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Background: Kikuchi-Fujimoto Disease (KFD) is a rare disease and is 
commonly seen in Asian population. It usually presents with prolonged 
fever, leukopenia and persistent cervical lymphadenopathy.  It is a 
benign disease with a female preponderance. The cause is unknown but 
many theories have been postulated, like autoimmune, inflammatory, 
infectious agents and molecular mimicry. Most of the patients will 
recover themselves without any sequelae, in six-month time. However, it 
may rarely also convert to autoimmune disease, like SLE. The recurrence 
rate is very low. It is important to consider it as a differential diagnosis 
in chronic persistent lymphadenopathy, like tuberculosis, lymphoma, 
HIV and autoimmune lymphadenitis.

Cases: Here we present a case of a 37-year-old female who initially 
went to a private practitioner with chief complaint of a persistent neck 
mass of approximately 6 months duration, multiple small joints pain 
and persistent fever. She underwent excisional biopsy for suspected 
lymphoma, but final pathology rendered a diagnosis of KFD. Second 
case also presented with multiple neck swelling and joint pains, suspect 
of SLE, connective tissue disorder or young-onset still’s disease was 
made clinically but excisional biopsy revealed KFD. Both the patients 
improved with NSAIDS and low dose wysolone therapy. 

Conclusion: The purpose of this article is not only to review the literature 
but also to create awareness of this entity in the differential diagnosis of 
persistent lymphadenopathy, especially for the general otolaryngologist 
in a community-based setting. In addition, this review would be 
beneficial for other practitioners as well, specifically paediatricians, 
infectious disease physicians, rheumatologists, pathologists, and medical 
oncologists.
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Introduction
Kikuchi Fujimoto disease is a rare self-limiting illness mainly 
affecting the cervical lymph nodes. It was first described in 
1972 in Japan.1 It is also known as histiocytic necrotizing 
lymphadenitis or Kikuchi necrotizing lymphadenitis or 
phagocytic necrotizing lymphadenitis. It is mainly seen in Asia. 
Isolated cases have been reported in America and Europe. 
It is a disease of the young with a female preponderance.2 

It is a disorder of unknown etiology, although infectious or 
autoimmune etiology has been postulated.3 Recurrence rate 
is about 3-4.5% and mortality is extremely rare. It frequently 
mimics other diseases such as malignant lymphoma, 
infectious etiologies, and autoimmune diseases, specifically 
Systemic Lupus Erythematosus (SLE), leading to unwanted 
treatment. Hence it is important not to miss the diagnosis 
of KFD. It has been incorrectly diagnosed as lymphoma 
in 30% cases.4 Herein we describe a female patient who 
presented with fever and generalized lymphadenopathy 
and was initially misdiagnosed as tuberculosis.

Case: 1
A 37 years old female who was a resident of Ghaziabad, Uttar 
Pradesh, India, presented with complaints of fever for 6 to 
8 months and joint pain of 2 months duration. The fever 
was insidious in onset, continuous, low grade without chills 
and relieved with oral medication. Since last 2 months she 
started having multiple joints pain involving bilateral small 
joints of hands, i.e. proximal and distal interphalangeal, 
metacarpophalangeal and bilateral elbow, wrist and knee 
joints. It was asymmetrical, without morning stiffness or any 
skin lesions. There was no history of urinary tract infection, 
acute gastro enteritis or any autoimmune disease. She 
also noticed painful swelling in neck, axilla and inguinal 
region, mainly in the posterior cervical area with slow 
enlargement. There was history of significant documented 
weight loss from 62 kg to 51 kg, loss of appetite, easy 
fatiguability, generalized body ache. There was no history 
of cough, sputum, sore throat, hemoptysis, oral ulcer, 
skin lesions or photosensitivity. There was no history of 
drug addiction or high-risk behavior. She did not have past 
history of tuberculosis, jaundice or blood transfusion. Family 
history or personal history was not significant. She was 
previously taking treatment from a private clinic, wherein 
she was diagnosed with Tuberculosis and was advised 
Anti-Tubercular Treatment (ATT). She did not tolerate it and 
stopped it herself after taking it for 3 weeks.

On general physical examination she was thin built and was 
febrile to touch. She had bilateral cervical lymphadenopathy, 
mainly in the posterior triangle. The lymph nodes were 4 
in number, each 1-2 cm in size, hard, tender, not fixed to 
the overlying skin. There were no skin color changes of 
the overlying skin either. She also had bilateral inguinal 
and axillary lymphadenopathy. Other than this she had 

no significant findings on general physical or systemic 
examination. Given the clinical picture of prolonged fever 
with multiple joint pain with generalized lymphadenopathy 
a list of differential diagnosis was made which included 
tuberculosis, lymphoma, connective tissue disease, HIV, 
sarcoidosis, still’s disease and investigations were planned 
accordingly.

On investigation, the patient was anemic with Hb of 9.4 gm/ 
dl. She had a TLC of 3550/ mm3 with 32 % polymorphs, 58% 
lymphocytes, 6% monocytes and 4% eosinophils. She had a 
high ESR of 74 mm in 1st hour. Peripheral smear demonstrated 
normocytic to microcytic RBCs with occasional target cells, 
platelets were adequate and a few reactive lymphocytes 
were seen. Mantoux test was negative with an induration 
of 5 mm. Ultrasound of the abdomen demonstrated 
periportal lymphadenopathy and cholelithiasis. Fine needle 
aspiration of lymph node was done which revealed reactive 
lymphadenitis. HIV, HBsAg, anti-HCV serology was non-
reactive. Serum ferritin was 720 ng/ mL (normal value 
for females 12 to 150 ng/ mL) and serum ACE level was 
120/ µL (normal value for adults is 8 to 53 microliters). 
Autoimmune markers such as ANA, dsDNA, p & c-ANCA, 
RA factor were all negative. Bone marrow aspiration and 
biopsy was normal. CECT of chest, abdomen and pelvis was 
done which demonstrated multiple lymph nodes in neck, 
axilla and mediastinum, porta and portocaval region and 
uterine fibroid in fundus (figure 1).

Cervical lymph node biopsy was done which revealed 
hyperplastic follicles and foci of necrosis containing scattered 
histiocytes, apoptotic cells, nuclear debris and fibrinous 
material located predominantly in sub-capsular location. 
A marked paucity of neutrophils was also noted. (figure 
2 and 3). These features were consistent with reactive 
process with possibilities of necrotizing lymphadenitis 
(Kikuchi’s disease) and autoimmune process {mainly 
Systemic Lupus Erythematosus (SLE)}. As autoimmune 
markers were negative and patient did not satisfy the 
Systemic Lupus International Collaborating Clinics (SLICC) 
classification criteria for SLE, it was excluded and a diagnosis 
of Kikuchi’s Fujimoto disease was made. Patient was advised 
Non-Steroidal Anti-Inflammatory drugs (NSAID) and proton 
pump inhibitors following which she improved completely.

Figure 1
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Case Report: 2
A 28-year-old young male patient presented with prolonged 
fever which was high grade, intermittent and associated with 
intermittent flushing of skin of face. He also had multiple 
painful lymphadenopathy and multiple large joints pain. 
He took ATT but there was no improvement in his clinical 
condition. All his investigations were within normal limits 
except lymph node biopsy which demonstrated Kikuchi 
disease.  Patient was advised NSAID and wysolone after 
which his clinical condition improved.

Histologically it is characterised by patchy areas of necrosis 
in the cortical and paracortical areas of the enlarged 
lymph node, together with nuclear debris or extensive 
karyorrhexis.7 Karyorrhectic foci consist of various types of 
histiocytes, plasmacytoid monocytes, immunoblasts and 
small and large lymphocytes. There is abundance of T cells 
with predominance of CD8+over CD4+ T cells.8

The pathophysiology of KFD is incompletely understood. 
Infectious and autoimmune causes have been proposed 
as etiology.2,9 Infectious causes include Mycobacterium 

Figure 2&3.Lymph node biopsy showing paracortical expansion with areas of necro-
sis (Hematoxylin & Eosin), 10 x & 100 x respectively

Discussion
KFD commonly presents with fever and lymphadenopathy as 
seen in the two cases above. It usually involves the cervical 
lymph nodes although other lymph node regions such as 
axillary, mediastinal, celiac and peripancreatic nodes may 
also be involved.5 The involved lymph nodes are painful and 
tender. The fever is prolonged ranging from 1 to 7 weeks 
with the temperature ranging from 38.6 to 40.5°C.6 Other 
less common symptoms are headache, nausea, vomiting, 
malaise, fatigue, weight loss, arthralgias, myalgia, night 
sweats, rash, thoracic/ abdominal pain and symptoms 
associated with autoimmune disease.7 Skin manifestations 
of the disease include acneiform eruptions, facial erythema, 
papules, plaques, purpura, or nodules and when they are 
present, it is indicative of a more severe clinical presentation.2

The clinical picture of fever and lymphadenopathy includes 
many differential diagnoses such as lymphoma (Hodgkin’s 
disease), SLE, TB, toxoplasmosis, metastatic carcinoma, 
cat-scratch disease, infectious mononucleosis and AIDS. 
Investigations must be done to exclude these diseases. 
Laboratory investigations will usually show nonspecific 
results characterised by leucopoenia (25-58 %) and 
leucocytosis (2-5%)8, anaemia, increased ESR, CRP, LDH 
and transaminitis. Imaging must be done to exclude other 
differential diagnosis. Definitive diagnosis is made by lymph 
node excision biopsy and histopathological examination. 

szulgai, Yesinia, Toxoplasma, Epstein-Barr virus, HHV 6, 
HHV 8, Parvovirus B 19, HIV and HTLV-1.  There are a lot of 
studies showing association between SLE and KFD, but the 
relationship is not clearly understood.10,11,12 Histologically SLE 
differs from KFD in that it is associated with the presence 
of hematoxylin bodies, which are particles of denatured 
nuclear material. Londhey et al reported a case where a 
patient was initially diagnosed with KFD, but later went on 
to develop SLE, and suggested that it may precede, follow 
or coincide with the diagnosis of SLE.13 Hence patients 
diagnosed with KFD should be further investigated for 
autoimmune condition. Now there is also new proposed 
theory that KFD is a nonspecific hyperimmune reaction to 
a variety of infectious, chemical, physical and neoplastic 
agents but it needs further studies to prove.

Treatment is mainly symptomatic with NSAIDS which relieve 
the lymph node tenderness and fever. Glucocorticoid is used 
in severe extra nodal or generalized disease, multiple flares 
of bulky cervical lymphadenopathy and prolonged fever. 
Recurrence rate is about 3 to 4%.

In conclusion, while dealing with a case of lymphadenopathy 
and fever, KFD should be in the list of differential diagnosis 
as it is a benign and self-limiting condition and can be 
treated simply with NSAIDs, requiring glucocorticoid only in 
severe cases. Excision biopsy must be performed in order to 
diagnose KFD and exclude other causes, such as malignant 
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lymphoma (Hodgkin’s disease), SLE, TB, toxoplasmosis, 
metastatic carcinoma, cat-scratch disease, infectious 
mononucleosis and AIDS. As KFD has a close relationship 
with SLE, further investigations must be done to rule out 
SLE and they should also be kept in regular follow up.
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