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Summary

Kikuchi-Fujimoto disease (KFD) is a rare and benign lymphadenopathy of unknown etiology.
Usually, it is an isolated and self-limiting condition requiring no specific therapy; however, in some
cases, it may be associated with an autoimmune disease.

Here, we report three cases of KFD developing an associated autoimmune connective disorder: the

first case presented with Sjogren's syndrome, and the other two had a diagnosis of systemic lupus
erythematosus.



Introduction

Kikuchi-Fujimoto disease (KFD) is a rare, benign, and self-limiting form of lymphadenopathy of
unknown etiology. It typically presents with a single cervical lymphadenopathy, often accompanied
by systemic symptoms, and it is more common in young adult females (1). The diagnosis of KFD is
based on histopathological analysis, and its etiopathogenesis remains uncertain, probably resulting
from an abnormal T-cell-mediated immune response reaction to environmental triggers, such as viral
infections. Considering the rare but possible association of KFD with autoimmune diseases, another
hypothesis suggests a possible role of autoimmune processes (1, 2).

Here, we describe the case of a patient with KFD who subsequently developed Sjogren’s syndrome
(pSS), and two cases of KFD associated with systemic lupus erythematosus (SLE) (Table 1).

Case Report 1

A 28-year-old female with a history of autoimmune thyroiditis presented with 1-month lateral cervical
lymphadenopathy associated with asthenia and evening fever (max 37.7°C). The physical
examination did not reveal hepatosplenomegaly, skin lesions, or signs of arthritis. Laboratory
investigations showed normal erythrocyte sedimentation rate (ESR) and C-reactive protein values
and absence of antinuclear antibodies (ANA). Serologies for hepatitis B virus (HBV), hepatitis C
virus (HCV), Epstein-Barr virus (EBV), cytomegalovirus (CMV), human immunodeficiency virus
(HIV), and tuberculosis tests were negative. To exclude neoplastic hematologic disease, lymph node
excisional biopsy was performed, and the histopathological examination revealed a histiocytic
necrotizing lymphadenitis compatible with KFD. The symptomatology regressed spontaneously
within 2 months. However, after 15 months, the patient started to complain of intense asthenia and
severe xerostomia and xerophthalmia. The physical examination revealed multiple bilateral cervical
lymphadenopathies with benign ultrasound features, and the repetition of immunological tests
revealed ANA (1:320, homogeneous pattern) and anti-Ro/SSA antibodies positivity. Schirmer’s test
was abnormal (<5 mm bilaterally/5 minutes), and minor salivary gland biopsy showed a focal
lymphocytic sialadenitis with score 3 using Chisholm’s criteria (3). The diagnosis of pSS was
established according to the European League Against Rheumatism (EULAR)/American College of
Rheumatology (ACR) 2016 criteria, and therapy with hydroxychloroquine (200 mg/day) was started
with improvement in asthenia and cervical lymphadenopathies.

Case Report 2

A 27-year-old girl with a previous episode of spontaneous pneumothorax was seen for an 1-month
history of an isolated lateral cervical lymphadenopathy without systemic symptoms. HBV, HCV, HIV,
EBV, CMV, Borrelia burgdorferi, and tuberculosis tests were negative. The lymph node biopsy
showed multiple necrotic areas consisting of deposits of fibrin and nuclear debris surrounded by
collections of histiocytes with small-sized T lymphocytes (predominantly CD8+), supporting the
diagnosis of a KFD necrotizing lymphadenitis. Laboratory tests highlighted positivity for ANA
(1:640, homogeneous pattern) and for anti-double-stranded DNA (anti-dsDNA); in addition, lupus
anticoagulant (LAC) was present. The patient reported moderate and persistent chest pain, the
cardiological evaluation was negative, and chest computed tomography (CT) revealed a mild
pericardial effusion and bilateral axillary subcentimetric lymph nodes. According to EULAR/ACR
2019 criteria, the patient was classified as SLE, and therapy with hydroxychloroquine (200 mg/day)
was started. After 6 months, the disease activity was in good control, and the lateral cervical
lymphadenopathy was significantly reduced.

Case Report 3

A 57-year-old woman with no relevant previous diseases or family history of autoimmune diseases,
was referred to our clinic because of a 2-month history of intermittent fever (max 37.5°C), episodes
of night sweats, and asthenia. The physical examination revealed a lateral cervical lymphadenopathy.
Infectious disease tests were negative, and a lymph node biopsy was performed to exclude lymphoma,



with histological findings of histiocytic lymphadenitis compatible with KFD. For the persistence of
constitutional symptoms, hydroxychloroquine (200 mg/day) and low-dose prednisone (5 mg/day)
were prescribed with an initial good clinical response. However, after 2 months, she presented an
exacerbation of systemic symptoms, and a total-body positron emission tomography with fluorine-
18-fluorodeoxyglucose showed axillaries, para-aortic, peri-aortic, iliac-femoral, and inguinal
lymphadenopathies. The patient also reported inflammatory arthralgias and Raynaud’s phenomenon.
Blood tests showed lymphopenia (lymphocytes 370/mm?), elevation of ESR (70 mm/h), and
reduction of C4 complement (5.3 mg/dL with normal range 10-40 mg/dL). Immunological
examinations showed positivity for ANA (1:1280, homogeneous pattern), anti-dsDNA, anti-
ribonucleoprotein antibodies, anti-nucleosome and anti-ribosomal P protein antibodies, and the
presence of LAC. The patient was diagnosed as SLE according to the EULAR/ACR 2019 criteria,
and a few months later, a chest CT showed interstitial lung disease (ILD) findings compatible with a
non-specific interstitial pneumonia pattern. Pulmonary function tests (PFTs) confirmed a restrictive
pattern (forced vital capacity of 80%predicted, 1 sec-forced expiratory volume of 79% predicted, and
a diffusing capacity for carbon monoxide of 54% predicted). Considering joint, lung inflammatory
involvement, and the persistence of multiple lymphadenopathies, immunosuppressive therapy with
rituximab was started (1000 mg on days 1 and 15 every 6 months) with good tolerance. The 12-month
follow-up visit revealed stability in respiratory symptoms and PFTs and a complete resolution of
systemic symptoms and inflammatory arthralgias.

Discussion

KFD, also known as subacute necrotizing histiocytic lymphadenitis, is a rare, benign, and generally
self-limiting disease, clinically characterized by lymphadenopathy and fever. It has been reported
especially in young adult females, and in all ethnic groups (1). Although its etiopathogenesis is
unclear, clinicopathologic features are suggestive of a T-cell and histiocyte-mediated immune
response to an infectious factor or an autoimmune mechanism (4). Numerous viruses have been
proposed as possible etiologic factors leading to an intense inflammatory reaction, and among them,
EBYV, herpes simplex virus, varicella zoster virus, and human herpes viruses are the most frequently
reported (4, 5). The autoimmune hypothesis is supported by the observation that KFD may be
associated with autoimmune diseases, most frequently with SLE (2, 4). Although the relationship
between KFD and SLE remains unknown, some authors have suggested that KFD may be an
incomplete phase of lupus lymphadenitis. However, the difference in histological findings between
the two diseases seems to deny this hypothesis (6); particularly, the presence of hematoxylin bodies
(collections of nuclear DNA) and DNA deposits in vessel walls is characteristic of SLE lymphadenitis
and not observed in KFD (7).

In addition to SLE, KFD has been reported in association with other autoimmune conditions such as
pSS, mixed connective tissue disease, polymyositis, scleroderma, Still’s disease, autoimmune
thyroiditis, and autoimmune hepatitis (1, 2, 8, 9). Recently, some cases of associations between KFD
and COVID-19 infection or vaccination have also been described (10, 11).

Clinically, the KFD onset may be sub-acute or acute, and the most common symptoms and signs are
represented by cervical lymphadenopathy with tenderness, intermittent and low-grade fever, and
night sweats. Less frequently, patients may complain of skin rash, arthralgia, asthenia, and
hepatosplenomegaly (1), and, more rarely, the disease may present as generalized lymphadenopathy
(12). KFD can mimic numerous infectious lymphadenitis (especially viral and tubercular infections)
and autoimmune lymphadenopathy. Furthermore, a differential diagnosis with malignant
hematological conditions, especially non-Hodgkin lymphoma, is mandatory. In this context,
excisional lymph node biopsy is essential for a correct diagnosis of KFD. Histological findings
usually reveal a partially preserved lymph node architecture with follicular hyperplasia, expansion of
the paracortex with well-circumscribed areas of patchy necrosis. Occasionally, only isolated apoptotic
cells, scattered in large sheets of histiocytes and mixed with cellular debris, are present. Necrotic foci,



so-called growing histiocytes, are common. Small lymphocytes, activated T cells, and some plasma
cells are present and scattered among histiocytes (5).

As mentioned above, KFD is generally a benign and self-limiting condition, and symptoms frequently
resolve in a few months. There are no treatment guidelines for KFD, and recommendations are based
on case reports and expert opinions. Although it often does not require specific treatment, patients
with persistent symptoms can be treated with antipyretic, anti-inflammatory drugs, steroids, and/or
hydroxychloroquine in more severe cases (8).

All three of our cases involved female patients with cervical lymphadenopathy, as typically reported
in the literature. In all patients, the initial clinical suspicion was lymphoma, with which KFD is often
misdiagnosed (12); for this reason, in all patients, an excisional lymph node biopsy was performed.
Our experience agrees with other clinical reports reported in the literature and describing KFD
occurrence in the context of a connective tissue disease (CTD). Table 2 reports the most relevant cases
of KFD associated with SLE or pSS published in the last 5 years, and SLE results to be more frequent
than pSS in KFD patients (6,13-20). In most of these cases, diagnosis of SLE or pSS was performed
at the same time as KFD onset, and in rare cases, an autoimmune condition was already present (Table
2). Interestingly, our first patient developed pSS after 15 months from KFD diagnosis, suggesting the
possibility that KFD patients may present CTD also during the follow-up. According to already
published cases, our second KFD patient only presented an isolated cervical lymphadenopathy
without systemic symptoms, and immunological investigations revealed an underlying subclinical
form of SLE. Conversely, the third KFD case was associated with persistent and important systemic
symptoms and with a severe form of SLE, complicated by generalized lymphadenopathy and
pulmonary involvement.

Considering the paucity of clinical trials focused on the treatment of ILD in SLE patients, the current
therapeutic recommendations are based on small case series, case reports, physicians’ experience, and
results from studies on ILD in other autoimmune diseases (21). According to our clinical experience,
we decided to treat the patient with rituximab with a good clinical response.

Conclusions

KFD is a rare lymphadenopathy of unknown etiology. It can mimic many other conditions, and an
accurate differential diagnosis is mandatory. KFD diagnosis is primarily histological, and a lymph
node biopsy is necessary for its confirmation. While in most cases KFD is an isolated, benign, and
self-limiting condition requiring no specific therapy, clinicians should be aware that sometimes it can
precede or coexist with an autoimmune disorder. Therefore, immunological investigation and an
accurate long-term follow-up are encouraged in patients with a diagnosis of KFD to identify an
underlying autoimmune disease early.
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Table 1. Summary of the principal characteristics of our three patients.

Case Age Gender KFD clinical presentation Latency (months) CTD type Autoantibodies Therapy
lateral cervical lymphadenopathy, ANA (1:320)
1 28 female fever, asthenia 15 (before) pSS anti-Ro/SSA HCQ (200 mg/day)
ANA (1:640)
isolated lateral cervical . anti-dssDNA
2 27 female lymphadenopathy 0 (coexist) SLE LAC HCQ (200 mg/day)
anti-B2GP1
ANA (1:1280)
lateral cervical lymphadenopathy, anti-dssDNA HCQ (200mg/day)
3 37 female fever, night sweats, asthenia 2 (before) SLE anti-RNP, RTX (1000 mg on days 1 and 15)
anti-nucleosomes anti-ribo P

ANA, antinuclear antibody; anti-B2GP1, anti-B-2-glycoprotein; anti-dsDNA, anti-double-stranded DNA; anti-ribo P, anti-ribosomal P protein; anti-RNP, anti-ribonucleoprotein; CTD, connective tissue disease; HCQ,

hydroxychloroquine; KFD, Kikuchi-Fujimoto disease; RTX, rituximab; SLE, systemic lupus erythematosus; pSS, Sjogren’s syndrome.

Table 2. Summary of case re

orts of Kikuchi-Fujimoto disease associated with systemic lupus erythematosus or Sjogren’s syndrome published within the last 5 years.

Reference Gender Medical history Presence of autoimmune laboratory Initial Treatment at KFD Follow-up Diagnosis of an
abnormalities (at onset of KFD diagnostic diagnosis associated
symptoms/signs) suspicion autoimmune disease

Yousefi et al. | female ANA and anti-dsDNA positivity SLE Hydroxychloroquine, Benefit (2 and 6 SLE

(13) corticosteroids months of follow-

up)

Rana et al. female SLE-SSc overlap | low C3 levels, anti-DNA, anti-SSA Ro Mycophenolic acid, KFD in patient with

(14) syndrome, G6PD | and anti-topo I positivity corticosteroids SLE-SSc overlap

deficiency

Hurtado-Diaz | female ANA positivity, and anti-dsDNA Hematologic Paracetamol, naproxen, Benefit (2 years SLE

et al. (15) positivity, low C3 levels, low C4 levels malignancies cyclophosphamide, follow-up)

mycophenolic acid,
hydroxychloroquine

Cindy et al. female ANA positivity, anti SSA positivity, low Hematologic None SLE/pSS overlap

(16) C3 levels, low C4 levels malignancies

Aunetal (6) | female ANA positivity, anti-Smith positivity, anti- Colchicine, Benefit (6 months | SLE
ribonucleoprotein positivity hydroxychloroquine, follow-up)

corticosteroids

Wisniewska female Hypothyroidism ANA positivity, anti-SSA/Ro positivity Infectious Corticosteroids, pSS

etal (17) disease hydroxychloroquine,

methotrexate
Gouda et al. female ANA positivity, anti-dsDNA positivity Infectious Corticosteroids, Benefit (6 months | SLE
(18) disease hydroxychloroquine, follow-up)

cyclosporine A,

Belimumab

Pham et al. female ANA positivity, anti-dsDNA positivity Hematologic None SLE

19 malignancies

Pradhan ef al. | male ANA positivity, anti-dsDNA positivity Corticosteroids, Benefit (22 weeks | SLE

(20) hydroxychloroquine follow-up)

ANA, antinuclear antibody; KFD, Kikuchi-Fujimoto disease; pSS, Sjogren syndrome; SLE, systemic lupus erythematosus; SSc, systemic sclerosis.




