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A rare case of multifocal lymphadenopathy in a young male
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Lymphadenopathy can be caused by localized and systemic diseases. While viral and bacterial
infections commonly cause lymphadenitis in young adults, tuberculosis (TB) is a common
cause for lymphadenopathy in endemic areas. Besides, lymphadenopathy may be a presenting
manifestation of malignancy, systemic disorders and some rare diseases. Thus, relevant evalu-
ation and exclusion of commoner causes is important to clinch the diagnosis. Histopathological
examination is mandatory in such patients. We hereby report the case of a young adult male
who presented with low-grade fever and abdominal pain with cervical and mesenteric lymph-
adenopathy in a TB endemic region, but was proved to have atypical presentation of Kikuchi—
Fujimoto disease, which is a rare but benign cause of lymphadenopathy.

INTRODUCTION

Multifocal lymphadenopathy can be caused by various loca-
lized and systemic diseases. The aetiology of lymphadenitis
can be broadly divided into infectious, inflammatory and ma-
lignant causes and depends on epidemiology, age of the
patient and patient’s immune status. Some causes of general-
ized lymphadenopathy include tuberculosis (TB), lymphoma,
HIV—AIDS, toxoplasmosis, secondary syphilis, Kikuchi—
Fujimoto disease (KFD), Lymphogranuloma venereum and
Kawasaki disease. In endemic areas, 20—40% of tubercular
lymphadenitis involves cervical lymph nodes, whereas ~39%
may involve other lymph node sites [1]. In children and young
adults, both acute and chronic infectious agents like Epstein—
Barr virus and Mycobacterium tuberculosis are common [2].

In countries with high TB prevalence, empirical anti-
tubercular therapy (ATT) is often routinely instituted based on
clinical history and findings. In these cases, other causes may
be overlooked until there is a non-response to ATT. WHO
recommends lymph node excision biopsy in cases where fine
needle aspiration cytology (FNAC) and stain for acid fast
bacilli (AFB) are inconclusive [3]. While this aids confirm-
ation of TB, a negative histopathology would indicate the
need for further investigations to rule out other causes.

© The Author 2014. Published by Oxford University Press.

We hereby report a case of KFD in a young Asian male pre-
senting with abdominal pain, polyarthralgia, cervical and mes-
enteric lymphadenopathy.

CASE REPORT

A 19-year-old male student presented to the Department of
Respiratory Medicine with a 2-month history of intermittent
low-grade fever, polyarthralgia and dull abdominal pain.
There was no history of vomiting, diarrhoea or weight loss. A
meticulous workup had been performed prior to presentation
to our clinic (Table 1) and was within normal limits except for
mesenteric lymphadenopathy on abdominal ultrasonography.
He had previously been treated with a short course of non-
steroidal anti-inflammatory drugs (NSAIDs) and antibiotics.
In view of partial relief of symptoms, a presumptive diagnosis
of abdominal TB was made and empirical ATT had been insti-
tuted by the treating physician.

At presentation to our hospital, the patient had been on
ATT for 3 weeks and had developed a new onset painless
right-sided neck swelling along with intermittent high-grade
fever and joint pains. On examination, vital signs were nor-
mal (temperature—36.6°C, pulse rate—80/min, BP—120/
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Table 1. Laboratory investigations

Investigations Prior to admission

Post admission Follow-up

Total leucocyte count 4200 cells/cumm

Mantoux test Negative
ESR 58 mm/h
C-reactive protein 85 mg/l
Uric acid Normal
Liver enzymes

SGOT Normal

SGPT
Smear for malarial parasite Negative
Dengue serology Negative
Blood, urine culture Sterile
ASO, rheumatoid factor Negative
Widal test Negative
Hbs Ag. HCV, HIV serology Negative

ANA, anti-dsDNA -

3700 cells/cumm 6200 cells/cumm

35 mm/h 20 mm /h
7.2 mg/dl 7.1 mg/dl
65.8 1U/ 42 TU/
13.7 U/ 651U/
Negative —

ANA: antinuclear antibody; ASO: anti-streptolysin 0; ESR: erythrocyte sedimentation rate; SGOT: serum glutamic oxaloacetic transaminase; SGPT: serum

glutamic pyruvic transaminase.

Figure 1: Lymph node biopsy section showing patchy areas of necrosis, his-
tiocytes with abundant cytoplasm, peripheral crescentic nuclei ,patchy mono-
nuclear and mixed lymphoid cell proliferation, paracortical hyperplasia,
cellular debris and nuclear dust (karyorrhexis) (H&E x 10).

76 mmHg and respiratory rate—15/min). There was no pallor,
icterus, cyanosis or jugular venous distension. Neck examin-
ation revealed non-tender, matted, firm lymph nodes 1 x 2 cm
size in the right lower deep cervical region without rise in
local temperature. There were no palpable lymph nodes else-
where. Lung and cardiac examination were normal. On ab-
dominal examination, there was no organomegaly, free fluid
or tenderness. Laboratory investigations were performed
(detailed in Table 1). A chest radiogram was normal. A repeat
abdomino-pelvic ultrasonography confirmed the presence of
multiple variable sized, non-matted mesenteric lymph nodes
predominantly in the right lumbar region, the largest

Figure 2: Lymph node biopsy section showing paracortical necrosis with col-
lection of histiocytes and karryorhexis (H&E x 10).

measuring 20 x 11 mm. There was no free fluid or organome-
galy. FNAC of right lower cervical lymph node showed non-
specific lymphoid hyperplasia; stain for AFB was negative.
As new lymph nodes had appeared and patient continued to be
symptomatic on ATT, an excision biopsy of the same lymph
node site was performed to rule out non-tubercular causes
of lymphadenopathy. Histopathological examination of the
specimen revealed follicles with reactive germinal centres,
paracortical hyperplasia, patchy necrosis and crescentic histio-
cytes, suggestive of KFD. There was no evidence of granu-
lomas or atypical cells. Stain for AFB was negative. TB PCR
was also negative; culture for AFB was not performed in view
of negative stain and PCR results (Figs 1—3). Bone marrow
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Figure 3: Lymph node biopsy section showing prominence of karyorrhectic
debris with histiocytes (H&E x40).

aspiration and biopsy were performed to rule out lymphoma.
No evidence of lymphomatous involvement on the aspirate
was noted. Karyotyping in the bone marrow aspirate was also
normal. Patient also underwent enteroscopy and colonoscopy
with mucosal biopsies to rule out mycobacterial and Yersinia
pseudotuberculosis infection. Histopathology showed non-
specific duodenitis, ileitis and colitis with no evidence of
tubercular granulomas. Since KFD is known to be associated
with systemic lupus erythematosus (SLE), antinuclear anti-
body (ANA) and anti-ds-DNA were sent and were negative.
As there was no evidence of TB, ATT was stopped and the
patient was managed symptomatically with NSAIDs. He
improved clinically with complete regression of the cervical
and abdominal lymphadenopathy within a month of treatment.
Steroids were not added in view of complete response on
follow-up.

DISCUSSION

KFD is also known as histiocytic necrotizing lymphadenitis. It
is a rare, benign and self-limiting cause for localized lymph-
adenopathy. Though KFD has a worldwide distribution, but
Asians have a higher prevalence of occurrence of the disease
[4]. On review of literature, sporadic case reports and series
have been published, but the exact incidence and pathogenesis
of the disease is still unknown [5—7].

Pathogenic hypotheses proposed for KFD include apoptosis,
autoimmune responses and infections due to Epstein—Barr
virus, Cytomegalovirus and Herpes virus. KFD has also been
reported as a forme fruste of SLE. Several authors have reported
a diagnosis of KFD before, during and after SLE diagnosis.

This disease occurs predominantly in young female
patients. The clinical presentation includes low-grade fever,
night sweats and cervical lymphadenopathy, which is similar
to that of TB. In two case series by Kikuchi [8] and Fujimoto
et al. [9], KFD has been misdiagnosed as lymph node TB and
wrongly treated before histopathological confirmation in
~50 and 58% of patients, respectively. It is thus considered as
an uncommon differential of lymphadenopathy, because its

course and treatment differ dramatically from other causes of
lymphadenopathy such as lymphoma, TB and SLE. In a case
series by Dorfman and Berry [10], ~40% of patients with
KFD have been wrongly diagnosed or treated as Hodgkin’s
lymphoma. In SLE patients, arthritis and polyarthralgia may
also be present. However, these manifestations have been
sporadically reported even in patients without SLE [11, 12].

Involvement of other lymph node sites is less frequent. Of
these, involvement of intra-abdominal lymph nodes by KFD
is extremely uncommon. Only about 17 cases of intra-
abdominal lymphadenopathy have been reported thus far in
the literature [13].

Management of this disease is usually supportive and
includes NSAIDs to alleviate symptoms. The use of systemic
corticosteroids has been recommended in severe cases of gen-
eralized and extranodal KFD with multisystem involvement or
in the presence of positive ANA titres. Immunosuppressive
agents have also been used in life-threatening disease.

The disease is usually self-limiting and has a favourable
prognosis in most patients with resolution within 6 months of
onset. However, protracted symptoms and recurrences have
also been reported. As SLE may occur even after complete
resolution of symptoms, a strong index of suspicion is import-
ant during follow-up visits.

Our patient was a young Asian male who presented with
constitutional symptoms, mesenteric and cervical lymphaden-
opathy in a TB endemic area. He had been initiated on anti-
tubercular treatment based on the presence of mesenteric
lymphadenopathy. The subsequent appearance of cervical
lymphadenopathy and the intervention of excision biopsy fol-
lowing an inconclusive FNAC was the cornerstone to diagno-
sis in this patient.
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