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Abstract

Primary Sjogren’s syndrome (pSS) is a chronic, autoimmune disease predominantly involving exo-
crine glands. Lymphadenopathy is one of the possible symptoms of pSS. It may also suggest de-
velopment of non-Hodgkin lymphoma (NHL), the most severe complication of pSS, or be a symp-
tom of less common diseases, such as Kikuchi-Fujimoto disease (KFD), presented in this paper.
Kikuchi-Fujimoto disease is an extremely rare, benign and self-limiting disorder, characterized by
regional lymphadenopathy.

This paper presents a case of previously unreported association of pSS, KFD and renal cancer in
a patient with recurrent cervical lymphadenopathy, as well as a discussion on the coexistence of
these diseases based on available literature searching for PubMed, Scopus and Google Scholar data-
bases, particularly in this subject. These three clinical entities may manifest lymphadenopathy each,
causing a diagnostic dilemma. The treatment is also challenging under such circumstances. In this
particular situation, it was a combination of immunosuppressive therapy and surgery.
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Introduction

Primary Sjogren’s syndrome (pSS) is a chronic, auto-
immune disease that mainly affects exocrine glands. The
clinical picture comprises sicca syndrome, constitutional
symptoms (fever, fatigue, chronic pain often associat-
ed with polyarthralgia and myalgia) and organ-specific
involvement [1, 2]. The EULAR Sjégren’s Syndrome Dis-
ease Activity Index (ESSDAV) is a clinical index designed
to measure disease activity in patients with pSS recom-
mended by the European League Against Rheumatism
(EULAR) [3].

At the moment a variety of drugs are used to treat pSS
according to EULAR recommendations for the manage-
ment of this disease. The treatment depends on an organ
involvement based approach, for which topical treatment
(eye drops; moistures) and systemic therapy includ-
ing non-steroidal anti-inflammatory drugs (NSAIDs),
glucocorticoids (GCs), disease-modifying antirheuma-
tic drugs (DMARDs) and biologics are applied [1, 4, 5].

The attitude to developing new therapies for pSS has
changed in the last several years with the recognition
that extraglandular manifestation may lead to serious
complications [5].

It also seems to be relevant that pSS is a well-estab-
lished risk factor for NHL, one of the main causes of de-
creased survival that occurs in around 5-10% of patients.
Primary Sjogren’s syndrome has the highest prevalence
of lymphoma among all autoimmune diseases [6-8].

On the other hand, benign processes can also de-
velop in pSS patient’s lymph nodes and salivary glands,
like reactive lymphoid proliferation, including lymphoe-
pithelial sialadenitis (LESA) also known as myoepitheli-
al sialadenitis (MESA). Lymphoepithelial/myoepithelial
sialadenitis displays a variable aggressiveness even
without malignant features [7]. An example of aggres-
siveness without malignancy is presented below: Kiku-
chi-Fujimoto disease (KFD), a benign and self-limiting
disorder, characterized by regional cervical lymphade-
nopathy [9].
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The diagnosis of KFD is largely based on histopatho-
logical evaluation [10]. This is a reason why lymphade-
nopathy, a possible symptom of pSS, needs careful di-
agnostic follow-up. The correlation of pSS and KFD has
been previously noted worldwide and may impact fur-
ther diagnostic procedures and treatment [11-18].

Objective and methods

The aim of this article was to present the clinical
problem of pSS, KFD, and renal cancer coexistence, re-
garding lymphadenopathy as a possible clinical man-
ifestation of these diseases separately. The authors
searched PubMed, Scopus and Google Scholar databas-
es’ sources using the following combination of words:
Kikuchi-Fujimoto disease, primary Sjogren’s syndrome,
renal cancer, lymphadenopathy. The language was re-
stricted to English. The discussion was based on the
case study and a literature review.

Results
Case report

The 38-year-old Caucasian woman was suffering
from recurrent fever (38°C) arthralgia and cervical, bi-
lateral, painful lymphadenopathy. After exclusion of in-
fection (including HBV, HCV, HIV, EBV, CMV and Borrelia),
lymph node biopsy was performed and the histopatho-
logical examination revealed histiocytic necrotizing
lymphadenitis — Kikuchi-Fujimoto disease.

The patient had a past medical history of hypothy-
roidism and reported no family history of malignancies,
autoimmune diseases, or increased incidents of infec-
tions. Initially, symptomatic treatment with NSAIDs was
successful.

The next year, in 2017, diagnosis of pSS was estab-
lished due to xerophthalmia and xerostomia with pos-
itive ANA (1 : 320), anti-SSA/Ro antibodies, abnormally
low level of tear production in Schirmer’s test result
(4 mm/5 minutes in the right eye and 3 mm/5 minutes
in the left eye) and decreased saliva secretion in the
unstimulated salivary test (< 0.1 ml/minute). The final
diagnosis was supported by the American College of
Rheumatology/European League Against Rheumatism
(ACR/EULAR) 2016 classification criteria [19].

Due to recurrent fever and painful lymphadenopathy
the patient was referred to the hospital. On admission,
she was in overall fairly good condition. Physical exam-
ination revealed tender, non-mobile, multiple bilateral,
cervical lymphadenopathy with no other inconsistencies.

Apart from positive antinuclear antibodies, there were
also slight disturbances in laboratory results in Table |
and electrophoresis in Table II.
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Table 1. Laboratory blood results

Laboratory test Patient  Laboratory test  Patient
(normal values) results (normal values) results
Hemoglobin 6.9 ESR 23
(7.4-9.9 mmol/l) (3-15 mm/h)

Hematocrit 0.32 CRP 324
(0.34-0.45 /1) (0.0-5.0 mg/)
Erythrocytes 3.92 Creatinine 70
(4.0-5.5 x 10%/1) (44-106 umol/l)
Leukocytes 6.1 ALT 38
(4.0-11.0 x 1012/[) (4-45 U/))

Neutrophils 4.9 TSH 0.54
(1.5-7.7 x 102/1) (0.55-4.78 plu/ml)
Eosinophils 0.0 CcK 80
(0.0-0.5 x 1012/) (26-192 U/)

Basophils 0.0 c4 < 0.02
(0.0-0.2 x 1012/1) (0.1-0.4 g/l)

Monocytes 0.4 a3 0.83
(0.1-1.8 x 10/1) (0.9-1.8 g/l)
Lymphocytes 0.66 LDH 178
(1.0-4.8 x 102/1) (135-214 U/))

Platelets 203 RF 16.0
(130440 x 1012/1) (0.0-14.0 1U/ml)

ALT — alanine aminotransferase, C3 — complement component C3,
C4 — complement component C4, CK — creatine kinase, CRP — C-re-
active protein, ESR — erythrocyte sedimentation rate, LDH — lactate
dehydrogenase, MCV — mean corpuscular volume, RF — rheumato-
id factor, TSH — thyroid stimulating hormone.

Table II. Electrophoresis results

Laboratory test Patient results
(normal values)

Total protein 58
(60-80 g/1)

Albumin 57.09
(53.1-65.5%)

Globulin a-1 5.2
(2.3-4.6%)

Globulin a-2 12.12
(6.7-12.9%)

Globulin p-1 9.97
(5.9-10.7%)

Globulin B-2 3.8
(3.7-6.0%)

Globulin y 11.81
(11.6-19%)

Lymphadenopathy in the context of autoimmuno-
logical diseases may also be a symptom of common
variable immunodeficiency (CVID) [20]. Due to the lack
of history of recurrent infections and normal ranges of
IgG, IgA, IgM serum levels, CVID was not followed up fur-
ther in the present case.
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Table Ill. Summary of Kikuchi-Fujimoto disease association with primary Sjogren’s syndrome cases
Author Race/origin Gender Age of KFD  KFD diagnosis prior Recurrence Treatment
(year) diagnosis to pSS’s onset
Miyashita et al. Japanese Female 42 No Yes GGCs
(2003)
Soy et al. NR Female 24 Simultaneously NR GCs, HCQ
(2007)
Ogata et al. NR Male 7 Yes Yes GCs mizoribine
(2010)
Sopefa et al. NR Female 27 Yes NR NR
(2012) NR Female 32 Yes Yes NR
Bogusz et al. African Female 42 Yes Yes No
(2013)
Radfar et al. Indian Female 32 Yes Yes HCO
(2013)
Zhang et al. Chinese Female 17 Yes Yes GCs
(2015)
Al-Allaf et al. NR Female 33 Simultaneously NR NR
(2018)
Presented case Polish Female 38 Yes Yes GCs HCO
(2020) MTX

GCs — glucocorticoids, HCQ — hydroxychloroquine, MTX — methotrexate, NR — not reported.

The diagnostic process including abdomen cavity
imaging studies (USG, CT, MR) revealed the presence
of a tumor mass in the right kidney of unknown na-
ture. There were no morphological changes of lungs
in high-resolution computed tomography (HRCT). Also
diffusion lung capacity for carbon monoxide (DLCO) re-
sults did not reveal any abnormalities. No other organ
involvement specific for pSS was noted. Sjogren’s Syn-
drome Disease Activity Index scored 17.

The patient was still suffering from fever and painful
lymphadenopathy causing dyspnea. Due to inefficacy
of treatment with NSAIDs, hydroxychloroquine (HCQ)
and oral GCs, the decision of therapy intensification was
taken. We administered 3 g methylprednisolone intrave-
nously (1000 mg for three consecutive days) and initiat-
ed 15 mg methotrexate (MTX) subcutaneously per week.
The steroid infusion, in a dose of 1.5 g, was repeated
twice the subsequent month, then it was switched to
oral therapy, tapering with the dose.

Following therapy, symptoms withdrawal allowed
the patient to be referred for surgery. Partial nephrecto-
my was performed and the clear cell carcinoma of kid-
ney diagnosis was established due to histopathological
examination (G2, T1b, NO, MO).

Treatment with MTX and HCQ was sustained. The
methotrexate final dosage was 25 mg per week sub-
cutaneously. The patient responded and tolerated the
therapy well with full remission of symptoms within
3 months. At a one-year follow-up, the patient sustained
steroid-free remission. As far as oncological follow-up

was concerned, no renal carcinoma relapse was ob-
served. MTX and HCQ therapy is being continued.

In total, eight articles were identified by the search
criteria and 10 patients (including ours) were analyzed
(Table 111) [11-18].

In the present group there were 9 females and 1 male
with the age range from 7 to 42 years. Kikuchi-Fujimo-
to disease was diagnosed simultaneously in 2 patients,
prior to onset of pSS in 7 patients and after onset of pSS
in 1 patient.

Discussion

Kikuchi-Fujimoto disease or histiocytic necrotizing
lymphadenitis is a benign and self-limiting disorder,
characterized by regional lymphadenopathy, most com-
monly in cervical regions, frequently with concomitant
involvement of axillary and/or supraclavicular lymph
nodes, with tenderness, usually accompanied by mild
fever.

Less frequent symptoms include night sweats, weight
loss, vomiting, nausea, upper respiratory symptoms,
headache, or arthralgia. The onset is acute or subacute,
evolving for several weeks. It is distributed with higher
prevalence among Japanese and other Asian individuals
than in Caucasians. It occurs most commonly in young
women, < 40 years of age [9, 21-24]. Kikuchi-Fujimoto
disease was originally reported in 1972 in Japan [25, 26].

Diagnosis is based on histopathological analysis
with characteristic single or multiple areas within the
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lymph node containing necrosis and histiocytic cellular
infiltrate. The capsule of the node may be invaded and
perinodal inflammation is common [9, 10, 21].

The differential diagnosis of KFD should exclude the
following entities: malignancies, particularly non-Hod-
gkin lymphomas, autoimmune disorders and infectious
causes. Among infections, the most common bacterial
(Staphylococcus aureus and group A B-hemolytic Strep-
tococcus) cause of suppurative lymphadenitis should be
taken into consideration as well as less common ones
such as Bartonella henselae (cat scratch disease) or My-
cobacterium.

Lymphadenopathy is also commonly caused by vi-
ruses (including, among others, EBV, CMV, HIV, rubella,
rhinovirus and adenovirus), toxoplasmosis and various
fungal infections [9, 10, 21-24].

This disorder is enigmatic and no other specific diag-
nostic laboratory tests are available to confirm it. Most
commonly the patient’s laboratory findings are in nor-
mal ranges. In some cases there is mild anemia, leuko-
penia (20-58% of cases) or leukocytosis (2-5% of cases),
elevated erythrocyte sedimentation rate, increased lac-
tate dehydrogenase (LDH), increased C-reactive protein
and elevated transaminases [9, 21-23]. Its recognition
is crucial because it can be mistaken for malignancies,
especially lymphomas, which is even more important in
pSS patients, who are more susceptible to lymphoma
evaluation [7, 27].

The exact pathophysiology of KFD is unknown, but
there are two possible theories. It has been hypothesized
that KFD may result as a reaction to a viral infection.
Infection of parvovirus B19, Epstein-Barr virus (EBV),
herpes virus 6, herpes virus 8, cytomegalovirus (CMV),
varicella zoster virus, were taken into consideration
as a possible trigger of KFD evaluation, but a series of
studies did not confirm it [9, 21, 28]. There are also some
reports that it may be associated with autoimmune dis-
eases, especially systemic lupus erythematosus (SLE).

Kucukardali et al. [22] evaluated 244 cases of KFD
worldwide, finding that 32 (13%) of those tested were
also diagnosed with SLE Some authors have even sug-
gested that KFD may herald SLE and recommend follow-
ing KFD patients with cutaneous lesions and consider-
ing an autoimmune workup or rheumatological referral
21, 22].

According to another study, there have been three
patterns of presentation of Kikuchi-Fujimoto disease
and systemic lupus erythematosus coexistence. In the
review, KFD occurred prior to the onset of SLE in 30% of
patients, simultaneously with SLE in 47% of patients and
after SLE in 23% of patients [29].

Apart from systemic lupus erythematosus, Kiku-

chi-Fujimoto disease was also reported with mixed
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connective tissue disease, anti-phospholipid syndrome,
thyroiditis, polymyositis, scleroderma, autoimmune hep-
atitis and adult-onset Still's disease [9, 21, 22, 30]. Only
a few studies have also suggested that KFD may be as-
sociated with pSS [11-18].

As mentioned earlier, KFD is classically believed to be
a benign, self-limited condition. Spontaneous, complete
resolution of symptoms usually occurs within the period
of 1to 4 months. An estimated 3% to 4% of patients may
experience recurrent episodes. Patients usually do not
require treatment, except those with persistent fever or
lymph node tenderness [24]. For symptomatic control
NSAIDs are recommended. In most severe cases, when
symptoms are not adequately controlled, GCs alone or
in combination with HCQ may be a treatment of choice,
but there is no consensus of dosage and duration of
such therapy [21, 31, 32].

Kikuchi-Fujimoto disease can be confused with ma-
lignancy but is rarely associated with solid tumors. The
case reports available in the literature present examples
of KFD comorbidity with breast, [27] tongue, [33], stom-
ach, [34] thyroid, [35] but no renal carcinoma.

The diagnosis of KFD before the pSS onset and the
lymphadenopathy recurrence was also a characteristic
feature of the present case. The symptoms resolved
temporarily after treatment with NSAIDs, but in a few
months high fever and painful lymphadenopathy re-
lapsed. The diagnostic process revealed the coexistence
of pSS. Consistent symptoms were arguments for in-
tensification of the treatment. Apart from steroids with
tapering doses, successful therapy with HCQ and MTX
was instituted.

Through a systematic search, we reviewed 8 articles
and analyzed 10 patients with KFD and pSS (including
our patient) coexistence. All the KFD diagnoses were
supported by the histopathological evaluation. There
were two patients diagnosed with KFD and pSS simul-
taneously.

Soy et al. [13] reported a female with severe symp-
toms, who was administered high doses of methylpred-
nisolone, tapering in dose and HCQ and remained as-
ymptomatic in 10 months’ follow-up.

Al-Allaf et al. [17]. reported a female with mild symp-
toms, but no details regarding treatment were men-
tioned Seven patients were diagnosed with KFD before
the onset of pSS (including the one presented in this
paper).

Ogata et al. [15] reported a male, diagnosed with KFD
and treated with prednisone for three months. One and
a half years later, due to a relapse of symptoms, pSS di-
agnosis was established. Treatment with prednisolone
and mizoribine was instituted, leading to symptoms
resolution.
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Sopefia et al. [16], presented a series including two
women, diagnosed with pSS, two, and ten years, respec-
tively, after the diagnosis of KFD. One of them suffered
three relapses of cervical lymphadenopathy over a peri-
od of three years.

Zhang et al. [11] presented a female first diagnosed
with KFD and treated with methylprednisolone suc-
cessfully. Four years later symptoms relapsed and pSS
diagnosis was established. The patient recovered spon-
taneously.

Bogusz et al. [12] reported female with KFD fol-
lowed by pSS 19 months later and recurrence of KFD
after almost 8 years. The last case presented a female
diagnosed with KFD followed with pSS in a few years.
Monotherapy of HCQ was instituted and remission of
symptoms achieved. [18]

One patient was diagnosed with pSS before KFD on-
set. Miyashita et al. [14] reported a female who was diag-
nosed with pSS when she was 16 years old. The disease
was controlled mostly by 5 mg/day of prednisone. Kiku-
chi-Fujimoto disease diagnosis was instituted 26 years
later. Symptoms and laboratory abnormalities withdrew
within three weeks after treatment with 20 mg/day of
prednisolone [14].

Accordingly, pSS can occur simultaneously, prior to
and after the onset of Kikuchi-Fujimoto disease. In the
largest number of presented cases, it occurred after the
KFD onset.

Although Kikuchi-Fujimoto disease appears to be
a distinct clinical and pathological entity, it may not be
the same disease in the context in which it occurs. Tak-
ing into consideration patients who were first diagnosed
with KFD, there has been a higher recurrence rate than re-
ported in the literature (3-4%). The literature search also
revealed that patients with recurrences of KFD were more
susceptible to autoimmune disease development [16, 24].

As mentioned before, KFD is a benign and self-lim-
iting disorder usually not requiring treatment. In six
of the presented cases, patients suffered from severe
symptoms and required treatment intensification. Pa-
tients were administered GCs alone [11, 14], in combina-
tion with HCQ [13], or mizoribine [15]. Monotherapy with
HCQ was successful in one case [18]. We reported a pa-
tient treated with GCs, HCQ and MTX with full remission
of symptoms within 3 months.

Conclusions

The authors present a rare case of pSS, KFD and renal
carcinoma coexistence in a patient with cervical lymph-
adenopathy as a key symptom. Each of these entities
may manifest with lymph node enlargement separately.

The findings of the literature review suggest that
pSS and other autoimmune diseases are likely to be as-

sociated with KFD. No coincidence of renal carcinoma
with KFD was observed. The KFD’s recurrence may be
linked to the risk of autoimmune diseases, including
pSS’s development.

Such clinical manifestation should be followed up
by appropriate clinical and laboratory workup to exclude
underlying pSS conditions for KFD patients. A histo-
pathological examination must be a part of the diag-
nostic process to distinguish malignancy, especially lym-
phoma, as recommendations regarding the treatment
of these entities are vastly different.

The authors declare no conflict of interest.
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