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Kikuchi-Fujimoto disease (KFD) is a rare
lymphohistiocytic disorder of unknown etiology.
KFD was first described in 1972 as a case series
in form of benign necrotizing lymphadenitis with
distinctive histologic findings.! The most common
clinical features in KFD is prolonged fever and
cervical lymphadenopathy which is in most cases
unilateral and painful.?*

Kikuchi-Fujimoto disease has a worldwide
distribution with a higher prevalence among
Asian people.>® The first pediatric case of KFD
was reported in 1990, which was followed by
many studies reporting considerable number of
children with KFD.37

Diagnosis of KFD depends upon presence
of appropriate histopathology of the lymph

Table 1. Clinical features and laboratory results of patients with Kikuchi-Fujimoto disease
Patients Age/Sex DOF  Cervical  Other Gl Skin rash HB WBC ESR CRP Treatment Rec  Current
no (year) (days) LN size LNs symptoms (g/dL) (103/mm3) (Mm/h)  (Mg/dL) age
(cm) (year)
1 12/M 21 2x2 N P P 8 3 68 0.7 CH, Abx P 22
2 13/F 60 3x3 P P N 11.6 29 25 0.8 CH P 15
3 10/M 60 1x2.6 P N N 9.3 29 65 0,5 CH, Cs N 12
4 4/F 90 1x1 N N N 7.5 4 40 21 CH, Abx N 16
5 9/F 30 2x2 P P P 11.5 8.5 10 0.1 Abx N 11
6 9/M 14 3x3 N P P 8 2.8 45 0.5 CH N 21
7 10/M 2 ax7 N N N 11.6 4.1 45 0.1 None N 12
8 9/M 10 2x2 N P N 9 2.6 45 24 Ch N 11
9 11/F 14 3x3 N N P 12 2.6 47 19 Ch N 18
10 9/M 14 2x2 N P N 10.8 1.8 35 1.7 Abx N 10
11 13/F 10 1.5x2.9 P N N 11.3 6.8 44 33 Abx N 13
DOF: Duration of fever; LN: Lymph node; GI: Gastrointestinal; HB: Hemoglobin; WBC: White blood cells; ESR: Erythrocyte sedimentation rate; CRP: C-reactive protein;
Rec: Recurrent; M: Male; F: Female; N: Not present; P: Present; CH: Chloroquine; Abx: Antibiotics; Cs: Corticosteroids.
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node (LN), which typically shows paracortical
well-circumscribed necrotic lesions consisting
of karyorrhexis, fibrin deposits, abundant
CD68 plasmacytoid monocytes and infiltration
of histiocytes in absence of plasma cells or
neutrophils.#®

Figure 1. (a) Section illustrates lymph node with foci of necrosis (arrowhead) surrounded
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We report eleven children with KFD in a period
of 10 vyears. They presented with prolonged
fever, lymphadenopathy and variable clinical
presentations.

The medical charts of patients who were below
16 years of age and admitted between 2007
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by histiocytes and lacking neutrophils. Numerous apoptotic bodies are seen (H-E x200).
(b) Histiocytes are positive for myeloperoxidase immunostaining (x200) (Case No. 2).
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Figure 2. (a) Section illustrates lymph node with small foci of necrosis and hemorrhage
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(HE x400). (b) Occasional histiocytes are noted and highlighted by myeloperoxidase

immunostaining (x400) (Case No. 3).

Figure 3. Lymph node shows large pale areas composed of collections of histiocytes that are
positive for CD68 (a) and myeloperoxidase (b) immunostaining (x400) (Case No. 7).
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and 2016 with a suspected diagnosis of KFD
were included. All the clinical manifestations,
laboratory results and the histopathology of the
excised LNs were reviewed.

A total of 11 patients with histopathological
impression of KFD were found. Patient’s data
are summarized in Table 1. Recurrence of KFD
was observed in two patients after one-two years
from the first episode. All patients were followed
in pediatric clinic for at least 18 months, and no
patient developed certain rheumatic diseases.

The excised cervical LNs of the 11 patients
showed wvariable degrees of necrotizing
lymphadenitis with foci of necrosis surrounded
by histiocytes that are positive for CD68 and
myeloperoxidase. The histopathology of the
excised LN for patients numbered 2, 3, and 7 is
illustrated in Figures 1, 2 and 3, respectively.

The literature has proposed autoimmune
and infectious causes as triggers for KFD
initiation; however, this speculation has not been
confirmed. Still, autoimmune manifestations
have been widely reported in KFD presentation,
and in some cases, KFD preceded clinical
manifestation of systemic lupus erythematosus
(SLE), which raised the proposal that KFD may
reflect autoimmune conditions like SLE that
may be induced by virus-infected transformed
lymphocytes 1689

A comparison of our patients data with other
studies discussed in the literature (Table 2) revealed
that the overall clinical and laboratory results are
similar. Fever was the main presenting sign in our
study as well as in other studies; however, Lin et
al.!° reported fever in only 50% of patients with
KFD (Table 2).711

Cervical lymphadenopathy was the
predominant LN in our cases like other pediatric
cases reported with KFD (Table 2). The cell death
process in KFD has been proposed by some
as apoptosis because of the nuclear fragments
seen within and surrounding the typical area of
necrosis in the affected LNs; that is consistent with
the typical feature of early apoptosis.!? Moreover,
CD8+T lymphocytes undergo apoptosis within
the necrotized lesion in the affected LNs.!213
Monocyte and macrophage cell lines have been
suggested to promote the histiocyte-dependent
CDS8+T cell death.!
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The most common autoimmune disease
associated with KFD is SLE. In a large meta-
analysis of the literature which included 244
patients with KFD, 13% of the patients were
noticed to have clinical features of KFD and
SLE. Furthermore, SLE manifestations preceded
KFD in some patients, or presented after KFD or
the two diseases presented simultaneously. SLE-
associated KFD has been reported more in the
Asian than European patients.® We followed-up
our patients for a duration of two to five years
during which none developed signs of SLE or
other connective tissue disorders.
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