prolonged fever associated with abdominal 
pain, myalgia, migratory erythematous skin rashes and eye 
manifestations1. TRAPS was first described in 1982 in a large 
pedigree of three families of Irish-Scottish descent as Familial 
Hibernian Fever (FHF) with distinct clinical entity2.

In the following years, genome-wide searches and linkage 
analysis in the affected families identified FHF susceptibility 
gene on chromosome 12p13. The chromosome region includes 
several candidate genes: CD4, LAG-3, CD27, C1R, C1S and 
TNFRSF1A. Thereafter, FHF was re-named as TRAPS after 
discovering mutations in the gene encoding the TNF Receptor 
Super Family 1A (TNFRSF1A) on chromosome 12p133.

In the largest reported case series on patients with TRAPS, 
genetic variants revealed variable clinical manifestations at 
presentation. The most common TNFRSF1A variant was 
R92Q (34%), followed by T50M (10%). The median age at 
presentation was 4.3 years but 9.1% of patients present above 
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Tumor necrosis factor receptor-associated periodic syndrome (TRAPS) is an autosomal dominant 
disease caused by mutations in the gene encoding the Tumor Necrosis Factor (TNF) Receptor Super 
Family1A (TNFRSF1A) on chromosome 12p13. TRAPS is characterized by recurrent attacks of 
fever, abdominal pain, migratory rash, and myalgia. Despite several hypotheses explaining the 
pathogenesis of TRAPS, the exact etiology remains obscure.

We report a female child who presented with clinical manifestations suggestive of macrophages 
activating syndrome (MAS) in addition to features of TRAPS syndrome. Next-generation 
sequencing was used to assess the genomic DNA of the patient and heterozygous c.362G>A p. 
(Arg121Gln) a variant in the TNFRSF1A gene (chr.12); an autosomal dominant inheritance 
was identified. After being treated for MAS manifestations, the patient was initiated on anti-
inflammatory drugs including TNF-receptor antagonist with partial clinical response. However, 
the patient had a significant clinical response to interleukin 1β (IL-1β) therapy and normalization 
of the inflammatory markers. Our findings suggest that IL-1β antagonist is a more effective 
alternative treatment for TRAPS complicated with MAS.
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30 years of age. The most common features associated with 
the pathogenic variants were: fever, limb pain, abdominal pain, 
rash and eye manifestations4.

The aim of this report is to present a child with macrophages 
activating syndrome (MAS) followed by the appearance of 
clinical phenotype of TRAPS syndrome.

THE CASE

A two-years-and-8-months old female presented with a history 
of intermittent fever for 3 weeks, with a temperature reaching 
up to 39 °C, mainly at night and were associated with chills and 
perspiration. Associated with the fever was pain in the ankles 
and knees which were progressive, and more prominent at the 
time of fever. The joints pain progressively increased and the 
child was eventually unable to bear weight.

The patient had a history of generalized abdominal pain, which 
was associated with episodes of vomiting. Poor appetite was 


