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ABSTRAK

Penyakit Kimura adalah sejenis penyakit inflamatori kronik yang melibatksun
subkutaneus kawasan kepala dan leher, aksila dan anggota atas serta kawasan pinggul. Di
kawasan kepala dan leher, kelenjar air liur major dan nodus limfa adalah kavwasan

sering kali terlibat dan ianya dikaitkan dengan eosinophilia dan peningkatan serum IgE.
Tiga kes penyakit Kimura yang melibatkan kelenjar parotid, kelenjar naués dlan pipi
dilaporkan bersama dengan ringkasan ulasan kes-kes yang telah dilaporkan sebelumnya.

Kata kunci: Penyakit Kimura, penyakit inflamatori kronik, lesiisan kepala dan leher

ABSTRACT

Kimura’s disease is a chronic inflammatory disorder which affectsubeutaneous tissues
of the head and neck, axilla and upper limb as well as the groin region. Imetteand
neck region, major salivary glands and regional lymph nodes are mainly invelitled
associated eosinophilia and an elevated IgE concentration. Three cases ofa’Kimur
disease involving the parotid glands, lymph nodes and cheek are presemteal bmef
review of the literature.
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INTRODUCTION

Kimura’s Disease (KD) is a non-neoplastic chronidamimatory condition that usually
appears as nodules in the subcutaneous tissue of the heagcantt was first described in
1937 by Kimm and Szeto in China; who reported seven caségrogn lymph node
enlargement with eosinophilic infiltrate, which theyned as eosinophilic hyperplastic
lymphogranuloma (Kimm & Szeto 1937). Kimura et al. (1948 mfrdapan reported a
similar finding and described it as an "unusual granulasiod hyperplastic changes of
lymphatic tissue", and this condition has since becoidelywknown as Kimura's disease
(Kimura et al. 1948). Most cases of KD occur in the Qakpopulation, especially in
males of Chinese and Japanese origin. It may also gpowadically in Caucasians, and
rarely in the African population. Although the diseas® become apparent at any age,
most of the cases described have occurred in the seodnthird decades of life, with 80 -
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87% of the affected patients being males (Sawada & Nomura P@8drs et al. 1986; Kuo
et al. 1988)

CASE REPORTS
CASE 1

A 37 year old Malay man presented with a bilateral, pasrdsegellings at the pre-auricular
region for nearly ten years, and over the past yedicat a progressive increase in the size
of the swellings. There was no discharge, skin changesxtessive salivation noted, and
facial nerve function was intact. The patient’s meldicstory was otherwise unremarkable.
The significant clinical findings was bilateral parotid #imgs measuring about 6x5cm,
causing facial asymmetry, but no palpable cervical lymphadémppahe blood
investigations were unremarkable except for an increaseeirdifferential eosinophilic
count (54.9%) although the white cell count was normal (1ktell) and a markedly
increased IgE concentration of more than 1,450 iu/ml. T Btan demonstrated a
diffuse enlargement of the left parotid gland comparedh&right parotid gland. Fine
needle aspiration biopsy was performed and showed nusesmsinophils and
lymphocytes suggestive of Kimura's disease. The patieag advised surgery but he
declined, however, remains on follow-up.

Insert Figure 1a,1b,1c,1d
CASE 2

A 56 year old Malay man presented with a painless swetifntipe right cheek for more

than eight months, which was slowly increasing in sizeere was no history of trauma,
trimus or discharge from the swelling. The patient’s icadistory was unremarkable. On
examination he was a fit healthy middle aged man. Tilasea diffuse swelling of the right
cheek, with no change in skin colour and no discharging .sintra-orally, there was a

firm, well-circumscribed swelling with a smooth surfacggasuring about 2x2 cm in the
right buccal mucosa area. The swelling was mobile amhtsli tender on palpation.

Routine blood investigations and chest radiograph were hoAnancisional biopsy was

performed, and this was reported as Kimura’'s disease e§udast excision of the lesion
was performed, and histological examination showed fiity-tissue exhibiting lymphoid

proliferation with germinal centers, an angiomatoid commbnand an abundance of
stromal eosinophils strongly suggestive of Kimura’'s dised he patient remains well on
follow-up.

CASE 3

A 15 year old Malay girl presented with progressive anglbut painless on the right post-
auricular and right upper cervical areas. The slow grosamglition was noticed for over a
period of one and a half years. There was no historgfe€tion or trauma. The patient's
medical history was otherwise unremarkable. On examimashe was fit and healthy.
There was a swelling measuring 3x4 cm located at tH# pgst auricular area. The
swelling was firm, lobulated, non-tender, and dispdeite pinna anteriorly. The overlying

PDF Created with deskPDF PDF Writer - Trial :: http://www.docudesk.com



skin was normal with no discharging sinus. Also preset a palpable 1 x 1 cm mobile,
right upper cervical lymph node. Full blood investigationsenamremarkable except for a
rise in the white cell count i.e 19.1X10with an increased differential count of 53% of
eosinophils. The IgE concentration was markedly increasethore than 1,000 iu/ml.
Rapid mononucleosis assay was negative, and tivestolkoplasma gondii, rubella,
cytomegalovirus and filariasis were non-reactive. Tiiescan demonstrated a right post-
auricular swelling which was confined to the region, wittltiple, bilateral small neck-
nodes. Fine needle aspiration biopsy showed multipgnients of lymph node tissue with
abundant infiltration of eosinophils but no evidencerof malignant change. Based on the
peripheral eosinophilia, increased IgE concentration awblogical appearance, a
diagnosis of Kimura's disease was made. An excisioopby was performed, with the
histology being similar to previous report. The patiemhamed well until a year post-
operatively, when she complained of a right pre-auricsieglling, measuring about 2x3
cm, which was painless. A fine needle aspiration biaysy performed and showed similar
findings as Kimura's disease. She was advised surgeryefased and remains on follow-

up.

DISCUSSION

Kimura’s disease (KD) often involves young oriental @sehind commonly presents with a
solitary or multiple, painless, slow growing subcutaneoodules. It usually involves the
head and neck region, particularly the parotid gland abdhandibular areas, and rarely
the scalp and orbital region. Common associated findingslude cervical
lymphadenopathy, eosinophilia (reaching 10-57%) and elevated sgEulevels.

Other less common sites include the extracranial issfigs such as the oral cavity,

axilla, groin, upper limb and spermatic cord. KD has alsenlreported to affect skeletal
muscle and prostate. Juvenile temporal arteritis hasbalso coupled as an accessory sign
of KD (Li et al. 1996; Tham et al. 1981; Kennedy et al. 1992).

Generally KD is a localized condition wahbenign clinical course but recurrence is
not uncommon. In approximately 12% of patients, thererglaed renal disease, usually
presenting as nephrotic syndrome. A array of changes ichvehiidence of IgE deposits
are present on the glomerular basement membrane csgeheon renal biopsy (Qunibi et
al. 1988; Matsuda et al. 1992).

The aetiology and pathogenesis of KD is unkn@and it may be related to a
disturbance in the immune regulation of eosinophil and pg&duction. This current
hypothesis believes that as a result of interactitwdsn types 1 and 2 T-helper cells (Th 1
and Th 2) leads to an excess production of eosinophilotropyatokines such as
interleukin-4 (IL-4). Patients with an active stage @ Kave a higher than normal levels of
the cytotoxic proteins, eosinophilic cationic protein E@nd major basic protein (MBP),
all found within the granules of the eosinophils . Thehpgénesis of KD may also be
related to an aberrant clonal T-cell proliferationsgibly restricted only to the lymph
nodes, and the production of interleukin-5 (IL-5) which rfemad to eosinophilia. Allergic,
bacterial, viral (e.g. Epstein-Barr virus), fungal (e.@ndida albican) and parasitic
aetiologies have been linked to KD but they have nanbeonstantly recognized
(Takenaka et al. 1976; Tabata et al. 1992; Wierenga et al. 1993).
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The differential diagnosis for KD are mgaand they include angiolymphoid
hyperplasia with eosinophilia (ALHE), lymphoma, Hodgkinisease, lymphocytoma,
Kaposi's sarcoma, tuberculosis, eosinophilic granulomaithedoid haemangioma,
angiofollicular hyperplasia, low grade angiosarcomamdwrtoma, Mikulicz disease and
nodal metastasis. Except for ALHE, the clinical anddhigfical features of these diseases
are easily distinguishable from KD (Kung et al. 1984, Uratbal. 1987).

The diagnosis of KD is clear-cut and mustbbsed on clinical examination and
histopathological findings. Histological section showsi@iense, chronic inflammatory
infiltrate mainly composed of lymphocytes that fornrmfghoid follicles with occasional
germinal centres and numerous eosinophils that may &smophilic microabscesses.
Lesser numbers of plasma cells and mast cells ared.folinere is also evidence of
increased angiogenesis and fibrosis found within thenesmmunofluorescence studies
show germinal centres containing significant IgE deposits \amiable amounts of IgG,
IgM and fibrinogen. These features are attuned withhiee cases presented.

Imaging is often unhelpful as they may giveasiable appearance and are non-
specific especially with the use of plain radiographrddsbund may demonstrate masses
that are solid, round or oval, or hypoechoic but they aloreally show the nature of the
lesion and are not helpful in treatment planning. Orm@puterised tomogram, contrast
enhancement may indicate the vascular nature of tlmn)dsut this does not appear to be a
consistent finding. Involved tissues may demonstrate hijhafid T2-weighted signal
intensities on Magnetic Resonance Imaging, with tleeaiontrast enhancement such as
gadolinium-DTPA. Although not diagnostic of KD, CT and Mfdings may help to
delineate the extent of the disease in more than oaeep{Nagamachi et al. 1996;
Goldenberg et al. 1997).

Kimura’'s disease is a benign but disfiguringake, and often follows a protracted
course with no evidence of malignant transformatioaxidds treatment modalities for KD
have been suggested. Surgical excision may be indicatecb$onetic reasons, or when
lesions invade vital head and neck structures. Recurren@emisi@n, occurring in up to
25% of cases treated with surgical excision alone (Da&y. 4997). Recurrent lesions may
be treated with systemic steroid therapy, but seldomitresa cure. Radiotherapy may be
indicated for patients with tumour relapse after steraitidwawal or for recurrent disease.
Hareyama et al, using radiotherapy at dosages of 26-30cGigvad local control in 90%
of cases, and they strongly recommend that no surgiogle@ure other than a biopsy
should be carried out. The radiation field should b&didhto the lesion and adjacent lymph
nodes, with an optimum dosage of 26-30 Gy regardless afuusize (Hareyama et al.
1998).

The advantage of radiotherapy for KD ist thaoffsets the need for long-term
corticosteroids, but considering the benign nature of Kid #e concern regarding
malignant transformation of the condition, radiotmyy should be reserved as second line
treatment. Cyclosporin A and other therapeutic intefgastsuch as argon and ¢@ser
vapourization, retinoic acid, cytotoxic agents, electrsidation and curettage have also
been used though with variable success rates (Seral £996). Therapy for KD will
remain directed at the symptoms of the disease rdtherat the causative agents as the
aetiology of the disease is still unknown. At thement, surgery is still the treatment of
choice as it can be both diagnostic and therapeutic.
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FIGURE 1 (Case 1)

Fiaure 1 ; Fiaure 1 1

Figure 1 a and b show swelling involving bilateral parotid glands

Figure1c
Axial MRI with 1V contrast (Gd-DTPA)
showing the lesions bilaterally (arrows)
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Figure 1 d

Histopathology showing lymph node tissue
composed of hyperplastic follicles with prominent
germinal centers ( H & E, x10)
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