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ABSTRACT

Background:

Kikuchi-Fujimoto’s disease (KFD) is a rare benign self-limited disease with reported relation
to systemic lupus erythematosus (SLE). We report a case of KFD based on a lymph node
biopsy in a 31 year old Saudi female patient with an established diagnosis of stage IV lupus
nephritis. She presented with fever, axillary lymphadenopathy, and neutropenia. Intravenous
antibiotic was considered as a case of febrile neutropenia. The patient recovered spontaneously.
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ikuchi-Fujimoto’s disease (KFD) or
histiocytic necrotizing

lymphadenitis is a benign, self-
limited disease of unknown etiology that
affects mainly young women. It presents with
localized lymphadenopathy, predominantly
in the cervical region, less commonly axillary
and mesenteric lymphadenopathy
accompanied by fever and leukopenia in up
to 50% of the cases [1, 2]. KFD has been
reported in association with systemic lupus
erythematosus (SLE) [1-4]; the relation
between KFD and SLE is not yet completely
understood and remains complex. SLE may
be present before, at the same time, or after
the clinical appearance of KFD [1, 2, 5]. We
described a case of KFD in a 31 year old
Saudi female patient with an established
diagnosis of stage IV lupus nephritis.

CASE REPORT

We reported a 31 year old Saudi female
patient who is a known case of SLE
diagnosed 16 years ago (1994). She presented
at that time with fever, easy fatigability,
arthralgia and generalized bodyache.
Investigations revealed 2+ proteins in the
urine; speckled ANA (titer 1:1160), positive
anti-ds-DNA  antibodies at 347 IU/ml
(normal range 0 — 18 IU/mL), positive anti-
Sm/RNP, anti-SSA/Ro antibodies as well as
low complement levels (C3, C4). She was
started on prednisolone,
hydroxychloroquine,  azothioprine  and
calcium and vitamin D. She was regularly
followed in our center since 2001. The
patient was evaluated in 2007 due to
nephrotic range proteinurea of more than
6g/24 hour. Laboratory investigations
revealed speckled ANA pattern (titer
1:2640), positive anti-DNA at 813 IU/ml and
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INTRODUCTION

hypocomplementemia with negative anti-
phospholipids antibodies titer. Renal biopsy
in February 2007 was characterized by stage
IV lupus nephritis. The condition was treated
with mycophenolate mofetil (1 gram orally
twice a day), tapering dose of prednisolone,
hydroxychloroquine and calcium and vitamin
D  supplements. Proteinurea initially
regressed to 1.65 g/day but with poor medical
compliance, this, unfortunately, resulted in
flare up of her disease.

In August 2008, repeated renal biopsy again
showed class IV lupus nephritis with
membranous component. She was treated
with six doses of cyclophosphamide from
September 2008 to February 2009. She was
maintained afterwords on azothioprine and
hydroxychloroquine.

Due to persistent leukopenia (WBC 1.5 x
109/L) azothioprine was discontinued in
outpatient theumatology clinic in her follow
up visit in April 2010. She was admitted to
the hospital in May 2010 with 1-week history
of high grade fever (39-40°C) and persistent
leukopenia despite stopping azothioprine.
Her fever was continuous with minimal
response to antipyretics. It was associated
with sweats, chills, and rigors. There was no
history suggestive of any source of infection.
She denied history of joint pains and
swellings. There was no history of alopecia,
mouth or genital ulcers, malar rash or skin
rash and no history of weight loss or loss of
appetite.

On physical examination, she was in general
good condition but with temperature of
39.1°C, blood pressure of 121/63 mmHg,
heart rate of 88 beat/min and respiratory rate
of 20 breath/min, O2 saturation 98% on room
air. She had tender, right axillary
lymphadenopathy. Cardiovascular,
respiratory and abdominal examinations
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were unremarkable. There were no signs of
arthritis.

The laboratory investigations showed WBC
of 1.52 x 109/L, hemoglobin of 100 g/l,
platelets of 161,000 /mm3, absolute
neutrophilic count (ANC) of 0.69 x 103/uL,
dropped to below 0.50 x 103/uL and
lymphocytes  of  44.4%,  erythrocyte
sedimentation rate (ESR) of 47 mm/h, C-
reactive protein(CRP) of 36.1 mg/l. Renal
and hepatic profiles were normal. Urinalysis
was normal except of 2+ protein that was
similar to previous findings. All cultures
including blood and urine were all negative.
Serological tests for Brucella,
cytomegalovirus (CMV), Epstein - Barr virus
(EBV), malaria, hepatitis A, B, C, were all
negative. ANA was positive and also Anti-
ds- DNA was 39.3 IU/ml with normal
complement level C3 of 1.2 g/l and C4 of
0.16 g/l. CT of chest, abdomen and pelvis
showed no evidence of fluid collection with
hepatosplenomegaly and significant bilateral
axillary lymphadenopathy more on the right.
Right axillary lymph node excisional biopsy
was done and showed histiocytic necrotizing
lymphadenitis consistent with KFD {figure
1,2, 3}.

The patient was treated as a case of febrile
neutropenia with intravenous antibiotics for 7
days. Her symptoms, signs including WBC
count improved spontaneously. She was
discharged in good condition on plaquenil,
calcium, and vitamin D. She developed post
operative wound infection; abscess was
drained at site of axillary lymph node biopsy
with daily dressing. Her WBC count reached
2.38 x 109/L two weeks after discharge at
time of outpatient follow up visit. This count
continued to improve and reached 4.0 x
109/L a month later. She was put back on

azothioprine with normal WBC count for 9
months after initial presentation.

Figure 1: It shows an area of patchy necrosis (arrows)
with increased number of histiocytes in the
paracortical regions (hematoxylin-eosin, original
magnification x 200).

Figure 2: high power view of an expanded
paracortical area showing numerous histiocytes
(arrows), many of which are necrotic (hematoxylin-
eosin, original magnification x 400).
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Figure 3: this slide shows only rare residual
lymphoid follicles (arrows) with reactive germinal
center are seen (hematoxylin-eosin, original
magnification x 200).

DISCUSSION

KFD or histiocytic necrotizing
lymphadenitis, was originally described in
Japan in 1972 by Kikuchi [6] and Fujimoto et
al. [7]. It has been reported in several
countries since then [8] including Saudi
Arabia [9] but predominantly in Asia.

It often affects young adult women [9, 13-
15]. Pathogenesis of this disease is still not
fully understood. It is proposed that the
primary event may be the activation of T
lymphocytes and histiocytes. Proliferating T
cells enter the cycle of apoptosis, which may
form the areas of necrosis in lymph nodes and
then the cellular debris is removed by
histiocytes [5, 16, 17]. Certain
microorganisms (EBV, herpes human 6
virus, Toxoplasma, parvovirus B19, CMV,
Brucella, Yersinia enterocolitica and
parainfluenza virus) have been suggested as
the causative agents of the disease, initiating
a hyper- immune response of the T cells and
histiocytes to the infectious agents. However,
none of these possibilities have been
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definitively proven 12, An

[5,
autoimmune origin has also been suggested
due to a number of cases in which SLE was

17].

diagnosed previously, simultaneously or
after KFD, demonstrating a strong
association [1, 2]. I In most of the cases the
diagnosis of KFD was made before or at the
same time of the diagnosis of SLE, Hoever,
In our case the diagnosis of KFD was made
years after the diagnosis of SLE. It is also
noted that our patient received prolonged
courses of immunosuppressant medications
including mycophenolate mofetil, and later 6
cycles of cyclophosphamide, she was then

placed on azothioprine and
hydroxychloroquine. Can we consider the
prolonged wuse of immunosuppressant

medications a risk factor for KFD in a well
established SLE with lupus nephritis? This is
a concern that might be raised; however,
there is no literature suggestive of this

observation. It clearly warrants further
evaluation.
Clinically, a unilateral cervical

lymphadenopathy in KFD is observed [10,
13, 15, 16], but enlargement of lymph nodes
in other regions may also be seen, sometimes
in the form of generalized lymphadenopathy
[10, 11, 14]. The affected lymph nodes vary
in size from 0.5 to 7 cm of diameter [14] and
may be tender or painful [13, 14, 16, 17]. The
other, most common clinical symptoms of
this disease are low-grade fever [10, 14-17],
arthralgia and variety of skin rashes that
usually precede lymphadenopathy [10, 13].
However, non-specific symptoms, e.g.
weakness, night sweats, weight loss,
diarrhea, anorexia, chills, nausea, vomiting,
chest and abdominal pain have also been

reported [10, 13, 16]. Sometimes
splenomegaly and hepatomegaly are
encountered [10, 13] like what we

encountered in the case presented here.
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Laboratory findings are not specific
including elevated ESR, leukopenia with
mild lymphocytosis and atypical
lymphocytes [10,

13-17]. Moreover, in less than 5% of cases
leukocytosis is found [11, 14].

The disease is generally diagnosed on the
basis of an excisional biopsy of affected
lymph nodes. Characteristic
histopathological findings of KFD include
irregular paracortical areas of coagulative
necrosis with abundant karyorrhectic debris,
which can distort the nodal architecture, and
large number of different types of histiocytes
at the margin of the necrotic areas [2]. The
karyorrhectic foci are formed by various
cellular types, predominantly histiocytes and

plasmacytoid = monocytes  but  also
immunoblasts and small and large
lymphocytes. Neutrophils are

characteristically absent, and plasma cells are
either absent or scarce. The pathological
findings in our case include abnormal nodal
architecture; there is extensive expansion of
the paracortical regions with numerous
histiocytes, many of which are necrotic and
contain nuclear debris. In addition, there are
patchy areas of necrosis; also there are
lymphocytes and
immunoblasts with occasional plasma cells in
the paracortical regions.

several reactive

KFD tends to resolve spontaneously within 1
week to 3 years [15, 16] but it may also recur
in about 3% of cases [11, 13, 14]. In the cases
in which KFD was diagnosed after or
concomitantly with SLE,
tendency was observed to adopt the use of
corticosteroids, associated or not with
hydroxychloroquine, as a standard treatment
[5, 12]. On the other hand, when KFD is
diagnosed before SLE, it is considered a
clinically isolated entity and generally there

an obvious
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is no need for treatment due to its benign and
self-limited nature, with
resolution in weeks or months [3, 4, 18], our
patient was treated as a case of febrile
neutropenia with intravenous antibiotics for 7
days. Her symptoms, signs, and WBC count
improved spontaneously.

In conclusion, although KFD is a self-limited
condition, it can rarely be associated with
SLE. We described a case of SLE with stage
IV lupus nephritis that developed clinically
and pathologically clinical and
pathological findings that was explained by

spontaneous

new

KFD. Supportive measures were considered,
and the disease resolved spontaneously. Is the
prolonged use of immunosuppressant
medications a risk factor for KFD in SLE
patients?
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