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Introduction: 
Kikuchi-Fujimoto disease or histocytic necrotiz-
ing lymphadenitis is a rare, benign, self-limit-
ed condition characterized by constitutional 
symptoms, lymphadenopathy, and skin lesions 
and often affects young adult females.The eti-
ology is unknown although viruses and auto-
immune mechanisms has been suggested. Di-
agnosis is fundamentally based on the affected 
lymph node biopsy.The patient was a 34 years 
old female,refered without any history of  fe-
ver,rash,loss of weight associated with right cer-
vical submandibular lymphadenopathy and ear-
ache.Laboratory data were normal other than a 
little increase of ESR, CRP.Finally Cervical lymph 
node excisional biopsy was performed and Ne-
crotising Lymphadenitis was diagnosed.Then she 
was treated with steroids and lymph nodes were 
shorten within 1 month but recured.Finally with 
possible diagnosis of Human Herpes Virus and af-
ter prescription of Acyclovir patient`s lymphad-
enopathy absolutely resolved and it didnt recur 
within 6 months.
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 Case Report
The patient, 34 years old female, was referred 
to an internal specialist with chief complaints of 
toothache, earache, and the right submandibular 
lymphadenopathy, without any recent history of 
fever, chills, rash, and loss of weight. The patient 
was initially treated with azithromycin and cefix-
ime. Subsequently, there was a slight reduction 
in the size of lymphadenopathy. Approximate-
ly after 3 weeks, the size of two submandibular 
and one supraclavicular lymph nodes enlarged. 
The patient referred to ENT specialist. Abnormal 
finding was not observed in ENT examinations. 
The patient referred to an infectious specialist, 
and cervical sonography and blood tests were 
performed in order to evaluate the infectious 
agents. She was treated with clindamycin, and 
it resulted in reduction of submandibular lymph 
nodes. Using sonography, a nodule in the left 
thyroidal lobe and benign-appearing adenopathy 
with diameters of 17.7×6.4 mm in the left sub-
mandibular region were observed. In addition, 
there were round and well-defined lesions with 
diameters of 10×9.7 mm and 8.4×4.9 mm in the 
right posterior auricular and behind the right pa-
rotid gland (Figure 1).

Histiocytic necrotizing lymphadenitis

Figure 1. Sonography: Round and well-defined lesions 
in the right posterior auricular and behind the right 

parotid gland.
In laboratory tests, only ESR elevated and  
leukopenia existed, leukocytosis was not ob-
served. LDH was in normal range, and Anti-
ds-DNA (ANA) tests were negative. Wrights, 
Combs wright, Wright agglutination, 2ME, 
Toxoplasma Ab, and CMV Ab tests were also  
negative. Spleen, pelvis, and abdomen sonogra-
phy was normal. Then, the patient was referred 
to an endocrinologist. FNA from left thyroid 

nodule, and right submandibular and supracla-
vicular lymph nodes (particularly for ruling out 
of thyroid papillary carcinoma) were performed, 
and the results were reactive lymph node and be-
nign follicular (nodular goiter), respectively. Be-
cause malignancy was still a strong possibility, 
an excisional biopsy of the right supraclavicular 
lymph node was performed. Microscopic evalu-
ation showed focal necrotizing areas, abundant 
karyorrhectic debris, scattered fibrin deposits, 
and collections of large mononuclear cells. Plas-
ma cells and neutrophils are very scant. A few 
follicular structures were observed. Diagnosis 
was necrotizing lymphadenitis (Figures 2).

Figure 2. H&E staining, x40

Immunohistochemical tests were performed to 
rule out different kinds of lymphomas:
1-CD20: Focally positive in lymph node with 
focal immunoreactivity in adjacent fatty tissue 
(Figure 3)
2-BCL2: Focal lymphoid follicles were high-
lighted (Figure 4)
3-CD10, CD30, CD68, TdT: Negative (Figures 
5 and 6)
4-CD3: Positive in interfollicular area 
Then, the patient was treated with oral corti-
costeroid (Prednisolon). MRI was performed 
and the result involved no deep cervical lymph 
nodes and the possibility of lymphoma was ruled 
out. In MRI, several oval and round lesions were 
observed. The largest size of the lymph nodes 
observed in the right submandibular area was 
16.3x27.4 mm. They decreased obviously with-
in 1 month. After 1 month, small post auricular 
lymph nodes and burning and pain in oral mu-
cosa developed from the retromolar area of the 
right side of the mandible to premolar teeth at 
the same side; earache also occurred without 
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any symptoms of infections. Therefore, based 
on aforementioned symptoms and treatments, 
possible diagnosis of human herpes virus was 
performed through administration of acyclovir. 
After treatment with acyclovir, the patient’s lym-
phadenopathy completely disappeared. There 
was no disease symptom or recurrence within 6 
months after diagnosis.
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Figure 3. Immunohistochemical staining used 
CD20,x40

Figure 4. Immunohistochemichal staining used BCL2, 
x40

Figure 6. Immunohistochemichal staining used CD68, 
x40

Discussion 
Kikuchi-Fujimoto disease or histiocytic ne-
crotizing lymphadenitis is an inflammatory 
rare benign disorder, involving young patients,  
predominantly females of less than 40 years of 
age. This disorder is more prevalent in Asian 
population.(1) It is characterized by fever and 
lymphadenopathy. Lymphadenopathy is usually 
located in the cervical area, and is mostly unilat-
eral and tender.(2) 
Although some kinds of viruses and autoim-
mune mechanisms has been suggested for its 
existence, its etiology is unknown. However, no 
causal relationship is established.(3,4) In general, 
the histopathologic characteristics exhibited ne-
crotic foci surrounded by histiocytic aggregates 
with the absence of granulocytes and the paucity 
of plasma cells.
Kikuchi-Fujimoto disease has been classified 
into three histological subtypes. It is assumed 
to progress from proliferative type (>50%) to 
necrotizing type (30%) and finally resolve into 
xanthomatous type (<20%).(5) An association 
with systemic lupus erythematosus (SLE) is also 
shown. There are no specific laboratory tests for 
this disorder. Because laboratory data are often 
normal, diagnosis is fundamentally based on the 
affected lymph node biopsy.(2,6,7) 
In our analysis, the laboratory data of the pa-
tient were normal other than elevated ESR and 
CRP. Also clinical findings were normal other 
than right submandibular lymphadenopathy and 
earache. Patient had no recent history of fever, 
chills, rash, loss of weight, hepatomegaly, and 
splenomegaly. Histologically, the lesions affect-Figure 5. Immunohistochemichal staining used CD30, 

x40
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Histiocytic necrotizing lymphadenitis

ed the cortical and paracortical areas of the node. 
Differential diagnoses should include malignant 
lymphoma, infectious diseases such as toxo-
plasmic lymphadenitis, tuberculous lymphade-
nitis and cat scratch disease, SLE, CMV, HIV, 
HSV, and infectious mononucleosis, Kawazaki, 
yersiniosis, and metastatic carcinoma that are 
differentiated by biopsy and serologic examina-
tions.(8,9) 
It has a benign evolution process, with a sponta-
neous healing in some weeks or months. There is 
no particular treatment for this disorder, and it is 
supportive and symptomatic (analgesics–antipy-
retics, nonsteroidal anti-inflammatory drugs, and 
rarely corticosteroids).(3,9) In severe or chronic 
recurrent diseases, steroids and hydroxychloro-
quine are used. In patients presenting with LAP 
and other constitutional characteristics (such as 
fatigue, fever, and weight loss; more cutaneous 
and mucosal signs), it is important to rule out 
infection and malignancy first.(1) After diagnosis 

 Conclusion

In patients presenting with cervical lymphad-
enopathy and no definite diagnosis, long term 
treatment with broad-spectrum antibiotics should 
be avoided and must be noticed to other differen-
tial diagnosis.

regarding the persistence of lymphadenopathy 
despite prescribing Antibiotics, the patient was 
treated with Prednisolone, which was effective 
but mild symptoms relapsed again. After treat-
ment with Acyclovir, the symptoms completely 
resolved, and the patient had no problems in the 
follow-up period. In several studies, the disease 
has progressed to lupus erythematosus.(10,11,12) 
Therefore, it is essential to follow-up patients 
particularly for the development of symptoms of 
lupus erythematosus and other autoimmune dis-
eases for few years.(4)                          
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