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CASE REPORT

ATYPICAL LYMPH NODE INVOLVEMENT IN A RARE CASE

OF KIKUCHI-FUJIMOTO DISEASE: A CASE REPORT
AND LITERATURE REVIEW
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Kikuchi-Fujimoto disease (KFD) is a rare, benign condition that often mimics in-
fectious or malignant disorders. We report the case of a 36-year-old woman with
atypical lymphadenopathy involving axillary, supraclavicular, and infraclavicular
lymph nodes, without cervical involvement. Initial treatment with antibiotics and
acetaminophen was ineffective. Laboratory tests excluded infection and other under-
lying diseases, while ultrasonography confirmed lymphadenopathy. Excisional
biopsy revealed histopathological findings consistent with KFD. Surgical removal
of the affected lymph nodes resulted in complete symptom resolution. This case
highlights the importance of considering KFD in unexplained lymphadenopathy
and the diagnostic value of excisional biopsy.
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Introduction

Kikuchi-Fujimoto disease (KFD) is also known as
histiocytic necrotizing lymphadenitis. It is a rare and
benign condition that most commonly presents with
enlargement of the cervical lymph nodes, fever, and
night sweats. The disease was first described in Japan in
1972 by Dr. Masahiro Kikuchi and Y. Fujimoto {1, 21.
Although it occurs most frequently in individuals
of Asian descent, cases have been reported worldwide
[3-51. It predominantly affects young adults, particu-
larly women under 40 {6-81. The aetiology and patho-
genesis of KFD remain unknown. Viral infections and
autoimmune mechanisms are suspected to be contrib-
uting factors {9, 10}. Histopathological examination
of the affected lymph nodes remains the gold standard
for diagnosis. Although generally benign and self-

limiting, awareness of KFD is essential to avoid mis-
diagnosis and unnecessary aggressive treatment.

This report presents a rare case of KFD in
a 36-year-old woman with isolated left-sided axillary,
supraclavicular, and infraclavicular lymphadenop-
athy, initially suspected of having an infectious or
malignant aetiology. The diagnostic process, clinical
course, histopathological findings, and resolution fol-
lowing surgical excision are discussed in the context
of current literature.

Case report

A 36-year-old woman was admitted to our hospi-
tal with a persistent cough, fever, and axillary lymph-
adenopathy lasting for two months. Her first fever
occurred after pharyngitis.
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Her body temperature rose as her blood pressure
increased. She was initially treated with a two-week
course of oral antibiotics and acetaminophen to reduce
the temperature. Physical examination revealed swol-
len axillary, supraclavicular, and infraclavicular lymph
nodes on the left side. The lymph nodes were non-tender,
mobile, and firm. Ultrasonographic evaluation con-
firmed lymphadenopathy, with the largest lymph node
in the axillary region measuring 37 x 15 mm. Chest
X-ray and abdominal ultrasound (US) did not show
any abnormalities. Blood examination laboratory tests
revealed leukopenia. Peripheral blood smear analysis
demonstrated lymphocytopenia, granulocytopenia,
and eosinopenia. Elevated inflammatory markers,
including C-reactive protein (CRP), were detected.
Serum lactate dehydrogenase (LDH) levels were ele-
vated. Coagulation tests showed a slightly prolonged
activated partial thromboplastin time and prothrom-
bin time. An increased level of B-2-microglobulin was
detected in the patient’s serum. Epstein-Barr virus
(EBV), parvovirus (B19), cytomegalovirus (CMV), and
serological assays were also conducted. Epstein-Barr
virus, B19 and CMV capsid IgG tested positive, while
capsid IgM tested negative. These results suggest that
the patient likely had a history of exposure to EBV,
B19, and CMV without evidence of active or recent
infection (Table I).

Kikuchi-Fujimoto disease is an inflammatory pro-
cess involving mainly cervical lymph nodes. Here we
present the case with distinctive histopathologic fea-
tures, however lymphadenopathy occurred in a group
of axillary, supraclavicular, and infraclavicular lymph

Table I. Laboratory investigation of the patient

nodes on the left side. Other less often affected sites
include mediastinal, abdominal and inguinal groups.
First sample was collected by core needle biopsy
which showed complete effacement of lymph node’s
histoarchitecture and replacement by multiple histio-
cytes with pale cytoplasm, polymorphic lymphocytes
(mainly of T-lineage) and scattered plasmacytes. Sug-
gestion of KFD was made in the pathologic result
followed by excision of a cluster of lymph nodes mea-
suring 9 x 4.5 x 2 cm, which showed similar histo-
pathologic picture (Figure 1A, B). In addition, areas
of bland necrosis containing apoptotic bodies became
much more prominent (Figure 1C, D), neutrophiles
were not observed. Immunohistochemical stains were
performed highlighting a large number of histiocytic
cells CD68+ and plasmacytoid dendritic cells
CD123+ (Figure 1E, F). The above description is
characteristic of histiocytic necrotizing lymphadenitis
which is an alternative term of this disease.

Based on histopathological findings, a diagnosis
of KFD was established. Following excision, the pa-
tient’s fever and malaise resolved. A positron emis-
sion tomography did not reveal any abnormal met-
abolic activity.

Discussion

Kikuchi-Fujimoto disease is an uncommon cause
of lymphadenopathy in Europe, but it is more com-
mon in Asia [3-5}. The exact frequency is likely
underestimated due to low clinical awareness and
the lack of uniform diagnostic criteria [9]. The dis-

PARAMETERS ON ADMISSION REFERENCE RANGE
White blood cell count (x10%/ul) 2.14 4.16-11.48
Neutrophil (x103/ul) 0.88 1.90-8.0
Lymphocyte (x10%/ul) 0.99 1.2-3.30
Eosinophil (x10%/ul) 0.00 0.04-0.41
C-reactive protein {mg/l} 8.92 <5.0
Partial thromboplastin time {s} 37.4 9.3-14.0
Prothrombin time [s} 15.5 25.4-36.9
Lactate dehydrogenase [U/I} 51.4 135-214
B-2-microglobulin {mg/1} 2.69 0.80-2.40
Virus antibody measurement
Epstein-Barr virus viral capsid antigen IgG (S/CO) 62.86 > 1.0 reactive
Epstein-Barr virus viral capsid antigen IgM (S/CO) 0.38 > 1.0 reactive
Cytomegalovirus IgG (S/CO) {IU/ml} 237.0 > 1.0 reactive
Anti-parvovirus IgG antibodies {IU/ml} >150.0 > 2.5 reactive
HBsAg {1U/1} 30.3 < 10.0

HIV antigen-antibody combination test

Inactive
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Figure 1. Histologic images showing effacement of lymph node architecture in core needle biopsy (A) and in excisional
biopsy (B), areas of necrosis on low magnification (C) and high magnification (D) in excisional biopsy, CD68 immunohis-
tochemical stain (E) and CD123 immunohistochemical stain (F) in excisional biopsy

ease primarily affects young adult women under
40 years old {6-91. The suggested aetiology is in-
fectious, involving various viral, bacterial, and par-
asitic pathogens or autoimmune factors [5, 111
Kikuchi-Fujimoto disease is a regional, mild, and
self-limiting form of lymphadenopathy [8}. These
changes are most often localized in the neck, and less
frequently in the axillary and supraclavicular regions.
Lymph nodes are enlarged, tender, and painful, and
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are usually unilateral. Occasionally, they may become
hardened or adhere to surrounding tissue {4, 12, 13}.
Symptoms typically resolve spontaneously within
1-4 months, and less commonly within 6 months
{8, 9, 14-161. Generalized lymphadenopathy is
rare {8]. Most patients report a low-grade intermit-
tent fever lasting approximately 1 to 4 weeks. Other
symptoms may include malaise, headache, muscle
pain, upper respiratory tract symptoms, oral ulcers,
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and joint pain {7, 17]. These symptoms are less com-
mon and may include weight loss, nausea, vomit-
ing, and night sweats. Cutaneous manifestations are
uncommon and exhibit considerable morphological
variability, most frequently involving the upper re-
gions of the body. When present, the histopathologi-
cal features of skin lesions closely resemble those ob-
served in the affected lymph nodes, suggesting that
heightened disease activity may elicit an apoptotic
response in both tissues [18-21}. The differential di-
agnosis is broad and must include infectious, congen-
ital, inflammatory and neoplastic aspects. Ongoing
viral infections should be ruled out, with serological
testing covering CMV, EBV, adenovirus, B19, cox-
sackievirus, HIV, Borrelia, Mycoplasma, Toxoplasma
gondii, Yersinia enterocolitica, Brucella, and Bartonel-
la [22-24}. Rare associations with KFD have been
reported for vaccinations, including those for influ-
enza, Japanese encephalitis, and HPV [9]. Recently,
reports have also linked the disease to COVID-19 in-
fection and SARS-CoV-2 vaccination {9, 14, 25-271.
However, it remains unclear whether this association
is truly causal or merely coincidental. Autoimmune
disorders such as systemic lupus erythematosus, We-
gener granulomatosis, Sjogren syndrome, Graves’
disease and Still disease have also been described in
association with KFD [8}. However, these diseases
should be viewed mainly in the context of differen-
tial diagnosis, rather than as direct causes {9, 10, 18,
28, 291. Finally, neoplastic aetiologies should also be
taken into account, including cervical metastases,
primary malignancies of the upper gastrointestinal
tract, or lymphoma.

In many patients, laboratory test results are nor-
mal. In the case of abnormalities in laboratory tests,
an increase in erythrocyte sedimentation rate and
CRP may be observed, along with mild anemia.
The number of peripheral leukocytes, particularly
granulocytes, decreases. One-third of patients show
the presence of atypical lymphocytes in peripheral
blood. Other possible abnormalities include elevated
levels of aminotransferases and LDH in serum. In se-
vere cases, thrombocytopenia and pancytopenia may
occur {9, 10, 12, 13, 30}.

The gold standard for diagnosis is surgical biopsy
of the lymph node {8, 9}. Imaging, using US and/or
computed tomography, should be part of the evalu-
ation. Histopathological features suggestive of KFD
typically show partially retained nodal architecture,
with paracortical regions expanded by patchy fibrinoid
necrosis, accompanied by prominent apoptosis and nu-
clear debris. These areas are infiltrated by aggregates
of crescent-shaped histiocytes, activated T-lymphocytes
(immunoblasts) and plasmacytoid monocytes.
Typically, neutrophils and eosinophils are scarce
[31-341. The cellular infiltrate consists of CD68-positive
plasmacytoid histiocytes and immunoblasts, mainly

of T-lymphocyte origin. The infiltrate is characterized
by a predominance of CD8+ T-lymphocytes over
CD4+ T-lymphocytes {4, 8, 30, 34, 35}.

Symptomatic treatment with nonsteroidal anti-
inflammatory drugs is used. In patients with se-
vere, chronic, recurrent, or extensive disease, corti-
costeroids may be helpful. Hydroxychloroquine has
been effectively used in some patients, especially in
recurrent cases or those resistant to steroids, either
as monotherapy or in combination with steroids.
The patient’s rapid improvement with corticosteroid
therapy aligns with established treatment protocols
for KFD, thus proving its efficacy. No benefit has
been found from the use of antibiotics {111}.

This case highlights the diagnostic challenges
associated with KFD, which can mimic a variety
of conditions. Recurrent fevers, significant weight
loss, and a lack of response to conventional treatment
prompted further diagnostic evaluation for neoplastic
disease. Excisional biopsy established the diagnosis
and differentiated it from other conditions.

Conclusions

This study aimed to present the case of a 36-year-old
female with lymphadenopathy, leading to the diagnosis
of KFD, a rare condition with an unclear aetiology.
The patient lacked typical cervical lymph node enlarge-
ment but presented with enlarged axillary, supraclavic-
ular, and infraclavicular lymph nodes, with histopatho-
logical examination confirming KFD. Laboratory tests
revealed leukopenia, elevated CRP, and LDH levels.
Diagnosis of KFD is often delayed due to nonspecific
symptoms, highlighting the importance of histopatho-
logical analysis. It is essential to distinguish it from neo-
plastic diseases, as the treatment recommendations for
these conditions differ significantly. Early recognition
can improve prognosis, and symptomatic treatment
can lead to rapid clinical improvement.
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