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Abstract
Kikuchi-Fujimoto disease is characterized by fever and lymphadenopathy, usually localized in the cervical region. This disease principally affects young females. It can be confused with lymphoma, adenocarcinoma metastasis and tuberculosis. We report two cases of
Kikuchi‑Fujimoto disease. In the first case, a 28-year-old female had been treated for tuberculosis one year prior and presented with a
clinical and histological profile consistent with Kikuchi-Fujimoto disease. The second patient, a 58-year-old female, initially received treatment for Wegener’s granulomatosis and, subsequently, for tuberculosis. Histopathological examination followed by immunohistochemical
analysis confirmed the diagnosis of Kikuchi-Fujimoto disease in both cases. After the definitive diagnosis had been made, both patients were
treated symptomatically, and both presented clinical improvement within one month. Subsequently, the latter patient developed systemic
lupus erythematosus.
Keywords: Fever; Lymph nodes; Rare diseases; Tuberculosis, lymph node; Histiocytic necrotizing lymphadenitis;
Lupus erythematosus, systemic.

Resumo
A doença de Kikuchi-Fujimoto é caracterizada por febre e linfadenopatia, geralmente cervical. Esta doença acomete principalmente mulheres
jovens. Pode ser confundida com linfoma, metástase de adenocarcinoma e tuberculose. Relatamos dois casos da doença de Kikuchi-Fujimoto.
No primeiro caso, uma paciente de 28 anos havia tratado tuberculose há um ano e apresentava quadro clínico e histológico compatível
com a doença de Kikuchi-Fujimoto. A segunda paciente, de 58 anos, recebeu tratamento inicialmente para granulomatose de Wegener e,
posteriormente, para tuberculose. O exame histopatológico com estudo imunohistoquímico permitiu estabelecer o diagnóstico da doença de
Kikuchi-Fujimoto nos dois casos. Após o diagnóstico definitivo, ambas foram tratadas sintomaticamente e melhoraram clinicamente dentro
de um mês. Posteriormente, a segunda paciente desenvolveu lúpus eritematoso sistêmico.
Descritores: Febre; Linfonodos; Doenças raras; Tuberculose dos linfonodos; Linfadenite histiocítica necrosante;
Lúpus eritematoso sistêmico.

Introduction
Kikuchi-Fujimoto disease (KFD), also known as Kikuchi’s
disease or necrotizing granulomatous lymphadenitis, is rare,
has a benign course and is of unknown cause. The disease
was initially described in 1972, in Japan, in young females
affected by fever and cervical lymphadenopathy.(2) Although
its pathogenesis remains little understood, it is thought to
be a hyperimmune reaction induced by different antigenic
stimuli or an autoimmune process in which apoptosis play

an important role.(3) Most patients are under 40 years of
age and were previously healthy. The male/female ratio is as
high as 1:4 in some studies,(1) although other studies have
shown little gender bias.(4)
The onset of the disease is acute or subacute, progressing
over the course of two to three weeks.(5) The most common
form of presentation is lymphadenopathy, primary cervical
(74% to 90% of the cases) or supraclavicular. Adenopathies
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typically measure less than 3 cm in diameter, present
a firm consistency and are sometimes painful upon
palpation. Generalized lymphadenopathy occurs
in a minority (5%) of cases. Although extranodal
involvement is rare, it has been described in the
kidneys, liver, gastrointestinal tract, thyroid, parathyroid glands, adrenal glands and bone marrow.(6)
The diagnosis of KFD is made by lymph node biopsy,
which should be performed to rule out more severe
conditions with which KFD can be confused, such
as lymphoma, tuberculosis and Kawasaki disease.(1)
Various case reports have been published in the
international literature,(7-12) and some presentations
on the subject have been made at national conferences.(13,14) However, there have been no published
reports of cases of KFD in Brazil.

Case reports
Case 1
A 28-year-old female smoker with a history of
tuberculosis treatment for one year sought medical
treatment due to mild constitutional symptoms
and pleuritic pain in the left hemithorax. A chest
X-ray and a tomography scan of the chest revealed
bilateral consolidations, with posterior cavitation of
the consolidation in the posterior segment of the
left upper lobe (LUL). Sputum smear microscopy
results were negative. Bronchoscopic examination demonstrated that the LUL bronchial mucosa
was hyperemic and edematous, consistent with an
inflammatory process. In the bronchoalveolar lavage
fluid, acid-fast bacilli (AFB) staining was negative, and culture was positive for Mycobacterium
tuberculosis (although only two colonies were
found to grow). The patient received a regimen
of rifampin, isoniazid and pyrazinamide (RHZ) for
6 months, and presented clinical and radiological
improvement. One year later, the patient again
presented with fever (for three weeks), arthralgia and
submandibular lymph node enlargement. Laboratory
tests revealed the following: hematocrit, 38.7%;
hemoglobin, 13.1 g/dL; leukocytes, 2,180 (with
569 lymphocytes); erythrocyte sedimentation rate
(ESR), 27 mm/h; antinuclear factor (ANF), present
(1:320), with a homogeneous nuclear pattern;
anti-DNA, nonreactive; and rheumatoid factor,
nonreactive. A chest X-ray revealed alterations with
a residual aspect in the LUL. Due to the history of
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tuberculosis, treatment with the RHZ regimen was
resumed, and, after the onset of skin rash, pyrazinamide was replaced with ethambutol. The treatment
was discontinued 30 days later due to the lymph
node biopsy results: there was a xanthogranulomatous and necrotizing inflammatory process, without
granuloma formation and with an extensive population of (CD68+) xanthomatous histiocytes; as well
as negativity for AFB and fungi. The findings were
not suggestive of tuberculosis, and, therefore, the
possibility of KFD was considered. The patient was
treated symptomatically, and there was improvement of arthralgia, together with resolution of the
fever, within 30 days. After 18 months, the patient
no longer presented clinical alterations or ANF.

Case 2
A 58-year-old female nonsmoker reported cough,
moderate weight loss, fatigue and joint pain. The
patient had a history of childhood asthma. After
age 40, she experienced recurrence of the asthma—a
fact that she attributed to contact with paints and
solvents in the workplace. The patient used inhaled

Figure 1 - Computed tomography slices of the chest
showing bilateral consolidations (Case 2).
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formoterol and budesonide (12/400 µg) daily,
achieving satisfactory symptom control. A chest
X-ray and a tomography scan of the chest showed
bilateral consolidations and bronchiectasis in the
lower lobes (Figure 1). Laboratory tests revealed
a

b

Figure 2 - Histological cervical lymph node sections
showing a xanthogranulomatous and necrotizing
inflammatory process, without granuloma formation and
with an extensive population of (CD68+) xanthomatous
histiocytes, involving adjacent soft tissues such as muscle
and fibroadipose tissue. In A, section stained with
hematoxylin and eosin; in B, CD68+ histiocytes.
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the following: hematocrit, 41,1%; hemoglobin,
13.7 g/dL; leukocytes, 8,970, with lymphopenia (1,076 lymphocytes); ANF, present (1:160),
with a dotted nuclear pattern; ESR, 56 mm/h;
and C-reactive protein, 27.60 mg/L. At the time,
Wegener’s granulomatosis was suspected due to
antineutrophil cytoplasmic antibody (ANCA) serum
positivity. There was no upper airway involvement.
Cyclophosphamide treatment was started. In the
first month, there was an increase in the left anterior
cervical ganglion. The lymph node biopsy identified
chronic granulomatous lymphadenitis with extensive noncaseating necrosis (Figure 2). Testing for
AFB was negative. Since tuberculosis was suspected,
the patient received the RHZ regimen for 6 months,
presenting clinical involvement. However, in the
following two years, the patient continued to experience fatigue, joint pain and well-defined episodes
of pneumonia, as well as, during the final 6 months,
oral lesion at the base of the tongue. She used
systemic corticosteroids and antibiotics temporarily
(5 to 6 times, for 10 to 14 days). With the worsening
of the symptoms, the patient again sought treatment. Laboratory tests showed the following: ANF,
1:80 (homogeneous nuclear pattern); anti-DNA,
nonreactive; lymphopenia; and ESR, 65 mm/h.
A review of the anatomopathological diagnosis
confirmed chronic granulomatous lymphadenitis
with necrosis, numerous vacuolated histiocytes and
giant Langerhans-type cells, as well as negativity for
AFB and fungi. In addition, an immunohistochemical panel was performed, revealing CD68 (KP-1)
positivity (xanthomatous histiocytes) and myeloperoxidase negativity, which is suggestive of KFD. The
patient was then diagnosed as presenting a combination of KFD (which had gone undiagnosed for
two years) and systemic lupus erythematosus (SLE).
Her condition was controlled by the addition of
oral azathioprine (100 mg/day) and prednisone
(40 mg/day), the latter being tapered to discontinuation. Within 30 days, the patient presented clinical
improvement, as well as improved laboratory test
and tomography results.

Discussion
Here, we have described two cases of KFD.
The actual incidence of this disease is estimated
to range from 0.5% to 5% of all cases of adenopathy analyzed histologically.(15) In a retrospective
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study of 1,724 lymph node biopsy samples, KFD
was found in 36 cases.(16) Various infectious
agents, such as Epstein-Barr virus, herpes virus 6,
herpes virus 8, parvovirus B19, parainfluenza virus,
Yersinia spp. and toxoplasma, have been proposed
as antigenic stimuli.(1) In our report, both patients
presented bilateral consolidations, consistent with
an infectious or inflammatory process. Although
no infectious germs were identified, it is possible
that this was the antigenic stimulus for the development of KFD.
Typical cases usually occur in young females,
as was the case of the first patient (28 years old).
However, patient ages range from 6 to 80 years.(1)
Fever is the initial symptom in 30% to 50%
of patients. Symptoms such as fatigue, joint pain,
skin rash, arthritis and hepatosplenomegaly are also
found. Leukopenia, increased ESR and anemia are
some of the laboratory findings reported. Systemic
symptoms are more prominent in cases of extranodal
involvement.(1) The first patient developed skin rash,
which was initially attributed to an adverse effect of
the antituberculous drugs, although one cannot rule
out the possibility that it was secondary to KFD.
There are some characteristics, such as gender
and age, as well as histological alterations, that KFD
and SLE have in common, some authors considering the former to be a lupus-like syndrome.(1) It
has been proposed that KFD is a manifestation of,
or evolves to, SLE,(6) justifying the surveillance of
KFD patients using immunological studies such
as ANF testing. Patients can present positivity for
ANF, anti-ribonucleoprotein, anti-DNA and lupus
anticoagulant.(17) Our two patients presented ANF.
The second patient presented ANCA positivity at the
onset of the condition. We found no descriptions
of cases of KFD with ANCA positivity. However, it
is known that these antibodies can be present in
various autoimmune diseases, such as SLE, and the
second patient described here subsequently developed SLE. Other autoimmune conditions, such as
antiphospholipid antibody syndrome, polymyositis,
Still’s disease, uveitis, scleroderma, thyroiditis,
pulmonary hemorrhage and interstitial lung disease,
can be associated with KFD.(5,17)
There can be diagnostic confusion with
lymphoma and adenocarcinoma metastasis.(18)
The differential diagnosis of KFD should include
SLE, lymphoma, adenocarcinoma, infection with
Yersinia spp., toxoplasmosis, mononucleosis, AIDS,
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vasculitis and Kawasaki disease.(19) Due to multisystemic involvement and spontaneous resolution of
lymphadenopathy, sarcoidosis can also be included
in the differential diagnosis.(19)
One group of authors described the case of a
patient with KFD and concomitant pulmonary
tuberculosis.(20) Cases have also been reported in
India. However, in countries with a high prevalence
of tuberculosis, the concomitant diagnosis of tuberculosis should be well investigated.(1,16)
Histologically, KFD is characterized by ganglia
with foci of paracortical necrosis surrounded by
aggregates of histiocytes.(6) Three histological
profiles, which might correspond to evolutional or
sequential phases, to different etiologic agents or
even to differences in the inflammatory responses
of patients, have been described: proliferative,
necrotizing and xanthomatous.(18)
One group of authors described 25 cases of KFD.
In that study, two patients had undergone chemotherapy for the treatment of lymphoma, and two
patients were treated with antituberculous drugs
prior to the receipt of the biopsy results.(3) In the first
case reported here, the patient received treatment
for Wegener’s granulomatosis and for tuberculosis
before the final diagnosis was made. Since empirical treatment is potentially toxic, it is important to
consider KFD in the differential diagnosis of cervical
lymphadenopathy in young females.
There is no effective treatment. The signs
and symptoms usually resolve within 4 months.(5)
Patients with more severe or persistent symptoms
have been treated with corticosteroids. Long-term
follow-up evaluation should be performed due to
disease recurrence (in up to 3% of the cases) and to
the possibility of SLE development.(1,18) Our second
patient developed SLE during a two-year follow-up
period.
The presence of fever and cervical lymphadenopathy, especially in young females, should raise the
suspicion of KFD.
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