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Recurrent fever is a frequently reported complaint in children: an infectious origin is found in most of the 
patients, but fever flares accompanied by stereotyped clinical findings may be also due to an auto-
inflammatory process. The hallmark is then fever flares with recurrent synchronous systemic manifestations, 
like skin rash, abdominal pain, muscle and joint pain, arthritis, conjunctivitis or aphthous stomatitis. As shown 
on Figure 1, a causative mutation has been reported in many of these conditions, called monogenic 
autoinflammatory diseases (MAI)1.  

Multifactorial autoinflammatory diseases (MFAID) is grouping the recurrent fever conditions without a 
known genetic origin, like Periodic Fever, Aphthous stomatitis, Pharyngitis and cervical Adenitis (PFAPA) 
syndrome, Behçet disease and Still’s disease. A multigenic etiology is suspected for these diseases and the 
diagnosis is mainly based on the clinical findings and the exclusion of other causes (infectious, hemato-
oncological, auto-immune, …). A monogenic origin may sometimes be found in MFAID patients, as recently 
reported with the haploinsufficiency A20 in early-onset patients with a severe Behçet-like phenotype2. 
Furthermore, in some children with recurrent fever where the clinical phenotype does not correspond to 
any known disease, undefined periodic fever syndrome (UPF) is considered: there is no clear definition for 
this group and the selection of these patients varies in the literature3. 

PFAPA was first described in 1987 as a recurrent fever syndrome starting in early childhood, accompanied 
by pharyngitis, cervical adenitis and/or oral aphthae, alternating with symptom-free intervals, and without 
any impact on growth and development of the child. Since then, several case series were reported, and 
diagnostic criteria were proposed in 19994. Despite the fact the pediatricians are readily diagnosing and 
treating PFAPA patients for more than three decades now, studies of PFAPA patients are likely to include a 
hodgepodge of children with recurrent fevers. Published papers do not offer case definitions in the scientific 
sense and many different sets of criteria are used5. Recently, a consortium of experts on autoinflammatory 
diseases and PFAPA syndrome has proposed classification criteria for the disease (Table 1) 6. 

PFAPA is the most common cause of recurrent fever in the pediatric age: a recent study from Norway has 
shown an annual incidence of 23 new cases per 100’000 children7. According to the description of 301 
patients from an international PFAPA registry, many different features are reported in addition to the 3 
cardinal symptoms (Table 2); abdominal pain was more frequent than aphthae and about 10% of the patients 
had a disease-onset after the age of 5 years5. 

In PFAPA patients the family history is frequently positive for recurrent fever, but an evaluation of familial 
exomes was not able to find a monogenic origin8. Variants in the genes for the MAI were described9, and a 
group reported an increased prevalence of a mutation in the CARD8 gene associated with a functional 
anomaly, suggesting a multigenic origin to the syndrome10. 

A single dose of corticosteroids is usually sufficient to interrupt the fever flare in a couple of hours; in about 
half of the patients, the following flare will appear earlier; daily colchicine treatment may help to increase 
the intervals between the flares11. Several case series and two controlled trials have shown that tonsillectomy 
is able to induce the remission of the fever flares; a recent Cochrane systematic review concluded that the 
evidence for the effectiveness of tonsillectomy, based on only two small randomized trials, is of moderate 
quality12. 

Since PFAPA is a self-limiting disease, the current recommendation is to propose tonsillectomy in patients 
presenting frequent fever flares and a significant impact on their quality of life. The prognosis of PFAPA 
syndrome is overall good with spontaneous remission during childhood in most cases, without long-term 
damage, in particular the absence of reported amyloidosis.  
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Figure 1: Monogenic and polygenic AIDs1 
 

 
 
 
Table 1: Eurofever/PRINTO classification criteria for PFAPA6 
 

 
 
 
 



 

Table 2: Frequency of different symptoms during flares among the 301 patients5  

 

 
 
 
 


