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A Case Report on Kikuchi-Fujimoto Disease:
A Rare Lymphohistiocytic Disorder of Unknown Etiology

Mohammad Masud Karim'

Abstract

Background: Reported first in 1972, histiocytic
necrotizing lymphadenitis, also known as Kikuchi-
Fujimoto Disease (KFD), is an infrequent and self-
restricting disorder of lymph nodes, predominantly found
in the Southeast Asian region. The common presentation
of this disease is a young Asian individual presenting with
painful cervical lymph node enlargement. Due to this
disease's uncommon nature, it is often misdiagnosed by
clinicians as Systemic Lupus Erythematosus (SLE)
malignant lymphoma, or tuberculosis. Although there are
numerous hypotheses about the etiology of this illness
being viral or autoimmune in nature, strong evidence is yet
to be established. To let our readers to know about the
disease so that we can deal patients with lymphadenopathy
keeping this rare disease in our mind.

Case Presentation: Here we present A 20 years-old-
female hailing from the hill tracts of Bandarban in
Bangladesh presented with three months history of right-
sided inguinal lymphadenopathy, which was progressive
and non-tender in nature. Associated symptom includes
low-grade fever. There was no history of night sweats,
weight loss, cough and no other group of
lymphadenopathies. So, lymphnode biopsy done and
report came as Kikuchi-Fujimoto disease. The patient
made full recovery with supportive care only.

Conclusion: Fever with lymphadenopathy may be due to
wide range of etiologies. Although Kikuchi-Fujimoto
disease is rare, it is important to diagnose it accurately. So,
we can prevent further costly investigations and imaging at
the same time we can avoid potential harmful treatments
and psychological stress to the patient.

Key words : Inguinal swelling; Kikuchi-Fujimoto disease;
Lymphadenopathy; Pyrexia of unknown origin.

Introduction
Kikuchi-Fujimoto Disease (KFD) also known as
histiocytic necrotizing lymphadenitis, is a benign,
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sporadic, self-limiting lymphohistiocytic disorder.
It was originally described in 1972 by Kikuchi and
Fujimoto individually.! It is frequently associated
with fever and lymph node enlargement, along
with some systemic symptoms. The first case was
identified in Japan; since then, KFD has been
reported from all around the world, with a higher
prevalence in Southeast Asia.”> The disease was
previously thought to be female predominant
(Male: female ratio of 1: 4). But recent reports
suggest that the actual ratio is closer to 1: 1.
Typically, the disease affects young adults
between the age of 20-30, but the pediatric age
groups are also reported to be affected. However,
compared to adults, males are more frequently
affected than females (1.14: 1) in the pediatric age
group.* There is no specific treatment, and
management is mainly symptomatic.

Case Presentation

A 20 years old female hailing from the hill tracts
of Bandarban in Bangladesh presented with three
months  history of right-sided inguinal
lymphadenopathy, which was progressive and
non-tender in nature. Associated symptom
includes low-grade fever. There was no history of
night sweats, weight loss, cough, upper respiratory
tract infections, headache, joint pain, myalgia,
rash, or ocular manifestations. There was no
history of contact with any Tuberculosis patient.
Menstrual history and family history of
autoimmune diseases were insignificant. On
presentation, the patient was hemodynamically
stable with an average Body Mass Index (BMI).
The patient was slightly anemic. Blood pressure
was recorded at 100/60 mm Hg with a pulse rate
of 90/min, regular and of good volume, and
respiratory rate was 20 breaths/min. Oral, nasal
and ear examination findings were normal. On
physical examination, there was lymphadenopathy
involving both the inguinal and axillary regions.
The right inguinal lymph node was the largest,
measuring approximately 4X2 centimeters,
whereas other lymph nodes were approximately
0.5%0.5 centimeters. Lymph nodes were firm,
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rubbery, and mobile with no inflammatory signs.
Abdominal examination revealed no hepatospleno-
megaly. Respiratory, cardiovascular and neurologi-
cal examinations were unremarkable. Initially, a
complete blood count and chest X-ray were per-
formed. Complete blood count revealed raised ESR
with anemia; other parameters were within the nor-
mal range (Table I).

To ensure a definitive diagnosis, surgery with
lymph node excision and biopsy was performed
from the right inguinal lymph node. The histopa-
thological report revealed features of histiocytic
necrotizing lymphadenitis characterized by large
areas of necrosis along with nuclear debris sur-
rounded by transformed lymphocytes, histiocytes
and plasmacytoid monocytes with no evidence of
malignancy (Figure 1, 2). Thus, a definitive diag-
nosis of histiocytic necrotizing lymphadenitis was
made. Subsequently, watchful waiting was advised
with supportive treatment (500mg Paracetamol
tablet if there is fever) and follow up twice a
month to monitor the spread of lymphadenopathy.
The disease course was uneventful. Lymphadenop-
athy and fever resolved gradually within a month
with no complications. The patient was scheduled
for a six-monthly follow-up and advised to return
if there were any symptoms of autoimmune dis-
eases (Rash, joint pain weight loss or gain etc)

Fig 1 Necrosed area surrounded by transformed
lymphocytes, histiocytes and plasma cytoid cells

Fig 2 Necrotizing lymphadenitis (Kikuchi-Fujimoto
Disease) showing large areas of necrosis with
nuclear debris
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Table I Lab investigations of respondent

Tests Result Reference value
Hemoglobin 10.2 g/dL Male: 14-18 g/dL
Female: 12-16 g/dL

Red blood cells 5.18 million/ul ~ 4.2-6.2 million/ul
Platelets 350,000/Cmm  150,000-450,000/Cmm
White blood cells  6,800/Cmm 4,000-11,000/Cmm
Neutrophil 62% 40-75%
Lymphocyte 27% 20-45%

Monocyte 3% 2-8%

Eosinophil 8% 1-6%

Basophil 0% 0-1%

PCV (Hct) 32.2% Male: 47-54%
Female: 37-47%

ESR 40 mm Male: 0-10 mm
Female: 0-15 mm

MCV 62.2 fL 76-96 fL

MCH 19.7 pg 26.6-33.5 pg
MCHC 31.7 g/dL 31.4-38.5 g/dL
Discussion

There are many hypotheses about KFD, but none
of them is confirmed yet. The theories indicate
that the disease may be related to viral infection or
autoimmune process. Organisms such as Epstein-
Barr virus, cytomegalovirus, varicella-zoster virus,
human herpes virus-6, human immunodeficiency
virus, Yersinia enterocolitica, and Toxoplasma
gondii were investigated, but no correlation could
be established.’ Some literature speculated that
KFD is a hyperimmune condition triggered by
virus-infected transformed Ilymphocytes. This
hypothesis depends on the histopathological
highlights of the illness, which are like those seen
in viral diseases.® KFD has been reported to have
association with SLE, Still’s disease, Wegener’s
granulomatosis, Graves’ disease, Sjogren’s
disease, Hashimoto’s Thyroiditis.”® Pathogenesis
of KFD is still poorly understood, but it has been
suggested that KFD represents an exuberant T-
cell-mediated immune response to various
antigens in genetically susceptible people.?
Human Leukocyte Antigen (HLA) class 1I alleles,
specifically HLA-DPA1 and HLA-DPBI1 have
been frequently found in Asian KFD patients,
which is extremely rare in other ethnicities.’

The most common presentation of KFD is
lymphadenopathy (100%). The affected nodes are
usually unilateral, firm, tender, mobile, non-
fluctuant, non-draining. Although the cervical
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nodes are commonly involved, our patients had
enlarged non-tender inguinal nodes. Axillary or
supraclavicular lymph nodes can also be involved.
The onset is acute or subacute, developing within
a few days or weeks.!° Lymphadenopathy is fre-
quently accompanied by low-grade fever (35%).
Other common symptoms include- fatigue (7%),
joint pain (7%), anemia (23%), erythematous rash
(10%).> Occasionally, weight loss, nausea, vomit-
ing, sore throat, and night sweats can be seen.!”
Very rarely, hepatomegaly (3%) and splenomegaly
(2%) have been reported in an analysis of 244 cas-
es.> Younger children can sometimes present with
neurological symptoms (11%) resembling aseptic
meningitis or encephalitis.!'* Some reports de-
scribed ocular symptoms like- oculomotor palsy
with papillary edema, conjunctival injection with
mild bilateral anterior uveitis.'?> Of all these clini-
cal features, our patient presented with fever, lym-
phadenopathy and mild anemia. If the anemia
should not be considered significant or not is un-
certain as young girls from poor socio-economic
populations of Bangladesh commonly suffer from
a mild degree of nutritional anemia.

Hematological findings of KFD reveal mild
granulocytopenia, lymphocytosis, and
thrombocytopenia.'> Although these lab values
were normal in our patient, anemia was present.
Lactate Dehydrogenase (LDH) C-reactive Protein
(CRP) and Erythrocyte Sedimentation Rate (ESR)
can be elevated. Lab values may show decreased
complement level.> Autoimmune antibody studies
including  antinuclear antibody (ANA),
Rheumatoid Factor (RF) and anti-ds DNA are
usually negative, which helps in differentiation
from other autoimmune diseases. Although in our
case, the autoimmune panel was not done due to
the patient’s poor socio-economic condition,
rather a direct approach to diagnosis by excisional
biopsy was done by the surgeon. Ultrasound study
of enlarged lymph node shows features of
echogenic hilum, absence of internal calcification
and necrosis with a regular vascular pattern. These
are typical features of Kikuchi disease.'* Fine
Needle Aspiration (FNA) can aid in diagnosis
with an accuracy of 56.75%.!° But a definitive
diagnosis can be made by lymph node biopsy and
histological examination. Microscopically, there is
focal and well-circumscribed paracortical
necrosis. The degree of necrosis may vary from
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patient to patient. But there is abundant Karyor-
rhectic debris, scattered fibrin deposits, and col-
lection of mononuclear cells with cellular debris.'®
The primary lesional cells are histiocytes (CD68
and CD163+), which are involved with the aggre-
gates of plasmacytoid dendritic cells (TCL1 and
CD123+)."7

Several diseases can be considered as a differen-
tial diagnosis of Kikuchi disease, such as - cat
scratch disease, Epstein—Barr virus, Infectious
Mononucleosis, Kawasaki disease, leprosy, SLE,
sarcoidosis, syphilis, Toxoplasmosis, tuberculosis
etc. An absence of neutrophils in areas of necrosis
and lack of follicular lymphoid hyperplasia differ-
entiate Kikuchi from cat scratch disease and other
bacterial infections. Presence of hematoxylin bod-
ies, plasma cells, and neutrophils rules out SLE.
Incomplete architectural effacement with patent
sinus, plasmacytoid dendritic cells at the periphery
of lesions with low mitotic activity and the ab-
sence of Reed — Sternberg cells can rule out ma-
lignant lymphoma.'® Clinically KFD can closely
resemble the clinical features of TB, so often, the
patients are wrongfully started on anti-TB medica-
tions. This can be easily avoided by histological
analysis of the affected lymph node.

KFD is a benign, self-limiting disease that usually
doesn’t require treatment. In mild form of the
disease, treatment mainly focuses on relieving
symptoms. Rest, analgesic, and antipyretics
should alleviate the fever and lymph node
tenderness. In case of asymptomatic disease, only
observation has proven to be sufficient. Patients
with extra nodal involvement, such as — CNS,
eyes, or skin involvement can benefit from a short
corticosteroid regimen.!” In a child with
symptomatic ~KFD, rapid response to
hydroxychloroquine has also been reported.?’
Surgical intervention may be necessary to make a
confirmatory diagnosis by excisional biopsy of
affected lymph node.

Being a benign disease, KFD has a good progno-
sis. It usually resolves within 1 to 4 months.!°
However, an analysis of 244 cases of KFD has re-
ported a mortality rate of 2.1%.°> So far, 4 deaths
have occurred from KFD-triggered hemophagocyt-
ic syndrome, pulmonary hemorrhage, anemic heart
failure, and multiorgan failure. These patients were
immunosuppressed, and there were probably other
factors involved in their fatal prognosis.
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After analyzing approximately 800 cases, the
recurrence rate of KFD is estimated at less than
10%.'° Recurrence can occur as long as 8 years
after the initial presentation.” Also, there is a risk
of developing other autoimmune conditions. 4
cases are reported where patients developed SLE
after 4-13 months of diagnosis with KFD.2! So, a
long-term follow-up should be implemented for
KFD patients.

Limitations

Most important limitations of this study were
language problem. We had to take help of a
translator to communicate with the patient as the
patient cannot speak in Bangla language properly.
The other limitation was the patient came from a
remote area of hill tract where well transport and
mobile network were not available. So, we could
not follow up exactly in time as we expected.

Conclusion

This case represents an unusual cause of
lymphadenopathy with low-grade fever in a young
girl residing in hill tracts (Bandarban,
Bangladesh). Ethnicity, traveling history, and
concurrent presence of autoimmune disease -
these factors are yet to be established in such
cases. Though Kikuchi-Fujimoto Disease is a rare
and relatively benign disease, sometimes clinical
features are often mistaken as other common
infectious diseases. This sometimes leads to
symptomatic treatment of such patients rather
than definitive diagnosis considering the socio-
economic background of developing countries.

Recommendation

Priority should be given to establishing the
definitive diagnosis, which will prevent harmful
costly treatments and psychological stress to the
patient, as well as help us to show more detailed
information of this disease in the future.
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