
CASE REPORT

An Unusual Presentation of Kikuchi-Fujimoto Disease with Recurrent 
Fever and Syncope
QUYNH-LAN DAO, MD; BRIDGET HOTTENSTEIN, MD; VIJAIRAM SELVARAJ, MD, MPH

ABSTRACT 
Kikuchi-Fujimoto (KF) disease, also known as necrotizing 
histiocytic lymphadenopathy, is a rare, benign disorder of 
the lymph nodes of young adults, predominantly young 
females. The exact cause of KF disease is unknown. 
Here, we report a young female with recurrent fever and 
syncopal episodes diagnosed with KF disease on lymph  
node biopsy.
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INTRODUCTION

Kikuchi-Fujimoto (KF) disease, also known as Kikuchi’s  
disease, or necrotizing histiocytic lymphadenopathy, is a 
rare cause of fever of unknown origin (FUO). Most common 
causes of FUO are infections, malignancy, or autoimmune 
disease. We present a unique case of KF disease in a young 
female with Hodgkin’s lymphoma who presented with 
recurrent fevers and syncope. 

CASE PRESENTATION

A 34-year-old female with a history of Hodgkin’s lymphoma 
status post-six cycles of Brentuximab Vedotin- doxorubicin/ 
vinblastine/dacarbazine (July 2018–Dec 2018) in complete 
remission presented to the hospital with recurrent syncopal 
episodes for one month. She reported sitting on the toilet 
to urinate and then lost consciousness upon standing up. 
She denied hitting her head and did not have any prodromal 
symptoms. She has had approximately 9 to 10 episodes previ-
ously. She also endorsed having intermittent nonproductive 
cough, persistent high-grade fevers of up to 106F, nausea, 
vomiting, and unintentional weight loss. She had a similar 
presentation one week ago when an extensive workup was 
done that only showed new cervical and axillary lymphade-
nopathy, for which she underwent fine-needle aspiration of 
one of the lymph nodes. This showed a polymorphous lym-
phocytic population, favoring reactive lymphadenopathy. 
She improved with intravenous fluids and anti-emetics and 
was advised to follow up with her outpatient providers.

She denied having any chills or rigors during the febrile 

episodes, which occurred randomly throughout the day 
and without clear association with day/night cycles. She 
reported mild dysphagia due to thrush for which she was 
started on fluconazole as outpatient. Her medical history 
was significant for gestational diabetes mellitus. She is 
originally from Cape Verde and came to the United States 
approximately 14 years ago. She denied any traveling since 
then and has remained in the state of Rhode Island. She has 
no pets at home, nor does she have any animal exposures. 
She denied any tobacco use, alcohol use, or drug use. She 
denied any significant outdoor activities recently. She is 
fully vaccinated for COVID-19. She only takes fluconazole 
at home. Physical exam revealed two palpable nodes in the 
posterior neck/retrotruncal area (biggest was 2 cm, the other 
1 cm). Orthostatic vital signs were negative.

A complete blood count showed leucopenia with border-
line lymphopenia. A CT scan of the neck/chest/abdomen/
pelvis with contrast found interval enlargement of the cer-
vical and thoracic lymph nodes. Infectious diseases were 
consulted who recommended extensive workup. Liver 
function panel showed mild transaminitis with AST 318 
IU/L (10–42 IU/L) and ALT 187 IU/L (6–45 IU/L). CRP was 
16.56 mg/L (0-10mg/L) and ESR was 25mm/h (0-20mm/h). 
Parasite smear, hepatitis panel, treponemal antibody, ana-
plasma PCR, human herpesvirus-6 (HHV-6) PCR, Quan-
tiFERON gold, Human Immunodeficiency Virus (HIV), 
toxoplasma, and antinuclear antibody (ANA) were negative. 
Cytomegalovirus (CMV) IgG was elevated, but CMV IgM 
was negative. Respiratory pathogen panel including SARS-
CoV2 was negative. Blood cultures had no growth after five  
days. Epstein Barr Virus (EBV) IgG and Nuclear Ag Ab was 
elevated. Alpha 1 antitrypsin was mildly elevated. Echo- 
cardiogram was normal.

Surgery was consulted, who performed a left axillary 
lymph node biopsy. Flow cytometry revealed 64% T-cells; 
CD4:CD8 ratio = 2.2. The T-cell subsets showed polytypic 
TRBC1 expression. 32% B-cells; sIg kappa: sIg lambda light 
chain ratio = 1.6. Histiocytes were positive for CD4 and 
CD68. The cytotoxic marker Granzyme B was positive in 
numerous lymphocytes. The final biopsy diagnosis was KF 
lymphadenitis. She was discharged from the hospital with 
outpatient hematology follow-up. One week following dis-
charge, she reported mild fatigue although her fevers had 
resolved, and lymphadenopathies improved.
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DISCUSSION

Kikuchi-Fujimoto (KF) disease, also known as Kikuchi’s  
disease, or necrotizing histiocytic lymphadenopathy, was 
first described in Japan by Masahiro Kikuchi and Y. Fujimoto 
et al. in 1972.1 It has a worldwide distribution and affects 
predominantly young adults, especially young women of 
Asian descent. Patients most often present with cervical 
lymphadenopathy (most commonly in the posterior cervi-
cal triangle and the jugular carotid chain), and sometimes 
associated with fever and leucopenia. Affected individuals 
may also develop mild fever, myalgia, night sweats, and a 
rash. Less common symptoms include headaches, fatigue, 
joint pain (arthralgia), and nausea and vomiting. There is no 
definitive lab test for KF disease, although 25.5% to 58.3% 
of patients present with leucopenia2.

Various infections such as toxoplasma, brucellosis, 
Yersinia enterocolitica, Bartonella henselae, and viruses 
such as herpes viruses, HIV, EBV, rubella are thought to 
play a role3. Some authors also hypothesize that KF disease 
may represent the body’s autoimmune response to various 
stimuli, including the bacterial and viral agents listed above 
and dietary sources such as raw fish. There is also a possible 
role for interferon-gamma, interleukin-6 and apoptotic cell 
death in some cases4. KF disease has been known to have an 
association with the development of SLE in patients5. The 
diagnosis of SLE has been noted to occur before, during, or 
after the diagnosis of KF disease6. Electron micron studies 
have identified tubular reticular structures within the cyto-
plasm of histiocytes and lymphocytes in KF disease, that 
are also seen in patients with SLE and other autoimmune 
conditions7. Some investigators also believe KF disease 
could be an incomplete or self-limited form of an autoim-
mune condition due to an exuberant T cell response to a 
variety of non-specific stimuli.8 Even though the two condi-
tions share many clinical features, they are distinct in their  
histopathologic criteria.9

Confirmatory diagnosis is through lymph node biopsy. 
The minimum criteria for the diagnosis of KF disease are 
the presence of aggregated histiocytes with occasional cres-
cent-shaped nuclei, plasmacytoid histiocytes, and scattered 
karyorrhexis.10 Immunohistochemical stains typically 
demonstrate CD68+/CD123 plasmacytoid dendritic cells, 
CD68+/myeloperoxidase+ histiocytes, immunoblasts, abun-
dance of CD8+ lymphocytes, and paucity of neutrophils.8 
Differential diagnoses of KF disease should include malig-
nant lymphoma, metastatic carcinoma, Systemic Lupus 
Erythematosus (SLE), Hemophagocytic lymphohistiocyto-
sis (HLH), toxoplasmosis and cat-scratch disease, and HIV/
AIDS. Serologic testing for SLE is advisable whenever a 
diagnosis of KF disease is made. Diagnosis of SLE typically 
requires at least 4 of the 11 criteria to be met, and lymph-
adenitis is not one of the criteria. Lymph node biopsies typ-
ically reveal follicular hyperplasia, plasma cells, Azzopardi 
phenomenon and presence of hematoxylin bodies.5 In our 

case, ANA and anti-ds DNA were negative. HLH was con-
sidered unlikely as the patient’s triglyceride and fibrinogen 
levels were normal. Lymphoma was considered unlikely 
as fine-needle aspiration of the lymph nodes did not show  
findings consistent with malignancy. 

The prognosis is good, and in most cases, the disease 
resolves spontaneously within several months. Therapy 
is rarely indicated in KF disease, and when required, it is 
geared towards symptomatic management. In some cases, 
glucocorticoids or hydroxychloroquine have been used with 
some success.11,12 The recurrence rate can be anywhere 
from 4% to 15%.13 To our knowledge, this is the first case 
of KF disease presenting with recurrent fever and syncopal 
episodes. There was one prior case report of a patient with 
FUO that had KF disease associated with EBV.14 There is no 
known correlation between KF disease and Hodgkin’s Lym-
phoma. In conclusion, although KF disease is benign, phy-
sicians must be aware of KF disease as early biopsy can be 
instrumental in reducing unnecessary investigations and in 
shortening the length of hospital stay. Patients with KF dis-
ease should also have continued long-term follow-up care 
due to their increased risk of developing SLE.
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