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Kikuchi-Fujimoto Disease (KFD) is an uncommon, benign, and self-limiting 

condition characterized by lymph node inflammation. Due to its overlapping 

clinical features with tuberculosis and autoimmune conditions, it is frequently 

misdiagnosed. This case series aims to enhance clinical awareness by outlining 

the presenting features, histopathological findings, and outcomes of patients 

diagnosed with KFD. A retrospective analysis was performed on 12 confirmed 

KFD cases managed at the Department of Rheumatology, Sri Ramachandra 

Institute of Higher Education and Research (SRIHER), Chennai, over a six-year 

period. The most frequent clinical presentation was painless cervical 

lymphadenopathy, often accompanied by systemic symptoms such as fever, 

hepatosplenomegaly, and skin rash. Histopathological evaluation commonly 

revealed necrotizing lymphadenitis, with CD68-positive histiocytes in several 

samples. Laboratory investigations showed leukopenia in most patients and 

features of macrophage activation syndrome (MAS) in a few. The majority of 

patients responded well to NSAIDs; however, corticosteroids and 

hydroxychloroquine were used in more severe cases. Outcomes were favorable 

in all monitored patients. 

Keywords: Cervical Lymphadenopathy, Differential Diagnosis, 

Histopathology, Kikuchi- Fujimoto Disease 
 

 

INTRODUCTION 
 

Kikuchi-Fujimoto disease (KFD), also referred to as 

histiocytic necrotizing lymphadenitis, is an 

uncommon, benign, and self-limiting inflammatory 

disorder first described in 1972 by Kikuchi and 

Fujimoto in Japan.[1,2] It predominantly affects young 

females, especially those under the age of 30, and has 

a higher prevalence in Asian populations, although 

cases have been documented globally across various 

age groups and ethnicities.[3] 

The disease often presents with a sudden or gradual 

onset of unilateral, painful, and mobile cervical 

lymph node swelling, typically accompanied by 

systemic symptoms such as fever, fatigue, night 

sweats, weight loss, and skin rashes.[4] These 

cutaneous manifestations can vary from 

maculopapular eruptions to lesions that mimic lupus, 

making clinical diagnosis challenging.[5] Given its 

overlapping features with infections, malignancies, 

and autoimmune disorders—particularly systemic 

lupus erythematosus (SLE)—KFD may be 

misdiagnosed.[6] 

The exact etiology remains unknown, although viral 

and autoimmune mechanisms are suspected. Multiple 

infectious agents, including Epstein-Barr virus, 

cytomegalovirus, human herpesviruses, and bacteria 

like Toxoplasma gondii and Bartonella henselae, 

have been investigated, but no definitive causative 

agent has been confirmed.[7-9] A genetic 
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predisposition has also been proposed, particularly 

involving HLA class II alleles (HLA-DPA1 and 

HLA-DPB1), especially in Asian individuals.[10] 

Excisional lymph node biopsy remains the 

cornerstone for diagnosis, typically revealing foci of 

necrosis with karyorrhectic debris, numerous 

histiocytes, and plasmacytoid dendritic cells, notably 

without neutrophils or eosinophils. 

Immunohistochemistry findings often show the 

presence of CD8+ T lymphocytes and CD68+ 

histiocytes.[11,12] Importantly, the absence of 

hematoxylin bodies helps distinguish KFD from 

SLE-associated lymphadenitis.[13] 

Management is primarily supportive, relying on 

antipyretics and analgesics for symptom relief. In 

severe or persistent cases, corticosteroids or 

immunomodulatory drugs like hydroxychloroquine 

may be considered.[14] Most patients recover 

spontaneously within 1 to 4 months. Recurrence is 

rare among adults (about 3–4%) but is relatively 

more common in children, reaching up to 39% in 

some reports.[15] Rarely, KFD may be complicated by 

conditions such as hemophagocytic 

lymphohistiocytosis (HLH).[16] 

Awareness of KFD is crucial to prevent its 

misidentification as lymphoma or autoimmune 

disease. Regular follow-up is advisable, particularly 

due to the slight but recognized risk of developing 

SLE after resolution of KFD.[6,17] 

Objective 

The main aim of this case series is to report on the 

demographic characteristics, clinical features, 

histopathological patterns, and treatment outcomes 

observed in patients diagnosed with Kikuchi-

Fujimoto Disease (KFD). 

 

MATERIALS AND METHODS 
 

This retrospective case series was carried out in the 

Department of Rheumatology at Sri Ramachandra 

Institute of Higher Education and Research 

(SRIHER), Chennai, spanning a six-year period from 

June 2018 to 2024. Patient records with a confirmed 

diagnosis of KFD were systematically reviewed. 

Inclusion was restricted to individuals with a 

histopathological confirmation of KFD based on 

lymph node biopsy findings. 

Laboratory parameters analyzed included: 

• Complete blood count (CBC) 

• Renal function tests (RFT) 

• Liver function tests (LFT) 

• Erythrocyte sedimentation rate (ESR) 

• C-reactive protein (CRP) 

• Antinuclear antibody (ANA) testing 

• Workup for macrophage activation syndrome 

(MAS), including serum ferritin, triglyceride 

levels, fibrinogen, and lactate dehydrogenase 

(LDH) 

Patients with insufficient documentation or those 

identified with alternate etiologies for 

lymphadenopathy were excluded from the review. 

 

RESULTS 

 

This observational case series included 12 patients 

diagnosed with Kikuchi-Fujimoto Disease (KFD) 

confirmed by lymph node histopathology. Patient 

ages ranged from 10 to 31 years, with a mean age of 

20.5 years. There was a notable female 

predominance, with a female-to-male ratio of 5:1. 

The most frequently observed symptom was non-

tender cervical lymph node enlargement, followed by 

axillary lymphadenopathy. One case involved 

mesenteric lymph node enlargement. 

Symptom duration prior to diagnosis varied from two 

weeks to three months, with a median of one month. 

Three individuals were initially misdiagnosed and 

treated for presumed tuberculous lymphadenitis. 

Features suggestive of macrophage activation 

syndrome (MAS) were noted in two patients. EBV 

serology was negative in eight patients, while one 

tested positive for Parvovirus. ANA positivity was 

seen in one case. Management approaches included 

NSAIDs for milder cases and corticosteroids or 

hydroxychloroquine for more severe presentations. 

 

Table 1: Clinical Profile of Patients with Kikuchi-Fujimoto Disease (n = 12). 

Parameter Patients (n) 

Mean Age (years) 20.5 (Range: 10–31) 

Sex (Female : Male) 10 : 2 

Lymph Node Tenderness 1 

Cervical Lymphadenopathy 11 

Axillary Lymphadenopathy 9 

Other Lymphadenopathy (e.g., mesenteric) 3 

Fever 6 

Hepatosplenomegaly 5 

Rash 2 

 

The disease predominantly affected young females. 

Cervical lymphadenopathy was the most common 

site of involvement. Constitutional symptoms like 

fever and hepatosplenomegaly were also common. 

Only one patient had tender lymph nodes, 

emphasizing the typically non-tender presentation. 

Table 2: Laboratory Findings, Histopathology, Treatment, and Outcome (n = 12). 

Investigations / Treatment / Prognosis Patients (n) 

Histopathology Patterns  

Necrotizing (N) 4 
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Necrotizing + Proliferative (N/P) 5 

Necrotizing + Xanthomatous (N/X) 2 

All 3 Patterns (N/P/X) 1 

CD68 Positivity 5 

Leukopenia 9 

MAS (Macrophage Activation Syndrome) 2 

Treatment Regimens  

NSAIDs only 6 

NSAIDs + Steroids 4 

Hydroxychloroquine (HCQ) 4 

HCQ + NSAIDs 2 

Prognosis  

Resolution after 4 months 3 

Resolution after 3 months 1 

Lost to follow-up 2 

 

Histopathological examination revealed necrotizing 

features in all patients, often with overlapping 

proliferative and xanthomatous changes. CD68 

positivity, a key immunohistochemical marker, was 

noted in less than half. Most patients exhibited 

leukopenia, and two developed MAS requiring 

corticosteroid therapy. NSAIDs were the mainstay of 

treatment, with additional steroids or HCQ used in 

more severe or refractory cases. Most patients 

experienced resolution of lymphadenopathy within 3 

to 4 months, though two were lost to follow-up. 

[Figure 1] CD68 Immunohistochemistry Showing 

Histiocyte Positivity in Kikuchi-Fujimoto Disease 

The image represents a histopathological section 

stained for CD68, a macrophage/histiocyte marker. 

The brown-stained cells indicate CD68-positive 

histiocytes, characteristic of Kikuchi-Fujimoto 

Disease (KFD). The circled area highlights a cluster 

of these positive histiocytes amid a background of 

small lymphocytes. This immunohistochemical 

finding supports the diagnosis of KFD by 

demonstrating the prominent histiocytic infiltrate, a 

hallmark of the necrotizing lymphadenitis seen in this 

condition. 

 

 
Fig: 1 CD 68 Positive & IHC-68+ 

 

DISCUSSION 

 

Kikuchi-Fujimoto disease (KFD) is a rare, self-

limiting lymphadenitis more frequently observed in 

Asian populations, potentially due to genetic 

susceptibility associated with specific HLA 

haplotypes such as HLA-DPA1 and HLA-

DPB1.[18,19] 

In our study, the mean age of presentation was 20.5 

years, consistent with previous reports. Kim et al. 

reported a median age of 21.5 ± 11.8 years,[20] Dumas 

et al. reported 30 ± 10.4 years,[18] and Supari and 

Ananthamurthy observed a median of 26 years.[21] 

A clear female predominance was observed (F:M = 

10:2), echoing the findings of Dumas et al. who found 

a 77% female majority.[18] Kim et al. also noted a 

predominance of female patients among adults aged 

20–29, whereas male preponderance was seen in 

children under 9 years, suggesting a possible 

interaction between sex and age in disease 

susceptibility.[20] Supari and Ananthamurthy 

similarly reported female preponderance.[21] 

Cervical lymphadenopathy was the most common 

presentation, consistent with findings from Dumas et 

al. (90% cervical, 52% polyadenopathy),[18] Kim et 

al. (90% cervical, 8.8% axillary, 6.3% inguinal),[20] 

and Supari and Ananthamurthy (100% cervical 

among 74% of those with lymphadenopathy).[21] In 

our study, axillary lymphadenopathy was seen in 9 

patients, and mesenteric lymphadenopathy was 

reported in one, comparable to the 2.5% rate in Kim 

et al.[20] 

Only one of our patients had tender lymph nodes, 

whereas Kim et al. found lymph node tenderness in 

60% of cases.[20] Fever and rash were additional 

features in our cohort. Dumas et al. reported fever in 

67% and rash in 32.9%,[18] while Kim et al. noted 

these symptoms were more common in pediatric 

patients.[20] 

Histopathologically, necrotizing lymphadenitis was 

the most common pattern in our study, which is 

consistent with Dumas et al., who observed necrotic 

subtype in 76.55% of cases, followed by xantho-

granulomatous (19.1%) and proliferative (4.4%) 

subtypes.[18] 

CD68 positivity, a key histiocytic marker, was 

observed in 5 of our patients, reinforcing the 

diagnosis of KFD and aligning with previously 

described immunohistochemical findings.[18,22] 

Leukopenia was seen in the majority of our patients 

(75%), similar to Supari and Ananthamurthy, who 

reported it as the most common lab abnormality 

(65%),[21] and Dumas et al., who reported 

lymphocytopenia in 63.8%.[18] 

Two patients had associated macrophage activation 

syndrome (MAS), a rare but severe complication of 

KFD, also described in prior case reports.[23] 

Viral association was notable in one parvovirus-

positive case, while 8 patients were EBV-negative. 

This corresponds to Dumas et al., who reported viral 

co-infections in 8 patients—2 with parvovirus, 4 with 
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EBV, and others with herpes and coxsackie 

viruses.[18] Kim et al. also observed higher EBV 

positivity in male children.[20] 

In terms of treatment, NSAIDs were the most 

frequently used intervention in our study, followed 

by hydroxychloroquine (HCQ) and corticosteroids in 

severe cases. This parallels Kim et al., where 

NSAIDs were the mainstay, and corticosteroids were 

added if fever persisted [20]. Dumas et al. reported 

steroid use in 32% and HCQ in 17.6% of cases, while 

3 patients received intravenous immunoglobulin.[18] 

Supari and Ananthamurthy initiated treatment with 

antibiotics, followed by corticosteroids in 3 

patients.[21] 

Although follow-up was incomplete for several 

patients, 3 showed complete resolution. This reflects 

the typically favorable prognosis of KFD. 

Limitations of this study include the small sample 

size and retrospective design, which constrain the 

generalizability and depth of analysis. Nevertheless, 

the findings affirm known clinical, histological, and 

therapeutic patterns of KFD and underscore the need 

for clinician awareness. 

 

CONCLUSION 

 

Kikuchi-Fujimoto Disease (KFD) should be included 

in the differential diagnosis of not only typical cases 

involving cervical lymphadenopathy but also when 

lymph node enlargement occurs in atypical regions, 

such as the axillary or mesenteric areas, particularly 

if the nodes are painful. Due to its clinical and 

histopathological resemblance to conditions like 

tuberculosis and autoimmune disorders—especially 

systemic lupus erythematosus (SLE)—KFD is at risk 

of being misdiagnosed, potentially resulting in 

unnecessary or incorrect treatments. 

Clinicians must remain vigilant and consider KFD in 

patients presenting with signs of infection or features 

indicative of macrophage activation syndrome 

(MAS). Prompt and accurate diagnosis is essential, as 

the disease generally resolves on its own and carries 

a favorable prognosis when managed with supportive 

therapy. 

 

REFERENCES 
 
1. Kikuchi M. Lymphadenitis showing focal reticulum cell 

hyperplasia with nuclear debris and phagocytosis: A 

clinicopathological study. Nippon Ketsueki Gakkai Zasshi. 
1972;35(3):379–80. 

2. Fujimoto Y, Kozima Y, Yamaguchi K. Cervical subacute 

necrotizing lymphadenitis. Naika. 1972;20(5):920–7. 

3. Bosch X, Guilabert A, Miquel R, Campo E. Enigmatic 

Kikuchi-Fujimoto disease: a comprehensive review. Am J 

Clin Pathol. 2004;122(1):141–52. 

4. Dorfman RF, Berry GJ. Kikuchi's histiocytic necrotizing 

lymphadenitis: An analysis of 108 cases with emphasis on 
differential diagnosis. Semin Diagn Pathol. 1988;5(4):329–

45. 

5. Kucukardali Y, Solmazgul E, Kunter E, et al. Kikuchi-
Fujimoto Disease: analysis of 244 cases. Clin Rheumatol. 

2007;26(1):50–4. 

6. Deaver D, Horna P, Cualing HD. Kikuchi-Fujimoto disease: a 
review with emphasis on diagnostic criteria and differential 

diagnosis. Ann Diagn Pathol. 2019;39:1–5. 

7. Lin HC, Su CY, Huang CC, Hwang CF, Chien CY. Kikuchi's 
disease: a review and analysis of 61 cases. Otolaryngol Head 

Neck Surg. 2003;128(5):650–3. 

8. Turner J, Krajisnik S, Ng ABP. Kikuchi-Fujimoto disease: a 
diagnostic challenge. Am J Otolaryngol. 2005;26(5):365–7. 

9. Wang J, Wang H, et al. Viral infection and immune response 

in Kikuchi-Fujimoto disease. Arch Pathol Lab Med. 
2021;145(6):738–44. 

10. Lin HC, Su CY, et al. HLA-DPB1*0202 associated with 

Kikuchi's disease in Taiwanese patients. Hum Immunol. 
2001;62(10):1083–6. 

11. Hudnall SD, Chen T, Amr S, Young KH, Henry K. Kikuchi-

Fujimoto disease: an indolent but commonly misdiagnosed 
cause of lymphadenitis. Arch Pathol Lab Med. 

2018;142(11):1341–6. 

12. Perry AM, Choi SM. Kikuchi-Fujimoto disease: a review. 
Arch Pathol Lab Med. 2018;142(11):1341–6. 

13. Dorfman RF, Berry GJ. Kikuchi’s histiocytic necrotizing 

lymphadenitis. Semin Diagn Pathol. 1988;5(4):329–45. 
14. Kuo TT. Kikuchi’s disease (histiocytic necrotizing 

lymphadenitis): A clinicopathologic study of 79 cases with an 

analysis of histologic subtypes, immunohistology, and DNA 
ploidy. Am J Surg Pathol. 1995;19(7):798–809. 

15. Lee KY, Yeon YH, Lee BC. Kikuchi-Fujimoto disease with 

prolonged fever in children. Pediatrics. 2004;114(6):e752–6. 
16. Kondo N, Kaneko H, et al. Kikuchi-Fujimoto disease 

complicated by hemophagocytic syndrome. Clin Pediatr 

(Phila). 1996;35(1):47–9. 
17. Sato Y, Notohara K, et al. Development of systemic lupus 

erythematosus after Kikuchi disease: A retrospective cohort 

study and literature review. Mod Rheumatol. 2012;22(3):386–
91. 

18. Dumas G, Prendki V, Haroche J, et al. Kikuchi-Fujimoto 

disease: retrospective study of 91 cases and review of the 
literature. Medicine (Baltimore). 2014;93(24):372–82. 

19. Lin HC, Su CY, et al. HLA-DPB1*0202 associated with 

Kikuchi’s disease in Taiwanese patients. Hum Immunol. 
2001;62(10):1083–6. 

20. Kim JE, Kim YH, et al. Clinical characteristics of Kikuchi-
Fujimoto disease in children and adults: analysis of 61 cases. 

Clin Exp Otorhinolaryngol. 2009;2(3):135–8. 

21. Supari D, Ananthamurthy A. Kikuchi-Fujimoto disease: 
analysis of 13 cases with emphasis on diagnostic challenges. 

Indian J Pathol Microbiol. 2015;58(3):310–3. 

22. Hudnall SD, Chen T, Amr S, Young KH, Henry K. Kikuchi-
Fujimoto disease: an indolent but commonly misdiagnosed 

cause of lymphadenitis. Arch Pathol Lab Med. 

2018;142(11):1341–6. 
23. Kaneko K, Inoue M, et al. Kikuchi-Fujimoto disease 

complicated by macrophage activation syndrome: a case 

report and literature review. Mod Rheumatol Case Rep. 
2019;3(1):32–7. 

 


