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Introduction 

Kikuchi-Fujimoto's disease (KFD) is a rare, idiopathic, and usually 

self-limiting condition of an unknown etiology [1]. It is characterized 

by fever and cervical lymphadenopathy, and the exact diagnosis 

requires a lymph node biopsy. Despite clinical and histological 

similarities to systemic lupus erythematosus (SLE), tuberculosis, and 

 
 

lymphoma, KFH should be differentiated from these conditions since 

the prognosis and management differ dramatically. Also, KFH and 

SLE may rarely occur in association with each other, with a diagnosis 

of KFH established before, concurrently, or after a diagnosis of SLE 

[2, 3]. 

 

Case Report 

A 19-year-old male patient presented to an outpatient facility of an 

external center with a 2-week history of high fever, rash in the face 

and trunk, and a painful cervical mass and was subsequently admitted 

to the internal medicine clinic. He was referred to our unit due to a 

fever unresponsive to antibiotherapy and anemia. Physical 

examination showed a body temperature of 39 C, painless lymph 

nodes (15 to 20 mm) in cervical, axillary, and inguinal areas, and 

hepatosplenomegaly. Other physical exam findings were normal. 

Laboratory work-up revealed the following: erythrocyte 

sedimentation rate 23 mm/sec; lymphopenia (1000/mm3), anemia 

(hemoglobin 8.8 g/dl), normal creatinine (0.6 mg/dl), increased 

 
 

lactate dehydrogenase (414 U/L; normal: 125-220), increased 

bilirubin (total bilirubin 2.2 mg/dl, indirect bilirubin 1.6 mg/dl), 

decreased iron, increased iron binding capacity and ferritin (371 

ng/ml; normal: 14-150). Urinalysis was unremarkable. No 

microbiological growth occurred in blood and urinary cultures. 

Serology for HIV, CMV, parvovirus B19, Toxoplasma, and Epstein- 

Barr virus was negative. Peripheral blood smear showed hypochromic 

erythrocytes with anisocytosis. Echocardiography showed no cardiac 

pathology. An excisional biopsy of the axillary lymph node showed 

necrotizing lymphadenitis (Figure 1). 

Abstract 

Purpose: Kikuchi-Fujimoto's disease (KFD) is a rare, idiopathic, and usually self-limiting condition with an unclear etiology. It is characterized 

by fever and cervical lymphadenopathy, requiring a lymph node biopsy to establish an exact diagnosis. KFD has rarely been reported in 

association with systemic lupus erythematosus (SLE), occurring either before, concurrently, or after the onset of KFD. 

Methods and Results: Herein, we report a 19-year-old male patient with fever and lymphadenopathy who subsequently developed autoimmune 

hemolytic anemia and renal failure. 

Conclusion: Determining the relationship between KFD and SLE is of clinical importance in initiating early and intensive immunosuppressive 

therapy. Patients should be followed for relapses or development of SLE for several years. 
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Figure 1. Necrotizing lymphadenitis in excisional biopsy from the axillary lymph node. 
 

 

A diagnosis of KH was made based on fever, lymphadenopathy, and 

biopsy-confirmed necrotizing lymphadenitis. During the course of the 

diagnostic work-up, an increase in creatinine (2.9 mg/dl) and indirect 

bilirubin and a decrease in haptoglobin (< 8 mg/dl) and hemoglobin 

(5.4 g/dl) occurred. The Coombs test was positive, and 24-hour 

urinary protein was 430 mg/day. The antinuclear antibody (ANA) 

titer was 1/1000, with positivity exhibiting a homogenous and 

granular pattern. Anti-ds DNA antibody and anti-cardiolipin IgM 

were positive. C3 (0.6 g/L, normal: 0.9-1.8) and C4 (0.06 g/L, normal: 

0.1-0.4) were significantly reduced, while direct and indirect Coombs 

tests were negative. Also, a diagnosis of SLE was made based on 

ANA, anti-ds DNA, anti-cardiolipin antibody positivity, hemolytic 

anemia, lymphopenia, urine findings, elevated creatinine, and 

reduced complement levels. A renal biopsy was scheduled but not 

performed due to the patient's refusal. For management, monthly 

pulse cyclophosphamide and high-dose methyl-prednisolone were 

commenced due to renal involvement. The treatment resulted in the 

normalization of creatinine and the elevation of hemoglobin levels. 

 

Discussion 

Kikuchi's disease, also known as Kikuchi-Fujimoto disease or 

Kikuchi histiocytic necrotizing lymphadenitis, is a benign and usually 

self-limiting type of histiocytic necrotizing lymphadenitis. Patients 

may present with lymphadenopathy, fever, myalgia, arthralgia, and, 

more rarely, hepatosplenomegaly. Although it has been associated 

with SLE, it tends to follow a benign clinical course with spontaneous 

remission expected to occur within four months. 

Its pathogenesis remains unknown. The immune responsivity of the 

T cells and histiocytes has been proposed to occur in these patients 

based on its clinical presentation, course, and histological changes. 

Also, Epstein-Barr virus (EBV), human herpes virus 6, human herpes 

virus 8, human immune deficiency virus (HIV), parvovirus B19, 

paramyxoviruses, para-influenza virus, yersinia enterocolitica, and 

toxoplasma have been implicated [4-9]. 

Although initially described in female patients, it may also occur in 

males with a female-to-male ratio of approximately 4 to 1 [10]. 

In a retrospective study of 244 KFH patients, the most common 

symptoms included high fever (35 %), fatigue (7 %), and joint pain 

(7 %) [11], while the most common clinical and laboratory signs were 

lymphadenopathy (100 %), rash (10 %), arthritis (7 %), 

hepatosplenomegaly (3 %), leukopenia (43 %), elevated erythrocyte 

 
 

sedimentation rate (40 %), and anemia (23 %). Lymph node 

enlargement is generally moderate (1 to 2 cm in diameter), while 

some patients may have larger lymph nodes (≤ 7 cm). Typically, 

lymph nodes are complex, discrete, mobile, and have a smooth 

surface [12]. Blunt or acute pain may commonly occur with lymph 

node enlargement [12]. On the other hand, fever, lymphadenopathy, 

splenomegaly, and hepatomegaly have been reported to occur in 36 

%, 7-16 %, 5 %, and 2 % of patients with SLE, respectively. Our 

patient had a fever, lymphadenopathy, hepatosplenomegaly, and 

anemia. The diagnosis of KFH is based on lymph node biopsy 

showing the presence of histiocytic cellular infiltration. KFH and SLE 

share specific histological characteristics, and the tubuloreticular 

structures observed in the lymphocyte, and endothelial cells in SLE 

patients have some resemblance to those in Kikuchi disease. SLE- 

specific antibodies, hematoxylin bodies, and vasculitis in lupus 

lymphadenitis are assistive in the differential diagnosis [13, 14, 15]. 

In our case, the absence of hematoxylin bodies, as well as the absence 

of significant vasculitis, pointed away from a diagnosis of SLE 

lymphadenopathy. 
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Currently, there are no effective therapeutic strategies for KFH, with 

a usual resolution of signs and symptoms within 1 to 4 months. 

Patients should be followed-up for several years for relapses or the 

development of SLE. Monthly pulse cyclophosphamide plus high- 

dose methylprednisolone were used to treat our patient after a 

diagnosis of SLE was made. In the subsequent course of his condition, 

creatinine levels were normalized, and hemoglobin levels were 

increased. Identifying the association between KFH and SLE is of 

clinical significance in initiating early and intensive 

immunosuppressive therapy. 
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