Late-onset TNF receptor-associated periodic
syndrome presenting as recurrent urticarial rash and
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DESCRIPTION

A 35-year-old Caucasian woman was referred by a
general practitioner to our medical ward because
she was suffering from recurrent arthralgia, urti-
carial rash with mild pruritus and cervical lymph
nodes. There was no sign of arthritis, any fever,
chills or night sweats, but she had lost 2.5kg in
3months. The average lengths of symptoms were
more than 6 weeks.

She presented the same symptoms with cervical
lymph nodes when she was 24 years old. She
received doxycycline for a suspicion of Lyme disease
and the evolution was favourable after 2 weeks of
treatment. However, serology was not compatible
with recent Lyme disease. Since then, the frequen-
cies of the attacks were rare but occurred once a
year.

Figure 1

The routine blood tests were normal except
a slightly elevated C reactive protein at 12mg/L
(normal value <5mg/L). Infectious serologies for
Cytomegalovirus, Epstein-Barr virus, HIV, hepatitis
C and B, Brucella, Bartonella henselae and syph-
ilis were negative as were autoimmune serologies
(antinuclear antibodies, antineutrophil cytoplasmic
antibodies). Serum IgD level was normal. Urinalysis
was normal. A PET/CT showed multiple hypermet-
abolic lymph nodes above and below the diaphragm
(figure 1).

A lymph node cervical biopsy
benign follicular hyperplasia without evidence of
lymphoma, granuloma or neoplasia. Aerobic, anaer-
obic and mycobacterial culture were also negative.
A skin biopsy confirmed urticarial lesions without
sign of vasculitis or mastocytosis.

showed a

A and B, "8F-FDG PET/CT showing multiple FDG-avid lymph nodes on both sides of the diaphragm.
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Even though the clinical characteristics were unusual (late
onset, no fever, urticarial rash and lymphadenopathies during
more than 6 weeks), an autoinflammatory disease was suspected.
With her oral consent, we performed a screening for genetic auto-
inflammatory diseases. Four months later, we found a mutation
of TNFRSF1A gene (heterozygous variant ¢.362G>A), which
led us to the diagnosis of an atypical form of tumour necrosis
factor receptor-1-associated periodic syndrome (TRAPS). We
decided to not treat the patient since the symptoms improved
spontaneously (after 2 months) and the frequency of the attacks
was rare (once a year). Globally, it takes 11 years between the
first attacks and the diagnosis. Our patient’s father and mother
were originally from Italy and France, respectively. There was
no familial history of periodic syndrome. A genetic counselling
was indicated but not performed since our patient did not want
further analysis.

Clinicians should know that every periodic syndrome has a
wide range of clinical presentation and that classical descriptions
are based on characteristics found in cohort studies, sometimes
even small series.! In our patient, late-onset recurrent urticarial

Learning points

» Urticaria ends with very different diagnosis including
autoinflammatory diseases.

» Tumour necrosis factor receptor-1-associated periodic
syndrome (TRAPS) should be suspected even without fever.

» TRAPS is a rare disease with low prevalence.

rash was the most important symptom. It can be easily mistaken
for chronic urticaria and leads to unnecessary treatment.
However, when taking care of urticaria, there are symptoms
that should alarm the clinicians (to not miss autoinflammatory
diseases) such as fever, myalgia, arthralgia, abdominal pain, eye
redness, meningeal inflammation, lymph nodes and inflamma-
tory syndrome on blood test.” TRAPS is a rare and dominantly
inherited disease, but de novo mutation is possible. The disease
has a low prevalence estimated at one per million individuals and
is characterised by recurrent febrile attacks and blood inflamma-
tion. However, atypical presentations are described and need to
be recognised.’ In our case, for example, multiple lymphadenop-
athies were present and persisted for more than 6 weeks, which
is not classical for TRAPS.
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