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Kikuchi‑Fujimoto disease presenting as brainstem 
encephalitis with secondary blepharospasm

Case Report

Introduction

Kikuchi‑Fujimoto disease is a benign lymphadenitis 
which usually resolves spontaneously. It is a rare disease 
seen in Asian adults. It was first reported in Japan 
in 1972.[1] It is also known as histiocytic necrotizing 
lymphadenitis.[2] It is of clinical importance because it 
is often misdiagnosed as tuberculosis or lymphoma. 
Common clinical features include cervical lymph node 
enlargement and fever which can mimic tuberculosis. 
Kikuchi‑Fujimoto disease constituted 2.1% of 1724 
lymph node biopsy specimens in a study published 
from Tirupati[3] and has been occasionally reported from 
India. Involvement of central nervous system (CNS) is 
very rare in Kikuchi‑Fujimoto disease. We report this 
case of Kikuchi‑Fujimoto disease with CNS involvement 

in the form of brainstem encephalitis and secondary 
blepharospasm.

Case Report

A 15‑year‑old girl without any premorbid medical 
or surgical illness was brought to our hospital with 
complaints of fever and drowsiness of 2 days duration. 
She had a history of fever with multiple cervical lymph 
node enlargement 2 weeks ago, for which she was treated 
outside with oral levofloxacin 500 mg once daily for 
1‑week. On examination, the patient was drowsy. She 
was febrile. Bilateral cervical lymphadenopathy was 
present involving a posterior group of cervical lymph 
nodes. Neurological examination showed vertical 
gaze palsy with bilateral horizontal gaze‑evoked 
nystagmus. Blepharospasm was present [Videos 1 and 2]. 
Convergence was impaired in both eyes. Fundus 
examination was normal. Slit lamp examination did not 
show any evidence of Kayser–Fleischer ring. No focal 
motor deficits were noted. Bilateral knee and ankle jerks 
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were sluggish with bilateral extensor plantar. Bilateral 
cerebellar signs and gait ataxia were present. Meningeal 
signs were present. Laboratory investigations showed 
leukopenia (total leucocyte count: 3000 cells/cu.mm). 
Erythrocyte sedimentation rate was 20 mm/1st h. 
Cerebrospinal fluid (CSF) analysis showed glucose 
76 mg/dl, protein 28 mg/dl, and 45 white blood cells 
with 100% lymphocytes. Video electroencephalogram 
was normal. Magnetic resonance imaging of brain 
plain and contrast showed altered signal intensity 
which was hyperintense on T2‑weighted [Figure 1] and 
fluid‑attenuated inversion recovery sequences without 
any postcontrast enhancement in dorsal pons and 
midbrain [Figure 2]. CSF tuberculosis polymerase chain 
reaction (PCR) and Herpes simplex PCR were negative. 
CSF culture was sterile. CSF adenosine deaminase was 
6.9 IU/L. CSF was negative for Listeria, Epstein–Barr 
virus, Enterovirus, and Cryptococcus. Enzyme‑linked 
immunosorbent assay for human immunodeficiency 
virus, hepatitis B virus, and hepatitis C virus were 
negative. Antinuclear antibody, double‑stranded DNA, 
and venereal disease research laboratory test were 
negative. Serum paraneoplastic neuronal antigen and 
antibody profile was negative. Mantoux test was negative. 
The patient was managed with intravenous ceftriaxone 
2 g twice daily and intravenous dexamethasone (4 mg 
thrice daily) for 10 days in suspicion of brainstem 
encephalitis. She was managed with 0.5 mg once daily 
clonazepam and 1 mg twice daily trihexyphenidyl 
for 10 days for blepharospasm. Cervical lymph node 
fine‑needle aspiration cytology was done which 
showed lymphocytes, sinus histiocytes, endocapillary 
buds, monocytoid cells, necrosis, karyorrhectic debris, 
and nodal reticulum suggestive of Kikuchi‑Fujimoto 
disease [Figure 3]. Positron emission tomography (PET) 

computed tomography brain showed increased focal 
uptake of tracer in the left frontal lobe, anteriosuperior 
to anterior cingulate gyrus [Figure 4]. After 10 days 
of treatment, the patient improved significantly. 
Cervical lymph nodes resolved. Eye movements were 
full. Cerebellar signs and blepharospasm disappeared 
[Videos 3 and 4]. Gait became normal. The patient 
was followed up at 1–3 months without any residual 
neurological deficits. Magnetic resonance imaging 
brain done after 1 month of treatment showed complete 
resolution of lesions in midbrain and pons [Figure 5].

Discussion

Kikuchi‑Fujimoto disease usually has a benign course 
which resolves spontaneously. Kikuchi‑Fujimoto 
disease is described as viral infection with autoimmune 
process and genetic susceptibility.[4] There are few case 
reports where the fatal outcome has been described in 
Kikuchi‑Fujimoto disease.[5] The disease affects females[6] 
usually and mean age is around 25 years.[7] It was 
reported more frequently in pediatric and adolescent 
population than in the elderly population.[8]

Disease etiology is unclear. Implicated organisms include 
Yersinia enterocolitica, Rubella, Parainfluenza virus, 
Epstein–Barr virus, and Paramyxovirus.[7]

Common clinical and laboratory features include fever, 
leukopenia, skin rash, upper respiratory tract symptoms, 
cervical lymphadenopathy, enlargement of intraparotid, 
mediastinal, abdominal, and pelvic lymph nodes.[9] 
Less common features include hepatosplenomegaly, 
polyarthralgia.

Figure 1: Magnetic resonance imaging of brain plain T2-weighted 
sequence showing hyperintense signal in (a) dorsal midbrain (b) dorsal 
pons
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Figure 2: Magnetic resonance imaging of brain (a) fluid attenuated 
inversion recovery sequences showing hyperintense signal in dorsal 
pons (b) no postcontrast enhancement in dorsal pons
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Neurological involvement is rare in Kikuchi‑Fujimoto 
disease. Review of the literature showed aseptic 
meningitis as most reported neurological complication 
in Kikuchi‑Fujimoto disease.[10] Aseptic lymphocytic 
meningitis was described in 9.8% cases in Japan. But 
in India, there are very few reports of neurological 
complications in Kikuchi‑Fujimoto disease. Only 
five cases of encephalitis have been reported 
worldwide as a complication in Kikuchi‑Fujimoto 
disease. Encephalitis reported till now was limited 
to the brainstem, temporal lobes, and cerebellum.[11] 
Cerebellar ataxia, diplopia, and confusion have also 
been described in few cases. Unusual and rare features 
in our case were an association of blepharospasm 
and brainstem encephalitis with Kikuchi‑Fujimoto 
disease.

Blepharospasm secondary to infectious process 
is very rare. Regions of the brain responsible for 
blepharospasm are uncertain. Functional imaging done 
in patients with blepharospasm pointed to abnormal 
activity in the brainstem, cerebellum, caudate nucleus, 
thalamus, somatosensory, and cingulate cortices.[12] 
In our case, PET scan showed increased focal uptake 
in anterior cingulate cortex, which is the probable 
site of origin of blepharospasm. A thorough review 
of the literature did not show any case reports of 
brainstem encephalitis and secondary blepharospasm 
in Kikuchi‑Fujimoto disease in India. Our case will 
be the first reported case of Kikuchi‑Fujimoto disease 
from India with brainstem encephalitis and secondary 
blepharospasm.

Conclusion

Kikuchi‑Fujimoto disease is often misdiagnosed as 
tuberculosis or lymphoma if it presents with associated 
neurological manifestations. Our case reports the 
possibility of neurological manifestations such as 
secondary blepharospasm and brainstem encephalitis in 
Kikuchi‑Fujimoto disease. It can be diagnosed by cervical 
lymph node biopsy, thereby avoiding unnecessary 
treatment. Our case report highlights consideration of 
Kikuchi‑Fujimoto disease as a differential diagnosis in 
any case of acute encephalitis syndrome with cervical 
lymphadenopathy.
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Figure 3: Papanicolaou staining ×20 of cervical lymph node fine‑
needle aspiration cytology showing lymphocytes, macrophages, foci 
of necrosis (shaded arrow), and macrophage engulfing karyorrhectic 
debris (open arrow) which is characteristic of Kikuchi-Fujimoto disease

Figure 5: Magnetic resonance imaging of brain (a) T2-weighted 
sequence, (b) fluid‑attenuated inversion recovery sequence showing 
complete resolution of hyperintensities
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Figure 4: Positron emission tomography/computed tomography of 
brain showed increased focal uptake of tracer in (a) left frontal lobe, 
anteriosuperior to anterior cingulate gyrus (b) left frontal and left 
temporal lobe
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