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Abstract
Castleman disease is a complex benign lymphoproliferative disorder characterized by the enlargement of a
single lymph node or a group of lymph nodes. Its etiology is unclear, with the mechanism of action of IL-6
and HHV-8 implicated as possibly associated with the development of the disease. Diagnosis depends on the
histopathological findings of the involved lymph nodes. Surgical resection can be curative, but a small
number of cases may be unresectable and need radiation and chemotherapy with subsequent resection if
possible.
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Introduction
Castleman disease (CD) is a rare lymphoproliferative disorder characterized by the involvement of lymph
nodes [1]. CD can be classified on the basis of the involvement of a single lymph node (or a single region of
lymph nodes) (unicentric CD (UCD)) versus multiple regions of lymph nodes (multicentric CD (MCD)) [2]. CD
can be difficult to diagnose as histology and pathology from the biopsy are not unique to CD but can also be
present in other disease processes. We present a case of a previously healthy male who developed a large
mediastinal mass consistent with CD that did not respond to chemotherapy or radiation.

Case Presentation
A 25-year-old male with a history of type 1 diabetes mellitus presented to the hospital with a two-month
history of shortness of breath, wheezing, chest tightness, and palpitations, which was treated with albuterol
and prednisone without significant improvement. He subsequently developed odynophagia, night sweats,
and occasional diarrhea, and he lost 20 lb of weight. He underwent a chest computed tomography (CT),
which revealed a large mediastinal mass measuring 8.2 cm within the subcarinal region with internal
calcification, compression, and narrowing of the right main pulmonary artery and left mainstem bronchus
(Figure 1).

FIGURE 1: Chest CT demonstrating large mediastinal mass measuring
8.2 cm.
Left: axial

Right: coronal

Endobronchial ultrasound with biopsy and cervical mediastinoscopy were performed, but cytology was
inadequate for diagnostic purposes. A video-assisted thoracoscopic surgery biopsy with adequate tissue
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revealed prominent follicular components composed of hyalinized germinal centers surrounded by linear
arrays of mantle zone cells (onion skin). Prominent stromal components between those follicles, which are
composed of many small lymphocytes associated with increased blood vessels and fibrosis, were also noted.
These features were characteristic of a hyaline vascular variant of Castleman disease. Flow cytometry was
nondiagnostic with mixed T- and B-lymphocytes with a polyclonal B-lymphoid predominance (Figure 2).

FIGURE 2: Histological sections of the subcarinal mass specimen
showing features of Castleman disease.
The lesion has a prominent follicular component composed of hyalinized germinal centers surrounded by linear
arrays of mantle zone cells (the so-called “onion skin”). In addition, there is a prominent stromal component
between these follicles that is composed of many small lymphocytes associated with increased blood vessels and
fibrosis.

Unfortunately, due to significant vascular involvement and adherence to critical structures, the mass was
deemed to be unresectable. He underwent chemotherapy with rituximab and then cyclophosphamide,
doxorubicin, vincristine, and prednisone (CHOP) with radiation but had minimal response.

Discussion
Castleman disease (CD) is a rare lymphoproliferative disorder distinguished by two distinct forms: unicentric
and multicentric [1]. Unicentric CD (UCD) involves a single lymph node or a single region of lymph nodes,
while multicentric CD (MCD) involves multiple areas of enlarged lymph nodes [1]. UCD is often
asymptomatic unless the mass compresses critical structures, causing secondary symptoms [2]. UCD is more
common in the mediastinum but can occur in lymph nodes from any area of the body, including the axilla,
neck, retroperitoneum, or abdomen [3].

The pathogenesis of UCD remains unclear, but viral, inflammatory, and neoplastic mechanisms have been
proposed by investigators to be associated with the development of the disease [1]. IL-6 dysregulation has
been proposed to be the mechanism of the development of CD [4]. IL-6 is involved in the differentiation of
lymphocytes, production of acute-phase reactants, angiogenesis, and tumorigenesis [4]. Patients with CD
can have elevated levels of IL-6 that normalize with the removal of the involved lymph nodes [4]. HHV-8 has
also been implicated in the development of CD [5].

CD can be difficult to diagnose. IL-6 levels and the presence of human immunodeficiency virus should be
evaluated as dysregulation of IL-6 and susceptibility of human herpesvirus-8 in those with human
immunodeficiency virus are implicated in the development of CD [6]. Biopsy is the gold standard for the
diagnosis of CD, and microscopic examination helps differentiate UCD “hyaline vascular variant” from MCD
“plasma cell variant” [6,7].

Treatment for CD mainly involves surgical removal of the mass, which is usually curative [8]. Unfortunately,
some patients may experience compression or adhesion of critical vessels or organs, as was evident in our
patient, making surgical resection impossible. In these circumstances, radiation therapy could be used as
adjuvant therapy in hopes of shrinking the tumor prior to surgical resection [8-10]. Our patient underwent
radiation therapy and treatment with rituximab and subsequently CHOP. Unfortunately, he had minimal
response to therapy and is currently in a long-term acute care hospital recovering from respiratory failure.

Conclusions
Castleman disease is often difficult to diagnosis as it remains asymptomatic until a significant mass effect
causes secondary symptoms. A tissue biopsy is essential to the diagnosis of Castleman disease.
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