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Abstract

Kikuchi-Fujimoto disease, also known as histiocytic necrotizing lymphadenitis, is a self-limiting condition that primarily affects adult females
less than the age of 40. The characteristic clinical presentation of Kikuchi-Fujimoto disease is recurrent fevers, benign lymphadenopathy, and other
systemic symptoms. The etiology of this syndrome is still unclear. Pathogenesis, according to clinical presentation and histological changes, suggests
an immune response with the involvement of T cells and histiocytes. It has been proposed that Kikuchi-Fujimoto disease progression involves three
distinct phases: proliferative, necrotizing, and xanthomatous phase. The histology of the involved lymph node demonstrates paracortical expansion
of histiocytes, plasmacytoid dendritic cells, and CD8+ T cells. Moreover, areas of apoptotic necrosis are present in addition to characteristic absence
of neutrophils. No specific laboratory tests currently exist that can diagnose Kikuchi-Fujimoto disease directly. Instead, the diagnosis requires
histopathological and immunohistochemical examination in order to exclude other diseases with entirely different treatment course. Exclusion of
lymphoma and systemic lupus erythematosus is imperative to avoid unnecessary and detrimental treatment. Treatment of Kikuchi disease involves
only supportive measures because independent spontaneous resolution of this disease occurs within a 4-month period.

Introduction

Kikuchi-Fujimoto disease, also known as histiocytic necrotiz-
ing lymphadenitis, was first simultaneously described in 1972 by
Kikuchi and Fujimoto [1,2]. Kikuchi disease has been described in
both genders. Overall, there is a higher incidence in female patients.
The reported age range of Kikuchi-Fujimoto disease is from 6 to 80
years with majority of the patients under the age of 40 years. The
mean age at presentation in United States is 30 years of age. Even
though this condition was originally reported mainly in young Jap-
anese females, the ethnic distribution of Kikuchi disease in United
States include a variety of ethnic background [3-5]. Despite its be-
nign lymphadenopathy and self-limited clinical course, Kikuchi-Fu-
jimoto disease requires vigilant examination in order to exclude
conditions with overlapping clinical and histological features that
necessitates different and more aggressive therapy.

Case Report

25 years old African American female present with 1-month
duration of daily recurrent episodes of pyrexia (102 F) with painful
left axilla lump. The left axilla lump was soft, tender, and mobile. Pa

tient denies having fatigue, night sweats, shortness of breath, chest
pain, nausea, vomiting, and diarrhea. Patient has had a decrease in
appetite during the month which has led to a 10 lbs. weight loss.
Patient felt dizzy at times and experienced loss of consciousness
of short duration. Patient has also experienced a few days of dry
cough.

Patient was prescribed Sulfamethoxazole/Trimethoprim and
Cephalexin for a week. Shortly after, patient developed a rash. Drug
allergy was suspected. Thus, patient was switched to clindamycin
for 7 days. Without improvement, patient was sent to emergency
department and had a septic workup with negative results for sep-
sis. Chest x-ray results were also negative.

Subsequent left axilla lymph node biopsy was performed due
to suspicion of lymphoma. Gross examination of the left axillary
lymph node biopsy demonstrated fragments of tan white tissue
measuring 0.3 x 0.2 x 0.1 cm in dimension.

Microscopic examination of the ultrasound guided needle biop-

sy specimen demonstrates lymph node tissue with preserved fol-
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licular pattern and area of necrosis. Further immunohistochemical
stains demonstrate CD20 and CD45 positive B-cells in follicular pat-
tern; CD3, CD5 and BCL-2 positive T-cells in parafollicular pattern;
scattered CD138 positive plasma cells; and some CD68 positive
histiocytes (Figure 1). KI-67 labeling index is approximately 20%.
CD10, CD15, CD30, and AE 1/3 had negative immunohistochemical
staining result.
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Figure 1: Immunohistochemistry demonstrating CD68 positive
histiocytes.

The gender, age, symptoms, histological characteristics, and im-
munohistochemical profile supports the diagnosis of Kikuchi-Fu-
jimoto disease.

Discussion

Low grade fever and painless moderate sized cervical lymph-
adenopathy in a previously well young woman is the most common
clinical manifestation of Kikuchi-Fujimoto disease [3,6]. According
to Bosch et al, patients may also experience painful lymphadenop-
athy. The affected lymph node size can vary from 0.5-4 cm with
rare occurrence of enlarged lymph nodes greater than 6cm. 30% to
50% of patients with Kikuchi disease can present with symptoms
of upper respiratory infection, weight loss, nausea, vomiting, sore
throat, and night sweats [7]. According to the retrospective litera-
ture review by Kucukardali et al. on 244 cases of Kikuchi-Fujimoto
disease, the most common signs and symptoms are and not limited
to: lymphadenopathy (100 %), fever (35%), rash (10%), arthritis
(7%), fatigue (7%), hepatosplenomegaly (3%) [8].

Due to unspecific laboratory and imaging characteristics, defin-
itive diagnosis of Kikuchi-Fujimoto disease is centered on excisional
lymph node biopsy and subsequent histopathological assessment
[9,10]. Despite the self-limited nature of this syndrome, excisional
lymph node biopsy is necessary in order to exclude clinically simi-
lar conditions requiring further aggressive therapy [7].

In terms of histology, the affected lymph nodes demonstrate
focal, well-circumscribed, paracortical necrotizing changes. High
power view of the necrotic foci demonstrates areas of karyorrhex-
is, pyknosis, karyolysis in addition to scattered fibrin deposits with
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collections of the crescentic histiocytes (Figure 2&3). Plasmacytoid
dendritic cells are often found clustered at the margins of the ne-
crotic foci [9,11-13]. Scanty plasma cell will be seen if not absent.
In addition, the absence of neutrophils and eosinophils is a distin-
guished characteristic of this syndrome. A mixture of large to small
lymphocytes are also present. The numerous presences of large
lymphocytes with immunoblastic morphology in a background of
karyorrhectic debris and scattered tangible body of macrophages,
can often mislead the diagnosis towards high-grade lymphoma
[9,11-13]. These necrotic foci may be single or multiple with vary-
ing degree of necrosis that differ from case to case [7,9,11-13].

Figure 2: High-power view showing the boundary between an area
of karyorrhexis/pyknosis and an area of karyolysis (H&E, original
magnification x100)

Figure 3: Crescentic Histiocytes; background of apoptotic necrosis
with abundant karyorrhectic debris (H&E, original magnification x600)

As the disease progress, the histological appearance will also
change accordingly. The early proliferative phase is characterized
with follicular hyperplasia and paracortical proliferation of T-cells,
B-cells, plasmacytoid monocytes, lymphocytes, and histocytes (Fig-
ure 4). Numerous apoptosis in the background of this proliferative
picture is also a distinguishing feature. As the disease progress to
the later necrotizing phase, the histological appearance will pro-
gressively change to show necrosis with the absence of neutrophil
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infiltrate. The presences of numerous crescentic histocytes with or
without phagocytosed debris is a distinct feature of the necrotiz-
ing phase as well as Kikuchi-Fujimoto disease itself. Finally, with or
without necrotic foci, the presence of foamy histocytes indicate the
categorization of xanthomatous phase [9,11-13].

Figure 4: Paracortical expansion (H&E, original magnification x100)

Histological differential diagnosis primarily consists of lym-
phoid malignancy, autoimmune associated lymphadenopathy, and
infectious diseases. Systematic exclusion of these entities during
the diagnosis of Kikuchi disease is imperative because each of these
entities requires disease specific management [9,11-13].

As mentioned previously, the abundance of plasmacytoid den-
dritic cells and activated T-cell closely mimics the appearance of
malignant lymphoma. Necrosis with absence of neutrophil is char-
acteristic of Kikuchi disease. In comparison, necrosis associated
with Hodgkin’s lymphoma usually includes numerous neutrophils
and eosinophils surrounding large atypical Reed-Sternberg variant
cells [12]. These large atypical cells are immunohistochemically
positive for CD15, CD30 and PAX-5. The proliferative phase aggre-
gation of immunoblastic proliferation and the necrotic phase plas-
macytoid dendritic cells of Kikuchi Fujimoto disease closely resem-
bles the histological presentation of anaplastic large cell lymphoma
[9,12]. With the assistance of immunohistology staining, large cell
lymphoma can be excluded with the absence of CD30 expression.
Similarly, B-cell linage of large cell lymphoma can be excluded with
lack of CD20, CD79a, or PAXS5 expression. [9,12]. Flow cytometrical
analysis may be utilized in difficult and confusing cases.

It is a difficult task to differentiate Kikuchi Fujimoto disease
from systemic lupus erythematosus due to near resemblance and
occasional identical histological presentation. Useful differentiat-
ing features that favors Kikuchi disease includes abundance of CD8
positive cytotoxic T cells around the necrotic areas, scanty plasma
cell presence, and absence of neutrophils and eosinophils [7,14].
Differentiating features that favors SLE/autoimmune disease in-
cludes the presence of hematoxylin bodies, Azzopardi phenomenon,

reactive follicular hyperplasia, scanty cytotoxic t-cells, abundance
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of plasma cells, and capsular and pericapsular inflammation [7,14].
Due to close histological resemblance and morphology of these two
diseases, it is of diagnostic importance, especially in ambiguous
situations, to also review patient laboratory data and clinical his-
tory [9,11-13]. Infection induced adenopathy will present similar
histological features that closely resembles Kikuchi disease. On his-
tological examination, Kikuchi Fujimoto disease can be differenti-
ated from viral lymphadenitis with significant histiocytic infiltrate
while lacking in neutrophil aggregation, CD4+ T cell presence, and
plasma cell proliferation [12]. Furthermore, due to similar clinical
presentation and radiological findings, tuberculosis requires care-
ful differentiation from Kikuchi Fujimoto disease. To differentiate,
Kikuchi Fujimoto disease lacks the presence of epithelioid histio-
cytes, multinucleated giant cells, and granuloma formation found in

necrotizing granulomatous lymphadenitis of tuberculosis [11,15].

Kikuchi Fujimoto disease is a self-limiting syndrome. Signs
and symptoms usually take four months for full resolution. Recur-
rence rate is low at around 3-4% [16]. Clinicians should be aware
that on rare occasions Kikuchi Fujimoto disease is associated with
aggressive life-threatening conditions that include disseminated
intravascular coagulation, hemophagocytic syndrome, pulmonary
hemorrhage, severe infection, and acute heart failure [16]. Thera-
py is mainly focused on alleviating symptoms which include relief
of fever with antipyretics and reduction of lymph node tenderness
with analgesics [9,12,13].

Conclusion

Kikuchi disease, despite its benign lymphadenopathy and
self-limited clinical course, requires vigilant examination in order
to exclude conditions with overlapping clinical and histological fea-

tures requiring further aggressive therapy.
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