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Abstract:

Kikuchi disease, also called histiocytic necrotizing lymphadenitis, is an idiopathic and generally self-
limiting disease affecting young adults and children. Kikuchi disease does not commonly manifest neurologi-
cal complications at its initial presentation. We herein report two cases of Kikuchi disease that initially pre-
sented with aseptic meningitis and encephalitis rather than the more common signs of lymphadenopathy,
rash, and arthritis. A 15-year-old boy presented with aseptic meningitis with an extremely high intracranial
pressure. A 28-year-old man presented with dysesthesia of the right lower extremity, coinciding with abnor-
mal magnetic resonance imaging findings. In both cases, painful cervical lymphadenopathy was observed fol-
lowing the central nervous system symptoms. Both patients improved after treatment with steroids. Kikuchi
disease occasionally affects the central nervous system, to which lymphadenitis may be observed subse-
quently. A repeated, careful physical examination of the cervical lymph nodes may be helpful for the diagno-
sis.
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Introduction

Kikuchi disease, also called histiocytic necrotizing lym-
phadenitis, is an idiopathic and generally self-limiting dis-
ease affecting young adults and children. The most common
signs and symptoms include lymphadenopathy (100%), a fe-
ver (35%), erythematous rash (10%), joint pain (7%), fa-
tigue (7%), arthritis (5%), and hepatosplenomegaly (3%) (1).
Neurological complications, including aseptic meningitis and
encephalitis, are rare (1-3). Neurological complications ma-
nifesting at the initial presentation of Kikuchi disease are
not well reported.

We herein report two cases of Kikuchi disease that in-
itially presented with aseptic meningitis and encephalitis
rather than the more common signs of lymphadenopathy,
rash, and arthritis.

Case Reports

Case 1

A 15-year-old Japanese boy with no significant medical
history presented to a hospital with severe headaches and a
remittent fever lasting approximately 2 months. During this
time, the symptoms did not improve despite the oral admini-
stration of nonsteroidal anti-inflammatory drugs as needed.
Lymphocytic pleocytosis (70/uL) was noted on a cerebrospi-
nal fluid (CSF) examination. Head computed tomography
(CT) and brain magnetic resonance imaging (MRI) findings
were normal.

He was diagnosed with aseptic meningitis and underwent
conservative treatment with acetaminophen for approxi-
mately one month. However, the patient’s condition did not
improve, so he was referred to our hospital for a further ex-
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Figure.

Transverse fluid-attenuated inversion recovery (FLAIR)-weighted imaging shows an area

with a high signal intensity (circle) in the left parietal lobe (A). The high signal intensity disappeared

after the administration of a steroid (B).

amination and treatment. On admission, the patient was ob-
served to have painful cervical lymphadenopathy that had
persisted for a week. The CSF opening pressure was ex-
tremely high (over 30 mmH,O) but with normal findings for
the cell count and glucose and protein levels. The CSF cul-
tures for bacteria, fungi, and mycobacteria were negative.
Histopathology of a cervical lymph node showed a sphenoid
necrotic area with abundant nuclear debris and histiocytes,
which are typical findings of histiocytic necrotizing lympha-
denitis or Kikuchi disease. Based on the pathological and
CSF findings, a diagnosis of aseptic meningitis associated
with Kikuchi disease was made.

The patient was started on 30 mg of oral prednisolone
every day, which resulted in a significant improvement of
his headache, fever, and cervical lymphadenopathy. The CSF
opening pressure also decreased. The patient was discharged
with a tapered dose of prednisolone. The steroid was further
tapered and eventually discontinued one month later after
symptoms of Kikuchi disease were no longer suspected. We
followed the patient for approximately one month after dis-
continuing prednisolone, and within that time, there was no
recurrence of Kikuchi disease.

Case 2

A 28-year-old Japanese man with no significant medical
history presented to a hospital with a fever and dysesthesia
of the right lower extremity that had lasted for approxi-
mately 2 months and 2 weeks, respectively. Brain MRI re-
vealed white matter lesions in the left parietal lobe (Fig-
ure A). He was referred to our hospital for a further exami-
nation and treatment. On admission, he was alert and had no
focal neurological deficits other than dysesthesia of the right
lower extremity. In addition, painful cervical lymphadenopa-
thy that had persisted for two weeks was observed.

A physical examination did not reveal any findings of

skin rash, oral ulcer, alopecia, arthritis, or Raynaud’s phe-
nomenon. Blood tests showed mild leukopenia (3,460/uL),
anemia (11.9 g/dL), a normal platelet count (185,000/uL),
and normal creatinine levels.
were negative. A urinalysis revealed no abnormalities. In the
CSF, lymphocytic pleocytosis (69/uL) was noted, with nor-
mal glucose and protein levels. The CSF cultures for bacte-
ria, fungi, and mycobacteria were negative. Histopathology
of a cervical lymph node showed a geographical necrotic
area with abundant nuclear debris and histiocytes, which are
typical findings of histiocytic necrotizing lymphadenitis. Al-
though Kikuchi disease and systemic lupus erythematosus
were considered in the differential diagnosis, we arrived at a
diagnosis of Kikuchi disease because antinuclear antibodies
were negative, and the histopathology was compatible with
Kikuchi disease. Encephalitis associated with Kikuchi dis-
ease was suspected due to the dysesthesia of the right lower
extremity, which was the focal symptom that corresponded
with the abnormal MRI findings.

The patient was administered intravenous methylpredniso-
lone at 1 g/day for 3 days. Follow-up brain MRI demon-
strated the significant resolution of the white matter lesions
that had been previously noted (Figure B). The patient con-
tinued to improve clinically along with his CSF analysis
findings. We had follow-ups with him for approximately
eight months, during which there was no recurrence of en-
cephalitis.

The antinuclear antibodies

Discussion

We identified three important clinical issues in this study.

First, the initial presentation of Kikuchi disease can in-
volve neurological complications, such as aseptic meningitis
or encephalitis, occasionally preceding painful cervical lym-
phadenopathy. The development of meningitis in Kikuchi
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disease has been reported, but only a few cases report have
described meningitis preceding other manifestations of
Kikuchi disease (2). We herein report two cases of Kikuchi
disease: one with an initial presentation of aseptic meningitis
and the other with encephalitis. Cervical lymphadenopathy
might have been present but was not observed when menin-
gitis and encephalitis were suspected at the previous hospi-
tals. Neither patient complained of painful or swollen lymph
nodes prior to their neurological symptoms. In a previous
report examining the time of the meningitis onset within the
course of Kikuchi disease, 2 of 11 Kikuchi disease cases
were preceded with meningitis by 2 and 3 weeks (2). In
case 1, the period between the onset of the neurological
symptoms and that of painful lymphadenopathy was ap-
proximately three months, which was longer than that in the
previous report.

Second, meningitis associated with Kikuchi disease may
be accompanied by an extremely high intracranial pressure
despite a normal CSF analysis. A case of Kikuchi disease
with features of increased intracranial pressure, subsequently
revealing bilateral subdural effusions, has been reported (4).
In this report, the dural biopsy showed histiocytic necrotiz-
ing inflammation identical to Kikuchi disease, confirming
dural involvement (4). In case 1, the extremely high intrac-
ranial pressure without abnormal CSF analysis findings
might have been caused by the slight involvement of the
dura matter, although there were no intracranial lesions on
head CT.

Third, we encountered an unusual case of encephalitis as-
sociated with Kikuchi disease. There are few cases of en-
cephalitis accompanied by Kikuchi disease (5-9). Byun et al.
reported the clinical and MRI findings of nine patients with
encephalitis associated with Kikuchi disease (9). In that re-
port, MRI abnormalities were often found in the cerebellum,
brainstem, temporal lobes, and occipital lobes. Neurological
symptoms included headaches, seizures, drowsiness, and an
altered mental status. The duration between the onset of
lymphadenopathy and central nervous system symptoms
ranged from 10 to 53 days. In case 2, the patient experi-
enced dysesthesia of the right lower extremity, which was
the focal symptom corresponding to an abnormality of the
left parietal lobe. Dysesthesia and lesions of the left parietal
lobe in encephalitis associated with Kikuchi disease were
not described in the report by Byun et al.

In conclusion, the initial presentation of Kikuchi disease
can involve neurological complications, such as aseptic men-
ingitis and encephalitis. Meningitis associated with Kikuchi
disease may be accompanied by an extremely high intracra-
nial pressure without abnormal CSF or intracranial lesions.
We encountered a case with unusual symptoms and MRI ab-
normalities with encephalitis associated with Kikuchi dis-
ease. Kikuchi disease occasionally affects the central nerv-
ous system, and cervical lymphadenopathy may appear sub-
sequently, even if not initially observed. A repeated, careful
physical examination of the cervical lymph nodes may be
helpful for the diagnosis.
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