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Cervical Swelling and Retinopathy in an Adolescent: 
An Unexpected Diagnostic Challenge in a Case Report
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ABSTRACT

Kikuchi-Fujimoto disease (KFD) is a rare, benign, and self-limiting disease characterized by regional lymphad-
enopathy accompanied with fever. Diagnosis is established through histopathological examination of excision-
al biopsy specimens. Infection often acts as the primary trigger for KFD. Although most cases of KFD resolve 
spontaneously, children with KFD who are associated with systemic lupus erythematosus (SLE) may experi-
ence recurrent symptomatic episodes of KFD, which may subsequently result in retinal involvement. We pres-
ent a clinical case involving a 12-year-old female adolescent who developed retinal lesions associated with Ki-
kuchi-Fujimoto and lupus overlap syndrome over a two-week duration.
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Introduction
Kikuchi-Fujimoto disease (KFD) in pediatric patients is primarily 

observed in individuals over the age of 10 years. Fever, lymphadenop-
athy accompanied by tenderness, and skin rashes has been reported 
with increased frequency in pediatric cases [1]. Additionally, some 
patients experienced myalgia, arthralgia, weight loss, and asep-
tic meningitis [2]. Low levels of C4, positive antinuclear antibodies 
(ANA) [3], and an elevated erythrocyte sedimentation rate (ESR) (> 
30 mm/h) [4] were associated with KFD recurrence. Recurrent cases 
are more likely to progress to systemic lupus erythematosus (SLE) 
[5], Sjogren’s syndrome (SS) [6] and multiple autoimmune syndrome 
[7].

Case Reports
The adolescent and her parents provided written informed con-

sent to participate in this study, adhering to the principles outlined 
in the Declaration of Helsinki. This research was approved by the In-
stitutional Review Board at Lianyungang Maternal and Child Health 

Hospital (Project No. 2024-XM-016). We present a clinical case of a 
12-year-old Chinese girl admitted to the hospital with complaints of 
a two-week history of febrile, right unilateral cervical lymphadenop-
athy. Her clinical manifestations included initial lymphadenopathy, 
multiple facial rashes, bilateral upper limb pain, fatigue, and pro-
gressive weight loss throughout the course of her illness. She had no 
significant past medical history and there was no documented family 
history of hereditary or rheumatic diseases. Echocardiography re-
vealed no evidence of coronary artery dilation or involvement of its 
branches at local hospital. Despite receiving empirical antibiotic ther-
apy, she continued to exhibit persistent fever, prompting to her refer-
ral to our hospital for further diagnostic assessment and comprehen-
sive therapeutic management. Upon admission, the patient presented 
with a clear mental state; however, their overall mental status was 
suboptimal. Multiple patchy, dark red rashes were observed on the 
forehead and both cheeks. These lesions were slightly elevated above 
the skin surface, non-pruritic, and non-tender. Cervical rotation to the 
right was limited, accompanied by localized hyperthermia without 
evidence of erythema or swelling. 
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Bilateral palpable cervical lymphadenopathy was observed, with 
the largest node measuring approximately 3 cm in diameter. No clin-
ical signs of alopecia, eyelid edema, conjunctival congestion or mul-
berry tongue were observed. The patient also reported the recent on-
set of blurred vision, her best-corrected visual acuities were 0.8 and 
0.6 in the right and left eyes, respectively. A cervical lymph node biop-
sy was performed, along with comprehensive evaluations of cerebro-
spinal fluid and bone marrow smears. Pathological findings from the 
lymph node biopsy revealed chronic lymphadenitis with lymphoid 
hyperplasia (Figure 1). Bone marrow cytology results were unre-
markable. Subsequent peripheral blood tests showed normal leuko-

cyte, lymphocyte, and platelet counts.  Pathogen detection via metag-
enomic next-generation sequencing of cerebrospinal fluid and blood 
samples yielded negative results, as did the T-SPOT test, streptococcal 
antibody test, M. pneumoniae antibody test, Epstein-Barr virus PCR, 
G test, and GM test. Imaging studies demonstrated no significant ab-
normalities in the bilateral sacroiliac joints or lower extremity bone 
marrow. MRI scans of the cervical and hip joints revealed multiple 
enlarged lymph nodes in the neck, submandibular, supraclavicular, 
infraclavicular, anterior mediastinum, and bilateral axillary regions, 
with evidence suggestive of possible necrosis. Chest X-ray findings 
were unremarkable. 

Figure 1: The cervical lymph node biopsy in a case of Systemic Lupus Erythematosus combined with Kikuchi-Fujimoto disease. HE showed 
reactive lymphofollicular hyperplasia (×100 magnification). The lymph node immunohistochemical results indicated the existence of follicular 
structure, with CD20 (+) observed in the follicular area, and CD3 (+) noted in the interfollicular area. Additionally, CD21 highlighted clusters 
forming a regular and dense network of follicular dendritic cell. Bcl-6 and Bcl-2 were both expressed positively in germinal center cells (original 
magnifications ×100). Ki-67 expression was markedly elevated within the germinal centers, significantly surpassing levels found in both sheath 
areas and interfollicular zones (×100 magnification). Furthermore, markers such as CD68, Mum-1, and CD10 were distributed throughout the 
germinal center cells. Conversely, immunohistochemical staining results for CD30, TdT, S100, MPO, CD123, CKpan, and EBER were all negative 
155 (original magnifications ×200).
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Additional laboratory findings included an elevated ferritin level 
of 486.40 ng/mL and ESR of 40 mm/h, along with reduced comple-
ment C3 levels at 0.65 g/L and complement C4 levels at 0.10 g/L. α-in-
terferon levels were markedly increased to 124.4 pg/mL. Although 
the patient’s fever subsided following the lymph node biopsy, the rash 
persisted alongside muscle pain and poor appetite. This prompted 
the initiation of oral prednisone therapy at a dose of 1 mg/kg.d (15 
mg twice daily). On the sixth day following admission, autoantibody 
tests returned positive results for ANA at a titer of 1:640, as well as 
for antibodies against U1RNP, SSA, histones, ribosomal P protein, 
nucleosomes, and SS-A 52-kDa (Table 1). Funduscopic examination 
revealed extensive cotton wool spots bilaterally, and macular edema 

in the left fundus. Subsequent 24-hour urinary protein quantification 
was normal, β2-microglobulin assay was negative, and Coombs’ test 
yielded a positive result. The patient’s rash improved following a regi-
men of oral prednisone, in conjunction with hydroxychloroquine (150 
mg once daily), vitamin D, and calcium supplements, which also pro-
vided significant relief from neck pain. Following an eight-day hospi-
talization, the patient reported a marked reduction in both back and 
abdominal pain, and visual acuity demonstrated a gradual improve-
ment. Following discharge, during a six-month period of outpatient 
follow-up, visual acuity returned to baseline levels, and no evidence 
of SLE-related renal involvement was observed.

Table 1: The results of autoantibodies.
Item Name Results Reference Range Item Name Results Reference Range Unit

ANA Positive Negative ACA -IgG Negative Negative

ANA Test Titer 0.486111 Negative AMA-M2 IgG Negative Negative

ANA Fluorescence Models H / AHA Positive Negative

U1nRNP Positive Negative PM-ScL Negative Negative

Sm Negative Negative ARPA Positive Negative

SSA Positive Negative PCNA Negative Negative

SSB Negative Negative ANuA Positive Negative

SCL-70 Negative Negative ds DNA 429.64 ＜100.00 IU/ml

Jo-1 Negative Negative Ro-52KD Positive Negative

CENP-B Negative Negative

Note: ANA, anti-nuclear antibody; H, Homogeneous; U1nRNP, anti-nuclear ribonucleoprotein U1 small nuclear ribonucleoprotein antibody; Sm, an-
ti-Smith antibody; SCL-70, anti-scleroderma 70 antibody; Jo-1, anti-Jo-1 antibody; CENP-B, anti-centromere protein-B antibody; ACA, anti-cardiolipin 
antibody; AMA-M2, Anti-mitochondrial antibody M2 subtype; AHA, anti-histone antibody; PM-ScL, anti-PM-Scl antibody; ARPA, anti-ribosomal P pro-
tein antibody; PCNA, anti-proliferating cell nuclear antigen antibody; ANuA, anti-nucleosome antibody; ds DNA, anti-double-stranded DNA antibody; 
Ro-52KD, anti-ribonucleoprotein antigen 52 kDa antibody.

Discussion
Fever accompanied by cervical lymphadenopathy and impaired 

neck mobility is uncommon in childhood. These symptoms may be 
observed in infectious lymphadenitis, Kawasaki disease (KD), multi-
system inflammatory syndrome (MIS), and Kikuchi-Fujimoto disease 
(KFD). Infectious lymphadenitis typically occurs at a younger age and 
responds effectively to anti-infective therapy [8]. Atypical Kawasaki 
disease presenting initially with cervical painful lymphadenopathy 
is more likely to be associated with symptoms such as odynophagia, 
drooling, and neck stiffness. Additionally, radiographic imaging may 
reveal a lesion resembling a retropharyngeal abscess. High fever is 
generally resolved following high-dose intravenous immunoglobulin 
(IVIG) therapy [9]. In this case, The lack of response to broad-spec-
trum antibiotics administered at the local hospital further indicated 
a low probability of acute lymphadenitis. Additionally, given the ad-
ministration of a single 2 g/kg dose of IVIG without achieving defer-
vescence, and the absence of mucocutaneous lesions throughout the 

disease course, KD was excluded from the differential diagnosis. More-
over, the patient exhibited no clinical signs indicative of COVID-19 in-
fection; thus, MIS was also ruled out. The pediatric patient presented 
with generalized lymphadenopathy, predominantly characterized by 
cervical lymph node enlargement. Defervescence was achieved fol-
lowing cervical lymph node biopsy without antibiotic therapy. Lymph 
node biopsy demonstrated proliferative type [10], whereas MRI of the 
cervical lymph nodes suggested the potential presence of necrosis. 

Based on these findings, a definitive diagnosis of KFD was es-
tablished. Upon confirmation of the diagnosis of KFD, further inves-
tigation into its potential etiology is warranted. The patient’s onset 
of illness coincided with the global COVID-19 pandemic; however, 
the patient had no history COVID-19 vaccination [11], and negative 
screening results for multiple pathogens. Therefore, various infec-
tions and the possibility of COVID-19 vaccine-induced KFD were pro-
visionally excluded. The child tested positive for ANA, and based on 
diagnostic criteria of SLE, achieved a cumulative score of 20 points 
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[12]. Consequently, the final revised diagnosis was established as Ki-
kuchi-Fujimoto and lupus overlap syndrome (SLE-KFD). Throughout 
the progression of the disease, the patient had retinal involvement 
characterized by presentations of cotton wool spots in the bilater-
al fundi, and exhibited a gradual decline in vision. However, these 
findings were not initially recognized as being related to fundus in-
volvement associated with SLE prior to the confirmation of positive 
autoantibody results. SLE-KFD patients exhibit involvement of ocular 
fundus [13,14], which is significantly associated with visual deteri-
oration and well-known negative prognostic factor for survival. The 
management of patients with SLE-KFD necessitates a multidisci-
plinary approach involving rheumatologists, nephrologists, and oph-
thalmologists, all of whom play a pivotal role in controlling disease 
progression and enhancing the quality of life for these patients during 
outpatient follow-up.
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