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Abstract

Objective: Kimura's disease is a rare chronic inflammatory disorder of unknown etiology prevalent in middle-aged Asian men. It usually involves deep
subcutaneous tissues and lymph nodes of the head and neck region with frequent regional lymphadenopathy and/or salivary gland enlargement. We
report histopathologic features of Kimura's disease and briefly review the literature.

Method: Four cases of swellings in head and neck region were included in the study. Histopathological findings are reported.

Results: Histopathologically characteristic findings were angiolymphoid proliferation and eosinophilia. Peripheral blood eosinophilia and raised ESR
were the other findings.

Conclusion: We report characteristic histologic findings in four patients with Kimura's disease.
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1. Introduction

Kimura disease was first described by Kimm and Szeto as ““eosinophilic hyperplastic lymphograuloma’> in Chinese literature in 1937.% The
disease born the name Kimura after Kimura et al, described definitive histological findings in 1948.2 The disease is endemic in Asia (especially China, Japan
and Indonesia), however, sporadic cases from the West have also been reported.*® Although the disease can become apparent at any age, most of the cases
described have occurred in the second and third decades of life, with 80-87% of the affected patients being males.® We report here four cases of this rare
disease and briefly review the literature.

2. Method

Four cases with subcutaneous swellings in the head and neck region were referred for histopathological examination by various surgical
specialties at the Kempegowda Institute of Medical Sciences (KIMS), Bangalore, India. All specimens were fixed in 10% buffered formalin and processed
routinely for paraffin embedding. Sections of 5 pm thickness were cut and stained with Hematoxylin and Eosin (H & E). Ethics approval was not sought
because the study was retrospective in nature.

3. Results
3.1Case 1

An 18 year old boy presented with 2-year history of a slow growing painless swelling in the right post-auricular region.
On clinical examination, the swelling was non-tender and measured around 3x3cm; there was no discharge and the overlying skin was normal. Clinically, it
was diagnosed as chronic otitis media with post auricular lymphadenitis. We received two grey white globular masses, the larger one measured
2.5x1.5x0.5cm and the smaller measured 1.5x1x1cm.
3.2 Case 2

A 32 year old male presented with left post auricular painless swelling of 4 months duration. Clinically, the swelling was around 3x3cm, soft,
non-tender, mobile, and had a smooth surface. With the clinical diagnosis of dermoid cyst, the mass was excised and sent for histopathological evaluation.
The two grey white masses measured 2 x 1.8 x 0.5cm each.
3.3Case 3

A 56 year old man presented with 6 months history of a painless, slow growing swelling of the right upper lip. On clinical examination, the
swelling measured around 4 x 4cm. It was firm, non-tender, well circumscribed and had a smooth surface. The skin over the swelling was normal. With the
above features, a diagnosis of probable salivary gland tumour was offered. On gross, the mass was grey brown measuring 4.5 x 3 x 1cms.
3.4 Case 4

A 41 year male presented with a painless, slow growing swelling in the preauricular region of 3 months duration. On clinical examination, the
swelling measured 3 x 2 cm and was firm, non-tender and fairly circumscribed with a smooth surface. Based on these features, a clinical diagnosis of
pleomorphic adenoma was made.

Cut sections of all the above-mentioned lesions were grey white with large grey yellow areas.
Microscopy

Microscopically, all cases showed similar features in different tissues namely, lymph node (case 1 and 2), salivary gland tissue (case 3) and
subcutaneous tissue (case 4). The basic histologic features were hyperplastic lymphoid follicles having prominent germinal centers (figure 1 & 2). Few of the
lymphoid follicles showed vascularization of the germinal centers, in which capillary venules grew into the germinal centers. Some of the germinal centers
showed interstitial homogenous eosinophilic material between the germinal centre cells (figure 3). Also seen was moderate to dense eosinophilic infiltration
and many proliferating thin walled blood vessels with flattened to cuboidal endothelial lining (figure 4). With the above findings, a diagnosis of Kimura’s
disease was made. All patients had raised erythrocyte sedimentation rate (ESR) and eosinophil count.
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Figure 1: Lymphoid tissue comprising numerous lymphoid follicles with Figure 3: Germinal centre with homogenous eosinophilic material
well formed germinal centres in the subcutaneous tissue (H&E x 10) (arrow) between the germinal centre cells (H&E x40)
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Figure 2: Lymphoid tissue comprising numerous lymphoid follicles with Figure 4: Moderate to dense eosinophilic infilterate and thin walled
well formed germinal centres and proliferating small capillaries within proliferating vessels with flattened to low cuboidal lining. (H&E x40)
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4. Discussion

Kimura’s disease is a chronic inflammatory disorder of unknown origin. The disease can become apparent at any age, but most commonly occurs
in the second and third decades of life, with 80-87% of the affected patients being males.%” In the present study also, all four patients were males and the
youngest was 18 years and the oldest was 56 years old. The usual clinical presentation is one or more slowly increasing subcutaneous nodules in the head
and neck regions, accompanied by regional lymphadenopathies and/or salivary gland enlargement. The nodules can be pruritic and painful with normal
overlying skin. *® Other sites of involvement including the oral cavity, axilla, groin, limbs, and trunk have also been described.® Two of our cases (1&2)
presented with post-auricular swelling, one presented with swelling over upper lip (case 3) and the last case presented with subcutaneous nodule in the pre-
auricular region. Clinically, all swellings were painless, long standing, solitary and occurred in the head and neck region. The overlying skin did not show
any significant changes. Laboratory findings in Kimura disease include raised peripheral blood eosinophil counts and markedly elevated serum
immunoglobulin E (IgE) level.” In our study, all patients showed increased eosinophil count and raised ESR. However, we did not assess serum IgE.

The etiology and pathogenesis of Kimura disease is unknown. The disease is classified as a reactive benign process. Allergic reactions, infections,
and autoimmune reactions with aberrant immune reaction have been suggested.™ The findings of increased eosinophils, mast cells, and increased levels of
interleukin 5 and IgE suggest an abnormal T-cell stimulation to a hypersensitivity-type reaction*. Molecular studies for immunoglobulin heavy-chain and
T-cell receptor gene arrangement support a reactive nature.’>** Recently, Chim et al. described a clonal T-cell receptor gamma gene rearrangement in an
elderly man with Kimura disease.™

Excision biopsy is required for a correct diagnosis and the basic histologic features are similar in different tissues which includes hyperplastic
lymphoid tissue containing well-developed lymphoid follicles, infiltration of eosinophils, vascular proliferation and varying degrees of fibrosis.? Lymphoid
follicles may be few to numerous and are round to oval in shape with well delineated mantles and prominent germinal centers. Some of the lymphoid
follicles show features of vascularization of the germinal centers, in which capillary venules grow into the germinal centers. Some lymphoid follicles show
interstitial homogenous eosinophilic material between the germinal centre cells. There is also a tendency for eosinophils to infiltrate the germinal centers
resulting in necrosis of the centre structures. This phenomenon has been termed eosinophilic folliculolysis.” Between the follicles are seen many small
lymphocytes, plasma cells, eosinophils, immunoblasts, histiocytes and mast cells. Moderate to massive eosinophilic infiltrate is a consistent feature in
Kimura’s disease, usually seen as a diffuse pattern in the interfollicular areas or becoming denser in perivascular areas. Eosinophilic microabscesses are
occasionally seen. A varying degree of vascular proliferation is frequently observed in a majority of the lesions. However, the blood vessels are usually thin-
walled, high endothelial venules. The venules have slit-like lumina, and are lined by either flattened or low cuboidal endothelium with pale-staining oval
nuclei. The cytoplasm is scanty and light-staining, and is never vacuolated. Furthermore, perivenular sclerosis in the form of concentric rings of collagen is
frequently seen, with the affected venules showing endothelial atrophy.®® Fibrosis is always present, most prominently in subcutaneous and salivary gland
lesions. In the present study, all the cases showed above mentioned histopathological features in various tissues namely lymph nodes, minor salivary gland
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and subcutaneous tissue. The lesion involving salivary gland did show more fibrosis in comparison with the other tissues. Immunohistochemistry (IHC) can
be used as an additional aid to diagnose Kimura’s disease although it was not employed in this study. Imuohistochemical stains typically show IgE reticular
network in the germinal centers with 1gG, IgA and lysozyme-positive cells scattered mainly in interfollicular granulomatous areas. '

Kimura’s disease should be histopathologically differentiated from the following diseases: angiolymphoid hyperplasia with eosinophilia (ALHE),
Hodgkin lymphoma, angioimmunoblastic T-cell lymphoma, Langerhans cell histiocytosis, florid follicular hyperplasia, Castleman disease, dermatopathic
lymphadenopathy, allergic granulomatosis, parasitic lymphadenitis and drug reaction.”*® ALHE is the most easily confused for Kimura’s disease which is
now considered to be a kind of endothelial neoplasm related to inflammatory stimulation. ALHE often affects middle-aged women who typically present
with a superficial mass. Histpathologically, it is an angioproliferatve lesion which shows characteristically plump epithelioid or histiocytoid endothelial cells,
accompanied by an inflammatory infiltrate that consists mainly of lymphocytes and eosinophils. Lymphadenopathy, blood eosinophilia, and elevated IgE
level are uncommon, %%

Generally, Kimura’s disease is a localized condition with a benign clinical course but recurrence is not uncommon. In approxi mately 12% of
patients, there is a related renal disease, usually presenting as nephrotic syndrome. On renal biopsy, IgE deposits can be seen on the glomerular basement
membrane.?** However, neither renal dysfunction nor proteinuria were detected in our cases reported here. Therapeutic options include surgery,
radiotherapy, laser fulguration, photodynamic therapy and steroids.”* Steroid is effective in reducing size of the mass, but the lesions may recur while
reducing the dose of steroid.”2" Recently, it has been reported that cyclosporine,?® azathioprine,? pentoxifylline,*® pranlukast™ and Imatinib® are valid
treatment options for Kimura’s disease.
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