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Abstract

Kikuchi-Fujimoto disease is a self-lim-
ited disease of unknown etiology that is
clinically defined by fevers accompanied by
tender posterior cervical lymphadenopathy.
It often presents acutely or sub-acutely, and
due to its non-specific features, the differen-
tial diagnosis is broad and includes infec-
tious, autoimmune, and malignant causes.
Although cases of extra-cervical disease are
not uncommon, involvement of retroperi-
toneal lymph nodes has only rarely been
reported. Here, we describe a patient with
Kikuchi-Fujimoto disease who presented
with fever of unknown origin, abdominal
pain, and enlarged hypermetabolic
retroperitoneal lymph nodes.

Introduction

Kikuchi-Fujimoto disease (KFD),
sometimes referred to as histiocytic necro-
tizing lymphadenitis, is a self-limited disor-
der of unknown cause characterized by
fever and tender lymphadenopathy, most
commonly in young females between 20-30
years of age. Although it continues to be
most common in the Asian population since
its first description in Japan in 1972, it has a
global distribution. Enlarged lymph nodes
may be single or multiple — most commonly
in the neck — but may also present in the
axilla, and less commonly in deeper sites.!?
Overall, involvement of retroperitoneal
lymph nodes is rare, and only a few cases
have been reported.3-5

Here, we report a patient of KFD pre-
senting with fever of unknown origin
(FUO), abdominal pain, and unusual
retroperitoneal lymphadenopathy.

OPEN aACCESS

Hematology Reports 2021; volume 13:9001

Case Report

A 50-year-old woman presented with a
one-month history of cyclic fevers to
39.4°C and a diffuse erythematous rash. On
initial presentation, she had generalized
body aches, dysuria, and upper respiratory
symptoms, and was believed to have a viral
syndrome and urinary tract infection, for
which she was treated with cephalexin.
Although the dysuria resolved, she subse-
quently developed fevers, chills, and a new
urticarial rash on both upper extremities and
right thigh. She started a trial of hydrox-
yzine without improvement. Laboratory
findings were significant for elevated LDH
(448 U/L), ALT (41U/L), and AST (45U/L),
however, hepatitis serologies were negative.
Initial blood cultures detected growth of
gram-positive rods in one out of four anaer-
obic bottles and was considered a contami-
nant. Repeat blood cultures were negative
for growth. Interferon gamma release assay
(Quantiferon Gold®) testing was negative
for tuberculosis. Serologic testing was neg-
ative for rickettsia, parvovirus IgM,
cytomegalovirus IgM, coccidioidomycosis,
Epstein-Barr virus IgM, and histoplasmosis.
Many inflammatory markers were elevated,
including C-reactive protein (59.9 mg/L),
ferritin (13,088 ng/mL), and procalcitonin
(0.90 ng/mL), and they continued to
increase dramatically (e.g. ferritin peaking
at 67,000 ng/mL) until day 8 of her admis-
sion when there was a gradual downtrend.
Testing for antineutrophil cytoplasmic anti-
body, antinuclear antibody, antidouble
stranded DNA antibody, myeloperoxidase
antibodies and proteinase B antibodies was
negative. Computed tomography (CT) of
the thorax and abdomen identified mildly
enlarged spleen and liver, and multiple
prominent upper abdominal, retroperi-
toneal, and pelvic lymph nodes, up to 1 cm
in greatest dimension. A subsequent '8F-
flurodeoxyglucose positron emission
tomography/CT (PET CT) scan detected
increased activity in these lymph nodes, in
particular, a conglomerate of multiple
prominent peripancreatic lymph nodes
exhibiting a standardized uptake value
(SUV) of 24.4. The inguinal lymph nodes,
while enlarged, had lower uptake values
(maximum SUV of 2.6), and the spleen had
a maximum SUV of 5.9. An abdominal
ultrasound reported normal-appearing
spleen, and liver with echogenicity typical
of hepatic steatosis.

Bone marrow biopsy revealed no signif-
icant pathologic abnormalities, and biopsy
of the skin rash showed a non-specific
sparse perivascular and interstitial dermati-
tis. Although biopsy of the inguinal lymph
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node was entertained, due to the consider-
ably lower SUV, it was determined likely to
be low yield for diagnosis. Thus, despite
their deep-seated nature, excision of peri-
pancreatic lymph nodes with the highest
SUV was performed. The biopsy specimen
consisted of multiple enlarged lymph nodes,
the largest measuring 5 cm in greatest
dimension. Microscopic examination
revealed partial effacement of the lymph
node architecture by paracortical expansion
with geographic foci of apoptotic necrosis,
abundant karyorrhectic debris, numerous
phagocytic histiocytes, rare plasmacytoid
dendritic cells, and occasional histiocytes
with crescent-shaped nuclei (Figure 1).
Notably, plasma cells, neutrophils and
eosinophils were absent. Surrounding areas
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of paracortical expansion were composed of
a proliferation of small lymphocytes, scat-
tered histiocytes, immunoblasts, and
numerous small branching vessels. A rim of
residual cortex contained predominantly
primary follicles, and rare regressed germi-
nal centers.

Immunohistochemical analysis was per-
formed and supported the diagnosis of
KFD. In the pathologic foci of paracortical
expansion, the lymphocytes were largely
CD3 positive, with a CD8 predominance.
These cells also expressed TIA-1. CD20
positive lymphocytes were rare. The histio-
cytes, including those with crescentic
nuclei, were positive for CD4, CD68, and
CD163 (Figure 2A). Of note, the crescentic
histiocytes were also positive for myeloper-
oxidase. Scattered CD123 positive plasma-
cytoid dendritic cells loosely surrounded
the pathologic foci (Figure 2B). In-situ
hybridization for detection of Epstein-Barr
virus-encoded RNA was negative, and spe-
cial stains for acid fast bacilli and fungal
organisms were negative. Over the patient’s
20-day hospital course, she was treated with
ibuprofen and had gradual improvement of
symptoms with supportive care. There have
been no recurrent symptoms at six months

Figure 1. A) The largest lymph node contains patchy foci of extensive paracortical necro-
sis (H&E, 2X). B) The necrotic area contains many histiocytes admixed with lympho-
of follow up. cytes and extensive karyorrhectic nuclear debris. Many of these histiocytes display dis-

tinctive elongated, twisted, or crescentic nuclei (arrows). Of note, there are no neu-
trophils or pg;ma cells within the area of necrosis (H&E, 40X).

Discussion and Conclusions

KFD is a rare, self-limited disease that
is characterized by necrotizing histiocytic
lymphadenopathy, often associated with
localized pain and fever. It most commonly
presents in the posterior cervical lymph
nodes (60-90% of cases), frequently with
simultaneous involvement of axillary,
and/or supraclavicular lymph nodes.°
Hepatosplenomegaly is  uncommon.
Extranodal involvement is rare, but when
present, it is commonly cutaneous, present-
ing as rashes, nodules, or erythematous
lesions.!->7:8

Since this entity was first described in
1972, many large case series and literature
reviews!%10 have documented posterior
cervical lymph nodes as the most common
site of presentation. Extra-cervical nodal
presentation is not uncommon, the abdomen
being the most common extra-cervical site
in one study with an incidence of abdominal
cases as high as 20% of KFD cases.!? £,
However, retroperitoneal involvement is m‘;' _5 1
rare, with only seven cases explicitly ' 8 ;.“:& skl
described as retroperitoneal since 1983 J ’ &-‘Eg"ﬁ:: Sl
(Table 1). One study from Israel reported a

uniquely different distribution of lymph  Figure 2. A) Histiocytes in the necrotic areas stain strongly for CD163 (Immunostain,
node involvement,!! with cervical involve-  10X). B) CD123 staining identifies plasmacytoid dendritic cells infiltrating the margin
ment in only 44% of 19 cases, generalized of the necrotic focus (Immunostain, 10X).
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Table 1. Description of cases with retroperitoneal lymph node involvement.

Turner et al. (1983) 35 1 case (3% of total): 24-year old female, retroperitoneal along common iliac artery and pericaval area below right kidney
Kallam et al. (2016) 1 1 case: 45-year old female, retroperitoneal in subdiaphragmatic area

Rimar et al. (2010) 19 4 cases (21% of total): details not available

Vuet al. (2016) 1 1 case: 48-year old male, retroperitoneal in right periceliac and peripancreatic area

lymphadenopathy in 26%, and retroperi-
toneal involvement in 21%; nevertheless,
retroperitoneal cases worldwide are rarely
reported.>> One particularly large English
language literature review from 2007 ana-
lyzed 224 cases from 1991 to 2005, with the
greatest number of cases coming from
Taiwan (119 cases total), and found that cer-
vical lymphadenopathy was overwhelming-
ly the most common presentation (79% of
cases).!? Simultaneous cervical and axillary
involvement represented only 8% of cases,
primary axillary involvement 5%, and gen-
eralized lymphadenopathy 5%. Other sites
of involvement (listed as inguinal, mesen-
teric, and cutaneous lymph nodes) was
exceedingly rare, and retroperitoneal
involvement was not mentioned. Despite
the increased availability of CT scans, these
more recent studies still found cervical
involvement to be the most common pres-
entation, without an increase in cases of
retroperitoneal involvement.!10-11:13

Although painful lymphadenopathy and
fever constitute the most common presenta-
tion, other symptoms include weight loss,
nausea, night sweats, upper respiratory
symptoms, headache, and weakness. These
symptoms likely reflect the acute inflamma-
tory state. While most patients have normal
laboratory values, there may be mild ane-
mia, slightly elevated erythrocyte sedimen-
tation rate, and elevated C-reactive protein,
serum lactate dehydrogenase, and amino-
transferases. !0

Imaging frequently demonstrates lymph
nodes with increased size, some exceeding
4 ¢cm.13-15 Due to the acute or subacute pres-
entation, aggressive lymphoma is typically
considered in the differential diagnosis.
While PET-CT scanning is a useful tool in
the evaluation of lymphadenopathy, it is not
specific for diagnosing malignancy, and
indeed, increased uptake occurs in tubercu-
losis, sarcoidosis, and in reactive lym-
phadenopathies. In several studies with his-
tologic correlation, PET-CT scans resulted
in both false positive and false negative
results of malignant diagnoses.!®!7 Indeed,
PET-CT scans of lymph nodes involved by
KFD often demonstrate elevated SUVs,
with uptake values as high as the upper 20s,
that overlap those seen in aggressive non-
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Hodgkin lymphomas.'3:13

With such a broad differential diagno-
sis, histologic examination is a necessity for
accurate diagnosis. Classically, lymph
nodes with KFD display paracortical necro-
tizing/karyorrhectic foci composed of
increased histiocytes and immunoblasts
admixed with small lymphocytes. Although
a fine needle aspiration may be performed,
due to its focal nature, diagnoses may be
missed due to sampling error. Cases involv-
ing cervical lymph nodes may be diagnosed
by core needle biopsy,'8 however, due to the
difficulty to access the retroperitoneal loca-
tion in our case, excisional biopsy was per-
formed. Indeed, involvement in our case
was focal and likely would have been
missed by core needle biopsy (Figure 1).

The etiology of KFD is unknown, and
despite reports of patients with either con-
current viral infections or established
autoimmune disease, a conclusive causative
relationship has yet to be found.'?0 While
it is typically a self-limited disease, the dif-
ferential diagnosis is wide, including infec-
tious causes, acute inflammation/autoim-
mune disorders, and non-Hodgkin lym-
phoma. The unusual retroperitoneal presen-
tation in this patient contributed to the diag-
nostic challenge, as obtaining an adequate
specimen for histopathological examination
was difficult due to its deep-seated location.
Although most infectious and autoim-
mune/acute inflammatory causes were
excluded by laboratory testing, malignancy
remained a major concern. With no medical
intervention other than NSAID therapy, the
patient showed improvement over her hos-
pital course. Despite the unusual presenting
site in this case, KFD should be considered
in the differential diagnosis of patients pre-
senting with fevers of unknown origin, lym-
phadenopathy, and associated serologic
markers of acute inflammation.
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