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Kimura’s Disease Initially Diagnosed as
Malignancy then Extra-Pulmonary Tuberculosis

ABSTRACT
Objective: To describe a rare case of Kimura's disease initially misdiagnosed as malignancy then
tuberculosis.

Methods:
Design: Case report
Setting: Tertiary Private Hospital
Patient: One

Results: A 30-year-old male with a 6-year history of gradually-enlarging right infra-auricular
mass revealed an enlarged mass in the right infraauricular area and multiple cervical
lymphadenopathies on physical examination. Initial fine-needle aspiration biopsy was interpreted
as pleomorphic adenocarcinoma but succeeding work-ups and imaging studies led to treatment
for tuberculosis. Subsequent biopsies finally led to the proper histopathologic diagnosis of
Kimura’s disease and the patient was shifted to appropriate treatment with oral prednisone.

Conclusion: Kimura's disease is rare and may be confused with other diseases such as malignancy
or tuberculosis. Histopathologic diagnosis is necessary as its treatment differs from tuberculosis
and other diseases.

Keywords: Kimura’s disease, parotid gland tumor, angiolymphoid hyperplasia with eosinophilia

Neck masses are among the most common clinical findings to confront any physician, more
so an otolaryngologist. Although most masses are benign, malignant processes must still be
considered. Infectious causes of neck masses such as tuberculosis are constantly included in
the differential diagnosis especially in the Asia-Pacific where it is still prevalent. However, in rare
instances, knowledge of uncommon diseases should also be kept in mind. This case illustrates
the rare occasion when a common disease entity is considered but turns out to be an unusual
diagnosis.

CASE REPORT

A 30-year-old Micronesian male presented with a gradually-enlarging, painless right infra-
auricular mass that he noted to measure about the size of a marble six years prior to consult,
without any other associated symptoms. A fine-needle aspiration biopsy of the mass revealed
Pleomorphic Adenocarcinoma and he was advised surgical excision but was lost to follow-up.

One year prior to consult, the patient experienced progressive enlargement of the right
infraauricular mass with numbness over the area and weight loss but did not consult until one
month prior to admission when the size of the mass had increased to approximately 8 x 8 x 5cm
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with pain and numbness in the area, limitation of neck motion and easy
fatigability. He denied any dyspnea, dysphagia, sore throat, hoarseness
or fever. Review of systems was unremarkable except for weight loss
and anorexia. His past medical, family and surgical history were non-
contributory. He was previously a construction worker with a smoking
history of 2 pack-years, occasional intake of alcoholic beverages and no
history of illicit drug use.

Physical examination revealed a soft, fluctuant, non-tender, non-
hyperemic right infra-auricular mass measuring approximately 11 x 8 x
5 ¢cm with no induration or fixation to underlying structures. (Figure 1A
and 1B) Multiple 1 x 1 cm non-tender cervical lymphadenopathies were
also noted in the right side of the neck at level Il. He had a hyperemic
posterior pharyngeal wall without tonsillar enlargement but anterior
rhinoscopy and otoscopy were unremarkable and there were no lesions
on the external ear and face. The initial assessment was parotid mass,
rule out malignancy.

Complete blood count, urinalysis, fasting blood sugar, lipid profile
and creatinine were unremarkable except for neutrophilia at 20.6 x
10MA9/L (reference range 4.5-10) and eosinophilia at 0.5 (reference
range 0.01-0.04). Chest x-ray and Computed Tomography (CT) scans
of the chest and abdomen were unremarkable. Contrast-CT of the
neck showed a diffusely-enlarged heterogenous right parotid gland
with multiple varied sized nodules while the left parotid gland was
normal in size with multiple nodules. (Figure 2) Multiple cervical
lymphadenopathies were noted. (Figure 3) Nodular fullness of the
nasopharynx and right side of the oropharynx and tonsillar region was
also reported. (Figure 4) The differentials at this point were lymphoma,
tuberculosis and metastatic lymphadenopathy either from a primary
malignancy in the parotid gland or nasopharynx.

Flexible nasal endoscopy confirmed the CT scan findings of
nasopharyngeal mass seen more on the right side. A nasopharyngeal
biopsy yielded chronic inflammation and a tissue Acid-fast Bacilli (AFB)
smear of the nasopharyngeal mass was negative. However, Tuberculosis
(TB) Polymerase Chain Reaction (PCR) of the same specimen was
positive, hence, tuberculosis chemotherapy was started.

Fine needle aspiration biopsy of the right parotid was inconclusive,
and incisional biopsy under general anesthesia revealed a 10 cm
mass with caseous material and a soft, well-encapsulated 3 cm deep
cervical lymph node. Pathologic gross description of the lymph node
was a reddish-pink, ovoid, flat, doughy tissue measuring 2.5 x 2.4 x
1 cm with a yellowish-pink mucoid glistening cut surface. The right
parotid mass was grossly described as an irregularly ovoid yellow-
brown granular doughy tissue measuring 3.0 x 2.0 x 1.3 cm with a pink
to brown smooth homogenous cut surface. Purified Protein Derivative
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(PPD) skin tests showed negative results at 3 mm with no induration.
Histopathologic examination of both specimens demonstrated reactive
germinal follicles with dense eosinophilic cell infiltrates (Figure 5, 6, 7)
diagnosed as angiolymphoid hyperplasia with eosinophilia, otherwise
known as Kimura's disease. A follow-up blood examination of total IgE
revealed >5,000 kU/L (reference range 25-100 kU/L). Surgical excision
was recommended but the patient opted for more conservative
management and he was started on oral prednisone at 40mg/day in
two divided doses over a 4-week tapering dose. There was an interval
decrease in the size of the mass after three days of treatment and the
patient was subsequently discharged but lost to follow-up.

Figure 1. A. Anterior view of the patient showing the mass at the right infraauricular area. B. Lateral
view

Figure 2. Contrast axial CT scan of the neck showing a diffusely-enlarged heterogenous right parotid
gland with multiple varied sized nodules and a normal-sized left parotid gland.
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Figure 3. Multiple cervical lymphadenopathies seen in axial contrast CT scan of the
neck at the level of the hyoid.

Figure 4. Nodular fullness of the nasopharynx and right side of the oropharynx and
tonsillar region seen in contrast axial CT scan of the neck.

DISCUSSION
The differential diagnosis for neck masses is extremely broad,
making it necessary to categorize patients according to age group and
location of the mass to narrow down other considerations. Categorizing
patients according to age group and location of the mass is helpful
in narrowing the differential diagnosis.' The differential diagnosis of
patients presenting with neck masses in the lateral neck area, in the
age group of 16-40 years old include inflammatory conditions such as
viral or bacterial adenitis, sialadenitis and granulomas; neoplasms such
as lymphomas, sarcomas, parotid carcinomas and metastasis and other

infectious processes such as tuberculosis."?
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In this case, the patient was a 30-year-old Micronesian male
presenting with the triad of painless slowly growing enlarging soft tissue
mass, associated lymphadenopathy and peripheral eosinophilia. The
presentation in this case could be easily mistaken for a primary parotid
gland tumor, lymphoma, metastasis or tuberculosis. Although a high
index of suspicion is required and malignancy should be considered
if presented with a head and neck mass,® parotid malignancy and
lymphoma were ruled out based on the absence of symptoms such as
facial nerve paralysis, rapid growth of mass, fever and loss of appetite.

Inastudy by Henry and Burnettin 1978, the incidence of ALHE within
racial groups was categorized into 115 Orientals, 46 whites, 7 blacks and
3 Middle Eastern patients. To our knowledge, there have been only four
published reports of ALHE occurring in Filipinos as of 2009. One case
report occurred in a 26-year-old Filipino male presenting with multiple
reddish-brown papules and nodules over the left external ear.* Another
report involved a 15-year-old Filipino male with a 9-year history of a
corn-sized mass on his left earlobe.® The third report entailed a 32-year-
old man with a slowly growing right upper neck mass accompanied by
multiple subcutaneous nodules for two years.® The fourth report was
mentioned by Soeria-Atmadja et al. from Karolinska University Hospital
in Sweden’ but was not included in this report.

Routine blood tests help rule out inflammatory causes while
imaging studies aid in the location and size of tumors. Laboratory
findings for this patient included peripheral eosinophilia, which gives
a clue to the diagnosis of Kimura's disease.? This finding can be further
confirmed by an elevated serum IgE level. Imaging studies can also
support the diagnosis of KD but may not always do so as the case of
a 21-year-old Caucasian male with an initial clinical assessment of
Lymphangioma or Hemangioma. Intra-operatively, the mass was so
described:

A characteristic appearance was the adherence of the skin to the
parotid mass, with no clear plane of dissection between the lesion and the
parotid tissue. The mass was not cystic but solid opposing the preoperative
palpation findings.?

The diagnostic challenge of KD can be solved with histologic study,
preferably from a lymph node biopsy. Fine needle aspiration cytology
is helpful but often inconclusive. Histologic examination of the
excised tissue remains the more diagnostic approach.3® In this patient,
definitive diagnosis was only confirmed after histopathologic study
of the right infraauricular mass. Malignancies such as pleomorphic
adenocarcinoma or Hodgkin's lymphoma were ruled out as
histopathologic findings did not reveal any atypical cells, lymphocyte
predominance or malignant change.

Kimura's disease is a rare entity that usually occurs sporadically in
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germinal follicles with dense eosinophilic cell infiltrates. (Inset) Higher magnification
(40X).

germinal follicles with dense eosinophilic cell infiltrates. (Inset) Higher magnification
(40 X).

3 3 _ A
Figure 7. Parotid mass, right. (H&E Stain). Lower magnification (4X) shows reactive

germinal follicles with dense eosinophilic cell infiltrates. (Inset) Higher magnification
(40X).
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Western countries but is endemic in Asia. It was first described in 1937
in the Chinese literature but the definitive histological description was
published by Kimura, et al. in 1948.8 Clinical presentation is varied and
may fluctuate for several years. Kimura's Disease usually presents with
solitary or several subcutaneous nodules located in the head and neck
which sometimes can be painful and pruritic that slowly increase in
volume accompanied by satellite adenopathies and/or increase volume
of the salivary glands.? Although the masses enlarge slowly, the patients
remain otherwise asymptomatic. It can also present with symptoms of
cough, massive hemoptysis and lymph nodes similar to tuberculosis.”

Histopathologic examination findings are the same regardless of the
site of involvement, and are characterized by lymphoid follicle formation
with prominent germinal centres, infiltration of eosinophils, sometimes
forming microabscesses, fibrosis, increased post-capillary venules and
vascular proliferation.® ® Constant features of KD are preserved lymph
node architecture, florid germinal centers, eosinophilic infiltration and
increased amount of post-capillary venules. The single rare feature is
progressive transformation of the germinal center.®™

Several authors have used the terms ALHE and KD interchangeably
due to similarities in their clinical and pathologic presentations. Even
in this study, the final histopathologic result released stated that the
diagnosis is angiolymphoid hyperplasia with eosinophilia, otherwise
known as Kimura’s disease. However, in a review of seven cases, Salal Al-
Jittawa et al. attempted to distinguish these two entities. As described,
Kimura's Disease usually presents with subcutaneous nodules located
in the head and neck more commonly seen in men in the second to
third decade.®? Prominent manifestations are blood eosinophilia
and regional lymphadenopathy with long-standing history averaging
9.6 years. Histologic features primarily show lymphoid follicle
formation with prominent germinal centres, infiltration of eosinophils,
lymphocytes, plasma cells and mast cells with variable degree of
vascular proliferation.

On the other hand, ALHE can be either dermal or subcutaneous
located in the head and neck mostly seen in women from the second
to the fifth decade. Blood eosinophilia and regional lymphadenopathy
appear less frequently. Histologically, vascular proliferation is more
prominent with infiltrates similar to KD but with less fibrosis and
lymphoid follicle formation owing to its shorter duration of 2 to 3 years.
8912 Based on this differentiation, the demographic features of this
case in a 30-year-old male with a 6-year history of lymphadenopathy
in the head and neck and blood eosinophilia point more towards the
diagnosis of KD.

Optimal treatment of KD is not well established but is aimed to
preserve cosmesis and prevent recurrences and long-term sequelae.
The range of treatment options includes conservative management,
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oral corticosteroids, radiotherapy, cryotherapy, laser fulguration and
surgical excision. Other therapeutic options include cytotoxic agents,
cyclosporine and pentoxifyline but with variable results.’ ™

The diagnosis of Kimura's disease is highly difficult and misleading.
It is indeed a diagnostic and therapeutic challenge. This report
emphasizes the importance of having a high index of suspicion in an
Asian patient presenting with a head and neck mass and reiterates the
need of becoming acquainted with this disease to prevent subsequent
complications due to delays in diagnosis and treatment.
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