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Recurrent fever is common in children and specific infections 
account for the fever in most cases. PFAPA is not an uncommon 
cause of periodic fever during childhood. On the other hand, in 
patients with vesicoureteral reflux (VUR), urinary tract infection 
usually presents with fever. 
Here, we report two PFAPA cases in patients with VUR in whom 
recurrent episodes of fever were misdiagnosed as UTI. 
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Introduction  
In 1987, Marshall GS et al. described a chronic 
syndrome characterized by periodic episodes of 
high fever (>39°C) lasting 3 to 6 days and 
recurring every 3 to 8 weeks accompanied by 
aphthous stomatitis, pharyngitis, and cervical 
adenitis. Although the details of its pathogenesis 
are unclear, periodic abnormalities involving the 
mechanisms regulating cytokine secretion have 
been suggested [1]. After this initial article, others 
reported patients with this syndrome [2-4]. In 
1989, they coined the acronym PFAPA (Periodic 
Fever, Aphthous stomatitis, Pharyngitis, and 
cervical Adenitis) to describe this entity [5].  
 
 
 

 
 
 
No specific diagnostic test is available for PFAPA 
and the diagnosis is based on published diagnostic 
criteria [5]. 
The exact prevalence of this syndrome is not 
known but PFAPA seems to be far more frequent 
than other auto-inflammatory diseases [6,7].  
Recurrent fevers are common in children and 
specific infections account for the fever in most 
cases. In children with a history of VUR who 
complain about fever, UTI is the first diagnosis. 
Thus, in these patients, treatment for UTI starts 
empirically before a diagnosis of urinary tract 
infection is established. 
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We describe two children who had a periodic 
fever syndrome associated with VUR and were 
wrongly diagnosed as UTI. 
 
Case Report 

Case1 
A 19-month boy experienced repeated episodes of 
fever exceeding 39o C. He had bilateral VUR in his 
past medical history so he was treated as 
breakthrough UTI each time he was admitted to 
the hospital. He was born with bilateral neonatal 
hydronephrosis, VCUG was performed at the age 
of 14 days that revealed bilateral VUR grade 3-4 in 
the left kidney and grade 2 in the right kidney. 
Because of the repeated episodes of fever and 
bilateral VUR, he was treated with antibiotics. At 
the age of 2 months, DMSA scan was performed 
that revealed a small-sized dysfunctional left 
kidney; however, the right kidney was intact. He 
was admitted to the hospital several times 
because of periodic fever and a diagnosis of 
breakthrough UTI was made wrongly despite 
negative or equivocal urine cultures. The signs of 
upper respiratory tract infection and exudative 
pharyngitis were reported frequently during 
admissions. The negative U/C tests and clinical 
symptoms lad us to a diagnosis of PFAPA for the 
patient and short-term treatment with 
prednisolone was started. The patient was 
discharged after three days.  
 
Case 2 
Since the age of 6 months, a 9-year-old girl was 
frequently admitted to the hospital with a 
diagnosis of UTI. VCUG was performed showing 
bilateral VUR grade 3-4 in the left kidney and 
grade 3 in the right one. During each admission, 
repeated episodes of fever with pharyngitis were 
reported; however, she was treated as a case of 
UTI. At the age of two years, anti-reflux surgery 
was performed but the fever persisted and 
pharyngitis, adenitis, and aphthous ulcers were 
also seen. Finally, PFAPA was diagnosed and she 
was treated with short-term prednisolone with a 
dramatic response. 
 
Discussion 
Urinary tract infection (UTI) is an acute illness 
usually accompanied by fever, with or without 
other constitutional symptoms and local 
symptoms of loin pain and bladder irritation [8].  

In the 1950s, researchers identified a close 
relationship between UTI, vesicoureteral reflux 
(VUR), and permanent kidney damage [9].  
Vesicoureteral reflux (VUR) is the most common 
congenital anomaly of the urinary tract [10]. 
Children with VUR detected after UTI are 
predominantly females [11]. PFAPA syndrome is 
an auto-inflammatory disease with recurrent 
fever episodes like TRAPS (tumor necrosis factor 
receptor-associated periodic syndrome), FMF 
(familial Mediterranean fever), hyper IgD 
syndrome, cryopyrin associated periodic 
syndrome. A genetic origin has been found for 
these diseases except for PFAPA for which no 
clear etiology has been found so far. PFAPA occurs 
before 5 years of age with aphthous stomatitis, 
pharyngitis, cervical adenopathy, and a dramatic 
response to steroids [12]. PFAPA is a disease of 
exclusion based primarily on clinical findings; it is 
essential to first rule out other causes of periodic 
fever, including infection, malignancy, and cyclic 
neutropenia, which is diagnosed with serial white 
blood counts. The dramatic response to a single 
oral dose of corticosteroids is unique to this 
syndrome. Successful prophylactic therapy with 
cimetidine has been reported [13,14]. In our 
patients, the clinical presentation was clear 
enough to confirm a diagnosis of PFAPA; however, 
UTI was diagnosed by mistaken. 
In conclusion, this report shows that a diagnosis of 
PFAPA must be considered in any child with 
recurrent unexplained fever; however, it may be 
missed especially in the presence of another cause 
of recurrent fever such as VUR. 
Increased awareness results in more frequent 
diagnosis, prevents unnecessary investigations, 
and provides considerable reassurance to patients 
and parents. 
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