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ABSTRACT

Kikuchi-Fujimoto disease, or histiocytic necrotising lymphadenopathy of unknown aetiology, is a
rare, benign and self-limiting cause of lymphadenopathy often involving the cervical nodes, and
rarely presenting with mesenteric lymphadenopathy. We present a 26-year-old Caucasian male,
who presented with right iliac fossa pain and low grade pyrexia, mimicking acute appendicitis. He
underwent a laparatomy and an extended right hemi-colectomy for a caecal mass. Histology of the
specimenshowed lymphnodes with extensiveareas of necrosis, withabnormal architecture suggesting
Kikuchi-Fujimoto lymphadenopathy. This was further confirmed by immunohistochemistry. In
this context maintenance of a high index of suspicion of this condition can avoid major surgical
interventions. We describe the management of our case of Kikuchi-Fujimoto’s disease involving the

mesenteric nodes and provide an up to date review of the pertinent literature on this subject.
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INTRODUCTION

Kikuchi-Fujimoto disease (KFD), also known as
histiocytic necrotizing lymphadenitis, was first described
in Japan. It is a self-limiting, benign conditioning causing
regional lymphadenopathy of unknown aetiology. It
presents in all races and both sexes equally with an
average age of presentation between 20-30 years. The
cardinal symptoms are of that of a flu, which includes
fever, myalgia, headaches, sore throats; less common
symptoms include abdominal pain, weight loss and night
sweats. Majority of the cases present with cervical
lymphadenopathy and involvement of the mesenteric
lymph nodes is uncommon. Here, we describe a case of
KFD with presentation mimicking acute appendicitis and
put forward an up to date review of literature relevant
to the management of KFD.
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CASE REPORT

A 26-year-old Caucasian male was admitted via the
accident and emergency department, with right iliac
fossa (RIF) pain and pyrexia. He had abdominal pain
around the umbilical region for 3 days, which then
migrated to the RIF; this was associated with anorexia
and nausea, but no vomiting. The patient did not
have any past medical, family or drug history. He was
haemodynamically stable but had pyrexia of 37.9°C.
Abdominal examination revealed mild tenderness over
the RIF, but no guarding or rebound tenderness. The
white cell count (WCC) was 10.2 but the C-reactive
protein (CRP) was raised to 125mg/L (0 — 6 mg/L).

On overnight observation, the symptoms failed
to resolve, therefore operative intervention was
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considered necessary. Under general anaesthesia,
abdominal palpation revealed an ill-defined mass in the
RIF, which was accessed through an oblique muscle-
cutting incision. A hard, irregular mass was present
in the caecum, which had perforated with minimal
contamination. The appendix appeared normal. There
were multiple enlarged lymph nodes in the mesentery
extending up to the origin of the superior mesenteric
artery. Rest of the colon, small intestine and liver were
normal. A radical right hemicolectomy was performed
which included all palpable enlarged lymph nodes in the
mesocolon. The postoperative course was uneventful
and the patient was discharged on 10" postoperative
day.

Figure 1. Section of ileocaecal region showing a lymph
node on the mesentery (arrowed) involved with KFD.

Figure 2. Section of a lymph node showing geograph-

ic areas of necrosis.

Figure 3. Section showing areas of granuloma with
giant cells and necrosis.

Figure 4. Section showing a multinucleated giant cell
(arrowed).

Macroscopic examination of the resected specimen
showed an oedematous ileocaecal valve with an oblong
mass in the adjacent mesentery measuring 6.6cm x
4.0cm x 3.0cm and composed of large but discrete
lymph nodes. Microscopy showed lymphoid tissue with
extensive “geographic” areas of necrosis, obliterating
their normal architecture. There was presence of
narrow bands of macrophages at the margin giving
granulomatous appearance. Elsewhere in the areas
showing early necrosis, lymphoid follicles were replaced
by apoptotic debris. Such are features suggestive of
KFD. Staining for bacteria and fungi were negative.
However the Epstien- Barr Virus (EBV) stain was
positive and so was the serology for EBV. A review
of the patients six weeks following the surgery was
unremarkable and hence was discharged from our care.

DISCUSSION
In 1972, Kikuchi and Fujimoto, independently,
described necrotising cervical lymphadenitis with
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focal proliferation of reticular cells accompanied by
numerous histiocytes and extensive nuclear debris.
This condition is being increasingly recognised as an
important cause of lymphadenopathy worldwide.'? It
occurs commonly in young adults aged 20-30, with
localised lymphadenopathy associated with leukopenia
and fever, which is usually self- limiting.3

Previously, KFD was reported to affect more women
than men and predominantly seen in East-Asian
patients.  Lately, more cases have been reported
suggesting that the actual ratio of male to female is
1:1, with no racial predilection.®>* Although the actual
aetiology of this condition is unknown, KFD is seen in
association with variety of neoplastic, infectious and
autoimmune conditions. Pathogens that are thought to
cause KFD are Human Herpes Viruses 6 and 8, Herpes
Simplex Virus, Adenovirus, Parvovirus B19, Epstein
Barr Virus, Cytomegalovirus, Varicella Zoster virus,
Dengue Virus, M. azulgia, Yersinia sp. and protozoa.2
The clinical presentation and laboratory findings seen
in KFD overlap notable with lymphoma, both Hodgkin’s
and non-Hodgkin’s lymphomas, where foci of necrosis
may be present within lymph nodes.'® There have
been many reports of KFD occurring in conjunction
with systemic lupus erythematous(SLE). SLE too
can have lymphadenitis characterised by prominent
foci of necrosis. Differential diagnoses also include
sarcoidosis, plasmacytoid T-cell leukaemia, Kawasaki
disease, tuberculosis and nodal metastases from
adenocarcinoma.

Symptoms and signs can vary widely and this condition
can easily be misdiagnosed. Cardinal symptoms are
usually that of a flu; 30-60% of patients present with
fever, night sweats, headache, arthralgia, myalgia, sore
throat; other less frequent symptoms include weight
loss, nausea, vomiting, abdominal pain.>® Cervical
lymphadenopathy is a common presentation, which
involves posterior cervical triangle lymph nodes in 80%
of patients, which is usually unilateral.” Less commonly
affected lymph nodes are the axillary, mediastinal,
coeliac, mesenteric, and inguinal lymph nodes, which
are painless or minimally tender.® Systemic symptoms
are as a result of extranodal disease and signs include
rash, hepatosplenomegaly, and neurological signs.®

The involvement of the mesenteric lymph nodes as
occurred in our case is uncommon. It can sometimes
be difficult to come to a diagnosis clinically and as a
result patients have taken an operative route, as in our
case. Laparotomy was performed in 11 cases®'7:2425;
majority for possible appendicitis.

Investigating patients with possible KFD can be
challenging. Blood tests are usually non-specific
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and inconclusive. Occasionally, there may be slight
thrombocytopenia, neutropenia with lymphocytosis
and elevation of erythrocyte sedimentation rate (ESR)
or CRP. Computerised tomography and magnetic
resonance scans do not show characteristic features
of specific lymphadenopathies, but may mimic
lymphoma and other nodal diseases with necrosis
including metastasis and tuberculosis. Miller et al.
had looked into cross-sectional imaging of KFD using
CT and MR scans which showed that small clustered
lymph nodes, which may be characteristic of this
condition.'® For definite confirmation of the diagnosis,
a histopathological examination of the lymph node is
imperative. Fine needle aspiration cytology (FNAC)
has been shown to be a useful method in diagnosing
KFD, although the overall diagnostic accuracy of FNAC
has been estimated to be 56.3% and may lead to
misdiagnosis. Therefore excision lymph node biopsy is
recommended if diagnosis is unclear.?° A full blood test
including immunological screen, chest x-ray, ultrasound
scan of the abdomen or CT scan may help to exclude
other conditions.

Microscopic examination of the lymph node shows
uneven paracortical areas of coagulative necrosis
with karyorrhectic debris. There is distortion of the
nodal architecture and large numbers of different
types of histiocytes at the margin of the necrotic
areas. Thrombosed vessels are seen around the areas
of necrosis. The karyorrhectic foci are formed by
histiocytes and plasmacytoid cells and lymphocytes.
A common finding is the absence of neutrophils and
plasma cells.?' Immunohistiochemical study shows a
predominance of T cells, both CD8* and CD4*, and
some B cells.

KFD is usually self-limiting with spontaneous resolution
of symptoms with recovery within 1 to 4 months. There
is no specific treatment of KFD; however, symptom
control with analgesics is adequate in majority of cases.
Severe cases may require treatment with steroids and
immunosuppresants.?? Recurrence of the disease has
been reported in approximately 4% of cases.* Mortality
is rare, but can occur due to cardiac, hepatic or
respiratory failure.?®

In summary, KFD involving the mesenteric lymph nodes
is a rare condition and may mimic acute appendicitis,
where preoperative diagnosis can be challenging and in
a case like ours, there are no alternatives to laparotomy
and resection of the affected intestine in order to
establish the diagnosis and exclusion of a malignant
lesion.
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