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Kikuchi-Fujimoto Disease: A Case Report
of Fever and Lymphadenopathy in a Young

White Man

David Kellner, MD?; Tijana Temelkovska®; Adela Greeley, MD¢; Ashley Saito, MD°

Background: Kikuchi-Fujimoto disease (KFD) is a rare cause
of rapidly evolving tender cervical lymphadenopathy. It is often
initially misdiagnosed and managed as infectious lymphadenitis.
Although most cases of KFD are self-limited and improve with
antipyretics and analgesics, some are more refractory and may
require corticosteroids or hydroxychloroquine therapy.

Case Presentation: A 27-year-old White man presented for
evaluation of fevers and painful cervical lymphadenopathy. He
was found to have KFD on excisional lymph node biopsy. His
symptoms proved challenging to manage with corticosteroids but
eventually improved with hydroxychloroquine monotherapy.

Conclusions: KFD diagnosis should be considered irrespective of
geographic location, ethnicity, or patient sex. Hepatosplenomegaly
is a relatively rare manifestation of KFD that can make it especially
difficult to distinguish from lymphoproliferative disorder, such
as lymphoma. Lymph node biopsy is the preferred diagnostic
approach to achieve a timely and definitive diagnosis. Although
usually self-limited, KFD has been associated with autoimmune
conditions, including systemic lupus erythematosus. Securing
the diagnosis of KFD is therefore crucial to ensuring patients
are monitored appropriately for the development of associated
autoimmune conditions.
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ikuchi-Fujimoto disease (KFD) is a
rare, usually self-limited cause of cer-
vical lymphadenitis that is more prev-
alent among patients of Asian descent.! The
pathogenesis of KFD remains unknown.
Clinically, KFD may mimic malignant lym-
phoproliferative disorders, autoimmune
diseases such as systemic lupus erythema-
tosus (SLE) lymphadenitis, and infectious
conditions such as HIV and tuberculous
lymphadenitis. The most common presen-
tation of KFD involves fever and rapidly
evolving cervical lymphadenopathy.**> Due
to its rarity, KFD is not always considered
in the differential diagnosis for fever with
tender lymphadenopathy, and up to one-
third of cases are initially misdiagnosed.*
Definitive diagnosis requires lymph
node biopsy. It is critical to achieving a
timely diagnosis of KFD to exclude more
serious conditions, initiate appropriate
treatment, and minimize undue stress for
patients. We describe a case of KFD in a
patient who was met with delays in obtain-
ing a definitive diagnosis for his symptoms.

CASE PRESENTATION

A 27-year-old previously healthy White
man presented to the emergency depart-
ment with subacute, progressive right-sided
neck pain and swelling. In the week lead-
ing up to presentation, he also noted inter-
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mittent fevers, night sweats, and abdominal
pain. His symptoms were unrelieved with
acetaminophen and aspirin. He reported
no sick contacts, recent travel, or animal
exposures. He had no known history of
autoimmune disease, malignancy, or immu-
nocompromising conditions. Vital signs at
the time of presentation were notable for a
temperature of 39.0 °C. On examination,
he had several firm, mobile, and exquisitely
tender lymph nodes in the right upper ante-
rior cervical chain. Abdominal examination
was notable for left upper quadrant ten-
derness with palpable splenomegaly. Due
to initial concern that his symptoms rep-
resented bacterial lymphadenitis, he was
started on broad-spectrum antibiotics and
admitted to the hospital for an expedited
infectious workup.

Initial laboratory studies were notable for
a white blood cell count of 3.7 x 10%/L with
57.5% neutrophils and 27.0% lymphocytes
on differential. His hemoglobin level was
12.3 g/dL with a mean corpuscular volume
of 85.1 fL. A broad infectious workup includ-
ing blood cultures and serologies was sent
to evaluate for an infectious cause of lymph-
adenopathy. His serologies demonstrated ev-
idence of prior infection with Epstein-Barr
virus, herpes simplex virus (HSV) 1, and
HSV 2, but otherwise did not explain his cur-
rent symptoms. Autoimmune serologic tests
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including antinuclear antibodies (ANA) and
anti-double-stranded DNA (anti-dsDNA)
were unremarkable (Tables 1 and 2).

Computed tomography (CT) of the neck
revealed multiple heterogeneously enlarged
lymph nodes along the right anterior cer-
vical chain with necrotic changes (Fig-
ure 1). As his infectious and autoimmune
workup returned unrevealing for a cause
of his lymphadenopathy, a positron emis-
sion tomography (PET)-CT was obtained
to evaluate for potential malignancy. This
demonstrated hypermetabolic right neck
and right supraclavicular lymphadenopathy
with intense fluorodeoxyglucose (FDG) up-
take concerning for a lymphoproliferative
disorder. A PET-CT also noted splenomeg-
aly and prominent FDG uptake throughout
his bone marrow.

A core needle biopsy of a right-sided
cervical lymph node was initially pursued,
demonstrating necrotic tissue with mini-
mal residual lymphoid tissue and no de-
finitive evidence of lymphoma. Because
these results were nondiagnostic, an ex-
cisional biopsy of the right-sided cervi-
cal lymph node was pursued 10 days later.
Due to the stress of his 2-week hospitaliza-
tion without a unifying diagnosis, the pa-
tient then elected to discharge home with
close outpatient follow-up while await-
ing his biopsy results. Antibiotics were not
continued at the time of discharge as our
broad infectious workup failed to yield a
causative organism.

Two weeks postdischarge, the patient’s
excisional lymph node biopsy returned
demonstrating lymphohistiocytic inflam-
mation with plasmacytoid dendritic cells,
areas of necrosis, and scattered karyorrhec-
tic nuclear debris, consistent with a diag-
nosis of KFD (Figure 2). The patient was
referred to rheumatology and started on
a 3-week course of prednisone at a dose
of 1 mg/kg with rapid improvement in his
symptoms. Unfortunately, his fevers and ab-
dominal pain recurred several months later,
prompting a second steroid course, which
was complicated by adverse effects (AEs)
related to the steroids, including weight
gain, insomnia, and mood disturbance. At
that time, prednisone was tapered, and he
was started on oral hydroxychloroquine
200 mg twice daily.
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Right cervical lymphadenopathy with cystic and necrotic changes can be seen on the axial
(A) and coronal (B) computed tomography.

After 4 months of hydroxychloroquine
therapy, the patient’s KFD symptoms re-
solved, prompting his dose to be reduced
and eventually tapered. Repeat testing of
his ANA and anti-dsDNA were performed
at 1 and 6 months posthospitalization and
returned within normal limits. A repeat
PET-CT was performed 6 months post-
hospitalization showing resolution of his
hypermetabolic right neck and right su-
praclavicular lymphadenopathy as well as
his splenomegaly. It has now been more
than a year since the patient’s initial pre-
sentation to the hospital, and he remains
symptom-free and off prednisone and hy-
droxychloroquine.

DISCUSSION

KFD is a rare cause of cervical lymphade-
nitis that was first described in 1972. Al-
though cases have been reported worldwide,
it is seen with higher prevalence in Asian
countries. KFD was previously thought to
have a female predominance, but recent re-
views suggest a female to male ratio close
to 1:1.!' The pathogenesis of KFD remains
unknown, though some studies have sug-
gested Epstein-Barr virus infection as a po-
tential trigger.*> Human herpesvirus (HHV)
6, HHV 7, HHV 8, HSV, HIV, and parvo-
virus B19 also have been implicated as
potential triggers, though no causative re-
lationship has been established.?® Au-
toimmunity may also play a role in the
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FIGURE 2 Hematoxylin and Eosin
Stain of Cervical Lymph Node

Lymphohistiocytic inflammaton and necrosis can be seen,
which are characteristic of Kikuchi-Fujimoto disease
(original magnification x40).

pathogenesis of KFD given its histopatho-
logic overlap with SLE lymphadenitis."’

The most common presenting symptoms
of KFD include fever and tender cervical
lymphadenopathy. Many patients also experi-
ence constitutional symptoms such as weight
loss, night sweats, and fatigue.” KFD is char-
acterized by enlarged cervical lymph nodes,
typically > 2 cm in diameter.” Cutaneous
manifestations of KFD are common and may
manifest as nonspecific papules, plaques,
nodules, or facial malar erythema.!? Case
reports also have described KFD manifest-
ing with ataxia, arthritis, parotitis, or ocular
pathologies such as conjunctivitis and uve-
itis.128° Hepatosplenomegaly is a relatively
rare manifestation of KFD seen in approxi-
mately 3% of cases.!® When present, hepa-
tosplenomegaly may make the diagnosis of
KFD especially difficult to distinguish from
lymphoproliferative disorders such as lym-
phoma. Laboratory findings in KFD are non-
specific and include elevated levels of lactate
dehydrogenase, erythrocyte sedimentation
rate, C-reactive protein, and liver enzymes.?
Both lymphocytosis and lymphopenia have
been described.?

Definitive diagnosis of KFD is achieved
through lymph node biopsy and histologic
examination. Histopathologic findings of
KFD include areas of coagulative necrosis
and histiocytic proliferation within the cor-
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tical and paracortical regions of the lymph
node. Scattered nuclear debris also may be
seen, though this histologic finding also is
seen with lymphoma. The absence of neutro-
phils is characteristic of KFD.? In our patient,
a core needle biopsy was initially pursued
but returned nondiagnostic. A PET-CT also
was obtained, though KFD may mimic lym-
phoma on PET as was seen in this patients
case as well as in prior case reports.'' An ex-
cisional lymph node biopsy was ultimately
performed and secured the diagnosis of KFD.

Although ultrasound-guided core needle
biopsy was unable to yield the diagnosis for
our patient, its diagnostic accuracy is still su-
perior to that of fine needle aspiration and is
therefore suggested as the primary diagnos-
tic modality when KFD is suspected.'* Core
needle biopsy also is less invasive, less time
consuming, and perhaps more cost-effective
than an open excisional biopsy, which often
requires the use of an operating room and
monitored anesthesia care.'> Understandably,
our patient experienced significant stress
while awaiting a final diagnosis. Whenever
possible, lymph node biopsy should be pri-
oritized over other diagnostic modalities to
achieve a timely and definitive diagnosis.

KFD has no established treatment guide-
lines. Supportive care with antipyretics and
analgesics is the most common initial ap-
proach, as KFD is typically a self-limited
disease that resolves in 1 to 4 months.? Pa-
tients with severe, persistent symptoms have
been successfully treated with corticoste-
roids and hydroxychloroquine, with mono-
therapy typically trialed before concomitant
use.> After 2 courses of prednisone, our pa-
tient was prescribed single-agent hydroxy-
chloroquine due to his recurrent symptoms
and debilitating AEs from the steroids. Other
case reports have described hydroxychloro-
quine as a treatment option when steroids
fail to provide symptom relief or when there
are recurrences of KFD.'*!° Retinopathy can
occur as a result of long-term hydroxychloro-
quine use. As such, patients anticipated to re-
quire long-term hydroxychloroquine therapy
should receive a baseline eye examination
within months of drug initiation and repeat
examination after 5 years of therapy?

After symptom resolution, continued
follow-up with a health care professional is
recommended due to the potential for KFD
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recurrence or the development of a new
autoimmune disease. The rate of KFD re-
currence was previously described as 3%,
but a more recent review found the rate of
recurrence to be approximately 15% at >
6 months follow-up.'? Recurrence is often
described during or shortly after the taper-
ing of steroids.!>102!22 Recurrent KFD can
be diagnosed with repeat lymph node bi-
opsy, which also serves to exclude other
disease processes.'*'® However, recurrence
also has been diagnosed clinically based on
the patient’s symptoms and laboratory in-
vestigations.*!*>

Continued surveillance of patients with
KFD is also necessary to monitor for the
development of new autoimmune dis-
eases, especially SLE. SLE lymphadenitis
shares many histopathologic characteris-
tics with KFD. Case reports have described
the development of SLE in patients with a
history of KFD.?” Other autoimmune con-
ditions described in patients with prior
KFD include Sjogren syndrome, Hashi-
moto thyroiditis, Graves disease, mixed
connective tissue disease, and antiphos-
pholipid syndrome.>?* Among patients
with KFD, female sex, painful adenopathy,
and cytopenias are significantly associated
with the later development of autoimmune
disease.”

Patient Perspective

This began for me in September 2020 out
of the blue. I woke up one day with a ran-
dom lymph node in my neck but other-
wise felt completely healthy, and within
2 to 3 weeks I had never been more sick in
my entire life. It came with bouts of fevers,
neck pain from the swelling, stomach pain
(I later learned an enlarged spleen was the
source), terrible night sweats, violent chills
where the shaking was uncontrollable for
hours at a time, loss of appetite, and count-
less other symptoms that have come and
gone over the past year.

It did take a little while to get a diagno-
sis, but I understand the autoimmune field is
tricky. For about 4 to 5 weeks, I was told to
prepare for a lymphoma diagnosis. I ended
up doing 2 rounds of prednisone, one for
3 weeks at the end of 2020 and one for
2 months from March to May. The ini-
tial round helped quite a bit, but the second
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TABLE 1 Infectious Disease Workup

Laboratory tests Results

Complete blood count
White blood cell count, x 10%L  3.70
Neutrophils, % 57.5
Lymphocytes, % 27.0
Hemoglobin, g/dL 12.3
Platelets, x 10%L 170

Basic metabolic panel
Sodium, mmol/L 137
Potassium, mmol/L 4.0
Chloride, mmol/L 100
Bicarbonate, mmol/L 26.5
Blood urea nitrogen, mg/dL 11
Creatinine, mg/dL 1.05
Glucose, mg/dL 97

Infectious serologies
HIV Negative
Rapid plasma reagin Nonreactive
Influenza A/B polymerase chain ~ Negative

reaction

QuantiFERON gold Negative
Heterophile antibody Negative
Epstein-Barr virus 1gG Positive
Epstein-Barr virus IgM Negative
Cytomegalovirus IgG Negative
Cytomegalovirus IgM Negative
Herpes simplex virus 1/2 1IgG Positive
Herpes simplex virus 1/2 IgM Negative
Hepatitis C antibody Nonreactive
Hepatitis B surface antibody Reactive
Hepatitis B core antibody Nonreactive
Hepatitis B surface antigen Nonreactive
Coccidioides IgG Negative
Coccidioides IgM Negative
Bartonella henselae 1I9G Negative
Bartonella henselae IgM Negative
Rickettsia typhi |gG Negative
Rickettsia typhi IgM Negative
Toxoplasma IgG Negative
Toxoplasma IgM Negative
Throat culture Normal oral flora
Blood cultures No growth
Lymph node tissue culture No growth

Abbreviation: Ig, immunoglobulin.

round did not have any effect on the linger-
ing symptoms. In my opinion, prednisone
is miserable to be on long term and I do not
recommend it. The daily AEs that came with
it included mood swings, insomnia, weight
gain, and more. I have been on hydroxy-
chloroquine now for almost 2 months and
although it has some AEs of its own, it is no-
where near as rough as the prednisone and
has helped manage my remaining symptoms

quite a bit.
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TABLE 2 Rheumatic Disease Workup

Follow-up
Autoimmune
serologies Inpatient 1 mo 6 mo
Antinuclear Negative Negative  Negative
antibodies
Anti-double- Negative Negative  Negative

stranded DNA

This certainly has not been a fun expe-
rience, but I was under great care during
my time in the hospital and continue to be
under good care through the rheumatology
clinic. The one thing that could have made
a huge difference would have been the is-
sues involved in getting my surgery sched-
uled while I was still inpatient, which took
quite a while. The pain during that time
was so intense and unlike anything I have
ever experienced before, and it was only the
surgery that finally brought me some relief.
To paint you a picture, I have broken bones,
split my leg open, and have roughly 40 to
50 hours of tattoo work on me, and I have
never experienced the level of pain like I
felt in my neck and stomach. I remember
feeling like someone had wound up and hit
me with a baseball bat. The surgery brought
me immense relief and if it had occurred
when it was originally supposed to, I would
have been spared 3 or so days of this type
of pain.

It has been almost 10 months since my
surgery and diagnosis, and life has mostly re-
turned to normal for me. I am still on long-
term medication as I mentioned, and I still
deal with fatigue, spleen pain, and several
other symptoms, but it is much more under
control these days. I feel very fortunate to
have been under and continue to be under
such great care.

CONCLUSIONS

This case report highlights the importance
of recognizing KFD as a rare but possi-
ble cause of fever and necrotizing cervical
lymphadenopathy. KFD often mimics ma-
lignant lymphoproliferative disorders,
autoimmune diseases such as SLE lymph-
adenitis, and infectious conditions such as
HIV and tuberculous lymphadenitis. While
KFD is seen with higher prevalence in
Asian countries and was previously thought
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to be more predominant in females, the di-
agnosis should still be considered irrespec-
tive of geographic location or patient sex.
Lymph node biopsy is the preferred diag-
nostic approach for patients with suspected
KFD. Treatment is typically supportive but
may consist of glucocorticoids in severe
cases. Hydroxychloroquine may be used in
refractory cases or as a steroid-sparing regi-
men when steroid AEs are poorly tolerated.
Long-term follow-up is critical for patients
with KFD to monitor for both disease re-
currence and the development of autoim-
mune disease, especially SLE.
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