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diography is indispensable in these patients.1–5 Laboratory tests
reveal leukocytosis and neutrophilia, as well as elevated acute-
phase reactants (ESR, CRP). Blood cultures are essential for the
microbiological diagnosis and avoid the need for more invasive
procedures. Imaging studies (plain radiography, CT or nuclear mag-
netic resonance) are performed to exclude other diseases and to
identify signs suggestive of spondylodiscitis, as well as to  rule out
its complications. The definitive diagnosis requires the isolation of
the causative pathogen, either in blood cultures or  a  biopsy. The lat-
ter can be percutaneous, and is generally CT-guided or open.6 Blood
cultures performed during the first few hours after the biopsy have
been reported to  be more sensitive and, thus, are worthwhile as
they can confirm that the infection was caused by  the microor-
ganism isolated in the biopsy specimen and is not the result of
contamination.7
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Periodic Fever, Aphthous Stomatitis,

Pharyngitis and Adenopathy Syndrome and

Vitamin D: A Possible Treatment Option?�

Síndrome de fiebre periódica, estomatitis aftosa, faringitis y
adenopatías y vitamina D. ¿Una posible opción terapéutica?

To the Editor,

PFAPA syndrome (periodic fever, aphthous stomatitis, pharyn-
gitis and adenitis), or  Marshall syndrome,1 is an autoinflammatory
disease with no known genetic basis. It predominantly affects
patients in the first decade of life. It  is  characterized by recurrent
episodes of high fever of 3–6 days’ duration, accompanied by symp-
toms that define the condition: pharyngitis, cervical adenitis and
aphthous stomatitis. The diagnosis is based on the clinical find-
ings, and is reaffirmed by the elevation in  acute phase reactants
during the attacks, which returns to  normal during asymptomatic
periods, and negative results on microbiological tests. Although the
episodes become increasingly less frequent until complete remis-
sion is achieved, the recurrence of the flares has a  negative effect on
the  quality of  life of the patient. The therapeutic options may  have
certain controversial aspects. Oral corticosteroids are the treatment
of choice to resolve the attacks. However, after their use, an increase
in  the frequency of recurrence of the episodes has been reported.2

Tonsillectomy is  performed in  cases of refractory disease, but its use
is questionable, given that the majority of the patients eventually
achieve complete remission. Different drugs, like cimetidine and
colchicine, have been employed as prophylaxis in the attempt to
reduce the number and severity of the episodes.3 In recent years,
a possible relationship between PFAPA syndrome and low serum
vitamin D levels is being studied, and the question has been raised
as to whether treatment with this vitamin could modify the course
of the disease.4
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We report the case of a  32-month-old girl with a  previous
history of multiple visits to  the emergency department due to
episodes of fever, vomiting and recurrent tonsillitis, which occurred
every 6–8 weeks. During these episodes, she  had a transient ele-
vation of acute phase reactants (maximum C-reactive protein:
15.39 mg/dL) and of leukocytes of up to 15,000/�L with 85% neu-
trophils, and negative microbiological tests. As PFAPA syndrome
was suspected, in one of the flares, she was given a  single dose of
oral prednisolone (1 mg/kg/dose) as a diagnostic-therapeutic test,
and the symptoms resolved immediately. It  was observed that,
after several flares in which she was treated with corticosteroids,
the episodes became increasingly frequent. The serum 25-OH-
vitamin D level was determined, and was  found to be deficient
(23.7 ng/mL). Treatment was  begun with 400 IU of cholecalciferol
and was  maintained until the patient achieved a  normal serum
vitamin D  level (40 ng/mL). Since the initiation of treatment she
has experienced a reduction in the number and severity of the
episodes (Fig. 1), and had only 2 mild attacks over the following
12 months.

In recent years, we  have begun to  realize the importance of the
role of vitamin D  as an immune modulator.5 Several epidemiolog-
ical studies have focused on determining the correlation between
vitamin D deficiency and the risk of inflammatory diseases, includ-
ing allergic and autoimmune disorders,6,7 and the possibility that
vitamin D  could be a therapeutic option in some of  these dis-
eases is being taken into consideration.8 Uncontrolled studies have
found that, in patients with PFAPA, vitamin D  therapy reduces the
number, duration and severity of the episodes.9 However, there
are no clinical trials comparing vitamin D with other therapeu-
tic options or placebo. With our current level of knowledge, it is
impossible to determine whether the favorable outcome is  due to
the treatment or to the natural course of the disease. Moreover,
the dose of vitamin D  and the required duration of treatment have
yet to be defined. Therefore, in  our patient, we opted for a  stan-
dard dose until her serum 25-OH-vitamin D  level had returned to
normal. Despite these limitations, the use this therapy can be con-
sidered in  patients with PFAPA with vitamin D  deficiency, above
all, because of its safety profile as compared to  other therapeutic
alternatives.
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