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Kikuchi-Fujimoto Disease or Lymphoma?
Kikuchi-Fujimoto Hastalığı mı, Lenfoma mı?
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Özet
Kikuchi-Fujimoto hastalığı kendi kendini sınırlayan bir hastalık olup lenfadenitin oldukça nadir görülen sebeplerinden biridir. Başlıca semptomları lenfade-
nopati ve ateştir. Daha nadir olarak gece terlemesi, artralji, kilo kaybı ve cilt bulguları görülebilir. Bu yazıda üç haftadır mevcut olan servikal bölgede kitle, 
gece terlemesi, kilo kaybı ve yorgunluk şikayetleri olan 16 yaşında erkek hasta sunulmuştur. Yazının amacı, nedeni belirsiz ateş ve lenfadenopatinin ayırıcı 
tanısında lenfoma ve tüberküloz gibi hastalıkların yanı sıra nadir görülen ve genellikle iyi seyirli olan Kikuchi-Fujimoto hastalığının da akılda tutulmasını 
vurgulamaktır.
Anahtar kelimeler: Histiositik nekrotizan lenfadenit, Kikuchi-Fujimoto hastalığı, Lenfoma

Abstract
Kikuchi-Fujimoto disease is a rare, idiopathic and usually self-limiting disease caused by lymphadenitis. The main symptoms are lymphadenopathy and fever, 
and less frequent symptoms are night sweats, arthralgia, weight loss and rashes.
A case of a 16 years old boy is presented. His complaints were cervical mass presenting for about three weeks, night sweats, weight loss and fatigue. Our aim 
is that in the differential diagnosis of fever and lymphadenopathy of unknown origin, diseases such as lymphoma and tuberculosis, as well as rare and mostly 
very benign Kikuchi-Fujimoto disease should be remembered.
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INTRODUCTION

Kikuchi-Fujimoto disease (KFD), also called histi-
ocytic necrotizing lymphadenitis, is a rare, benign and 
generally self-limiting disease caused by lymphadenitis. 
It was first described by Kikuchi and Fujimoto in Japan 
in 1972 (1,2). KFD’s etiology is still unknown, however, 
viruses (especially Ebstein-Barr virus) and autoimmu-
ne diseases (particularly systemic lupus erythematosus 
(SLE)) are being suspected (3). KFD is classically pre-
sented in young woman and among Asian population. 
Painful cervical lymphadenopathy, predominantly inc-
luding posterior cervical lymph nodes, and fever are the 
characteristic features. It is important to recognize that 
it may mimic lymphoma, therefore it is misdiagnosed as 
lymphoma. Diagnosis is confirmed by histopathologic 
evaluation of affected lymph nodes. There is no speci-
fic therapy for KFD which usually resolves within a few 
months (4,5).

CASE PRESENTATION

A previously healthy 16 years old boy admitted to pe-
diatric unit with a complaint of an enlarged nodule on 
the right side of the neck grown over a period of three 
weeks. He also complained of fever, fatigue, night swe-
ats, and a weight loss of 3 kilograms in the last month. 
On physical examination, he had a tender right anterior 
cervical lymph node measured 3x2 cm without erythe-
ma, warmth, and fluctuation. His otolaryngologic exa-
mination evidenced no sign of infection. Also, no other 
remarkable findings such as hepatosplenomegaly, pete-
chia or purpura were demonstrated on his physical exa-
mination. His physical development was within normal 
range. The patient had previously been evaluated by a 
primary care physician who trialed a course of oral an-
tibiotics without any improvement or resolution of the 
neck mass.

In initial laboratory findings, the complete blo-
od count and routine blood biochemistry were within 
normal limits. The test for serum C-reactive protein 
was negative, the sedimentation rate was mildly eleva-
ted (25mm/h). Serological tests for Cytomegalovirus 
(CMV), Epstein Barr Virus (EBV), Parvovirus, Rubel-
la, HIV (human immune deficiency virus), Toxoplasma 
gondii, and Brucella were negative. The Monospot test 

was also negative. The serum levels of rheumatoid fac-
tor (˂1 IU/mL), C3 (143 mg/dL), C4 (35.8 mg/dL), an-
ti-streptolysin O (111 IU/mL) and anti dsDNA (˂10 IU/
mL) were within normal limits. The serum titer of anti-
nuclear antibody (ANA) was slightly elevated (1/160). 
The purified protein derivative (PPD) test was negati-
ve. The QuantiFERON test was negative. On periphe-
ral smear investigation, polymorphonuclear leukocytes 
was seen as 46%, lymphocytes as 22%, monocytes as 
22%, stab neutrophils as 10%, and the platelet count was 
adequate and erythrocyte morphologies were between 
normal range. Also, there were no atypical blood cells. 
The posteroanterior chest X-ray was normal. The neck 
ultrasound showed an enlarged, heterogeneous 36x16 
mm single lymph node without fatty hilum and with 
increased vascularization, while there was no lympha-
denopathy in the abdomen.

Initially, ampicillin sulbactam (150 mg/kg/day) was 
given for the treatment. On the fourth day of the treat-
ment, ampicillin sulbactam was replaced by ceftriaxone 
(75 mg/kg/day) and clindamycin because his complaints 
such as fever and tender enlarged lymphadenopathy still 
continued. We did not observe any clinical improve-
ment, although the treatment of combined intravenous 
antibiotic therapy with ceftriaxone and clindamycin. An 
excisional lymph node biopsy was performed for diag-
nosis because of the persistence of intermittent fever 
and lymphadenopathy.

Histologically, follicular hyperplasia was observed 
in the lymph node. The paracortex was enlarged and 
included areas of irregular, well-defined necrosis. Nec-
rotic foci contain abundant karyorectic nuclear debris 
(Figure 1) and CD68+ histiocytes were seen around 
the necrosis (Figure 2). There were scattered lympho-
cytes, immunoblastic cells and plasma cells among the 
histiocytes. Proliferation and congestion were observed 
in the blood vessels. However, there was no granuloma-
tosis and caseification necrosis. The histopathological 
diagnosis was evaluated as histiocytic necrotizing lym-
phadenitis and interpreted as Kikuchi Fujimoto disea-
se. Antibiotherapy was discontinued and ibuprofen was 
prescribed after final diagnosis. Upon one week of treat-
ment, there were no complaints. Fever was not observed 
again, and the enlarged lymph nodes began to regress. It 
has not recurred during the two years follow-up.
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Figure 1. Necrotic foci contain abundant karyorectic nuc-
lear debris and histiocytes were seen around the necrosis 
(HEx100)

Figure 2. Extensive histiocytes proliferation (CD68x40)

DISCUSSION

KFD is an uncommon benign self-limiting conditi-
on related with histiocytic necrotizing lymphadenitis. It 
is endemic in Asia especially and it commonly occurs 
in young adults under 40 years and is rare in children 
(4). A recent study including 91 patients with KFD had 
reported the average age as 30 years. Although, in most 
literature it has been reported that it is mostly seen in 
females rather than males, Lin et al. has stated the equ-
al prevalence between females and males in their study 
(3,6,7). KFD is characterized by tender lymphadenopat-
hy and fever. The cervical lymph nodes are most com-
monly affected, however, axillary, supraclavicular, and 
other lymph nodes can also be affected. Generalized 
lymphadenopathy has been reported to be in 1–22% of 
the cases, and fever is present in 35–77% of the cases 

(4). In addition, other symptoms such as weight loss, 
night sweats, nausea, and vomiting, fatigue, headache, 
arthralgia, upper respiratory symptoms, and sore th-
roat could occur as rare symptoms (8). Prevalence of 
hepatomegaly and splenomegaly have been commonly 
reported under 5% of the cases (9). However, Dumas et 
al. (3) reported its’ prevalence as 14.8% in their study. 
Cutaneous involvement such as rashes, erythematous 
macules, erythematous papules, or plaques and lesions 
can infrequently be presented. It manifests mostly on 
face and upper body, and most commonly as skin ras-
hes (10). Dumas et al. (3) reported skin rashes within 
32.9% of cases with KFD. In a recent case study of 11 
patients, Al Mosavi et al reported that all patients had 
fever, 6 (54.5%) of them had fatigue and/or weakness, 
5 (45.5%) of them had arthralgia and/or arthritis and 4 
(36.4%) of them had skin rash (11). Our case was a 16 
years old boy. He had tender cervical lymphadenopathy 
with combined fever, night sweats and weight loss. He 
had no cutaneous findings or any upper respiratory sys-
tem’s infection.

There are no specific laboratory tests for the diagno-
sis of KFD. However, elevated liver enzymes such as la-
ctate dehydrogenase and transaminases, increased rate 
of sedimentation, increased C-reactive protein, anemia, 
leukopenia or leukocytosis have been reported in some 
cases (12,13). In our case, hemogram, levels of liver 
enzymes and C- reactive protein were in normal ran-
ge, while the sedimentation rate was slightly increased 
(25mm/h).

The definitive diagnosis can be obtained with excisi-
onal biopsy and histopathological examination of lym-
phadenopathy (5). Upon histologic examination, lym-
ph nodes often have an architecture partially preserved 
with follicular hyperplasia. The paracortex expands and 
shows areas of irregular, well-defined necrosis. Necrotic 
foci show abundant karyorrhectic nuclear waste and a 
large accumulation of histiocytes at the edge of necrosis 
(4). There are numerous CD8-positive lymphocytes and 
CD68-positive histiocytes in KFD. On histopathological 
examination of lymph node in our case, diffuse necrosis 
and CD68+ histiocyte proliferation were observed, thus 
KFD was diagnosed.

The differential diagnosis should be considered in 
terms of infectious lymphadenitis, autoimmune lymp-
hadenopathy, especially systemic lupus erythematosus, 
and lymphoma. We investigated with serological tests 
for EBV, CMV, Parvovirus, Rubella, HIV, Toxoplasma 
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gondii, and Brucella, and there were not any acute in-
fectious findings for these agents. Also, QuantiFERON, 
PPD tests were detected negative and the chest X-ray 
was normal, therefore tuberculosis was excluded. In ad-
dition, evaluated levels of C3, C4, ANA, anti dsDNA -in 
order to exclude SLE- were normal. Although presence 
of lymphadenopathy, fever, night sweats, and weight loss 
also suggested lymphoma, this diagnosis was excluded 
via the biopsy.

KFD is a benign condition that usually resolves in a 
few months. The rate of recurrence has been reported 
between 3-4%. However, prolonged systemic symptoms 
and severe complications as hemophagocytic syndrome 
(HS) have been reported in some patients in the data 
(14,15).

The number of case reports documenting familial 
cases of KFD in siblings is very limited. In a recent re-
port, Quadir et al reported two cases of familial KFD in 
dizygotic HLA identical twins. These two cases were im-
portant in terms of demonstrating the role of HLA-lin-
kage in the etiology KFD (16).

There is no specific therapy for KFD. Non-steroid 
anti-inflammatory drugs could be used for treatment. If 
there is a presence of SLE or HS, steroids or intravenous 
immunoglobulins could be used (8). In our case, all sy-
mptoms regressed with NSAID in two weeks. There has 
not been recurrence during the follow-up period of two 
years.

CONCLUSION

Lymphadenopathy, fever, fatigue, night sweats, and 
weight loss can be findings of underlying severe diseases 
such as tuberculosis, SLE, or lymphoma. However, KFD 
that is a self-limiting benign disease should also be con-
sidered among the differential diagnoses.
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