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Rare Association between Kikuchi's Disease 
and Systemic Lupus Erythematosus 
 

 
Abstract 
Histiocytic necrotizing lymphadenitis or Kikuchi's disease is a 
rare, benign condition of unknown etiology, which is usually 
characterized by cervical lymphadenopathy and fever. This 
disease is rarely associated with systemic lupus erythemato-
sus. Here we describe, for the first time in Iran, a patient who 
developed systemic lupus erythematosus about 3 years after 
the initial diagnosis of Kikuchi's disease. 
Iran J Med Sci 2009; 34(4): 289-291. 
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Introduction 

istiocytic necrotizing lymphadenitis (HNL) or Kikuchi's 
disease was described in 1972 by Kikuchi.1 The dis-
ease is characterized by a benign subacute necrotiz-

ing lymphadenitis affecting young individuals in the third and 
fourth decades of life. The male to female ratio of affected pa-
tients is 1:4. The clinical features usually appear after common 
cold-like symptoms, run a self-limiting benign course, and can 
resolve spontaneously. Lymphadenopathy is frequently asso-
ciated with fever. Maculopapular rash, characterized by tran-
sient rubella-like or drug–induced-like eruptions, are also often 
present, especially in febrile and more severe cases. 

The etiology of HNL is unknown. Association of HNL and 
systemic lupus erythematosus (SLE) is rare and only 40 patients 
have been reported with HNL who later fulfilled the diagnostic 
criteria or developed certain features of SLE.2 This report pre-
sents for the first time in Iran a patient who developed SLE 
about 3 years after the initial diagnosis of Kikuchi's disease. 
 
Case Report 
 
A 24-year-old man was admitted to a local hospital with fever, 
abdominal pain, nausea, and vomiting for 3 days in May 2004. 
The pain was diffuse and continuous. His medical history was 
unremarkable. On physical examination he was febrile 
(T=38.5˚C) and his abdomen was diffusely tender and rigid 
without rebound tenderness. The rest of systemic examination 
was normal.  

Complete blood cell count (CBC), biochemical tests, eryth-
rocyte sedimentation rate (ESR) and C-reactive protein were 
within normal limits. Blood and urine cultures were sterile. 
Chest radiograph was normal. An ultrasound imaging of the 
abdomen showed only small amount of ascites. A diagnosis of 
probable peritonitis was made and diagnostic laparotomy was 
carried out. Laparotomy showed no abnormality except for 50 ml 
yellowish ascites. In spite of the failure to prove bacterial 
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infection, intravenous antibiotics (ceftriaxone 
1000 mg twice daily and metronidazole 500 mg 
every 6 hours) were started. After one week 
the patient refused more treatment and was 
discharged without significant improvement. 
He continued to have intermittent fever and 
abdominal pain. 

Two months later (July 2004) the patient 
was admitted to another hospital for further 
evaluation. His symptoms were intermittent 
fever and abdominal pain. Physical examina-
tion showed only low grade fever (T = 38.3˚C) 
and mild diffuse abdominal tenderness. A 
complete evaluation, including routine labora-
tory tests, bone marrow biopsy, blood and 
urine cultures, and tuberculin skin test were 
unremarkable. Chest radiograph was normal. 
Abdominal ultrasonography showed mild spl-
enomegaly. Computed tomography of abdo-
men and pelvis showed only mild spl-
enomegaly. Esophagogastroduodenoscopy was 
normal. He was discharged from hospital with-
out making a definite diagnosis. 

Seven months later (February 2005) the pa-
tient experienced diffuse musculoskeletal pain 
and was admitted again to another hospital. At 
this time, physical examination showed a 2×2 
cm posterior cervical lymph node on the right 
side. The lymph node was firm, mildly tender, 
and mobile. No other lymph nodes were 
enlarged. All his laboratory investigations in-
cluding CBC, ESR, blood chemistry, and urine 
analysis were within normal range. Serologic 
tests for brucellosis were negative. Excisional 
biopsy of the lymph node was performed and 
the histopathological evaluation revealed 
lymph node with essentially preserved archi-
tecture with follicular hyperplasia and multiple 
areas of histiocytic aggregates consistent with 
necrosis and cell debris (figure 1). The findings 
were consistent with Kikuchi's disease. Ad-
ministration of oral prednisolone (15 mg per 
day) at decreasing dosage, resulted in marked 
improvement. After six months, prednisolone 
was discontinued. 

The patient was asymptomatic until De-
cember 2007. At this time he was referred to 
our rheumatology clinic for evaluation of pol-
yarthritis. He was photosensitive and physical 
examination showed tenderness and swelling 
in both hands, elbows, and knees joints. Labo-
ratory tests were normal except for antinuclear 
antibodies (ANA) and anti-double-stranded 
DNA (anti-dsDNA). ANA was 1/80 (indirect 
immunofluorescence) and anti-dsDNA was 177 
IU/ml (normal<100 IU/ml). The clinical diagno-
sis of SLE was made according to American 
College of Rheumatology criteria.3 Treatment 
with oral hydroxychloroquine 200 mg twice 

daily and prednisolone 10 mg/day was started. 
The patient became symptom free after few 
days. After one year of follow-up, the patient is 
still in complete remission.  
 

 
Figure 1: Excisional biopsy of the lymph node showing 
essentially preserved architecture with follicular hyperpla-
sia and multiple areas of histiocytic aggregates consistent 
with necrosis and cell debris. 
 
Discussion 
 
Kikuchi's disease has been described primarily 
in people younger than 30 years of age, pre-
dominantly in women, and in Asian popula-
tions.4 It is considered as a self-limiting benign 
systemic lymphadenitis, especially involving 
the cervical nodes of unknown cause. Though 
the disease has been reported to exist world-
wide, it remains a poorly recognized clinicopa-
thological entity often confused with malignant 
lymphoma and SLE.2 While the pathogenesis 
of Kikuchi's disease is unknown, its clinical 
presentation, natural history, and histological 
changes suggest an immune response of T 
cells and histiocytes to an infectious agent. 
Numerous inciting agents have been pro-
posed, including Epstein Barr virus (EBV),5 
human herpes virus,6 parvovirus B19,7 and 
type I human T-cell lymphotropic virus.8 In one 
report, EBV was detected by in situ hybridiza-
tion in tissue of all the 10 examined patients; 
however, immunohistochemistry detected 
EBV-encoded protein in only one of those pa-
tients.8,9 An observation consistent with a viral 
etiology is increased levels of interferon alpha 
and of other proteins stimulated by interferon 
alpha including 2', 5'-oligoadenylate synthetase 
and tubuloreticular structures in the cytoplasm 
of stimulated lymphocytes, histiocytes, and 
vascular endothelium.10 

The relationship between SLE and Kikuchi's 
disease, though strong, is still complex. Some 
authors feel that HNL is an atypical manifesta-
tion of SLE. HNL may occur in patients with 
pre-existing SLE, may coexist with SLE, or 
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may evolve into SLE.2 
SLE can also present with lymphadenopa-

thy, although there are few differences be-
tween SLE and lupus lymphadenopathy. The 
involvement of lymph nodes in Kikuchi's dis-
ease is focal, while in lupus lymphadenitis, 
more extensive involvement is observed. His-
tologically, the presence of hematoxyphillic 
bodies, abundant plasma cells and true vascu-
litis outside the area of necrosis also favor the 
diagnosis of SLE.11 The absence or paucity of 
neutrophils confirms the diagnosis of KD.12 

No effective treatment has been estab-
lished for patients with Kikuchi's disease. Signs 
and symptoms usually resolve within one to 
four months. Patients with severe or persisting 
symptoms have been treated with corticoster-
oids with some benefits.13 There has been one 
report on recurrent Kikuchi's disease success-
fully treated with hydroxychloroquine.14 Af-
fected patients should be followed up for years 
because they can develop SLE and recurrent 
episodes of Kikuchi's disease can occasionally 
continue for many years.13 One patient, for 
example, had four episodes of lymphadenopa-
thy over 18 years and another had two epi-
sodes separated by six years.15 
 
Conclusion 
 
Some patients initially diagnosed as having Kiku-
chi's disease may subsequently develop SLE. 
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51 patients screened for eligibility

 39 underwent randomization

Were assigned to
Alendronate group

20

Were assigned to
Placebo group

19

12 pt were not eligible
•4 did not participate
•1 had resent intra-articular injection
•2 had sever knee osteoarthritis
•2 had logistic reasons
•1 had knee pain less than 6 months
•2 had other reasons

*2 were lost to follow up *3 were lost to follow up

18 were included in 
analysis

16 were included in 
analysis

*Five patients discontinued the treatment because of the adverse events  


