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Clinical Manifestations of PFAPA
(Periodic Fever, Aphthous Stomatitis,
Pharyngitis, and Adenitis) Syndrome
from a Single Center

Minsoo Shin @, Eun Hwa Choi (©, Mi Seon Han

Department of Pediatrics, Seoul National University Children's Hospital, Seoul, the Republic of Korea

ABSTRACT

Purpose: Periodic fever, aphthous stomatitis, pharyngitis, and adenitis (PFAPA) syndrome is
a leading cause of periodic fever in children. This study describes the clinical characteristics
of PFAPA syndrome in patients from a single center.

Methods: Thirteen children diagnosed with PFAPA syndrome at Seoul National University
Children's Hospital were included in this study. Retrospective medical chart reviews were
performed.

Results: Among the 13 patients, 8 (61.5%) were male. The median follow-up duration was 3.3
years (range, 10 months-8.3 years). The median age of periodic fever onset was 3 years (range,
1-6 years). All patients had at least 5 episodes of periodic fever and pharyngitis, managed with
oral antibiotics, before diagnosis. The median occurrence of fever was every 3.9 weeks and
lasted for 4.2 days. All patients had pharyngitis and 12 (92.3%) had cervical lymphadenitis.
Blood tests were performed for 12 patients, and no patients had neutropenia. Both the
C-reactive protein and erythrocyte sedimentation rate were elevated at medians of 4.5 mg/

dL (range, 0.4-13.2 mg/dL) and 29 mm/hr (range, 16-49 mm/hr), respectively. Throat swab
cultures and rapid streptococcal antigen tests were negative. Nine (69.2%) patients received
oral prednisolone at a median dose of 0.8 mg/kg, and in 6 (66.7%) patients, fever resolved
within a few hours. Three (23.1%) patients received tonsillectomy and adenoidectomy.
Conclusions: PFAPA syndrome should be considered when a child presents with periodic
fever along with aphthous stomatitis, pharyngitis, or cervical lymphadenitis. Glucocorticoid
administration is effective for fever resolution and can reduce unnecessary use of antibiotics.
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Table 1. Clinical manifestations of 13 patients with periodic fever, aphthous stomatitis, pharyngitis, and adenitis syndrome

Patient Sex Ageat Ageat
fever diagnosis

Growth
and

Medical ~ Family Fever  Fever Accompanying Use Response T&A Remission Complete Follow
history ~ history interval duration symptoms of to after fever up duration

onset (yr)  development (wk)  (day) PD PD T&A remission
n) (age)

1 M 1 4 Normal - - 1-4 5 CL,P,N +  Complete - - Unknown 3yr

2 M 2 7 Normal ITP - 2-4 2-7 CL, P, AP, FS + Complete + Complete +(8yr) 3yr

3 M 2 4 Normal - - 9-4 5-7 CL, PRI, T* + Complete + Complete +(6yr)  3yriimon
4 F 2 7 Normal = = 2-7 5-7 CL,P + Complete = = = 11 mon

5 F 2 4 Normal - - 2-4 3-4 CL,P, FS +  Unknown - - Unknown  1yr2mon
6 M 3 4 Normal - - 2-13 3 CL,P +  Complete - - +(5yr) 8yr4 mon
7 F 3 4 Normal GN - 4 3-5 CL, P, TH - - + Partial - 7yr3mon
8 M 3 3 Normal - Adenoid 2-4 3-4 CL,P + Partial - - - 2yr5mon

hypertrophy*

9 M 4 4 Normal - - 4 5 CL, P, AP, H + Partial - - +(7yr) 8yrimon
10 M 4 4 Normal = = 2 3-4 CL,P,H = = = - +(10yr)  6yr8mon
n F 4 6 Normal - - 1-9 3-4 P, H +  Complete - - - 3yr3mon
12 B 5 5 Normal = = 3-8 9= CL,P = = = = = 10 mon
13 M 6 6 Normal - - 2-4 4-5 CL, P, AP, H - - - - Unknown  1yr10 mon

Abbreviations: PD, prednisolone; T & A, tonsillectomy and adenoidectomy; CL, cervical lymphadenitis; P, pharyngitis; N, nausea; ITP, idiopathic
thrombocytopenic purpura; AP, abdominal pain; FS, febrile seizure; R, rash; T, tongue change; GN, glomerulonephritis; H, headache.
*Father, mother, and brother had history of adenoid hypertrophy; TRash on periorbital, cervical, and trunk area; *Patient 3 and 7 had strawberry and whitish

tongue, respectively.
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Table 2. Laboratory findings of 13 patients with periodic fever, aphthous stomatitis, pharyngitis, and adenitis syndrome at the time of diagnosis

Patient WBC (/uL) Seg (%) ANC (/pL) CRP(mg/dL) ESR (mm/hr) Throat swab culture  Throat streptococcus Ag Respiratory virus PCR
1 19,910 77.4 15,410 3.65 26 Normal flora Negative Negative

2 11,880 84.0 9,979 13.19 44 Normal flora Negative Negative

3 9,260 55.8 5,172 6.57 33 Normal flora Negative N.D.

4 N.D. N.D. N.D. N.D. N.D. N.D. Negative N.D.

5 17,030 75.4 12,841 2.52 N.D. N.D. N.D. N.D.

6 12,890 74.3 9,577 0.43 16 Normal flora N.D. Negative

7 10,900 72.0 7,848 12.39 N.D. Normal flora Negative N.D.

8 10,960 59.7 6,543 1.78 25 Moraxella catarrhalis Negative AdV, RV, EV*
9 15,240 67.3 10,257 2.38 29 Normal flora N.D. N.D.
10 27,150 88.6 24,055 6.29 49 Normal flora N.D. Negative
n 9,880 52.3 5,167 3.94 37 N.D. N.D. N.D.
12 13,160 76.9 10,120 5.37 17 N.D. Negative N.D.
13 13,760 85.0 11,696 4.97 29 Normal flora N.D. Negative

Abbreviations: WBC, white blood cell count; Seg, segmented neutrophil; ANC, absolute neutrophil count; CRP, C-reactive protein; ESR, erythrocyte
sedimentation rate; Ag, antigen; PCR, polymerase chain reaction; N.D., not done; AdV, adenovirus; RV, rhinovirus; EV, enterovirus.
*At the time of diagnosis, the patient did not have any respiratory symptoms.
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Table 3. Clinical manifestations of periodic fever, aphthous stomatitis, pharyngitis, and adenitis syndrome in
children reported in Korea”

Clinical manifestation Patients (n=17)
Pharyngitis 17 (100)
Cervical lymphadenitis 15 (88.2)
Abdominal pain 5(29.4)
Headache 4 (23.5)
Aphthous stomatitis 3(17.6)
Nausea or vomiting 2 (11.8)
Febrile seizure 2 (11.8)
Rash 1(5.9)
Arthralgia 1(5.9)
General body pain 1(5.9)
Whitish tongue 1(5.9)
Strawberry tongue 1(5.9)

Values are presented as number (%o).
*Data from this study, Kang et al.,” Chae et al.,¥ Hong et al.,” and Song et al.”
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=7 : PFAPA (periodic fever, aphthous stomatitis, pharyngitis, and adenitis) &5
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