
INTRODUCTION 

Kikuchi-Fujimoto disease (KFD) is also referred to as necrotizing 
histiocytic lymphadenitis, a scarce disease first defined in 1972 concur-
rently by 2 Japanese physicians, Kikuchi and Fujimoto as the name 
implied and it is typically affecting young women and shows preponder-
ance among Asian people1). In the pediatric age group, it is common 
among young boys instead2). The clinical features consist predominantly 
of a firm, tender, mobile, non-purulent cervical lymphadenopathy (in 
80% of cases), and unremitting fever (in one-third of cases)3). KFD may 
mimic other conditions such as rheumatic diseases e.g systemic lupus 
erythematosus (SLE), Tuberculosis and lymphoma, and reported to 
complicate as either hemophagocytosis or aseptic meningitis1). KFD 
runs a benign and self-limiting course, usually subside within a few 
weeks or months and the diagnosis is only by histopathological exam-
ination of the biopsied lymph node tissue which shows necrotizing foci 
with a high degree of karyorrhexis and the absence of neutrophils and 
eosinophils with paracortical histiocytic and lymphocytic infiltrates4). 
KFD is often misdiagnosed as tuberculosis or lymphoma because of its 
presentation, mainly fever, night sweats and cervical lymphadenopa-
thy4,5). This poses some degree of diagnostic challenges to clinicians and 
pathologists. Thus, physicians should be familiar with this entity to 
avoid unnecessary aggressive therapy6).

MATERIALS  AND  METHODS

Case Report
A 9-year-old boy presented with a history of fever and left cervical 

lymphadenopathy for 2 weeks duration. The fever was intermittently 
high grade and not associated with cough and runny nose. The fever was 
resolved partially by paracetamol. He had completed a 1-week course of 
oral antibiotics Amoxycillin-clavulanic acid within the first week of ill-
ness and he was afebrile for 3 days entering week 2 of the illness. 
However, the neck swelling did not regress and he started to have a 
fever again and was prescribed oral antibiotic erythromycin ethylsucci-
nate which he could only tolerate two doses during the second week of 
illness. He was admitted in the third week of the fever after the mother 
brought the patient to the hospital for a further check-up as the symp-
toms did not show any resolution. In the ward, he was treated with IV 
Cefotaxime for 3 days, syrup Ciprofloxacin for 5 days, syrup 
Trimethoprim-Sulfamethoxazole for 8 days, syrup azithromycin for 3 
days, and IV Meropenem for 5 days. He also received a course of oral 
antiviral therapy, syrup oseltamivir for 5 days duration in between. 
Despite multiple medications that he received in the ward all are to no 
avail since he was still experiencing unremitting fever ranging from 
37.2° to 40.0℃ with persistent left cervical lymphadenopathy.

On physical examination, he has good hydrational status. Body tem-
perature during admission was on the average of 37.4℃, with blood 
pressure and pulse rate within the normal range. His tonsils were not 
inflamed. There were multiple and palpable lymph nodes, averaging 1 
cm x 1 cm at both axillae and inguinal region with the most prominent 
lymph node at the level V cervical region, measuring 4 cm x 5 cm. The 
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enlarged lymph node was tender on palpation and not fixed to the over-
lying skin. The patient had normal lungs and cardiovascular examina-
tion and no hepatosplenomegaly.

Blood investigations revealed white cell counts were low on the day 
of admission, 3.65 x 109/L which subsequently normalized. Hemoglobin 
was 11 g/dL and the platelet counts were 321 x 109/L. Other infectious 
parameters, erythrocyte sedimentation rate (ESR) and C-reactive protein 
(CRP) were mildly elevated with the value of 34 mm/hr and 22 mg/L 
respectively. The full blood picture showed reactive lymphocytes. Blood 
cultures grew no organism, nasopharyngeal aspirates sample for immu-
nofluorescence yielded none of the viruses tested. Further blood investi-
gations for Mycoplasma, Epstein-Barr virus, and Typhoid were nega-
tive, and screening for connective tissue diseases; antinuclear antibody 
(ANA), and anti-DSDNA were negative as well. Levels of complements 
C3 and C4 were within the normal range. Investigations for tuberculosis 
(TB) were negative and chest X-Ray was normal. Ultrasound of cervical 
lymph nodes revealed features of cervical lymphadenitis (refer to figure 
1). The provisional diagnosis by the treating team at that point was pro-
long fever to rule out cervical tuberculosis or malignancy.

On day 10 of admission which is almost a month of fever, an exci-

sional lymph node biopsy was performed under general anesthesia, and 
histopathological examination reported KFD (refer figure 2, 3, and 4). 
In the same setting, rigid nasal endoscopy and flexible nasopharyngos-
copy were done and did not reveal any abnormality. The patient recov-
ered well after the excisional biopsy of the lymph node and on his fol-
low-up visit, 4 months since the surgery and there was no sign of recur-
rence.

DISCUSSION

KFD is easily missed and underdiagnosed as it is still a poorly iden-
tified entity and frequently confused with malignant lymphoma6). 
Numerous viruses and microorganisms including the bacteria, mycobac-
teria, and parasites were suggested as possible etiologic agents of KFD 
and the pathogenesis is believed to be an autoimmune reaction triggered 
by a variety of antigens in genetically susceptible people, however, the 
relationship between microorganism and KFD is inconsistent1). Epstein-
Barr virus (EBV) is the most widely identified microorganism in KFD5).

Looking at his presenting symptoms prolonged fever and lymphade-
nopathy which would usually suggest infectious in origin or haemato-
logical malignancy but without any constitutional symptoms and hepa-
tosplenomegaly ring a bell for something peculiar. In this reported case, 
the boy was over treated and was investigated thoroughly to find the 
cause and all laboratory investigation turned out to be negative. Hence 
the decision for biopsy was made. 

In most reported cases of KFD, laboratory tests are generally unre-
markable. Histopathological examination (HPE) of the excised lymph 
node showed necrotizing lymphadenitis without epithelioid granuloma. 
It is composed of mainly necrotic and monocytes with many histiocytes 
with crescentic nuclei are seen. However, no atypical lymphoid cells or 
features of malignancy were seen. HPE of KFD may share the same fea-
tures with the lymphoproliferative disease if immunoblast aggregates 
and atypical lymphocytes are present. In a study, 30% of the 108 lymph 
node biopsies reviewed were initially misdiagnosed as lymphomas par-
ticularly non-Hodgkin's lymphoma, however, immunohistochemistry 

Figure 1: Ultrasound neck: Multiple matted lymph nodes at left 
cervical region measure 1.2 x 2.7 x 3.8 cm- some of the 
nodes have no fatty hilum

Figure 2: H&E x10: A lymph node exhibited areas of necrotizing 
lesion with variable lymphocytes and histocytes

Figure 3: H&E X 20: Necrotic material with fibrin deposits, 
admixed with karyorrhectic debris, histiocytes, and 
monocytes in the background. Note that there are no/
occasional neutrophils or plasma cells seen. 

Figure 4: H&Ex40: Necrotic material and fibrin admixed with 
karyorrhectic debris (yellow arro), histocytes (blue 
arrow), and monocytes.
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studies conducted were able to rule out this condition7). 
KFD may precede SLE by years or may occur at the same time after 

initial SLE diagnosis, thus patients diagnosed with KFD should be on 
long-term follow up for the possible development of SLE5,8). Research 
has suggested a connection with SLE in up to 25% of the patients diag-
nosed with KFD. Those who suffer from arthralgia, skin manifestations, 
weight loss, and positive serologies are vulnerable for SLE develop-
ment9). Those features are otherwise absent in our reported case.

The treatment for KFD is primarily supportive, aiming to relieve 
pain and fever with antipyretics, analgesics, and rest. In more severe and 
complicated cases, oral corticosteroids, hydroxychloroquine, and intra-
venous immunoglobulin (IVIg) were advocated and showed significant 
clinical improvements despite lack of recommendation8). In our patient, 
multiple antibiotics failed to improve its clinical progression, the 
exhaustive trials contributed to the delay in the diagnosis (biopsy). The 
managing team suspect more serious illness such as malignancy, tuber-
culosis or an autoimmune disease since the fever was already more than 
2 weeks. Thus, they try hardly with multiple antibiotic from Augmentin 
to Meropenem. Those with localized lymphadenopathy with a reassur-
ing clinical picture can be observed for 2-4 weeks with trials of antibiot-
ics; if not resolving or increasing in size during the period of observa-
tion, should proceed with biopsy of the lymph node10). On the other 
hand, should the biopsy had been done sooner, inappropriate treatment 
and investigations can be avoided and this could alleviate patients from 
unnecessary emotional distress and additional hospital stay8). 

However, if the history and physical examination suggesting malig-
nancy such as generalized lymphadenopathy with hepatosplenomegaly 
and abnormal blood investigation such as blast in blood film and elevat-
ed LDH level required earlier diagnostic histological investigations10)

CONCLUSION

For healthcare workers in primary care encountering cases of cervi-
cal lymphadenopathy with prolonged fever; after ruling out oral and 
common infectious pathology, the patient should be referred early to 
related subspecialty to expedite biopsy therefore obtaining accurate and 
timely diagnosis to hence avoiding therapeutic misadventure among 
patients.
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