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Abstract

Background: Kikuchi-Fujimoto’s Disease (KFD) is rare, benign and 
more frequent in Asia. It is characterized by the appearance of lymph-
adenopathies and fever. Histological examination of the lymph nodes 
make the diagnosis. It is a self-limited disease. Relapses rarely occur.

Case presentation: We described a case in Europe, with the particu-
larity of having presented recurrence.

Man, 66-year-old, leukodermic, admitted for weight loss, fever, mul-
tiple lymphadenopathies, hepato-splenomegaly, severe bicytopenia 
and acute kidney injury. Infectious, autoimmune and haematological 
diseases were excluded. Histological examination of cervical lymph-
adenopathy was compatible with necrotic KFD. After corticosteroid 
therapy, the condition resolved. Two years later, he was hospitalized 
for similar symptoms, hepato-splenomegaly, mediastinal and lumbo-
aortic lymphadenopathies. Recurrence of KFD was admitted.

Conclusions: This case report is intended to alert to the difficulty of 
diagnosing a rare cause of lymphadenopathies in the western world. 
The diagnosis isn´t obvious, required the exclusion of other, much 
more frequent causes and whose treatment is more specific.
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Background

Kikuchi-Fujimoto Disease (KFD) is the most common cause 
of histiocytic necrotizing lymphadenitis (non-granulomatous 
inflammation and necrosis of the lymph node), followed by 
systemic lupus erythematosus - SLE and acute Epstein Barr vi-
rus - EBV lymphadenitis [1,2]. It is a rare disease that was de-
scribed for the first time in Japan, independently by Kikuchi and 
Fujimoto, in 1972 [1,2]. It is a benign and self-limiting condition 
characterized by regional lymphadenopathy (usually posterior 
cervical, in 60-90% of cases) associated with fever, and other 
signs and symptoms such as cutaneous lesions, arthritis, fatigue 
and hepatosplenomegaly [3,4]. In rare cases, neurologic com-
plications including meningoencephalitis, cerebellar ataxia, en-
cephalitis with central nervous system lesions, and most com-
monly aseptic meningitis have been described [5].

Etiology is still unknown, but it is thought to be related to 
previous viral infections or autoimmune processes [6].

While having a world-wide distribution, it is more common 
in Japan and in other asiatic regions [2], usually affecting young 
women in the third decade of life, with a ratio female to male of 
4:1 [3,7]. However, rare cases have been described in pediatric, 
most commonly in males, and geriatric populations [8-10].

This disorder is of particular clinical importance, because it 
can mimic and may often be misdiagnosed (rate up to 40%) [11] 
with other more common or severe diseases, such as viral in-
fections, tuberculosis, toxoplasmosis, sarcoidosis, SLE, reactive 
lymphadenitis, lymphoma and metastatic conditions [3,6,12]. 
Moreover, when associated with other conditions (mainly SLE) 
KFD can follow an even more severe evolution [13].

This overlapping similarity make it a diagnostic challenge, 
which is based on histology of the affected lymph nodes [2].

Most patients have a self-limited disease course, acute to 
subacute, with clear improvement after a few months, with a 
low recurrence rate of 3-4% [11,14,15].

Usually, treatment is not required, but for patients with se-
vere symptoms, short-term administration of corticosteroids 
and Nonsteroidal Anti Inflammatory Drugs (NSAIDs) may be ef-
fective [16,17], and long-term follow-up is necessary, due to the 
possibility of recurrence [16].

Case presentation

A 66-year-old Caucasian Portuguese man was admitted to 
the emergency department with asthenia, anorexia, progres-
sive weight loss (15 kg in 2 months) and fever. Past medical 
history included gout medicated with allopurinol, and marked 
smoking (about 50 cigarette/day) and alcoholic habits. No rel-
evant family history was present. 

On physical examination, he was dehydrated and with skin 
palor, presenting multiple bilateral lymphadenopathies on sub-
mandibular, posterior cervical and inguinal regions, and palpa-
ble hepatosplenomegaly. There was no evidence of limbs ede-
ma, but the patient had pain and cyanosis of the second finger 
of the left hand, suggesting an ischemic process. The remaining 
physical examination was normal.

The blood tests showed severe bicytopenia (hemoglo-
bin-5.6 g/dL and platelets-7.0x109/L), acute kidney injury (cre-
atinine-7.7 mg/dL) with oligoanuria and need for dialysis, and 
hyperuricemia (23 mg/dL). The patient was hospitalized for ae-
tiological investigation of lymphoproliferative disease vs infec-
tious/autoimmune condition.

Autoimmunity screening was unremarkable (rheumatoid 
factor, anti-neutrophil cytoplasmic, anti-DNAds, anti-nuclear, 
anti-Ro/La/Sm/RNP/Scl70/Jo1, anti-glomerular basement 
membrane and anti-phospholipid antibodies). Serologies for in-
fectious agents (EBV, Cytomegalovirus (CMV), Rubella, Hepatitis 
B and C vírus (HBV and HCV, respectively), Human Imunodefi-
ciency Virus (HIV), Human Herpes Virus 8 (HHV8),  Treponema 
pallidum and Toxoplasma gondii), as well as the evaluation of 
tumor markers (total PSA, CEA, AFP, CA19.9, CA15.3, CA125) 
were negative. Additional laboratory tests showed sedimenta-
tion rate higher than 120 mm/h, adenosine deaminase 56.3 U/L 
(RV: 6.8 - 18.2), angiotensin converting enzyme 43.5 U/L (RV: 
8 - 52), β2 microglobulin: 52,7 mg/L (RV: 1,09 - 2,53), and IL-6: 
349,6 pg/mL (RV: <17).

Immunofixation of serum proteins showed the presence of 
oligoclonal gammopathy compatible with an infectious/inflam-
matory condition.

Bone marrow aspirate revealed plasmocytosis (20%) with 
some dysmorphic signs, and very large cells with a high nu-
clear/cytoplasmic ratio, fine chromatin, basophilic cytoplasm 
with vacuoles suggesting a lymphoid origin. According to these 
findings, two diagnostic hypothesis were considered, namely a 
reactive condition vs a plasma cell dyscrasia. Immunophenotyp-
ing by flow cytometry did not detect abnormal lymphoid, nor 
plasma cell populations, norincreased number of blasts. Bone 
marrow biopsy evidenced rareatypical lymphoid foci suggestive 
of infiltration by lymphoproliferative disease, hyperplasia of he-
matopoietic lines and exuberant reactive pattern plasmacyto-
sis. Karyotype analysis was in conclusive.

Computed Tomography Scan (CT-scan) of the neck, chest 
and abdomen revealed mediastinal and bilateral lumbar-aortic 
lymphadenopathies and mild to moderate hepatosplenomeg-
aly.

In an attempt to better clarify the observations made in 
the bone marrow biopsy, an excisional biopsy of right cervical 
lymphadenopathy was performedand the histological examina-
tion was compatible with necrotizing lymphadenopathy with 
severe plasmacytosis (Figure 1). Immunophenotyping by flow 
cytometry was normal.

One month after hospitalization, fever was persistent, al-
though cultural tests (urine, blood and sputum) were negative. 
After two pulses of dexamethasone 40 mg/day for 4 days each, 
there was a significant clinical and laboratory improvement.

Abdominal lymphadenopathies remained stable in number 
and size on control CT-scan. Histologyslides were reviewed and 
compatible with the diagnosis of necrotic KFD. Treatment with 
corticosteroids was instituted for six months, with resolution of 
the condition and no evidence of recurrence on clinical follow-
up. 
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Figure 1(A&B): Right cervical lymphadenopathy histology showing 
necrotizing lymphadenopathy with marked plasmacytosis (small 
magnification). 

Nine months later, the patient was hospitalized again due 
to asthenia, weight loss and long lasting low grade fever, with 
initial symptoms 1 month previous to the admission, associ-
ated with anemia (hemoglobin-9.9 g/dL), and acute kidney 
injury (creatinine-9.99 mg/dL). Although no peripheral lymph-
adenopathies were palpable, abdominal ultrasound and tho-
raco-abdominal-pelvic CT-scan revealed multiple mediastinal, 
inter-aorto-caval and lumbar-aortic lymphadenopathies, and 
hepatosplenomegaly.

Bone marrow cytology and immunophenotyping showed no 
abnormal lymphoid cells, histology evidenced changes of prob-
able reactive etiology, without neoplastic characteristics, and 
karyotype did not detect chromosomal abnormalities.

Autoimmunity study, serologies for infectious agents and 
cultural tests were repeated, and in addition to IGRA (Interferon 
Gamma Release Assay) was requested, all with negative results.

Considering the previous and the current clinical history, the 
hypothesis of recurrence of KFD was admitted. Intravenous cor-
ticotherapy was initiated with significant clinical, imagiologic 
and laboratory improvement, and five months later the patient 
was prescribed methylprednisolone 10 mg/day, keeping KFD 
under control.

Later on, the patient had several hospitalizations for recur-
rent respiratory infections (due to Influenza A H1N1 and several 
nosocomial pneumonia), in the context of structural pulmonary 
pathology (severe emphysema of smoking etiology) and immu-
nosuppression associated with corticosteroid therapy. 

Death occurred roughly a year after KFD recurrence, and 
about three years after initial diagnosis, following a severe re-

spiratory infection caused by multiresistant Pseudomonas ae-
ruginosa.

Discussion and conclusions

KFD is a rare, benign and usually self-limiting cause of cervi-
cal lymphadenopathies and fever. It is more frequent in Asians, 
usually affecting young adults, typically women in their third 
decade of life. Rare cases have been described in the Western 
World.

Although etiology remains unclear, infectious agents includ-
ing EBV, HHV6, parainfluenza virus, Toxoplasma gondii and Yer-
sinia enterocolitica have been suspected to be involved [18]. 
Other microorganisms such as herpes simplex, CMV, varicela 
zoster, HIV, Rubella, Measles, Coxsackie vírus, Hepatitis A (HAV) 
and HBV, Influenza virus, Leptospira and Chlamydia were also 
related [6]. An association with SLE, mixed connective tissue 
disease and Still’s disease has also been postulated [19]. It is 
believed to be one of the self-limited causes of cervical lymph-
adenopathy, that is often under diagnosed [20].

Cases with unusual forms of presentation or the involvement 
of other lymph node groups have been described, however, 
generalized lymphadenopathy is uncommon [2,4,21]. Other 
less commonly reported presentations include fatigue, skin 
rash leucopenia and atypical lymphocytes on peripheral blood 
smear, liver dysfunction, bone marrow involvement and hepa-
tosplenomegaly [16]. On the other hand, thrombocytopenia is 
a rare finding [2].

Sporadic cases of Kikuchi’s disease have been reported in 
Portugal [22]. This reported case describes a patient with an 
unusual presentation, characterized by a caucasian male in the 
sixth decade of life, who evidenced anemia and the simultane-
ous involvement of multiple lymph nodes within several loca-
tions (submandibular, cervical, inguinal, mediastinal and lum-
bar-aortic). Moreover, this form of presentation was associated 
with other less common symptoms, such as marked weight loss, 
asthenia, tiredness, thrombocytopenia and hepatosplenomeg-
aly, suggesting the diagnosis of lymphoproliferative disease.

Differential diagnosis is particularly important because clini-
cal presentation is often in distinguishable from other condi-
tions, such as lymphoma, tuberculosis, sarcoidosis, SLE, viral in-
fections or metastatic diseases, which have a less benign course 
and require more specific and targeted drug therapy. In this 
patient, several investigations were made towards other etiolo-
gies (infectious agents, autoimmunity and tumoral markers), all 
of them negative. 

Although laboratory findings are usually normal, abnormali-
ties may include leukopenia, anemia, and increase of sedimen-
tation rate, C-reactive protein, lactate dehydrogenase and liver 
function enzymes [4,23]. However, the confirmation of KFD di-
agnosis is histopathological, requiring excisional biopsy of the 
involved lymph nodes. This disorder is characterized by destruc-
tion of lymph node parenchyma, and typical findings include 
patchy areas of coagulative necrosis in the cortical and para-
cortical areas of enlarged lymph nodes, together with nuclear 
debris or extensive karyorrhexis [24]. Microscopic examination 
can also demonstrate paracortical foci of histiocytic infiltrate, 
with characteristic absence of neutrophils and eosinophils with 
few or no plasma cells [19]. The immunohistologic landscape of 
KFD is complex and characterized by increased numbers of plas-
macytoid dendritic cells that frequently cluster around apop-
totic/necrotic foci, increased cytotoxic T-cells, and substantial 
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distortion of follicular dendritic cell mesh works [25]. However, 
in the case reported, histological examination of the cervical 
lymph node revealed necrotizing lymphadenopathy with severe 
plasmacytosis.

In most of the reported cases, the usual recovery time is 1 to 4 
months after the onset of symptoms [2,20,21,24]. Although the 
majority of patients has a self-limited clinical course, about 3% 
to 4% of patients experience recurrent episodes [14,16,20,24], 
developed mainly over a period of 2 to 12 years [14], but rarely 
as late as 19 years after initial diagnosis (one case described) 
[24].

In this case, two years after initial presentation the diagnosis 
of relapse of KFD was admitted, taking into account the pres-
ence of isolated intrabdominal lymphadenopathies, the similar-
ity with the initial symptoms and the favourable response to 
corticotherapy. According to the literature, fever, fatigue, extra-
nodal involvement and long symptomatic duration were some 
important predictive factors identified for recurrent KFD [14,18] 
and viral infections including EBV, Parvovírus B19 and HHV8 
have been hypothesized to be among the triggers for KFD re-
lapse [16]. Although the reported patient evidenced symptoms 
associated with recurrent disease, no specific factor of recur-
rence has been identified in this case.

As it is a self-limited disease, most cases are controlled with 
supportive therapy (NSAIDs and analgesics) to relieve pain or 
fever, but in more severe conditions, corticosteroid therapy may 
be necessary and is the treatment of choice [15]. Patients with 
relapsing disease, or a more severe clinical course, might ben-
efit from a prolonged corticosteroid therapy [15].

In this case, due to the atypical presentation and the severity 
of the symptoms, there was a need for corticosteroid therapy, 
both in the initial episode and in the recurrence phase. The im-
munosuppression caused by the need for corticosteroid thera-
py, associated with the patient delicate structural lung disease 
and the difficulty to control the disorder, conditioned several 
hospitalizations for respiratory infection during clinical course. 
The patient died following several complications due to respira-
tory infection. 

With this report, the authors intend to alert to the diagnostic 
difficulty of a rare cause of lymphadenopathies in the Western 
world, since it is not obvious, nor immediate, requiring the ex-
clusion of other causes that are much more frequent and clini-
cally severe, whose treatment differs significantly and is more 
specific. Early and reliable diagnosis of the disease using im-
aging technologies and laboratory tests (including diagnostic 
histology) and appropriate management of the symptoms are 
crucial to avoid misdiagnosis and mistreatment.
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