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[Abstract

N\

The disease Kikuchi-Fujimoto Disease (KFD) is a rare benign entity of necrotizing histiocytic lymphadenitis. A case of a 7-year-
old has been discussed in here. His presenting complaints were fever with chills associated with odynophagia and tender cervi-
cal lymph adenopathy. The diagnosis was made on the basis of cervical lymph node biopsy. Improvement in symptoms were
noted with NSAIDs treatment. This is the first case which has been reported from Pakistan, especially in a young boy which is
against the odds as it is the disease which is more common in females and has autoimmune etiology.
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Introduction

One of the rare, idiopathic and generally self-limiting cause of
lymphadenitis that is highly prevalent among Asians is Kiku-
chi-Fujimoto Disease (KFD), also called histiocytic necrotiz-
ing lymphadenitis. The incidence is high in Japanese popula-
tion with only a few cases reported from Europe. It was first
described in 1972 by the pathologists Kikuchi and Fujimoto,
thus the disease name [1,2]. There is some uncertainty regard-
ing its etiology, but likely causative agents seem to more than
one, probably viruses, that activate the autoimmune inflam-
matory response in genetically predisposed individuals [3,4].
It most commonly affects young Asian women usually in the
third decade of life and is usually responsive to the treatment
[5]. This disease carries a long term of risk of recurrence or
progression of Systemic lupus Erythematosis (SLE) [6]. The
symptoms of KFD usually include symptoms of fever, up-
per respiratory tract infection and cervical lymphadenopathy.
The less common presenting symptoms include chills, night
sweats, arthralgia, rash, and weight loss. Clinically, spleno-
megaly or hepatomegaly along with tender lymphadenopathy
have been reported. Histological analysis of an affected lymph
node is needed to confirm the diagnosis of KFD [7] Laboratory
investigations reveal raised inflammatory markers along with
cytopenias [8,9].

Here we present for the first time a boy in Ist decade of life,
diagnosed with KFD on cervical lymph node biopsy.

Case Report
A seven-year-old boy, presented to us with complaints of high-

grade fever associated with rigors and chills since last 25 days.
The fever was intermittent, mostly occurring in the evening
associated with pain during swallowing (odynophagia). There
is no history of associated nausea and vomiting, altered bowel
habits, cough, headache or altered level of consciousness. He
used tap water for drinking purposes and had no prior comor-
bidities. His mother denied family history of any chronic ill-
ness. On examination, he was alert and oriented but was febrile
with temperature of 103-104 F and left cervical lymph node
was enlarged and palpable, which was tender to touch and mat-
ted. There was no jaundice, hepatosplenomegaly or palpable
lymph node. Rest of the examination was unremarkable. On
investigations, he was found to have normal complete blood
count while his C-Reactive Protein (CRP) was 16mg/dl (0.8-
1.8 mg/dl) along with Erythrocyte Sedimentation Rate (ESR)
of 70mm/hour (0-10) and lactate dehydrogenase was also
on slightly higher side i.e-650 IU/ml (normal range-<200).
His PPD test was negative. and his viral serology including
Varicella Zoster Virus (VZV) IgM, Cytomegalovirus (CMV)
IgM, Epstein Bar Virus (EBV) IgM and Herpes Simplex Virus
(HSV) IgM were negative. Chest Xray was normal. Ultraso-
nography (US) revealed a single set of enlarged left -sided
hypoechoic posterior cervical lymph node (maximum size of
2 cm) with low peripheral flow on ultrasound Doppler along
with eccentric cortical thickening hilar deviation. CT chest,
abdomen and pelvis. Documented no other lymph node en-
largement. Considering the diagnostic dilemma, he underwent
excisional left posterior cervical lymph node biopsy which
revealed fragments of lymph node tissue with a necrotizing
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lesion, composed of abundant karyorrhectic debris, fibrinoid
necrosis of small arterioles and collection of large mononucle-
ar cells. Features were suggestive of kikuchi's lymphadenitis.
The biopsy specimen was also sent for AFB smear and AFB

Figurel: (4) Gross view of the node shows hypercellular areas
alternating with hypocellular areas. A few germinal centers
and hemorrhage are evident. (B) Fragmented nuclei, many
histiocytes, and necrosis without prominent neutrophils are
evident in the hypocellular areas (x 400, H & E) Histopatho-
logic examination showing patchy areas of necrosis, numerous
histiocytes, and apoptotic cellular debris. (C) H&E, 20x. (D)
H&E, 400x.

PCR which came out to be negative. He was also tested to rule
out autoimmune etiology (ANA, Anti dsDNA), which came
out to be negative.

The patient was treated symptomatically with NSAIDs (Non-
steroidal anti-inflammatory drugs), and his symptoms of mal-
aise, fatigue and decreased appetite improved on follow up
after 2 months. His mother denied fever and night sweats, and
repeat ultrasonography of left cervical lymph node was nor-
mal. Laboratory parameters including ESR, CRP and LDH,
that were initially deranged, were also within normal range.
On 6 months follow up, the patient was asymptomatic.

Discussion

Kikuchi-Fujimoto disease is a rare benign disease which is as-
sociated with histiocytic necrotizing lymphadenitis. KFD is en-
demic in Asia, especially affects young women with only a few
cases reported from Europe making its diagnosis very diffi-
cult. KFD is usually characterized by symptoms of fever, night
sweats and tender lymphadenopathy. The other less common
presenting clinical manifestations include generalized lymph-
adenopathy, weight loss, enlargement of spleen, skin rash, joint
pain, decrease in weight, nausea, vomiting and central nervous
system involvement. The most commonly involved lymph
nodes are cervical, followed by axillary and other lymph nodes.
The affected lymph nodes have the characteristic of been solid,
mobile, and painful but not been suppurative [6,8]. It is a self-
limiting disease which resolves within several months and has
a recurrence rate of 3-4% [10]. It commonly affects females
under 30 years of age (mean age-29) [11]. We present a case
of 7year old boy with a single cervical lymph node presenting
with constitutional symptoms.

Two possible etiologies of KFD have been identified: viral and
autoimmune. The first one is the viral etiology which consists
of a hyper-immune response in genetically susceptible patients.
The second one is the autoimmune etiology likely because of
the relationship between KFD and autoimmune diseases with
many reports referring KFD as an early stage of SLE [6]. In
our study, both viral as well as autoimmune serology was unre-
markable (ANA=negative). There also have been implication
of Bacteria and parasites have in the pathogenesis of KFD with
controversial results [12,13].

No specific laboratory tests or instrumental examination can
suggest a diagnosis of KFD. The usual laboratory alteration
in KFD includes leukopenia occasionally with atypical periph-
eral blood lymphocytes, anemia, or increased inflammatory
markers [14,15]. Rise in LDH and transaminases may rarely be
seen. In our patient, we had increase in inflammatory markers
such as ESR and CRP along with increase in LDH while Liver
enzymes were normal.

No imaging feature is diagnostic of KFD and it is sometimes
difficult to distinguish KFD from lymphoma and other nodal
diseases with necrosis. The finding of distinctive lymphade-
nopathy pattern consisting of many small clustered lymph
nodes can be noted on ultrasounds, CT scan, and magnetic reso-
nance with a carefully interpretation [9,16,17]. There is limited
diagnostic accuracy when it comes to Fine-Needle Aspiration
Cytology (FNAC) in diagnosing KFD which is approximately
56% [18-20]. Hence, lymph node biopsy is the only way to
reach a correct diagnosis of KFD. In our case, we had painful
and tender cervical lymphadenopathy, so we suspected glan-
dular fever and other viral etiologies. Ultrasound showed mat-
ted lymph node so initially we suspected TB lymphadenitis as
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well as we live in TB endemic area. Workup for tuberculosis
was negative in our case with unrevealing CT Chest, abdomen
and pelvis. So, we decided to go for excisional cervical lymph
node biopsy which revealed features of Kikuchi's lymphadeni-
tis that necrotizing tissue, composed of abundant karyorrhectic
debris, fibrinoid necrosis of small arterioles and collection of
large mononuclear cells.

Despite of advances in medical sciences, no definitive treat-
ment for KFD has been discovered up to date. KFD is usu-
ally a self-limiting condition; however, milder disease can be
controlled by NSAIDs and antipyretics. Reports also suggest
that the use of corticosteroids in case of persistent or more
severe symptoms, as in patients with extra nodular involve-
ment, such as the Central Nervous System (CNS) and Iungs.
The symptomatic patients usually improve with short pulses of
corticosteroids with hydroxychloroquine or IV corticosteroids
reserved for unresponsive patients or patients with complicated
diseases. The best treatment options include alternating high-
dose corticosteroids and IV immunoglobulin .5 In our case,
treatment with NSAIDs was commenced after the histological
results were obtained because of persistence of fever, fatigue,
and night sweats. At 2 months follow up, the patient demon-
strated improvement in clinical and laboratory parameters
while at six-month follow-up, the patient was asymptomatic.
So, we highlight here that KFD is a rare disease that some-
times proves to be a diagnostic dilemma. It should be kept in
mind in the differential diagnosis of lymph node enlargement
because it has an altogether different therapeutic approach as
compared to other entities and misdiagnosis can lead to poly-
pharmacy or unnecessary treatment [9,21]. Various differential
diagnosis should be considered along with KFD which include
infections, Granulomatous lymphadenitis, connective tissue
diseases, and lymphoproliferative disorders [9,22].

This is the first case which has been reported from Pakistan,
especially in a young boy which is against the odds as it is
the disease which is more common in females and has autoim-
mune etiology

Conclusion

In conclusion, we report a case of 7 years young boy diagnosed
with KFD on cervical lymph node biopsy and was treated with
Non Steriodal Anti-Inflammatory Drugss (NSAIDs) and was
symptom free at 6 months interval.

So, KFD can be a diagnostic dilemma and therefore a wide
range of other differentials should be kept in mind while con-
sidering KFD as a diagnosis.
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