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Abstract

Kikuchi disease (KD) is a rare form of necrotizing
lymphadenitis. KD usually presents with cervical lym-
phadenopathy and fever in young women. It tends to run
a benign course and resolve spontaneously within months.
The aetiology of the disease is still unclear although a vari-
ety of infectious agents have been postulated. There is also
a documented but rare association with systemic lupus ery-
thematosus (SLE). We present the case of a young woman
with biopsy-proven KD who subsequently developed SLE
with biopsy-proven lupus nephritis. Nephrologists should
be aware of KD as it may precede the development of SLE
and lupus nephritis.

Keywords: Kikuchi disease; lupus nephritis; systemic lupus
erythematosus

Introduction

Kikuchi disease (KD) is a rare cause of lymphadenopathy
and fever [1]. The disease is more common in Asia and oc-
curs more frequently in young women. It usually involves
the cervical nodes [2] although it may also present with gen-
eralized lymphadenopathy. The diagnosis is made through a
biopsy of affected lymph nodes. KD tends to resolve spon-
taneously without recurrence. The aetiology of the disease
is unknown but there are several associations, notably with
systemic lupus erythematosus (SLE). We present the case
of a young female patient in whom KD preceded the devel-
opment of SLE with renal involvement and membranous
lupus nephritis.

Case

A 24-year-old Asian woman first presented with a 6-week
history of being generally unwell with a flu-like illness,
low-grade continuous fever, anorexia and enlarged cervical
lymph nodes. She had also lost weight, but there was no

history of arthralgia or night sweats. There was no his-
tory of tuberculosis. She was born in the UK and visited
Bangladesh 2 years earlier. She was fit and a non-smoker,
with no significant past medical or family history. The pa-
tient was on no medication. Examination revealed a mo-
bile, non-tender group of lymph nodes measuring 2 x 2 cm
in the sub-mental region of the cervical group. The re-
mainder of the clinical examination was unremarkable.
Laboratory tests revealed haemoglobin of 9.5 x 10/,
erythrocyte sedimentation rate (ESR) 116 mm/h with
a normal white cell count and peripheral blood film.
Renal function and liver function tests were normal and
there was no proteinuria. Serum immunoglobulins IgA, IgG
and IgM were all elevated. Immunology was all normal, in-
cluding assays for rheumatoid factor, immunofluorescence
(IF) for anti-neutrophil cytoplasmic antibodies (ANCA),
anti-nuclear antibodies (ANA) and enzyme-linked im-
munosorbent assay (ELISA) for anti-double-stranded DNA
antibodies (anti-ds DNA). Complement C3 and C4 were
also normal. Blood cultures showed no growth. Hepatitis,
toxoplasma and Epstein-Barr virus serology were negative.
Ultrasound of the abdomen and chest x-ray were normal.
In view of her ethnic background, symptoms and lym-
phadenopathy, she was also investigated for the presence
of tuberculosis. Sputum was negative for acid-fast bacilli
(AFB). Bronchial washings were also negative for AFB,
both in stain and in culture. A diagnostic lymph node biopsy
was performed. Histopathology of the specimen revealed
necrotizing histiocytic lymphadenitis consistent with the
diagnosis of KD. The patient was commenced on a trial
of prednisolone with good response and the steroids were
tapered after 3 months. The fever disappeared, as did the
lymph node swelling and the patient made an uneventful
recovery.

Two years later, she presented again, this time with
Raynaud’s syndrome of both hands. Examination was un-
remarkable except for bluish discoloration of the fingers of
both hands and fingertip ulceration. Urine analysis revealed
4+ protein and 2+ blood with a proteinuria of 7 g/day. The
creatinine clearance was normal. C3 and C4 were all low.
Immunofluorescence for ANA was positive with a titre of
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Fig. 1. Light microscopy showing thickening of the glomerular basement
membrane. Glomeruli show very mild segmental areas of mesangial cell
hyper-cellularity with some mesangial matrix increase, but without necro-
sis or crescents.

Fig. 2. Silver methenamine stain confirming diffuse thickening of the
glomerular basement membrane, in keeping with membranous glomeru-
lonephritis.

1:1024 and a speckled pattern. Anti-ds DNA ELISA was
positive at 84 U/ml. Assays for anti-RNP, anti-Sm, anti-
Ro and anti-La were all positive. A diagnosis of proba-
ble SLE was made, and she was started on prednisolone
60 mg/day whilst awaiting a kidney biopsy. The kidney
biopsy showed membranous glomerulonephritis in keep-
ing with type V lupus nephritis (Figures 1-3). She was
started on mycophenolate mofetil (MMF). Her most recent
urine protein creatinine ratio is 230 g/mol with normal re-
nal function while on MMF and prednisolone. There were
no extra-renal symptoms of SLE and her Raynaud’s had
improved as well, without recent digital infarcts.

Discussion

KD is a rare but recognized cause of pyrexia and lym-
phadenopathy of an unknown origin. The initial two cases
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Fig. 3. Immunohistochemistry showing granular staining of the basement
membrane for immunoglobulin G. (A) Low power field; (B) high power
field. IgM, IgA, C3 and C1q were also all positive and electron microscopy
showed subepithelial deposits (not shown).

were described in Japan and the disease is felt to be more
common in Asia. For example, in a Korean study of 147
patients who underwent a biopsy for lymphadenitis, KD
was the leading diagnosis in 34.7% of cases [3]. KD is
less common elsewhere although it has now been described
throughout the world and in all ethnic groups. In this re-
gard, a study in the United States described the ethnic ori-
gin of 75% of cases as Caucasian [4]. Symptoms of the
disease include headache, anorexia, nausea, vomiting, skin
lesions and hepato-splenomegaly [5]. In a large series of
244 patients fever (35%), lymphadenopathy (100%) and
high ESR (40%) were the most common manifestations
[5]. Routine laboratory tests are usually normal except for
leucopaenia. The main pathological feature is the presence
of necrosis in cortical and para-cortical regions of affected
lymph nodes [6]. KD is generally benign with a recur-
rence rate of 3% while fatalities are uncommon [7]. There
is no established treatment, although corticosteroids and
a variety of immunosuppressant drugs have been used in
severe cases. The cause of KD is unclear as reviewed in
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detail elsewhere [8]. Suffice to say that Epstein-Barr virus,
toxoplasma, cytomegalovirus, Yersinia enterocolitica, the
human immunodeficiency virus, varicella-zoster virus and
human herpesvirus-6 have all been implicated. An autoim-
mune aetiology has also been suggested, chiefly because
of the association of KD with lupus. SLE may occur years
after the diagnosis of KD [9]. The association remains rare
in that in Dorfman’s seminal report, only 2 out of 108 pa-
tients with KD subsequently developed SLE [4]. However,
fatal cases have been described as well [10]. The differ-
entiation between KD and SLE is often difficult [11] not
least as lymphadenopathy is seen in more than half the pa-
tients with SLE. Histological examination of lymph nodes
in SLE also shows areas of necrosis, but the presence of
haematoxylin bodies, abundant plasma cells and granulo-
cytes points towards a diagnosis of SLE [4]. These features
were all absent in our case and the lupus serology was nor-
mal; hence, our initial diagnosis was KD. In some cases,
however, the histology may be indistinguishable. Skin in-
volvement similar to SLE is occasionally seen in patients
with KD (5-30%). Clinical symptoms of KD and SLE are
also similar but the management differs. Steroid monother-
apy may be indicated in refractory cases of KD, whereas
more intense immunosuppression is usually indicated in
SLE.
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