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ABSTRACT

Kikuchi-Fujimoto disease (KFD) is an under-recognized disease most commonly presenting with cervical lymphadenopathy, fever,
and cytopenias in young females. Bilateral parotid enlargement is usually caused by infections (e.g., mumps) and autoimmune
conditions (e.g., Sjogren syndrome). Parotid enlargement, inguinal lymphadenopathy, and pyrexia of unknown origin are uncommon
presenting features of KFD and should be suspected in the appropriate setting.
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Introduction

We report a case of a 31-year-old female presenting with
bilateral painful parotitis, a lump in the right groin, and
prolonged pytrexia who was diagnosed with Kikuchi-Fujimoto
disease (KFD) on lymph node biopsy. Very few cases of KFD
presenting with bilateral painful parotid swelling"* and inguinal
lymphadenopathy?* have been reported in the literature. Our
case illustrates the importance of diagnosing Kikuchi’s disease
in a patient presenting with bilateral parotitis and pyrexia of
unknown origin (PUO), which is an unusual presentation of
the disease.

Case Report

A 31-year-old female with a history of travel to Malaysia 6 weeks
prior presented with a 3-week history of high-grade fever with
chills. She reported daily 38.3°C fever without diurnal variation.
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She had a history of watery, nonbloody diarrhea 3 days prior
and occasional cough. She denied any history of breathlessness,
chest pain, diabetes mellitus, or hypertension.

On examination, her general condition and vital signs were normal.
The patient had prominent bilateral parotid swelling measuring
roughly 5 by 4 cm which was soft, tender and nonfluctuating
[Figure 1], and mild right inguinal lymphadenopathy. Rest of the
systemic examination was normal.

The patient was investigated as shown in Table 1. Viral markers
and multiple blood cultures were negative. In view of clinical
features of persistent fever with leukopenia, serological tests for
Cytomegalovirns IgM antibody and Epstein—Barr virus IgM were
done, which were also negative.

The patient was started on injection amoxicillin-clavulanate (dose
1.2 g twice a day) and symptomatic treatment. A computerized
tomogram (CT) scan (chest and abdomen) showed multiple
mildly enlarged nonenhancing, nonnecrotic discrete lymph nodes
in the sub-mental and bilateral deep cervical regions and upper
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Figure 1: Bilateral parotid swellings

abdominal lymphadenopathy, suggestive of a granulomatous
etiology. A biopsy of the cervical lymph node showed brownish
fragment of 2 cm on gross examination and histiocytic
necrotizing lymphadenitis with no evidence of acid-fast Bacillus
or malignancy on microscopy. Tuberculosis (TB) mycobacterial
growth indicator tube and gene expert Mycobacterinm tuberculosis
RIF done from the lymph node were negative.

Discussion

KFD or histiocytic necrotizing lymphadenitis was first described
by Kikuchi and Fujimoto in Japan in 1972. It typically affects
young adults (mean age, 20-30 years). Women are affected more
often than men, with a ratio of 3:1.1

The most common clinical manifestation is cervical
lymphadenopathy (80%). Lymph nodes are usually described as
mildly tender, firm, and 2-3 cm in diameter. A flu-like prodrome
with fever is present in 50% of the cases.! Less common
symptoms include headache, malaise, weight loss, arthralgias,
and night sweats. Parotidomegaly, as seen in our patient, may be
present, but is uncommon. Cutaneous involvement is observed in
30—40% of cases. There have been fatal reports of myocarditis,
pulmonary hemorrhage, and disseminated disease.

Our case was unusual as our patient presented primarily
with bilateral massive parotid enlargement and right inguinal
lymphadenopathy on a background of PUO. Very few cases have
reported the presentation of KFD with parotid involvement®
and inguinal lymph node involvement.*”? KFD can masquetrade
as a single, rapidly-growing, parotid tumor in a middle-aged
male. It has presented as PUO in a 9-yeat-old boy® as well as a
72-yeat-old male.”! In a seties of 21 patients of KFD evaluated
by positron emission tomography-CT, most commonly involved
lymph nodes were cervical followed by axillary whereas inguinal
nodes were least commonly involved."!

The differential diagnosis of bilateral parotid enlargement includes
infectious parotitis, chronic autoimmune parotitis (Mikulicz
disease, Sjogren syndrome, and lymphoepithelial lesion of
Godwin), and idiopathic causes (such as sarcoidosis and chronic
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Table 1: Routine investigations for pyrexia of unknown
origin on admission

Investigations (normal values with conventional units) Patient’s values

Hemoglobin (14-17.5 g/dL) 9.40
Mean corpuscular volume (80-100 fL) 80.9
Mean corpuscular hemoglobin (27-31 pg) 27.5
Total leukocyte count (4.4-11.3X10°/mm’) 1400
Erythrocyte sedimentation rate (0-15 mm/h) 54
Lactate dehydrogenase (140-280 mU/ml) 913
Serum sodium (135-145 mEq/L) 130
Serum potassium (3.5-5.5 mEq/L) 4.0
SGOT' (12-38 U/L) 187
SGPT* (7-41 U/L) 59
Random blood sugar (<200 mg %o) 85
Ferritin (0.3-1.3 mg/dl) 971.5
Calcium (9-10.5 mg/dl) 8.0
Plasma fibrinogen (150-400 mg/dl) 244.8
HIV ELISA Negative
Dengue IgM Negative
Blood culture Negative

Peripheral blood smear - Mild hypochromia, -
anisocytosis, occasional microcytes, and elliptocytes

'SGOT: Serum glutamate oxaloacetate transaminase; *SGPT: Serum glutamate pyruvate transaminase

nonspecific parotitis). Patients with HIV-parotitis and sarcoidosis
may be asymptomatic. Sjégren syndrome presents as recurrent or
chronic swelling of one or both parotid glands with no apparent
cause, frequently associated with other autoimmune diseases.?

A close mimic of KIFFD is TB. In any patient from a TB endemic
area such as India, presenting with classical clinical features
of fever, weight loss, and lymphadenopathy, one should wait
for a 6-week culture before making a diagnosis.’! KFD is a
rare self-limiting cervical lymphadenitis, often a diagnosis of
exclusion. It is important for pathologists and clinicians to be
aware of this possibility.

Supportive measures, including nonsteroidal anti-inflammatory
drugs (NSAIDs) and antipyretics, can be used for symptomatic
relief. Corticosteroids are reserved for severe cases or intractable
symptoms. Immunosuppressive agents (hydroxychloroquine,
cyclosporine, and azathioprine) have been used successfully. The
course of the illness is usually 1-3 months, but longer follow-up
may be appropriate as a 4% relapse rate has been reported.
Monitoring for the development of systemic lupus erythematosus
(SLE) is necessary. Case studies have described the use of
minocycline and ciprofloxacin supporting an infectious cause.
These, however, were the results of single case reports with no
follow-up studies. Recognizing the significant limitations of the
data, antibiotics or antivirals are not recommended. A steroid
regimen is useful as it is effective in short durations. There is a single
case report describing intravenous immunoglobulin treatment
(0.4 g/kg per day for 3 days) in a patient with severe disease.”

Our patient was given oral steroids (oral prednisolone 10 mg
thrice a day for 7 days followed by a taper over next 2 weeks)

in view of persistent malaise and low-grade fever despite being
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on NSAIDs. Her fever and malaise improved within 72 h. Over
a course of 4 weeks, her parotid enlargement decreased and
leucopenia normalized. At 6 months' follow-up, she is stable
without any signs of relapse or progression to SLE.

Conclusion

KFD is an under-diagnosed, yet important cause of fever and
lymphadenopathy in the young population. Posterior cervical
lymph nodes are the most commonly involved. Biopsy is
recommended to establish a definitive diagnosis and also to rule
out other more sinister causes such as malignancy, lymphoma,
and TB. It is highly responsive to treatment and rarely recurs.
Steroids are useful in cases not responding to NSAIDs.
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