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Abstract

PFAPA syndrome is characterized by periodic fever, pharyngit is, cervical adenit is, and aphthous 

stomat it is. The bouts of fever can last  for days or even weeks. Between crises, pat ients remain 

asymptomatic for variable periods. It appears before the age of ive and has limited duration 
(4-8 years). Its aet iopathogeny is unknown. Cort icoids are the t reatment  of choice. Tonsillectomy 

has been proposed as a solut ion but  remains cont roversial. We present  the case of a 4-year-old 

gir l  wi t h PFAPA syndrome who underwent  t onsi l lect omy in January,  2008 and review t he 

literature.

© 2008 Elsevier España, S.L. All rights reserved.

Síndrome PFAPA

Resumen

El síndrome PFAPA se caracteriza por iebre periódica, faringitis, adenitis cervical y estomatitis 
af tosa.  Los episodios febriles pueden durar desde días hasta semanas y están separados por 

períodos asintomáticos y de duración variable. Se presenta antes de los 5 años y tiene duración 
l imitada (4-8 años). Su et iopatogenia es desconocida. El t ratamiento más aceptado es la cort i-

coterapia. La amigdalectomía ha sido propuesta como una solución, sin conclusiones deinitivas. 
Presentamos el caso de una paciente de 4 años diagnost icada de síndrome PFAPA, somet ida a 

amigdalectomía en enero de 2008 y hacemos una revisión de la literatura.
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Introduction

PFAPA syndrome (acronym for Periodic Fever, Aphtae, 
Pharyngitis, and cervical Adenopathies) was irst described 
in 1987 by Marshall.  It  is one of the causes of recurrent  fever 
in paediat rics and is characterized by recurrent  episodes of 
fever (every 3 to 6 weeks), accompanied in 65%-80% of cases 
by pharyngit is, oral aphthae, and cervical lymphadenopathy. 
It  is somet imes accompanied by const itut ional symptoms. 
Each episode takes place with high fever for 3-6 days and 
remits independent ly of the use of ant ibiot ics. Children are 
asymptomat ic between episodes, with normal development . 
It  begins before the age of 5 years, is benign and there have 
been no after-effects after it s disappearance, usually after 
about  4 years from its start .

There may be leukocytosis and elevat ion of erythrocyte 
sedimentat ion rate (ESR) and C-react ive protein (CRP). 
Microbiological and immunological studies are negat ive, but  
there may be an elevat ion of immunoglobulin D (IgD).

Other causes of periodic fever should be ruled out : 
cyclic neutropenia, hyperimmunoglobulin D syndrome, 
familial Mediterranean fever, Behçet ’s disease, and j uvenile 
idiopathic arthrit is.

Case Report

A 4-year-old girl without  any personal history of interest , 
admitted several times since the irst year of life due to high 
fever (39-40°C), pharyngit is, cervical lymphadenopathies, 
oral aphthae, and cutaneous exanthema.

Leukocytosis presents in the episodes together with 
elevated ESR. The girl is asymptomat ic between episodes, 
with normal development  for her age.

Oral cort icosteroid therapy was init iated, with rapid 
resolut ion of fever. In January, 2008, she underwent  
adenotonsillectomy and her evolut ion since then has been 
favourable.

Discussion

The aet iology of PFAPA syndrome is unknown, but  infect ious 
and immunological mechanisms have been implicated.

Forsvoll et  al1 reported that  the concent rat ions of CRP 
are st rongly increased during the febrile episodes, which 
may indicate immune mechanisms.

It  responds very well to cort icosteroid therapy, suggest ing 
that symptoms may be caused by inlammatory cytokines. 
Preliminary studies2 show an increase of cytokines during 
bouts of fever, mainly interferon-gamma, tumour necrosis 
factor and interleukin 6.

The most  widely-accepted t reatment  is cort icosteroids, 
oral prednisolone (1 mg/ kg/ day, 3 to 5 days). Generally 1 or 
2 doses of prednisolone dramat ically shorten the durat ion 
of fever without  reducing the number of outbreaks. This 
response is unique to PFAPA syndrome and can serve as a 
diagnost ic criterion.

Other proposed t reatments include cimet idine and 
tonsillectomy. Wong et  al3 and Licamelli et  al4 reported that  

8 out  of 9 children, and 26 out  of 27 children, respect ively, 
showed complete remission of symptoms after tonsillectomy. 
Isaacs et  al5 conclude that  tonsillectomy is effect ive in two 
thirds of cases.

In the case reported here, the pat ient  was subj ected to 
adenotonsillectomy due to present ing, along with fever, 
bouts of pharyngit is and adenotonsillar hypert rophy. After 
6 months of follow-up, she presents complete remission of 
symptoms. Our results are in accordance with the art icles 
presented here and indicate that  tonsillectomy is an 
effect ive t reatment  for PFAPA syndrome.6-12

Conclusions

PFAPA syndrome is a rare, lit t le-known disease. The diagnosis 
is clinical and is based on periodic fever, aphthae, pharyngit is, 
and lymphadenopathy, with normal development .

The most  accepted t reatment  is cort icosteroids. 
Tonsillectomy is ment ioned in several art icles and has been 
effect ive in the case reported.
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