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Kikuchi-Fujimoto disease associated with hemophagocytic syndrome
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Summary

Kikuchi-Fujimoto disease is a rare condition during childhood characterized with fever and cervical lymphadenopathy. Definitive diagnosis of
the disease can only be made histologically on lymph node biopsy. Hemophagocytic syndrome associated with Kikuchi-Fujimoto disease is
especially rare. In this article, we present a case of an eight years old girl diagnosed as hemophagocytic syndrome associated with Kikuchi-

Fujimoto disease. (Turk Arch Ped 2013; 48: 71-73)
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Introduction

Kikuchi-Fujimoto disease (KFD) is an uncommon, idiopathic
and generally self-limiting disease. Its etiology has not been
elucidated fully. It occurs very rarely in children. The disease is
characterized by fever and cervical lymphadenopathy. The
definite diagnosis is made by examination of lymph node biopsy
sample (1,2). The disease is very rarely associated with
hemophagocytic syndrome (HPS) (3,4). In this article, an 8-year-
old girl who was diagnosed as Kikuchi-Fujimoto disease
associated with hemophagocytic syndrome was presented
because this association is observed very rarely.

Case

An eight-year-old female patient presented with a complaint
of lumps in the neck. Her medical history revealed no serious
disease before. It was learned that the lump in the left side of her
neck started one month ago, increased in size gradually and
other lumps appeared in the other regions of her neck and above
the clavicle. It was stated that she had fever during this period,
fever could be decreased with antipyretics easly, but increased
again and there was no loss of weight.

On physical examination, the body temperature was found to
be 38.8 oC (axillary). The body weight was found to be 21 kg

(10-25 p), the height was found to be 1.20 cm (25-50 p), the
cardiac apical pulse was found to be 92/min and the blood
pressure was found to be 100/65 mmHg. The respiratory rate
was found to be 28/min and the lung sounds were normal.
Painful, mobile and soft lymph nodes were palpable in the left
posterior region and right side of the neck (5-7 lymph nodes
smaller than 1 cm), in the left supraclavicular region (4x2 cm)
and in the left side of the neck (2x2 cm). Other systemic findings
were normal.

Laboratory findings were as follows: hemoglobin 9.5 g/dL,
leukocytes 4 920/mms3, platelets 285 000/mm3, peripheal blood
smear: PNL 25%, lymphocytes %65, monocytes %10, atypical
cells were not observed. Erythrocyte sedimentation rate (ESR)
101 mm/h, CRP 0,55 mg/dL, LDH 392 IU/L, ferritin 152 ng/mL.
Hepatic and renal function tests were found to be normal.
Abdominal ultrasonography (USG) was found to be normal. On
cervical USG; a lymph node with dimensions of 37x23x20 mm
was found in the left supraclavicular region and three lymph
nodes with the largest diameters being 23, 13 and 11 mm were
found in the left side of the neck. No pathology was found on
postero-anterior lung graphy and thoracic tomography. Bone
marrow biopsy performed on the second day of her
hospitalization was found to be normal. Serologic tests for
Epstein-Barr virus, parvovirus B19, Mycoplasma pneumonia,
cytomegalovirus, toxoplasma and rubella and group
agglutinations were found to be negative.
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Fine needle biopsy was performed from the left
supraclavicular lymp node. However, it was evaluated as
undiagnostic fine needle aspiration biopsy cytology. Thereupon,
excisional biopsy was performed from the left cervical lymph
node. On examination of the lymph node by light microscope,
the normal structure was found to be partially maintained and
patch-like large necrosis areas containing nucleus particles and
cellular debris were noted in areas where the normal structure
was disappeared (Picture 1). On immunohistochemical
examination, CD3+ T and CD20+B lymphocytes showed normal
distribution in the partially maintained lymphoid tissue areas,
while histiocyte clusters and CD68+ macrophages were
observed around the necrosis foci (Picture 2). With these
histopathological findings a diagnosis of KFD was made. The
histopathological findings obtained were compatible with the
literature (5,6).

Ibuprofen was given to the patient who continued to have
intermittent fever. On the 19th day of hospitalization
hepatosplenomegaly was found in the patient who had no
additional complaint and the laboratory findings were as follows:
leucocyte number 2070/mm3, platelet number 82 000/mms3,
serum ferritin 22 211 ng/mL, triglyceride 285 mg/dL, fibrinogen
262 mg/dL, LDH 285 IU/L, ESR 51 mm/h. Hepatic and renal
function tests were found to be normal. HPS was considered
with these findings. Hemophagocytosis was observed on
examination of the bone marrow aspiration biopsy sample
(Picture 3). Intravenous immunoglubulin was given for two days
at a dose of 1 g/kg/day. On the third day high dose
methylprednisolone (30 mg/kg/day) was started. On the second
day of high dose methylprednisolone treatment, the platelet
count was measured to be 8000/mma3. Platelet suspension was
given by apheresis. However, the patient was taken to the
intensive care unit because of acutely developing seizures
(involving the right side), anisocoria, superficial respiration and
development of bradicardia. At this time, the blood pressure was
measured to be 105/70 mmHg. Mechanical ventilation was

segmentation (x400,HE)

started, but the patient was lost after a short while. PT anda PTT
values measured at that time were found to be normal.
Considering the physical examination and laboratory findings
and the fact that she was lost in a very short time it was thought
that she died because of intracranial bleeding due to
thrombocytopenia. The definite cause of death could not be
determined, since the family did not give consent for autopsy.

Discussion

Kikuchi-Fujimoto disease occurs more commonly in Easth
Aisa and in women below the age of 30. It occurs rarely in
children. Autoimmune and viral causes are considered in the
etiology of Kikuchi-Fujimoto disease. The disease is
characterized by fever and cervical lympadenopahty. The
definite diagnosis is made by examination of the lymph node
biopsy sample. There is no specific treatment for the disease.
Non-steroid anti-inflammatory drugs are given in presence of
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Picture 2. Dense histiocyte groups stained with CD68 (x100,
DAB)

Picture 3. Hemaphagocytosis in the bone marrow (x100,Giemza)
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fever and pain related to tension in the lymph nodes. In presence
of severe extralymphatic or invasive disease, recurrent disease
or in milder cases where fever lasts more than 2 weeks, oral
steroid treatment is used (1,2,6,7). In a study, it was reported that
high dose methylprednisolone treatment treated the disease in
all subjects (8). The differential diagnosis includes especially
lymphoma, tuberculosis and systemic lupus erythematosus. The
disease is usually benign and is over in 1-4 months (1,2,7). Very
few number of pediatric patients has been reported to be lost in
the literature (1). The patients are lost because of cardiac failure
due to cytokine-mediated myocardial damage, hepatic failure
due to hepatic involvement and HPS (9). A patient with recurrent
KFD was lost because of intracranial bleeding related to
thrombocytopenia (10).

The first pediatric case diagnosed as Kikuchi-Fujimoto
disease was published in 1990 (11). According to our research,
one pediatric case from our country was published in the
literature in the English language and one pediatric case was
published in journals included in ULAKBIM Turkish database
(12,13). Accordingly, our patient is the third pediatric KFH patient
published from our country and is the first pediatric patient with
KFD associated with HPS.

Some cytokines have been found with very high rates in the
acute phase of the disease in Kikuchi-Fujimoto disease. These
high levels of cytokines induce excessive histiocyte activation as
in HPS and this may explain the development of HPS in some
patients with KFD (8). There are few number of pediatric cases
with KFD associated with HPS in the literature (3,4). Only one of
these six patients mentioned in the literature was lost because
of severe infection related to severe neutropenia (3,4). The
diagnosis of HPS is made according to the diagnositc criteria
determined by hemophagocytic lymphohistiocytosis (HLH)
study group in 2004. In the classification made by this group,
KFD is among the secondary HPS causes (14). According to
this, in patients excluding the ones with familial hemophagocytic
lymphohistiocytosis (FHL), presence of five of the following eight
criteria is enough for the diagnosis of HPS: fever above 38,50C
for 7 days or longer, splenomegaly, cytopenia found in 2-3 series
in the peripheral blood (Hb<9.0 g/dL, platelets < 100 000/mms3,
absolute neutrophil count <1000/mms3), hypertriglyceridemia
and/or hypofibrinogenemia, hemophagocytosis in the bone
marrow, spleen or lymph node, decreased activity of natural killer
(NK) cells or absence of activity of NK cells, hyperferritinemia
(>500 ng/mL), increased sCD25 (slL2 1) (>2400 U/mL) (14). In
our patient, the presence of five diagnostic criteria
including fever, splenomegaly, cytopenia, hypertriglyceridemia,
hyperferritinemia and hemophagosytosis was shown. There is
no consensus on the treatment of HPS associated with KFD yet.
Some authors recommend to start with oral prednisolone and
intravenous immunoglobulin because the disease has a more
benign course in children compared to adults and to use HLH
2004 treatment methods in nonresponsive patients (3,4). In
some studies, it is stated that HPS is a serious condition and

therefore high dose methylprednisolone (8), intravenous
immunoglobulin (15) or HLH 2004 (14) method should be used
in treatment. Although we administered a more intensive
treatment in our patient, we could not stop the process and lost
our patient.

This article was presented because both this disease and its
association with HPS occur very rarely in the childhood and we
wanted to emphasize that this disease should be considered in
patients who present with fever and cervical lymphadenomegaly
and in whom the initial tests do not indicate any clues related to
another disease
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