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Intracranial hemorrhage in Kimura’s disease: coincidence or consequence?
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Abstract. Intracranial hemorrhage in Kimura’s disease: coincidence or consequence? Objective: To report an unusual
case of Kimura’s disease associated with intracranial hemorrhage, the first such report in the literature.

Case report: A 38-year-old man presented with chronic neurological disorders and a 10-year history of left cervical
soft tissue swellings. Magnetic resonance imaging (MRI) of the cranium showed a subacute/chronic hematoma in the
left occipitotemporal lobe and a chronic infarct in the right parietal lobe. Cervical computed tomography (CT) and
MRI showed multiple masses on the left side of the neck and parotid gland. Histopathologic examination revealed
lymphocyte and eosinophil infiltration, proliferation of hyalinated blood vessels, and interstitial fibrosis. Steroid
therapy (2 mg/kg per day) was started and the lesions regressed partially. The masses and some enlarged regional lymph

nodes were resected.

Conclusions: Intracranial hemorrhage can either be a coincidental finding or complication of Kimura’s disease. MRI and
CT are effective modalities in radiologic diagnosis of this condition.

Introduction

Kimura’s disease is a rare
chronic inflammatory disorder
of unknown origin that affects
mostly people of Asian origin.
The disease has a male predomi-
nance, with a male to female ratio
of 3:1, and presents mostly during
the second and third decades of
life."* The typical presentation of
this disease is characterized by
painless unilateral cervical adeno-
pathy and subcutaneous masses
predominantly involving the major
salivary glands and regional lymph
nodes. Other less frequent sites of
involvement are axilla, groin,
popliteal region, and forearm.
Blood and tissue eosinophilia,
ranging from 10% to 70%, and
markedly elevated serum IgE
levels, reaching 800-35000 U/mL,
are characteristic."® The histo-
pathologic features are lymph-
folliculoid  granuloma  with

eosinophil infiltration of the mass
and the surrounding tissues.*®
We report an unusual case of
Kimura’s disease presenting with
left cervical masses and parotid
gland involvement and accom-
panying left occipitotemporal
late-subacute/chronic  cerebral
intraparenchymal  hemorrhage.
We describe the appearance of the
lesions on computed tomography
(CT) and magnetic resonance
imaging (MRI) images before and
after administration of intra-
venous contrast agent.

Case report

A 38-year-old man who had been
followed for about 6 months in the
neurology department due to
occasional episodes of headache,
predominantly involving the left
preauricular region, was referred
to our clinic for further evaluation
because of a 10-year history

of slow growing, painless, soft
tissue swellings of the left cervical
and parotid region. On physical
examination, we appreciated soft
tissue swellings measuring 12 x
10 cm in the left cervical and
occipital regions and 6 x 5 cm in
the left parotid region. Remarka-
ble laboratory findings were 4%
eosinophilia in the peripheral
blood and elevated serum IgE
(1092 U/mL). We performed cra-
nial MRI, magnetic resonance
angiography (MRA), and cervical
CT and MRI examinations.
Cranial MRI, performed using a
1.5 T Picker Eclipse, showed a
late-subacute/chronic  cerebral
intraparenchymal hematoma in
the left occipitotemporal region
with high signal on both axial T1-
weighted and coronal T2-weighted
images, representing extracellular
methemoglobin, and a surrounding
hypointense rim, representing
hemosiderin (Figures 1A-B). We
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Figure 1
Late-subacute/chronic cerebral intraparenchymal hematoma. The hematoma is hyperintense on both T1-weighted axial (a) and
T2-weighted coronal images (b), representing extracellular methemoglobin. As well, a hypointense rim is visible on the T2-weighted
coronal image, representing hemosiderin (arrow). A hyperintense chronic infarct area of the right parietal lobe with adjacent sulcal
dilatations is also visible (b).

also detected a chronic corticosub-
cortical infarct in the right parietal
lobe, the signal of which was
hyperintense on T2-weighted
coronal images (Figure 1B). MRA
examination showed no patho-
logical changes. On cervical CT,
axial images obtained before and
after administration of intra-
venous iodine contrast agent
showed homogenously contrast-
enhancing, irregularly shaped, soft
tissue-density mass lesions in the
left posterior cervical and sub-
occipital regions, as well as hetero-
geneously contrast-enhancing
parotid involvement. The lesions
showed intramuscular and subcu-
taneous extension on the left side
of the neck without crossing over

the midline. The parotid gland Figure 2

involvement led to diffuse gland Postcontrast axial computed tomography image shows homo—

: geneously contrast-enhanced mass lesions in the left posterior
enlargement and retromandibular cervical and suboccipital regions, with intramuscular and
vein encasement. There was no subcutaneous extension. The left parotid gland is also involved
evidence of calcification within by a heterogeneously enhanping mass leading to diffuse gland
h lesi Fi 2. 0 enlargement and retromandibular vein encasement (arrow). In
the mass es.10n5 ( .1gure ). On addition, the left internal jugular vein is compressed (black
MRI, T1-weighted images (500/ arrow) and the left carotid artery is slightly displaced medially

18/2 [repetition time/echo time/ (curved arrow).
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Figure 3
Postcontrast coronal T1-weighted magnetic resonance image
shows enhancing mass lesions in the left posterior cervical,
suboccipital, and parotid regions. Displacement of the left
carotid artery is also visible (arrow).

excitations]) showed left cervical,
suboccipital- and parotid space-
localized, lobulated mass lesions
that were isointense with neigh-
boring muscles. These lesions
were heterogeneously hyper-
intense on T2-weighted images
(3000/80/1). On gadolinium-
enhanced T1-weighted images,
mass lesions in the cervical and
suboccipital regions showed
homogenously and the parotid
gland showed heterogeneous
contrast enhancement. The left
common carotid artery was also
displaced medially (Figure 3). The
patient underwent surgery to evac-
uvate the cerebral hematoma.
Following the postoperative
recovery, incisional biopsy of
cervical mass with the largest
dimensions was performed. Histo-
pathology revealed lymphocyte
and eosinophil infiltration, pro-
liferation of many hyalinated
blood vessels, and interstitial
fibrosis (Figure 4). At this point,

clinical, laboratory, radiological,
and histopathological findings
were reviewed carefully and a
diagnosis of Kimura’s disease was
made. Steroid therapy at 2 mg/kg
per day was started and the lesions
regressed partially. At surgery,
with a cervical incision, all of the
mass lesions were resected along
with some enlarged regional
lymph nodes. In the 7 months
since surgery, the patient has not
had any local recurrence or addi-
tional systemic complications.

Discussion

Kimura’s disease is a chronic
angiolymphoid proliferative dis-
order. The exact cause of
Kimura’s disease is unknown;
however, histopathology and labo-
ratory findings suggest an inflam-
matory response associated with
self-limited allergic or autoim-
mune reaction to an unknown
stimulus."”  Eosinophilia and

Figure 4

Photomicrograph shows thin walled vascular proliferation,
interstitial fibrosis, and extensive eosinophilic and lymphocyte
infiltration (Hematoxylin-eosin; x 200).

increased serum IgE concentra-
tions suggest an immunologically
mediated disorder and deposits of
IgE in the germinal centers, peri-
pheral eosinophilia, elevated serum
IgE level, and the appearance of
mast cells suggest that the dis-
order is atopic in nature.' It has
been speculated that a viral or
parasitic trigger could alter T-cell
immunoregulation or induce an
IgE-mediated type-1 hypersen-
sitivity, resulting in the release
of eosinophiliotropic cytokines.*
The clinical course of the disease
is generally benign and self-
limited.'*

Histopathologically, this dis-
ease is characterized by prominent
germinal centers in involved
lymph nodes with cellular, vas-
cular, and fibrous components
consisting of dense eosinophilic
infiltrates in a background of
abundant lymphocytes and plasma
cells, eosinophilic microabscesses
with central necrosis, Warthin-
Finkeldey-type polycaryocytes,
some degree of vascular prolifera-
tion of germinal centers, increased
postcapillary venules in the para-
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cortex, and sclerosis. Immuno-
fluorescence studies have
revealed IgE deposits in the folli-
cle centers.'**

The histopathological findings
of Kimura’s disease are similar to
those of angiolymphoid hyperpla-
sia with eosinophilia (ALHE).
ALHE has a neoplastic origin and
it is thought to be a benign form of
the vascular proliferative diseases
such as hemangioendothelioma
and epithelioid angiosarcoma,
which tend to present in women
during early to mid-adult life. The
lesions seen in ALHE are smaller
and more superficially localized
than are those in Kimura’s dis-
ease. Histopathologically, the
presence of inflammation around
medium-sized arteries or veins
leading to vascular wall thickening
and evidence of vascular damage
are key features differentiating
ALHE from Kimura’s disease.*

It is difficult to diagnose
Kimura’s disease based on radio-
logical findings alone. The disease
may mimic some other disorders
radiologically. In the differential
diagnosis of Kimura’s disease,
some other disorders such as
parotid tumours, lymph node
metastasis, lymphoma, malignant
tumours originating from cuta-
neous and subcutaneous tissues,
and inflammatory diseases must
be considered.”® Castleman’s dis-
ease, which is a lymphoprolifera-
tive disorder, is also a disorder
associated with  hyperplastic
enlarged lymph nodes.! Parotid
tumours are usually encapsulated
and almost limited to the parotid
gland. Lymphoma and metastatic
lymph nodes usually involve the
neck bilaterally. Tuberculosis may
show bilateral cervical lymph
node enlargement, which tends to
show ring-like contrast enhance-
ment. In HIV-positive patients,

bilateral parotid gland enlarge-
ment and cystic parotid mass
lesions may occur. The literature
contains no evidence of ring-like
enhancement and cystic mass
lesions in Kimura’s disease. Acute
sialadenitis may give rise to
painful lymph node enlargement,
whereas Kimura’s disease is
painless. Unilateral involvement,
radiological features, and labora-
tory findings aid in the diagnosis
of Kimura’s disease.**

CT and MRI are the most
modalities for diagnosing Kimura’s
disease. On CT images, irregu-
larly shaped subcutaneous masses
and swellings of the salivary
glands are typical findings.>® On
contrast-enhanced CT images,
enlarged lymph nodes are en-
hanced homogenously, whereas
salivary glands are enhanced
heterogeneously.* On MRI exami-
nation, masses are iso- or hypo-
intense on T1-weighted images
and are hyperintense on T2-
weighted images as compared to
the parotid gland.* The contrast
enhancement pattern in MRI
images is similar to that in CT
images and varies due to the
degree of vascularity and fibrosis
of the lesions. Chronic lesions
tend to show less enhancement
due to fibrosis. In our patient, cer-
vical CT and MRI findings were
similar to the imaging findings
reported in the literature.

Cerebral hemorrhage, as a co-
incidence or consequence of
Kimura’s disease, has not been
reported before in the literature.
Because of the atypical localiza-
tion of the hemorrhage, the
absence of high blood pressure,
the lack of intravenous drug usage
history, no history of trauma,
no underlying pathologies such
as arteriovenous malformation,
aneurism, intracerebral tumour,
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bleeding diathesis, or cardiac dis-
ease, the intracerebral hemorrhage
was thought to be a potential sys-
temic complication of Kimura’s
disease. Because no other reason
for intracerebral hemorrhage was
found, vasculitis could be respon-
sible for this association. How-
ever, it is difficult to establish a
link between Kimura’s disease
and intracerebral hemorrhage
because of the lack of supporting
data in the literature. One previous
report indicated that Kimura’s dis-
ease could present with mild to
moderate vascular proliferations
and an association between
Kimura’s disease and temporal
arteritis was noted.” Another
report described the first case of
ALHE in the large intestine with
rectal bleeding."” Our case report
aims to attract attention to the
association between Kimura’s dis-
ease and systemic hemorrhage
mainly involving the cerebrum.
Future similar reports could help
to establish a link between these
entities.

Determining the course of treat-
ment for Kimura’s disease can be
challenging* At initial presenta-
tion, surgical biopsy is the most
frequently performed diagnostic
procedure and excision can be
curative.*’” On the other hand,
complete resection is difficult
because of the diffuse nature of
the disease.® Other often-applied
therapies include corticosteroid
therapy and radiation therapy.’
However, recurrence is common,
especially when resection is used
alone. The recurrence rate is lower
when a combination of two or
more therapies is applied.? Our
patient was treated with a combi-
nation of steroid therapy and sur-
gical resection, and no recurrence
has occurred in the 7 months since
surgery.
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Conclusion

This case report attracts attention
to the association between
Kimura’s disease and intracranial
hemorrhage which can either be a
coincidental finding or complica-
tion of this condition and thus,
should be kept in mind in the dif-
ferential diagnosis of unilateral
cervical soft tissue and parotid
gland involvement and accom-
panying cerebral hemorrhage.
Additionally radiological findings
and clinical features of Kimura’s
disease are reviewed in depth with
emphasizing the effectiveness of
MRI and CT in the diagnosis of
this rare condition.
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