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A Case of Kikuchi-Fujimoto Disease Associated with
Mycoplasma Pneumoniae Infection
Sang Hoon Kim1, Jae Min Lee1, Mi Jin Gu2 and Ji Young Ahn1
Departments of 1Pediatrics and 2Pathology, Yeungnam University College of Medicine, Daegu, Korea

Kikuchi-Fujimoto disease (KFD) is a self-limiting disease characterized by subacute
necrotizing lymphadenitis. This benign disease is frequently associated with prolonged fever and mostly occurs in young Asian women. KFD is generally diagnosed
using a biopsy of affected lymph nodes and spontaneously resolves in several months.
Although the causative agent is believed to be infectious, the etiology remains unknown. Some cases of KFD are associated with viral infections, including EpsteinBarr virus, human herpes virus 6, and parvovirus B19 infection. Herein, we report
a case of KFD associated with Mycoplasma pneumoniae infection.
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ever, the etiology remains unknown. Although the pathogenesis remains controversial, the causative infectious

Introduction

agents of KFD have been reported to be Epstein-Barr viKikuchi-Fujimoto disease (KFD) is a rare benign dis-

rus (EBV), human herpes virus (HHV) 6, HHV8, parvovirus

ease that was first reported by Kikuchi [1] and Fujimoto

B19, herpes simplex virus (HSV), and cytomegalovirus

et al. [2] in 1972. KFD is characterized by subacute ne-

(CMV) [4]. KFD is generally diagnosed using a biopsy of

crotizing lymphadenitis and associated with fever. Addi-

affected lymph nodes and spontaneously resolves in sev-

tional features of this disease include weight loss, night

eral months. Herein, we report a case of KFD associated

sweats, myalgia, splenomegaly, anemia, and skin rash.

with Mycoplasma pneumoniae infection.

KFD mostly occurs in young Asian women, but some cases have been reported in the United States, Europe, and

Case Report

Australia [3]. The clinical manifestations of KFD are sugA 17-year-old male patient was admitted with a one-

gestive of an autoimmune or infectious etiology; how-
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week history of fever and cough. He was admitted at a

hospitalization showed leukopenia, a slightly elevated

local clinic two days prior and had been diagnosed with

CRP level, and positive antibody titers (4.4 EIU/mL) for

acute bronchitis probably due to Mycoplasma pneumo-

M. pneumoniae (Table 1). No pathogenic organisms were

niae infection. He had been treated with anti-myco-

identified on blood, urine, and sputum cultures, and

plasma antibiotics for two days, but the fever and cough

work up for tuberculosis including interferon-gamma re-

worsened; thus, he was transferred to our hospital.

lease assay, sputum polymerase chain reaction assay,

o

He had a fever (temperature up to 38.3 C), blood pres-

and sputum acid-fast bacilli smear, yielded negative

sure of 110/80 mmHg, heart rate of 96 beats per minute,

findings. Immunological studies, including those of an-

and respiratory rate of 22 breaths per minute. Physical

ti-nuclear antibody, rheumatoid factor, complement 3,

examination yielded no abnormal findings.

and complement 4, yielded negative results. A computed

Laboratory examination revealed mild leukopenia with

tomography scan revealed multiple lymphadenopathy

thrombocytopenia and an elevated C-reactive protein

with necrotic foci in both neck spaces (Fig. 1) and mild

(CRP) level (Table 1). A blood smear revealed atypical

splenomegaly. Histological examination of a needle bi-

lymphocytes without circulating blasts. An infectious dis-

opsy sample of an affected cervical lymph node revealed

ease panel, including polymerase chain reaction for res-

necrotizing lymphadenitis (Fig. 2).

piratory pathogens, yielded negative findings for EBV,
CMV, human immunodeficiency virus, and parvovirus
B19. The initial antibody test for M. pneumoniae performed at our hospital yielded negative results (0.8 EIU/
mL), and a chest X-ray showed unremarkable findings.
He was treated with ceftriaxone (2,000 mg/day) and
doxycycline (4 mg/kg/day) to cover some bacteria and
macrolide-resistant M. pneumoniae, but the fever persisted. Follow-up laboratory tests performed on the third
day of hospitalization showed worsened leukopenia and
a decreased CRP level (Table 1). A follow-up chest radiograph showed unremarkable findings. Treatment with
ceftriaxone and doxycycline was continued.
Despite antibiotic treatment, the fever and cough persisted until the 7th day of hospitalization. Several small
cervical lymph nodes were palpable and mildly tender.
Laboratory examination performed on the 7th day of

Fig. 1. Computed tomography scan (coronal section) of the neck
showing multiple lymphadenopathy with central necrosis in
both neck spaces.

Table 1. Laboratory data

White blood cell count (/L) (reference range: 4,000-10,000)
Absolute neutrophil count (/L) (reference range: 1,500-8,000)
Hemoglobin level (g/dL) (reference range: 13.0-17.0)
3
Platelet count (×10 /L) (reference range: 140-440)
Erythrocyte sedimentation rate (mm/hr) (reference range: 0-20)
C-reactive protein level (mg/L) (reference range: 0-0.5)
Anti-Mycoplasma pneumoniae Immunoglobulin M (EIU/mL)
(reference range: 0-1.2)
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Day 1

Day 3

Day 7

Day 12

4,470
2,418
13.7
137
13
7.4
0.8

3,090
1,369
13.7
154
13
3.9

2,560
1,617
13.6
165
18
1.6
4.4

12,240
10,318
15.2
300
8
0.1

Vol. 26, No. 2, October 2019

Kikuchi-Fujimoto Disease Associated with Mycoplasma Pneumoniae Infection

Laboratory findings are typically normal. Some patients have anemia, leukopenia with atypical lymphocytes in the peripheral blood, and a slightly elevated erythrocyte sedimentation rate and CRP level. There are no
specific diagnostic laboratory findings.
The exact etiology of KFD is unknown. KFD has a benign course; it is characterized by fever, atypical lymphocytosis, and elevated erythrocyte sedimentation rate
and is resistant to antibiotic therapy. These clinical manifestations suggest that KFD could have an infectious or
autoimmune etiology. A variety of microorganisms (viruses
and bacteria) associated with KFD include EBV, HHV6,
Fig. 2. Examination of a needle biopsy sample of an affected
lymph node showing necrotizing lymphadenitis (hematoxylin
and eosin stain, ×400). Arrow indicates crescentic histiocytes
in the area with necrosis, and arrowhead indicates karyorrhectic
debris.

HHV7, HHV8, parvovirus B19, HSV1, HSV2, CMV, human
T-lymphotropic virus, varicella-zoster virus, Brucella,
hepatitis B virus, and human papilloma virus [6].
KFD is generally diagnosed via an excisional biopsy of
affected lymph nodes. The typical histologic findings of

He was diagnosed with KFD and treated with methyl-

KFD are paracortical zones of eosinophilic fibrinoid ne-

prednisolone (1 mg/kg/day). After treatment with meth-

crosis with karyorrhectic debris surrounded by a mixture

ylprednisolone, the fever subsided, and the leukopenia

of different types of histiocytes. Immunohistochemical

improved. He was discharged on the 12th day of hos-

findings include lesions composed of CD15+ histiocytes,

pitalization.

CD4+ T cells, CD8+ T cells, and rarely B cells [7]. Electron microscopy show tubular reticular structures in the

Discussion

cytoplasm of stimulated lymphocytes and histiocytes.
These electron microscopic findings have been described

Our patient was diagnosed with KFD associated with

M. pneumoniae infection. To our knowledge, KFD has
been associated with infectious or autoimmune disease,
and most of the infectious causes are viruses.

in patients with systemic lupus erythematosus and other
autoimmune disorders [7].
KFD is a self-limiting disease that typically resolves
within 1-4 months. There is no specific treatment. Nons-

KFD, also referred to as histiocytic necrotizing lym-

teroidal anti-inflammatory drugs and antipyretic an-

phadenitis, is characterized by regional lymphadenop-

algesics may be used to relieve symptoms, and cortico-

athy with tenderness. Most affected patients are female

steroids have been used in the treatment of patients with

adults younger than 30 years with a female to male ratio

a severe clinical course or relapsing course. The re-

of 3-4:1 [3], although some studies have reported ratios

currence rate of KFD is 3-4%, and fatal cases are rare

closer to 1:1 [5].

[8].

Cervical lymphadenitis is the most common presenta-

Herein, we report a case of KFD associated with M.

tion of KFD and mainly involves the posterior cervical

pneumoniae infection. The causative infectious agents of

triangle. Lymph node size has been reported to generally

KFD have been reported to be mostly viruses and/or

range from 0.5-4 cm, and rarely larger than 6 cm [5].

bacteria. Our case suggests that M. pneumoniae could be

Other presentations of this disease include fever, fatigue,

an infectious cause of KFD.

malaise, and sometimes weight loss, night sweats, sore
throat, upper respiratory symptoms, nausea, and vomiting.
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crotizing lymphadenitis: a new clinicopathological entity.
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