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Abstract

Kimura’s disease (KD) is a chronic inflammatory disorder with unknown etiology, most commonly
manifesting as painless unilateral cervical lymphadenopathy or subcutaneous masses in the head
or neck region. The disease is characterized by a triad of painless subcutaneous masses in the
head or neck region, blood and tissue eosinophilia, and markedly elevated serum immunoglobulin
E levels. Kimura’s disease is an unusual vascular tumor that typically occurs at 20 to 30 years of
age. There has been no documented case of malignant transformation; however, recurrence rates
after excision may be as high as 25%. Surgery and medical therapy are useful for treatment. We
present a 14 years old male developed a unilateral cervical mass associated with KD. It was a re-
currence of disease. As a complete excisional resection of the mass already done 1 year back at
some other centre, we decided to give medical treatment for Kimura’s disease.
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1. Introduction

Kimura’s disease is a benign rare chronic inflammatory disorder. Its primary symptoms are sub dermal lesions
in the head or neck or painless unilateral inflammation of cervical lymph nodes [1]. The disease is characterized
by a triad of painless subcutaneous masses in the head or neck region, blood and tissue eosinophilia, and mar-
kedly elevated serum immunoglobulin. The first known report of Kimura’s disease was from China in 1937 [2].
It first received its name in 1948 when Kimura and others noted a change in the surrounding blood vessels and
referred to it as “unusual granulation combined with hyperplastic changes in lymphoid tissue [3]. The cause of
Kimura’s disease remains unknown. Reasons like an allergic reaction or an alteration of immune regulation are
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suspected. Other theories like persistent antigenic stimulation following arthropod bites and parasitic or candidal
infection have also been proposed. To date, none of these theories have been substantiated. The pathophysiology
of Kimura’s disease remains unknown, although an allergic reaction, trauma, and an autoimmune process have
all been implicated as the possible cause. On histopathology the disease is manifested by an abnormal prolifera-
tion of lymphoid follicles and vascular endothelium. Peripheral eosinophilia and the presence of eosinophils in
the inflammatory infiltrate suggest that Kimura’s disease may be a hypersensitivity reaction. Some evidence has
indicated that TH2 lymphocytes may also play a role, but further investigation is needed [1]. Kimura’s disease is
generally limited to the skin, lymph nodes, and salivary glands, but patients with Kimura’s disease and nephrotic
syndrome have been reported. The basis of this possible association is unclear. Kimura’s disease is predomi-
nantly seen in males of Asian descent. The disease has rarely been reported in the United States [4]. Observation
is acceptable if the lesions are neither symptomatic nor disfiguring. Radiotherapy has been used to treat recur-
rent or persistent lesions. However, considering the benign nature of this disease, radiation should be considered
only in cases of recurrent, disfiguring lesions. Surgery has been considered as the mainstay of therapy. However,
recurrence after surgery is common [5].

2. Case Report

A 14 years old male came to SGRD Hospital Amritsar with history of recurrent neck swelling just behind the
angle of mandible. Spherical, compressible, non tender swelling was approximately 5 - 6 cm in size (Figure 1).
Patient was already operated at some other centre and again developed the same problem within few days after
surgery. He had no previous records. FNAC was done showing Lymphoid nodules with discrete germinal cen-
ters occupying an area extending from the reticular dermis to the fascia and muscle. A marked eosinophilic in-
filtrate were present. Centrally, thick-walled vessels were present with hobnail endothelial cells. Immunohisto-
chemical reports also demonstrated the presence of plasmacytoid dendritic cells in a lesion of Kimura’s disease.
CT reports showed ill-defined, enhancing lesions behind angle of mandible, with associated lymphadenopathy
(Figure 2). Routine blood investigations done. Renal function test were normal. Only absolute eosinophil count
was raised.

Patient was treated with intraleisonal corticosteroid initially followed by oral methylprednisolone for period
of 2 months along with antihistaminic. Swelling decreased in size gradually.

Figure 1. An operated case of Kimura’s disease presented with recurrence.
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Figure 2. Computed tomographic (image of patient showing swelling upper part of neck).

3. Discussion

Kimura’s disease is a chronic inflammatory disorder of unknown etiology that most commonly presents as
painless lymphadenopathy or subcutaneous masses in the head or neck region, especially in the parotid and
submandibular regions [2]. These lesions are associated with occasional pruritus of the overlying skin. Renal
disease, nephrotic syndrome in particular, is present in up to 20% of patients with Kimura’s disease. Kimura’s
disease can lead to disfigurement secondary to the growth of untreated lesions. Additionally, recurrence after
treatment is well described. Controversy has existed in the literature regarding whether Kimura’s disease and
angiolymphoid hyperplasia with eosinophilia (ALHE) are the same entity. Some authors believe that Kimura’s
disease represents a chronic, deeper form of ALHE; however, most recent papers distinguish the 2 on the basis
of clinical and histopathologic characteristics [6]. The pathophysiology of Kimura’s disease remains unknown.
It has been hypothesized that an infection or toxin may trigger an autoimmune phenomenon or lead to a type |
(immunoglobulin E [IgE]-mediated) hypersensitivity reaction. Some evidence has suggested a predominance of
TH2 cells which produce eosinophilic cytokines, including interleukin [IL]-4 and IL-5) in patients with Kimu-
ra’s disease. Additional studies have shown elevated granulocyte macrophage-stimulating factor (GM-CSF),
tumor necrosis factor-a (TNF-a), soluble IL-2 receptor (sIL-2R), IL-5, IL-4, and IL-13. These findings may help
lay the groundwork for elucidating the underlying pathophysiology of Kimura’s disease [7] [8].

Kimura’s disease has rarely been reported in the United States. The exact prevalence of Kimura’s disease is
not known. Most cases of this rare disease are reported in East and Southeast Asia, with a small number of cases
reported in Europe [9]. Males are affected by Kimura’s disease more commonly than females, with a 3.5:1 to 9:1
male-to-female ratio [10]. Kimura disease is usually seen in young adults during the third decade of life, with
the median age being 28 - 32 years [11]-[13].

Kimura’s disease typically presents as a painless mass or masses in the head and neck region, with occasional
pruritus of the overlying skin [14]. Patients typically present with nontender subcutaneous nodules and masses
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in the head and neck, especially in the parotid and submandibular regions. These lesions are typically associated
with lymphadenopathy. Less frequently, the orbit (including the eyelids, conjunctiva, and lacrimal glands [15],
paranasal sinuses, epiglottis, tympanic membrane, and parapharyngeal space may be involved. The average di-
ameter of lesions is 3 cm. Although Kimura’s disease mainly affects the head and neck, involvement of the ex-
tremities and inguinal lymph nodes has been reported. Kimura’s disease should be differentiated histologicaly
with angiolymphoid Hyperplasia with Eosinophilia, Cylindroma, Dermatofibrosarcoma Protuberans, Kaposi
Sarcoma. Nearly all patients with Kimura’s disease demonstrate peripheral eosinophilia and elevate levels of
serum IgE. In one series, the number of eosinophils was closely correlated to the sizes of the neck masses. Blood
urea nitrogen, creatinine, and urinary protein levels should be obtained to exclude concomitant renal dysfunction
(especially nephrotic syndrome). Serum eosinophil cationic protein levels parallel the course of the disease.

The appearance of Kimura’s disease on imaging modalities, including CT scanning and MRI, is variable and
is thought to be due, at least in part, to the variable degrees of vascular proliferation and fibrosis within individ-
ual lesions. One of the largest case series to date notes the characteristic findings to be multiple ill-defined, en-
hancing lesions around the parotid gland, with associated lymphadenopathy [16]. Lymphoid nodules with dis-
crete germinal centers can occupy an area extending from the reticular dermis to the fascia and muscle. Histo-
pathological reports show a marked eosinophilic infiltrate and centrally, thick-walled vessels are present with
hobnail endothelial cells. Observation is acceptable if the Kimura’s disease lesions are neither symptomatic nor
disfiguring. Oral corticosteroids are commonly used; however, the disease frequently recurs after cessation of
therapy. Intralesional corticosteroids may be effective for localized disease. Cyclosporine has been reported to
induce remission in patients with Kimura’s disease. A dose of 5 mg/kg/d was effective, but, in most cases, the
lesions recurred upon cessation of therapy [17]. Intravenous immunoglobulin (IVIG) was used in one patient as
a steroid-sparing agent, and he remained disease free more than 6 years after follow-up [18]. Oral pentoxifylline
has been reported to be effective in one patient with Kimura’s disease; however, the lesions relapsed after dis-
continuation of therapy [19]. All trans-retinoic acid in combination with prednisone has resulted in remission of
Kimura’s disease in one patient, and he remained disease free 12 months after discontinuation of all therapy.
Imatinib may be an effective treatment for Kimura’s disease, based on advances in research for therapy in hyper
eosinophilic syndrome, but further investigation is necessary. Photodynamic therapy has been used successfully
in one patient who experienced recurrence of disease after initial surgical management. Radiotherapy has occa-
sionally been used to treat recurrent or persistent Kimura’s disease lesions. A report by Hareyama et al. reported
on the use of radiotherapy at dosages of 26 - 30 Gy; local control was achieved in 74% of lesions. Another study
demonstrated that radiotherapy (20 - 45 Gy) was more effective than local excision and steroid treatment, with
local response rates of 64.3% versus 22.2%, respectively. No adverse effects were observed during a mean fol-
low-up period of 65 months [20]. However, considering the benign nature of Kimura’s disease, further investi-
gation may be required, and caution using radiation outside of recurrent, disfiguring lesions is required.
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