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Kikuchi–Fujimoto disease: A rare cause of  
lymphadenopathy and fever

Ana Vilaça, Vanessa Palha, Teresa Pimentel

ABSTRACT

Introduction: Kikuchi–Fujimoto disease (KFD) 
was originally described in a young woman 
and is a rare, benign and self-limited condition 
of unknown cause, usually characterized by 
cervical lymphadenopathy and fever. The 
diagnosis of KFD is made by lymph node biopsy 
and treatment is only symptomatic, with signs 
and symptoms usually resolving within one to 
six months. Case Report: A 31-year-old female, 
rabbit breeder, presented with complaints 
of fever, facial and hand skin lesions for 10 
days. Physical examination revealed nose, 
malar, scalp, fingers and pinna erythematous 
papules; also painful bilateral cervical and 
axillary lymphadenopathy. Laboratory studies 
showed normocytic/normochromic anemia 
(hemoglobin 10.4 g/dL), leukopenia (white 
blood cell count 2.2x103 u/L), neutropenia 
44.4% and elevated erythrocyte sedimentation 
rate 31 mm/h. Serology for infectious agents, 
microbiology and autoimmune blood work 
studies were negative. Computed tomography 
scan of the neck revealed small cervical 
lymphadenopathy and enlarged axillary 
lymphadenopathy. She underwent biopsy of 
a right axillary lymph node, which revealed 
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Kikuchi lymphadenitis xanthomatous type. 
Skin biopsy showed unspecified perivascular 
lymphocytic infiltrate. On a three-month 
follow-up visit, she continued to be afebrile, had 
improved white cell blood count and had only 
small right axillary lymphadenopathy visible 
on ultrasound. Skin lesions had disappeared. 
Conclusion: Kikuchi-Fujimoto disease should 
be considered in the differential diagnosis when 
a young woman presents with fever and cervical 
lymphadenopathy. Despite its benign and self-
limited nature, patients should be followed 
for a few years since recurrence is common 
and some patients may develop autoimmune 
disorders.  
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INTRODUCTION

Kikuchi-Fujimoto disease (KFD) was described in 
1972 in Japan by Kikuchi and Fujimoto [1–3]. It has been 
reported in several countries since then. Also known as 
histiocytic necrotizing lymphadenitis, is a rare, benign and 
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self-limited condition of unknown cause. It was originally 
described in a young woman predominantly in their 
second or third decades of life. Kikuchi–Fujimoto disease  
is usually characterized by cervical lymphadenopathy and 
fever. More rarely, patients with KFD can also present 
leukopenia, hepatosplenomegaly and complaints of 
fatigue, rash, joint pain and weight loss [4].

The diagnosis of KFD is made by lymph node 
biopsy, based on histopathological findings. Although, 
is important to consider differential diagnosis in order 
to exclude more serious conditions such as lymphoma, 
infections and autoimmune disorders. Normally, 
the disease has a good prognosis without therapy. 
Nonetheless, if necessary, we can use analgesics and non-
steroid anti-inflammatory drugs, in order to symptomatic 
treatment [4, 5].

CASE REPORT

A 31-year-old woman, rabbit breeder, with history 
of recent contact with dead rats, presented to the 
emergency department with complaints of fever 
(axillary temperature 38ºC), facial and hand skin 
lesions for 10 days. She also presented healing oral 
ulcers. Physical examination showed nose (Figure 1A), 
malar, scalp, fingers (Figure 1B) and pinna (Figure 
1C–D) erythematous papules. It is also palpable 
bilateral cervical and axillary lymphadenopathy. 
These lymphadenopathies were painful. Laboratory 
examinations revealed normocytic/normochromic 
anemia (hemoglobin 10.4 g/dL), leukopenia (white 
blood cell count 2.2x103 u/L), neutropenia 44.4% and 
elevated erythrocyte sedimentation rate 31 mm/h. 
The patient was admitted to the inpatient floor for 
further study. As the patient had contact with dead 
rats and is a rabbit breeder, it was performed empiric 
treatment with doxycycline. Serology for infectious 
agents, microbiology and autoimmune blood work 
studies were negative. It was performed CT scans of 
the neck, chest, abdomen and pelvis, which revealed 
small cervical lymphadenopathy and enlarged axillary 
lymphadenopathy. During admission time no fever was 
registered and leucopenia was maintained with inversion 
of the white cell blood count. She underwent ultrasound 
guided histological fine needle biopsy of a right axillary 
lymph node. The histopathological examination revealed 
Kikuchi lymphadenitis xanthomatous type (Figure 
2A). Skin biopsy of the lesions showed unspecified 
perivascular lymphocytic infiltrate (Figure 2B). At this 
point, doxycycline was suspended and it was prescribed 
analgesics to symptomatic treatment. After one week, 
the patient remains afebrile and was discharged home. 
On a three-month follow-up visit, she continued to be 
afebrile, had improved white cell blood count and had 
only small right axillary lymphadenopathy visible on 
ultrasound. Skin lesions was disappeared.

DISCUSSION

Kikuchi–Fujimoto disease should be considered in 
the differential diagnosis when a young woman presents 
with fever and cervical lymphadenopathy. In less than 
40% of cases, KFD can also be characterized by rash. 
Our patient is, in fact, included in these 40%, since at 
the initial presentation she had erythematous papules 
at the nose, pinna and fingers (Figures 1A–D). From 

Figure 1: (A) Nose erythematous papules, (B) Fingers 
erythematous papules, (C) Pinna erythematous macules, (D) 
Pinna erythematous papules.

Figure 2: (A) Lymph node biopsy: Areas of apoptotic necrosis, 
with abundant proliferation of histiocytes and plasmacytoid 
monocytes in the absence of neutrophils (H&E stain, x200), and 
(B) Skin biopsy: Superficial and deep perivascular lymphocytic 
infiltrate with slight vacuolization of the basal layer of the 
epidermis (H&E stain, x400).
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the dermatological point of view it have been described 
lesions in the form of macules, papules, plaques, nodules 
or ulcers on the upper body (face, arms and trunk) [6, 
7]. Skin biopsy of the lesions usually shows perivascular 
infiltrates superficial and deep, edema in the dermis 
papillary or vacuolization in the layer epidermal basal 
cells [8].

The nature of this disease remains unclear. Certain 
causative organisms have been proposed. These 
include Epstein–Barr virus, human T cell leukemia 
virus type 1, human herpesvirus type 6, B19 parvovirus, 
cytomegalovirus, Brucella, Yersinia enterocolitica, and 
parainfluenza vírus [9]. It is suggested that patients receive 
a systemic survey and follow-up to evaluate subsequent 
development of SLE, because of the association with 
systemic lupus erythematosus (SLE) [10, 11]. This 
autoimmune mechanism remains unclear. Nevertheless, 
during the past years, some theories were developed. One 
theory involves molecular mimicry, in which infectious 
agents that closely resemble a host peptide affect the 
ability of T cells to detect self from nonself [12, 13]. Some 
authors also believe that apoptotic cells can be the source 
of the autoantigens of SLE [14]. 

Since KFD have many symptoms similar to malignant 
lymphoma, such as Burkitt’s lymphoma and Hodgkin’s 
disease, can be often misdiagnosed in the first approach 
of the patient. Differential diagnosis should always be 
performed, including infectious lymphadenitis (EBV, 
Herpes, Bartonella henselae, or Toxoplasma). The 
correct diagnosis of this disorder requires always the 
histopathological study of the biopsy [15, 16]. 

Recurrent and fatal cases of KFD are extremely rare. 
In spite of that, a few had been reported [11, 17, 18]. 

A specific treatment for KFD is currently unavailable 
because of its unknown etiology. Most of the times the 
KFD is self-limited, resolving in less than six months with 
symptomatic treatment. Corticosteroid therapy is used 
only for the most severe cases [4]. 

CONCLUSION

In conclusion, despite its benign and self-limited 
nature, the authors highlight the importance of a precise 
diagnosis and also the importance of follow-up of these 
patients for a few years. Recalling our case report, 
the authors also emphasize the fact that patients with 
Kikuchi–Fujimoto disease may present non-typical 
cutaneous lesions, which are important in differential 
diagnoses.
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