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Abstract

Recurrent fever is common in childhood. Differential diagnosis should be conducted in some patients. Autoinflammatory diseases could be
responsible in some circumstances but diagnosis is not easy, as different syndromes could appear overlapped. We present a clinical case of a boy

with recurrent fever, aphthous stomatitis and growing delay.
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Introduction

Fever is a prevalent symptom in childhood. In the first years of
life, a healthy child could have annually up to twelve fever episodes,
especially during the cold season. In most cases, these episodes cor-
respond to viral infections. However, in other circumstances, infec-
tious etiology is not responsible, and diagnosis becomes a challenge

for the paediatrician.

Differential diagnosis of recurrent fever encompasses neoplas-

tic processes, autoinflammatory diseases and immunodeficiencies.

Clinical case

We present the case of a 10-year-old boy with recurrent fever
and aphthous stomatitis. He was asthmatic and he received treat-
ment with inhaled corticosteroids. The child had short stature with
a delay in bone age of nearly three years. Parents referred previous
episodes of fever and aphthae. At the age of nine, he was admitted

at the hospital with fever, erosive lesion in mouth and decreased

intake that started three days before.

Physical examination highlighted multiple aphthae on oral mu-
cosa, hard palate and soft palate and cervical bilateral lymphade
nopathies. Blood count revealed leukocytosis and RCP of 2,9 mg/dl
with a maximum during the hospital admission of 8,3 mg/dl. Chest
radiograph showed a left lower lobe infiltrate suggesting pneumo-
nia. He received amoxicillin-clavulanic acid and azithromycin. After
72 hours fever disappeared, and oral lesion improved. Serology for
herpes simplex virus and bacteria were negative. Mycoplasma pneu-
moniae 1gM and IgG were positives. The patient was discharged
with diagnosis of mucositis cause by Mycoplasma pneumoniae.

The patient continued to present additional episodes of fever
and oral lesions. A rheumatology study was conducted, showing

negative immunodeficiency and autoimmunity. Even though the

@ @ This work is licensed under Creative Commons Attribution 4.0 License|A]BSR.MS.ID.001558. 496


WWW.biomedgrid.com
WWW.biomedgrid.com
http://dx.doi.org/10.34297/AJBSR.2020.10.001558

Am ] Biomed Sci & Res

patient fulfilled the diagnosis criteria for PFAPA, a genetic analy-
sis was requested and the potentially pathogenic mutation p. Lys
695Arg was detected in the gene MEFV. We finally made the diag-
nosis of FMF in our case. Colchicine was prescribed, and the boy
became asymptomatic in a few weeks.

Discussion

For paediatricians, knowing which patients affected of recur-
rent fever could benefit of the study becomes essential, given the
possibility of improving prognosis in some diseases when they are
diagnosed and treated correctly. Our patient was initially diagnosed
as a mucositis in the context of pneumonia. It seems to be an ex-
trapulmonary manifestation of Mycoplasma pneumoniae and it is
characterized for affection limited to the mucous membranes with
a good prognosis, especially when antibiotics against Mycoplasma
are administered. The real causes are unknown but autoimmune
mechanisms have been proposed. This situation is considered as
an atypical presentation of Steven Johnson Syndrome (S]S) by some
authors, where patients have severe oral mucositis, but they lack
typical skin manifestations. This entity was described for the first
time in 1967 [1]. And after that, more cases have been reported in
literature [2-4].

In our case, successive episodes of fever and aphthae in a pa-
tient with growing delay led us to investigate further differential di-
agnosis. In recurrent fever, clinical features can help paediatricians
to guide the diagnosis. Thus, tumoral etiology was discarded be-
cause of chronicity of the symptoms. On the other hand, immunode-
ficiency related syndromes may be suspected in cases of recurrent
and severe infections, uncommon microorganisms, dimorphic fea-
tures, growing delay, bronchiectasis... which not correspond with
our patient except for short stature and also analysis was negative.
Autoinflammatory syndromes are another possibility in recurrent
fever. It includes genetic disorders secondary to mutations in genes
involved in the innate immune response: Familial Mediterranean
fever (FMF), Tumor necrosis Factor Receptor-associated Periodic
fever Syndrome (TRAPS), Haploinsufficiency a20 and Mevalonate
Kinase Deficiency. The most common syndrome in relation with
recurrent fever is a non-genetic syndrome that includes periodic
fever, aphthosis, pharyngitis and adenitis. It is named as PFAPA syn-
drome and it is a multifactorial disorder.

Marshall et al. [5] described it in 1987. Fever attacks occur typ-
ically in intervals of 3 to 8 weeks and are usually accompanied by
pharyngitis, aphthae and cervical lymphadenopathy. In most cases,
symptoms start in children under five but cases in adults are also
described. Fever quickly disappears with one dose of prednisone.
This effect is considered as diagnosis criteria. It has a good prog-
nosis tending to resolution in a few years. In children tonsillecto-
my is considered curative [6]. Diagnosis criteria were described
by Thomas et al. [7] and Padeh et al. [8]. Their low specificity is a
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problem, because these criteria could also be positive in other au-
toinflammatory monogenic disorders, as clinical manifestation are
frequently overlapped.

It is important, to take in account, to identify which patients
with positive criteria of PFAPA could be at high risk of having a
monogenic autoinflammatory disease. The Gaslini score was cre-
ated by Gattorno et al. [9] and is used to assess the risk of having a
genetic disease in patients with diagnosed PFAPA.

Moreover, a few recent studies have reported that heterozygous
variants of the MEFV gene and polymorphisms of MEFV, TNFRSF1A
and MVK were found in patients with PFAPA syndrome. Incidence
rate of 27-65% MEFV mutations have been reported in some stud-
ies [10]. In our case, although the patient met criteria of PFAPA, the
growing retard led us to investigate autoinflammatory diseases,
and a genetic test was ordered.

FMF represents the most common genetic autoinflammatory
disease and even though it is globally present, it is more frequent
in Mediterranean countries. Responsible gene named as MEFV
(Mediterranean Fever) was discovered in 1997 [11]. Itis located on
chromosome 16p13.3, and it is comprised of ten exons. Tradition-
ally FMF was considered as a recessive disorder. However, in the
last years this hypothesis has been discussed, as some patients with
clinical diagnosis of FMF show in genetic analysis heterozygous
mutations presenting a dominant behavior [12,13]. FMV is linked
to different mutations which can be consulted in INFIVER database.

Treatment with colchicine is recommended in order to reduce
the progression to renal failure caused by secondary amyloidosis
[14].

It is worth to mention a new disease recently described, the
Haploinsufficiency a20. It looks like Bechet disease, but first symp-
toms occur in early childhood instead of adulthood. In this case,
recurrent fever is common, unlike classical Bechet. Genetic investi-
gations should target the TNFAIP3 gene, which in our case did not
show any abnormality [15]. However, our genetical study revealed
a heterozygous MEFV mutations affecting to exon 10 showing that
Familial Mediterranean fever should be considered in differential
diagnosis of PFAPA. In some patients, genetic screening could help
to make diagnosis of autoinflammatory disease with a PFAPA-like
presentation. In this hypothesis underlying MEFV gene mutations
possibly lead to PFAPA-like clinical presentation in FMF patients.

Furthermore, frequency differences of clinical features be-
tween groups suggest that some of the MEFV gene mutations may
modify phenotype of PFAPA syndrome. Some studies have tried to
find clinical differences related to fever duration, free intervals of
symptoms between PFAPA syndromes associated or not with MEFV
mutations (Figures 1 and 2).
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Figures 1 and 2: Episode of aphthous stomatitis before colchicine treatment.

Conclusion

Advances in genetic testing enable to identify genetic diseases
with higher sensibility. Clinical presentation of autoinflammatory
syndromes are often overlapped, especially in PFAFA syndrome,
where an important rate of mutation in MEFV gene has been de-
tected. We should not forget that FMF could have a PFAPA-like
presentation in order to not misdiagnose this entity. Genetic test
in selected patients could allow us to make the correct diagnosis in

order to improve prognosis of our patients and families.
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