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Abstract
Defined by recurrent febrile episodes af angina, adenitis and stomatitis, Marshall syndrome is frequently encountered in clini-
cal practice in children. The diagnosis is clinical, aided by the dramatic resolution of the symptoms after administration of oral 
cortisone. The authors report a case of Marshall syndrome and discuss the effectiveness of low-dose weight-independent oral 
corticosteroids administered in this case, based on clinical datas from literature.
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Introduction
Attacks of periodic fever, aphtous stomatitis, pharyngitis 
and adenitis define a childhood syndrome of unknown cause 
which was first described by Marshall in 1987 (PFAPA) [1]. 
The episodes of fever and sore throat usually start in early 
childhood (typically under the age of 5) and recur regularly 
every 2 to 12 weeks [2,3].
The treatment of PFAPA syndrome is still a matter of debate. 
Antibiotics and NSAIDʼs are ineffective. The use of oral cor-
ticosteroids causes dramatic resolution of symptoms and aids 
in the diagnosis as well [2,3]. On the long term, tonsillectomy 
seems to be a good option to stop the recurrence of the symp-
toms.
Initially, the recommended doses of steroides used in the treat-
ment of PFAPA were quite high [4]; due to their significant 
side effects [5], nowadays specialists tend to decrease these 
doses.

We report a case of a child with Marshall syndrome in whom 
low doses of oral dexametasone were effective in treating the 
symptoms.

Case Report
The attacks of high fever, angina, stomatitis and cervical adeni-
tis started at the age of 8 in our patient (T.O.); between decem-
ber 2018 and may 2019 the episodes recurred every 4 weeks; 
he always presented with high fever (over 390 C), resistant to 
oral antibiotics and NSAIDs. On examination his tonsills were 
always covered with purrulent deposits, hypertrophic and dur-
ing half of the attacks he also had aphtous stomatitis. 
He always had dramatic resolution of symptoms on adminis-
tration of oral corticosteroids; lab tests also showed dramatic 
subside of inflammatory markers in a few hours after cortico-
therapy (Table 1). In between episodes all lab tests had nor-
mal values. During this interval, the patient (weighing approx. 

Date of lab test WBC
(reference value: 4500-
13500/UL)

Monocytes count
(reference va-
lue:0-1000/UL)

Neutrophils count
(reference value: 1800-
8000UL)

CRP
(reference value:0-5m-
g/L)

18.02.2019 13300/UL 1690/UL 10541 (79%) 150,63

20.02.2019 4450/UL 730/UL 1690(38%) 18,21

18.03.2019 14190/UL 2580/UL 8820(62%) 131,27

22.03.2020 12570/UL 2050/UL 7930(63%) 102,12

Table 1: Variation of blood cell count and CRP before (18.02) and after (20.02) administration of oral dexamethasone 
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24kg at the age of 8) had 6 fever attacks, we always admin-
istered 2 doses of oral Dexamethasone (4mg each), 12 hours 
apart; the resolution of fever and angina occured every single 
time, sometimes even after the first dose of oral dexametha-
sone. During some of the attacks oral antibiotics were also as-
sociated (Cefuroxime suspension).

Between may 2019 and  march 2020 the patient was asymp-
tomatic; the fever attacks recur in march 2020, by the age of 
10, accompanied by angina, stomatitis and marked inflam-
mation on lab tests (table 1). We administered 2 doses of oral 
dexamethasone (8mg each), at 12 hours interval, with perfect 
resolution of the symptoms for the first two fever attacks. Our 
patient ʼs weight was by that time 54 kg. After 2 attacks, we 
decided and performed adenotonsillectomy in this patient; no 
fever episode recurred after surgery for 9 months.

Discussion
Initially, the recommended doses of corticosteriods for treat-
ment of PFAPA were quite high and weight-dependent: predni-
sone 2mg/kg per dose (one or two doses recommended); most 
of the practicians use today the equivalent of prednisone orally 
1mg/kg/day, single dose or 2 doses, or dexamethasone orally or 
iv, 0,5mg/kg/day, one or 2 doses. 
Reviewing the literature, there are only few authors reporting 
lower doses of betamethasone to be effective in aborting fe-
ver episodes in PFAPA: 0,5mg single-dose betamethasone for 
children under 5 and 1mg for children over 6 years old [6]. 
The conventional dose of betamethasone was thought to be 
0,1-0,2mg/kg [7]. Other authors reported effectiveness of low 
doses of prednisone 0,5mg/kg/day (conventional dose 1-2mg/
kg/day) [8,9] in treating the fever attacks.
Although the conventional dose for dexamethasone used to 
abort fever episodes in PFAPA is 0,5mg/kg/day, administered 
orally or intravenously, we succeded in treating the 8 fever at-
tacks in our patient with low-dose, weight independent dexam-
etasone: 4mg per day (at first, when the patient was under 40kg 
of weight) (0,15mg/kg), then 8mg per day (when the patient 
was over 40kg); we administered 2 doses, 12 hours apart 
(0,15mg/kg).
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In a series of 11 patients with PFAPA diagnosed and treated in 
our department, we used the same low doses of oral dexameth-
asone, weigh-independent and the result was always good, 
sometimes even after the first dose was administered.
Although our case seems to by a typical Marshall syndrome 
case, we notice its late onset (at the age of 8 rather then under 5 
years) and the long asymptomatic period in this patient.

Conclusion
Administration of corticosteroids in PFAPA syndrome dramat-
ically improves the symptoms, but bearing in mind the threat-
ening side-effects of steroids, we advise in favour of lowering 
the dose as much as possible. 
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