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Castleman’s disease of the neck: report of a case and review of the literature
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Abstract. Castleman’s disease of the neck: report of a case and review of the literature. Objectives: Castleman’s disease
is an uncommon disease of benign lymph node hyperplasia primarily affecting the mediastinum, with the head and neck
region being the second most common site.
Case report: A 27-year-old woman was admitted to our department due to a left lateral cervical mass. After a complete
clinical and imaging examination, a neck dissection was performed, in which a mass, size 3.5 x 2.7 x 4.5 cm, was
excised. The patient was diagnosed with Castleman’s disease of the neck after histopathological examination.
Conclusions: The diagnosis of Castleman’s disease is always a clinical challenge, as the patient commonly presents with
nonspecific signs and symptoms resembling other lymphatic diseases. Consequently, Castleman’s disease should be in
the differential diagnosis of congenital, inflammatory, or neoplastic cervical alterations. A review of literature, including
histopathological characteristics, differential diagnosis, and treatment options is also presented.

Introduction

Castleman’s disease is an uncom-
mon disease of lymph node hyper-
plasia, known by a variety of other
terms, including giant lymph node
hyperplasia (GLH), angiofollicu-
lar lymph node hyperplasia, lym-
phoid hamartoma, and angiofol-
licular lymphoid hamartoma. The
term “Castleman’s disease” was
coined by Benjamin Castleman in
1956 after his report of 13 cases of
localized mediastinal lymph node
hyperplasia resembling thymo-
ma.' The mediastinum is the most
common location of Castleman’s
disease, followed by the head and
neck region.

The aim of the present article is
to retrospectively review a case of
Castleman’s disease localized to
neck. We also review the available
literature, regarding the clinical
and histopathological features,
natural history, and therapeutic
management of Castleman’s dis-
ease.

Case report

A 27-year-old woman was admit-
ted to our department with a left

lateral cervical mass, which
reportedly appeared three years
prior. The mass gradually

increased in size over time, with
more noticeable expansion during
the previous six months.

The clinical examination
revealed a fair-sized, soft-tissue,
painless, well defined, mobile
mass in the left lateral neck region
(level III). On palpation of the
remainder of neck, no other signs
of cervical lymphadenopathy
were found. Results of computed
tomography (CT) confirmed the
clinical findings and supported the
possibility of a benign process.
The size of the mass was 3.5 X
2.7x4.5cm (Figure 1). Chest
X ray was normal. Routine
blood tests were within normal
limits. Serological evaluation for
toxoplasma, Epstein-Barr, cyto-
megalovirus, rubella, and human

immunodeficiency virus
negative.

A surgical en-block excision
of the mass was performed.
Histopathological examination
showed typical lymphocytes with
atrophic geminal centers and
moderate to high overgrowth of
the mantle zone (Figure 2). Blood
vessels crossing the interfollicular
lymphoid region were present
(Figure 3). The mass was diag-
nosed as Castleman’s disease.

Imaging techniques, CT, and
magnetic resonance imaging
(MRI) of chest, abdominal, and
pelvic cavities were performed to
exclude multicentric involvement
of the disease. The findings of
all examinations were normal.
Radiological assessment was
repeated 6 months after surgical
excision of the mass, and revealed
no abnormalities. At the same
time, the patient denied any sys-
temic symptoms. At present, two
years after the initial diagnosis,
the patient is disease free and does
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Figure 1
Axial computed tomography shows 3.5 x 2.7 x 4.5 cm homo-
geneous mass in the left lateral neck.

not report any symptoms associat-
ed with Castleman’s disease.

Discussion

The neck is considered an uncom-
mon location of Castleman’s dis-
ease, although theoretically it can
occur in any region that contains
lymph tissue. Approximately
eighty cases of Castleman’s dis-
ease in head and neck region have
been reported prior to our case.
Most cases are found in the cervi-
cal, submandibular, or parotid
region.” In the head and neck area,
Castleman’s disease most com-
monly appears as an asympto-
matic solitary mass located deep
to the sternocleidomastoid muscle
with a duration varying from
2 months to 10 years.* However,
the most prominent sites include
the thorax (63%), abdominal cavi-
ty (12%), and axilla (4%).* Rarely,
Castleman’s disease occurs in the
stomach, parapharyngeal space,

and oral region.”” There is no age
predominance or sex predilec-
tion."*?

Clinical and Histopathological
Classification

Clinically, the disease can be
divided into two types: localized
and multicentric. Localized dis-
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Figure 2

H & E. Typical lymphocytes with atrophic germinal center and
moderate to high overgrowth of mantle zone.

Figure 3
H & E. Plentiful capillaries with fibrous hyalinization penetrate
the interfollicular lymphoid region.

ease includes the following
histopathological subtypes: hya-
line vascular (HV) type, plasma
cell (PC) type, and “mixed” type.
The HV type is the most common
(90% of cases), and is charac-
terized by follicle abnormalities
and abundant interfollicular vascu-
larization. It manifests as an
asymptomatic slow-growing mass
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related to a single lymph node
chain, and is rarely associated
with systemic symptoms. Most
HV lesions are detected inciden-
tally or because of mass formation
and compression phenomena. The
present case was an HV type of
Castleman’s disease.

The PC type is rare, but behaves
in a more aggressive manner.
Anaemia, fever, night sweats, and
hypergammaglobulinaemia occur
with the PC type, while these
symptoms are usually absent with
the HV form. The mixed type has
been described as HV lesion with
focally numerous PCs and some
normal giant cells, or as PC lesion
with some or many HV giant
cells.”'?

The multicentric type of the
disease is a PC variant, associated
with multiple lymph node chain
involvement. Systemic signs and
symptoms such as fever, weight
loss, night sweats, organomegaly,
and abnormal blood laboratory
values are hallmarks of this pres-
entation.”'*'? In our case, laborato-
ry and imaging examinations were
performed in order to exclude
multiple lymph node involvement.

Etiology

The etiology of the disease
remains uncertain, despite
numerous theories that have been
postulated. One hypothesis is that
Castleman’s disease is secondary
to chronic inflammation, leading
to hyperplasia of a local region
of lymphoid tissue. Another
hypothesis proposes that the dis-
ease is a hamartomatous malfor-
mation. A great body of literature
supports that role of viral infection
in the etiopathogenesis of Castle-
man’s disease. The excessive
amount of interleukin-6 (IL-6)
within diseased lesions was the first

evidence of the inflammatory
nature of the disease. Epidemio-
logic studies using polymerase
chain reaction isolated the genome
of HHV-8, most commonly in
multicentric types of the disease."*'
Recently, Castleman’s disease has
shown frequent association with
human immunodeficiency virus
infection and an increasing pre-
valence in HIV-infected indi-
viduals.” In our case, no such
associations were observed.

Diagnosis

Due to its nonspecific sympto-
matology, the diagnosis of
Castleman’s disease is considered
difficult and is often revealed only
by means of surgical resection.
Computed tomography (CT)
demonstrates a well-circum-
scribed and homogeneously
enhancing mass. The above
characteristics were confirmed
in the present case. The level
of  enhancement  generally
approached two thirds of that of
the surrounding vessels. In PC
lesions the enhancement is less
pronounced due to the decreased
vascularity. In contrast, HV type
lesions tend to have more promi-
nent enhancement on CT, because
of the greater vascularization. T1-
weighted MRI shows a homoge-
neous mass of low to intermediate
intensity, while on T2 imaging the
mass shows high signal intensity.
The typical finding of the disease
on magnetic resonance angio-
graphy (MRA) is a mass with
a rich vascular bundle, usually
supplied by a local blood vessel.
Finally, on ultrasound (US)
examination the affected nodes
are poorly echogenic. Histopatho-
logical examination of the mass is
needed to confirm the diagnosis of
Castleman’s disease.
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Differential diagnosis

It should be noted that the diag-
nostic evaluation of suspected
Castleman’s disease creates both
diagnostic and therapeutic dilem-
mas due to the predominance of
non-specific findings. It should
be included in the differential
diagnosis of lymphoproliferative
disorders involving the neck.
Additionally, thyroid cancer,
Hodgkin’s disease, lymphoma,
metastatic disease, schwannoma,
paragaglioma, branchial cleft cyst,
lipoma, cat scratch fever, Epstein-
Barr virus infection, human
immunodeficiency virus infection,
and infectious lymphadenitis
should be included in the differen-
tial diagnosis of the disease.

Treatment

The majority of patients suffering
from Castleman’s disease are
treated with complete removal of
the mass, and close follow-up is
not required.” In our case, no
signs of recurrence were identified
two years after surgical removal of
the mass. Recurrence has been
reported after deficient surgical
excision of the lesion."” Due to the
pronounced vascularity of the
lesions, preoperative emboliza-
tion may reduce intraoperative
bleeding and facilitate surgical
removal.’* However, in most cases
embolization is not beneficial, as
the diagnosis of Castleman’s dis-
ease is only revealed after
histopathological examination.

Staging of the disease is con-
sidered essential in the multicen-
tric type, as it requires more
aggressive treatment. However, a
gold standard treatment of multi-
centric disease has not been
established, as cases are few,
limiting the ability to perform ran-
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domized controlled therapeutic
interventions. Surgery, chemo-
therapy, radiotherapy, or combina-
tion therapy are therapeutic
options of multicentric disease.
Currently, new therapies are
being used that focus on specific
targets considered to be important
in the pathogenesis of the disease.
The use of corticosteroids to con-
trol the intense inflammation
associated with multicentric dis-
ease is common, but therapeutic
results are controversial.?!
Interferon-a has been proposed as
a treatment option, due to its
immunoregulatory and antiviral
properties; however, the relative
importance of these effects in the
treatment of Castleman’s disease
has not been established and
therefore its value remains ques-
tionable. Recently, Nishimoto et
al*® used humanized anti-IL-6
receptor antibodies to treat seven
patients with multicentric or
mixed-type  disease.  Fever,
fatigue, and anaemia disappeared
immediately, and serum levels of
C-reactive protein decreased.
Fibrinogen and albumin levels
gradually improved, and after 3
months of treatment both hyper-
gammaglobulinaemia and lym-
phadenopathy were significantly
decreased. The long-term adverse
effects of IL-6 receptor blockade
are not known, but none were
reported in the above series.”

Conclusions

Castleman’s disease is an uncom-
mon disease of benign lymph
node hyperplasia usually affecting
the mediastinum, with the head
and neck area being the second
most common site. The diagnosis
of this entity is always a clinical
challenge, as patient commonly
presents with nonspecific signs

and symptoms that may resemble
other lymphatic diseases. Castle-
man’s disease should be included
in the differential diagnosis of
congenital, inflammatory, or neo-
plastic longstanding cervical
masses. Surgical removal is both
curative and diagnostic. Definitive
conclusion is only obtained by
histopathologic examination with
immunohistochemical  assays,
which is required to differentiate
this entity from malignant lym-
phoid lesions. The clinical presen-
tation, histopathological/radio-
logical investigations, and treat-
ment outcome of our case were
completely in line with previous
reports in literature.
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