
awasaki disease has been described nearly 40 years ago,1 although
etiology of disease could not be fully understood, it is commonly be-
lieved that there is a genetic susceptibility and the inflammatory

process is triggered by an infectious agent.2,3 Genetic susceptibilty to Ka-
wasaki disease are based on the observations that it is seen much more com-
mon in the same ethnic group, especially Asians and Asian Americans,4 a
few reports of occurrence between siblings and in people whose parents
had a history of Kawasaki disease.5,6 Several factors have been associated
with genetic predisposition, including IL-4, colony stimulating factor 2, IL-
13 and transcription factor.7 Although parental or sibling cases are not un-
common , complex families with Kawasaki disease seen not only in siblings
but also in cousins are rarely reported. We suggest that the occurrence in
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Kawasaki Disease in Two Cousins with
Atypical Presentation: Case Report

AABBSS  TTRRAACCTT  Etiology of Kawasaki disease could not be fully understood, it is believed that there is
a genetic susceptibility related to a number of genetic associations;  and familial cases have been re-
ported. Hereby we present a 7 year-old boy who had high fever, lymphadenopathy, rash, low acute
phase reactants due to secondary hemophagocytosis. He also had a cousin who developed Kawasaki
disease 10 years ago with a similar presentation who was eventually diagnosed as having Kawasaki
Disease.  This is the first familial case presented from Turkish population which reminds us that ge-
netic susceptibility does exist in pathogenesis of Kawasaki disease. 

KKeeyy  WWoorrddss::  Mucocutaneous lymph node syndrome; vasculitis; lymphohistiocytosis, hemophagocytic 

ÖÖZZEETT  Kawasaki hastalığının etiolojisi henüz tam olarak aydınlatılamamıştır; bazı genetik bağlantılar
bulunmuş olması nedeni ile genetik yatkınlık olabileceği düşünülmektedir; ailesel vakalar da
bildirilmiş bulunmaktadır. Burada sunulan yedi yaşında, yüksek ateş, lenfadenopati, döküntü
şikayetleri ile kliniğimize başvuran erkek hastada sekonder hemofagositoz nedeni ile akut faz
reaktanları düşük izlenmiştir. Olgumuzun on sene önce benzer şikayetlerle kliniğimize başvurarak
Kawasaki Hastalığı tanısı alan bir kuzeni bulunmaktadır. Burada takdim edilen Türk toplumunda
bildirilmiş ilk ailesel Kawasaki hastalığı vakası olup bu Kawasaki hastalığın etiyolojisinde genetik
yatkınlığın önemli olduğunu bir kez daha hatırlatmaktadır. 

AAnnaahh  ttaarr  KKee  llii  mmee  lleerr:: Mukokutanöz lenf nodu sendromu; vaskülit; lenfohistiyositoz, hemofagositik  
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two cousins with many years apart supports the ge-
netic predisposition to this disease in our popula-
tion as well.  

CASE REPORT
A 7 year-old boy was admitted to emergency room
with a history of cough and fever for 12 days that
did not remit with non steroidal anti-inflammatory
drugs. Cefuroksim therapy had been started but his
fever was still high. His hemoglobin level (Hb): 11.4
mg/dL, white blood cell count (WBC): 5600/uL,
thrombocyte: 211.000/uL, sedimentation rate: 12
mm/h, CRP: 1.3 mg/dL,  ASO: 138.5,  Brucella Agg-
lutination (-),  X ray of lungs was normal.  After 2
days, his temperature was still high with repeated
physical examination revealed hepatosplenomegaly,
therefore his laboratory tests were repeated. His
blood count showed Hb: 10.8, WBC: 1920/uL,
thrombocyte:138.000/uL, CRP: 4.7 mg/dL, sedi-
mentation: 6 mm/h, fibrinogen: 308 mg/dL, ferri-
tin: 1484 ng/dL, LDH: 1493 U/L, Salmonella
agglutination (-) Brucella agglutination (-) EBV IgM
(-) IgG (-) CMV (-). His bone marrow aspiration
examination revealed hemophagocytosis therefore
he had been transferred to our medical center.

When he was admitted to our hospital, his
physical examination showed left anterior cervical
2 x 1.5 cm lymphadenopathy, maculopapular rash
especially prominent on trunk, hyperemia of orop-
harynx,  tonsiller hypertrophy, hepatosplenome-
galy. His blood count showed Hb: 10.3 mg/dL,
WBC: 3800 u/L, thrombocyte: 186.000, sedimenta-
tion: 8 mm/h, CRP: 0.3 mg/L, ALT: 302U/L, AST:
362 U/L, other biochemical values were normal.
Hepatitis serology was negative, EBV VCA IgM (-
) , IgG (+) , EA (-) , EBNA (+). Brucella agglutina-
tion (-), Salmonella agglutination was (-) except O
ag Group B 1/160 (+). None of the cultures revealed
any bacteria. Bone marrow aspiration was exami-
ned but no specific pathology was present. Abdo-
minal ultrasonography did not show any pathology
except hepatosplenomegaly. Echocardiograhpy was
normal. A skin biopsy was done from his rash, but
there were only nonspecific changes. His bone
marrow aspiration showed hemophagocytosis, and

his laboratory results from the referring center
were compatible with secondary hemophagocyto-
sis.

At 6th day of his stay, his fever was still unre-
mitted despite antibiotic therapy, his lips become
fissured. Also he had peeling of his fingertips. At
the same time his sedimentation rate elevated up
to 77 mm/h. His echocardiography was repeated
showing dilatation of coronary arteries: therefore
he was accepted to have Kawasaki disease and se-
condary hemophagocytosis. Intravenous immu-
noglobulin (IVIG) therapy was started as 2 g/kg as
a single dose. Aspirin was also added to therapy
protocol. After the IVIG, he was afebrile, his sedi-
mentation rate decreased to 40 mm/h so he was
discharged 3 days after IVIG treatment. When he
returned for control 3 days after discharge, he was
afebrile, his lymph node was smaller, his rash al-
most disappeared and his blood count and bioche-
mistry was completely normal.

From his history it was learned that his cousin
had Kawasaki disease 10 years ago when she was 5
years old. She had unremitting fever, macular rash
and cervical lymphadenopathy. She did not bene-
fit from antibiotics, her sedimentation rate was
high-then she was referrred to our center. Her ec-
hocardiography showed dilatation of right coro-
nary artery, and she had diagnosis of Kawasaki
disease and treated with intravenous immunoglo-
bulin successfully. 

DISCUSSION

Previous studies have showed that occurrence of
Kawasaki disease in families is significantly higher,
there is a 2 fold increase in children whose parents
had Kawasaki disease and 10 fold increase in sib-
lings in Japan5,6,8 but no clear pattern of inheritance
could be found, thus multiple genetic associations
could have a role.

Burns et al showed asymmetric transmission
of 5 alleles including IL-4, CSF 2, IL-13, TCF7, all
located on 5q31. IL-4 plays a role in differentiation
of Th2 cells and secretion of IL-4, IL-5, IL-6, IL-10,
IL-13, upregulation of CD23 and VCAM-1, levels
of IL-4, VCAM-1 and CD23 in serum of Kawasaki
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patients are elevated, so genetic variation in IL-4
allele is thought to play an important role in gene-
tic susceptibility to Kawasaki disease.7

Furthermore, genomewide linkage analysis
showed strongest linkage on 12q24 but also 5q31,
5q33, 6p21 where HLA genes are located, suppor-
ting the genetic susceptibility to Kawasaki disease
but further studies should be done to understand
the exact role of genes in the pathogenesis of the
disease.9

CD180, is another molecule, shown to be ove-
rexpressed on B cell lymphocytes  of  Kawasaki pa-
tients, this molecule is activated in viral infections
and induce an immune response.10

In our case 2 cousins were diagnosed as Kawa-
saki disease 10 years apart from each other, almost
with the same complaints. Time difference bet-
ween 2 cases suggests a genetic susceptibility rat-
her than an infectious etiology. This is one of the
rare presentations of Kawasaki disease between

cousins. In addition, the diagnosis delayed because
of low levels of sedimentation rate and C-reactive
protein which most likely  is the result of secon-
dary hemophagocytosis. This case was also one of
the rare Kawasaki disease patients who developed
secondary hemophagocytosis; only seven cases
with this type of presentation were reported in the
literature so far.11

Familial cases of Kawasaki disease had been ra-
rely reported outside Japan and these could be the
first familial cases of Kawasaki disease reported
from Turkey.

It has also been reported that coronary artery
abnormalities and risk of recurrence is significantly
higher in siblings,12 but our patient has been follo-
wed without recurrence for 4 months.

In conclusion a genetic susceptibility may be
operative in Kawasaki disease similar to the other
rheumatic diseases. Possible occurrence in family
members should be remembered.
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