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Objective – In publishing this case we aim to support the primary as-
sociation between Kawasaki Disease and periodic fever, aphthous sto-
matitis, pharyngitis and cervical adenitis syndrome (PFAPA) in chil-
dren, a position that previously suggested by Ninomiya et al. (Develop-
ment of Kawasaki disease in a patient with PFAPA. Pediatr Int. 2013; 
55:801-2). Case report – A case of a 24-month-old boy with known 
PFAPA syndrome who developed Kawasaki disease is presented. Our 
case shared many similarities with the patient treated by Ninomiya 
et al. and supports their opinion that there might be a primary asso-
ciation between Kawasaki Disease and PFAPA syndrome in children. 
Conclusion – We suggest that there must be an awareness of this com-
bination. Awareness of this association can lead the prompt diagnosis 
of Kawasaki disease and early treatment to reduce the sequelae.

Introduction

Kawasaki disease (KD) is an acute, self-lim-
ited vasculitis, affecting primarily medium-
sized arteries, particularly the coronary arter-
ies. It occurs predominantly in infants and 
young children and its aetiology remains 
unknown. Kawasaki disease is markedly 
more prevalent in Japan and in children of 
Japanese ancestry, with an annual incidence 
of ≈112 cases per 100,000 children <5 years 
old. All deaths in patients with Kawasaki dis-
ease result from its cardiac sequelae. Coro-
nary artery aneurysms or ectasia may develop 
in cases where children remain untreated. 
For this reason, KD is regarded as the most 
common cause of acquired heart disease in 
childhood in developed countries. The peak 
mortality occurs 15 to 45 days after the on-
set of fever; during this time well-established 
coronary vasculitis occurs (1-3). Periodic 
fever, aphthous stomatitis, pharyngitis and 
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cervical adenitis syndrome (PFAPA) is one of 
the autoinflammatory diseases of unknown 
etiology characterized by regularly recurrent 
fever episodes (4).

We herein describe the second case of a 
PFAPA patient associated with the develop-
ment of KD.

Case report

A 24-month-old boy was presented with a 
six-day history of fever and a two-day history 
of skin rash, red eyes and lips. A diagnosis 
of PFAPA syndrome had been established 
12 months previously and the patient suf-
fered from regularly recurring fever episodes. 
The symptoms during PFAPA attacks were 
typical and fulfilled the diagnostic criteria 
for this syndrome. The most recent fever at-
tack due to PFAPA syndrome occurred two 
months prior to the patient’s admission. The 
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patient had not been given any medication 
for PFAPA. Physical examination in his pres-
ent admission revealed bilateral conjunctival 
injection without discharge, fissured red lips, 
strawberry tongue, bilateral tender enlarged 
cervical lymph nodes and a nonspecific ex-
tensive diffuse maculopapular eruption with 
involvement of the trunk and extremities. 
His manifestation at the time of admission 
was inconsistent with that of PFAPA syn-
drome, as neither pharyngotonsillitis nor 
aphthous stomatitis was observed. The rest of 
the physical examination revealed no patho-
logical findings. Laboratory results at admis-
sion, as well as those at follow-up are shown 
in Table 1. 

Table 1 Results of laboratory parameters

Laboratory parameters Day 1st Day 4th

White Blood Cells (×103/μl) 19.20 13.21

Neutrophils (%) 34.8 32.3

Lymphocyte (%) 54.9 55.1

Hemoglobin (g/dl) 9.4 9.9 

Hematocrit (%) 28.5 30.4

Platelets (per/μl) 797,000 935,000

Erythrocyte sedimentation rate 
(mm/h) 70 71 

C-Reactive Protein (mg/dl) 10.44 0.85 

The patient’s clinical signs fulfilled the di-
agnostic criteria of KD (2) thus; a diagnosis 
of KD was established. Echocardiography 
revealed no pathological findings. On day 
one, 2 g/kg i.v. immunoglobulin was given. 
The patient was apyrexial at the second day 
of hospitalization. Desquamation of hands 
and feet was observed two days after the fe-
ver subsided. The patient was discharged on 
day five without the need for further medi-
cal treatment at home. A follow-up echocar-
diography was recommended in 10 days and 
one and two months after hospital discharge. 
Written informed consent obtained from the 
parents of the patient for publication of this 
case report.

Discussion

Broderick et al. (5) suggested that patients 
with KD may have a genetic propensity 
toward altered immune response and au-
toinflammatory syndrome (PFAPA). On 
the other hand Ninomiya et al. (1) support 
the primary association between KD and 
PFAPA, as their patient, a two-year-old girl 
who suffered from PFAPA syndrome, had 
been diagnosed with KD. The development 
of PFAPA was independent of the possible 
secondary dysregulation of innate immunity 
caused by KD. Ninomiya et al. (1) suggested 
that the association between KD and PFA-
PA may represent a genetic predisposition 
to dysregulated innate immune response. 
Our case shared many similarities with the 
case treated by Ninomiya et al. (1) and our 
report strengthens their opinion. On the 
other hand, it is worth noting that, similar 
to the case of Ninomiya et al. (1) it cannot 
be denied that KD may have occurred in our 
PFAPA patient by chance.

Conclusion

We strongly suggest that there must be an 
awareness of this combination. In this way 
prompt treatment can be initiated in a timely 
manner to reduce sequelae. 
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