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CASE REPORT

A rare case of hyaline-type Castleman disease in the liver
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Abstract

Castleman disease often develops in the neck, medi-
astinum and pulmonary hilum. Its onset in the perito-
neal cavity is very rare. The patient, a woman in her
70s, was referred to our department for a detailed
examination of an abdominal mass. On abdominal ul-
trasonography, computed tomography scan, magnetic
resonance imaging and positron emission tomography,
a mass approximately 15 mm in diameter was noted
in the hepatic S6. We attempted radical treatment and
conducted a laparoscope-assisted right lobectomy. On
the basis of histopathological findings, the patient was
diagnosed as having hyaline type Castleman disease in
the liver, a very rare condition.
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Core tip: We report a very rare case of hyaline-type
Castleman disease in the liver. Castleman disease can
occur wherever lymphoid tissue is found, although it
rarely appears in the abdominal cavity, and is especial-
ly rare in the liver. The patient was suspected of hav-
ing a malignant liver tumor because of positron emis-
sion tomography findings. No findings from diagnostic
imaging specific to Castleman disease are known and
it is, therefore, difficult to make a predictive diagnosis.
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INTRODUCTION

Castleman disease, a lymphoproliferative disease with
good prognosis that was first reported in 1954, presents
with localized lymph node swelling"'. Keller ¢z a/” divided
this disease histopathologically into the hyaline type
(characterized by hyperplasia of the hyalinated lymph
follicles and vascularity accompanied by proliferation of
vascular endothelial cell) and the plasma cell type (charac-
terized by intense infiltration of plasma cells into the in-
terfollicular tissue). It is now classified as an unexplained
lymphoproliferative disease. Approximately 90% of cases
are the hyaline vascular type and the other 10% are the
plasma cell typem. The condition is known to develop
in any age group regardless of gender. The hyaline type,
which accounts for approximately 90% of all patients
with Castleman disease, often develops in the neck, medi-

July 27,2013 | Volume5 | Issue 7 |



astinum, and pulmonary hilum. Its onset in the peritoneal
cavity is very rare. Here we describe a very rare case of
hyaline type Castleman disease in the liver.

CASE REPORT

The patient, a woman in her 70s, was referred to our

department for a detailed examination of an abdominal
mass. She had no noteworthy major complaint or disease
history. Her mother had a history of colorectal cancer
treatment and her husband had received liver cancer
treatment. The patient developed epigastric pain in No-
vember 2011 and consulted a neatby clinic. At that time,
an abdominal ultrasonography and computed tomogra-
phy (CT) scan revealed a mass in the liver. She was then
referred to our hospital.

Physical examination at our hospital revealed that the
patient was 142 cm tall, weighed 47 kg, had a blood pres-
sure of 143/63 mmHg, a heart rate of 71/min (regulat),
and a body temperature of 36.2 ‘C. No superficial lymph
nodes were palpable. Chest auscultation revealed no ab-
normalities. The abdomen was flat, soft, and not tender.
No noteworthy neurological abnormalities were found.

No noteworthy abnormalities were detected by blood
tests. Tumor markers (carcinoembryonic antigen, car-
bohydrate antigen 19-9, alpha-fetoprotein, and protein
induced by vitamin K absense) were all within normal
ranges.

On abdominal ultrasonography, a hypoechoic mass
approximately 15 mm in diameter was noted in the he-
patic S6. Radiography using perflubutane as a contrast
agent revealed contrast enhancement during the vascular
phase and a defect during the late vascular phase.

A plain CT scan of the abdomen revealed a well-
demarcated low absorption area dimly visible in the S6.
On dynamic CT scan, a thin membrane-like contrast
enhancement was noted in the periphery during the arte-
rial phase although no evident contrast enhancement was
seen inside the mass. A mass with slightly low internal
absorption was seen during the portal phase. A mass with
slightly higher internal absorption compared to normal
hepatic parenchyma was noted during the equilibrium
phase.

On abdominal magnetic resonance imaging (MRI), a
mass approximately 15 mm in diameter was visible in the
hepatic S6 as a low signal intensity area on T1-weighted
images and as a high signal intensity area on T2-weighted
images. MRI using EOB Primovist disclosed a dimly
contrast-enhanced mass during the arterial phase and a
mass depicted as a low signal intensity area from the por-
tal phase onward.

Positron emission tomography (PET) revealed en-
hanced accumulation with a standardized uptake value
(SUV) of 6.1 noted in hepatic S6 (Figure 1).

No noteworthy abnormalities were seen in uppet/
lower endoscopy.

On the basis of these test results, the patient was
suspected of having a malignant liver tumor (similar to a
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pootly differentiated hepatocellular carcinoma or cholan-
giocellular carcinoma). Because her hepatic reserves were
favorable, we attempted radical treatment and conducted
a laparoscope-assisted right lobectomy.

Finding with resected specimens

A white tumorous lesion approximately 20 mm in diam-
eter and clearly distinguishable from surrounding tissue
was noted.

Histopathological findings

Lymph follicle hyperplasia was noted in the affected liver
tissue. Some follicles showed signs of vascular invasion,
hyperplasia of the mantle layer, and the presence of
multiple germ centers. Hyalinized interstitium was seen
between follicles (Figure 2). There was no marked prolif-
eration of lymphocyte-like atypical cells. Upon immuno-
histochemical staining, CD3, CD5, CD20, CD79a, CD10,
CD21, CD23, and bcl-2 were all negative. Epstein-Barr
virus-encoded RNA was also negative. On the basis
of these findings, the patient was diagnosed as having
hyaline-type Castleman disease in the liver, a very rare
condition. This case was treated using surgical resection
only. At the present time, the patient is under follow-up
without any further treatment and the disease has shown
no signs of recutrence.

DISCUSSION

Castleman disease, a lymphoproliferative disease with
good prognosis but without an identified cause, presents
with localized lymph node swelling. It was first reported
by Castleman ef al". Pathologically, it can be divided into
hyaline and plasma cell types. Clinically, it is classified into
unicentric and multicentric types. The development man-
ner and treatment methods vary by typelz’uj. The sites
frequently affected by this disease are reported to be the
mediastinum (65%), neck (16%), abdomen (12%), and
axilla (3%)". However, Jang ez al” reported 10 rare cases
of Castleman disease that developed in the hepatic hilum.
In many of these cases, the disease was of the hyaline
type located in the vicinity of the liver. The development
of this disease inside the liver, as in the present case, may
be viewed as very rare.

Clinically, cases of this disease with a single lesion
usually have good prognosis, while cases with multiple le-
sions tend to have poor prognosis. On the basis of these
characteristics, cases of this disease with a single lesion
are classified as unicentric Castleman disease and cases
with multiple lesions as multicentric Castleman disease
(MCD). Most cases of MCD are pathologically rated as
the plasma cell typem. In terms of clinical symptoms,
lymph node swelling is often confined to particular re-
gions in cases of hyaline-type Castleman disease, and
symptoms other than those related to compression are
rare for this type. On the other hand, the plasma cell
type often shows signs of chronic inflammation such
as fever, arthralgia, elevated erythrocyte sedimentation,
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Figure 1 A mass approximately 15 mm in diameter was noted in the hepatic S6. A: Ultrasonography; B: Computed tomography scan; C: Magnetic resonance
imaging; D: Positron emission tomography.

Figure 2 Lymph follicle hyperplasia was noted in the affected liver tissue. Some follicles showed signs of vascular invasion, hyperplasia of the mantle layer, and
the presence of multiple germ centers. Hyalinized interstitium was seen between follicles.

weight loss, and systemic lymph node swelling”. These panied by symptoms of Croe-Fukae syndrome (POEMS
symptoms of the plasma cell type are sometimes accom- syndrome) such as polyneuritis, organ swelling, endocti-
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nological abnormalities, M protein, and bone-sclerosing
lesions'™"".

No finding from diagnostic imaging specific to Cas-
tleman disease is known. When examined by ultrasonog-
raphy, the affected area is often depicted as a well-demar-
cated hypoechoic mass with a homogeneous inside. On
CT scan, a mass with high contrast enhancement, occa-
sionally accompanied by calcification, is visible. When ex-
amined by MRI, this disease is often seen as a low signal
intensity area on T1-weighted images and a high signal
intensity area on T2-weighted images“”. In fludeoxyglu-
cose (FDG)-PET studies of Castleman disease sporadic
moderate accumulation was noted in the mass"*"J. Park
et al” summarized the data from 10 cases, reporting that
the mean SUV was 4.9 (range, 3.2-8.9). They added that
this SUV is apparently lower than that known for high
malignancy non-Hodgkin’s lymphoma and close to that
for low malignancy non-Hodgkin’s lymphomam‘. There
are reports that FDG-PET gives positive findings in
cases with non-malignant diseases such as sarcoidosis,
tuberculoma, liver abscess, and chronic pancreatitis'*, in-
dicating the need to bear in mind that patients with these
inflammatory or granulomatous diseases can also be rated
positive by FDG-PET.

Other conditions requiring distinction from this disease
include liposarcoma, leiomyosarcoma, fibrohistiocytoma,
gastrointestinal stromal tumor, and lymphoma. These
diseases are poor in specific characteristics revealed by
diagnostic imaging, making it difficult to make a preopera-
tive diagnosis of Castleman disease. A preoperative tumor
biopsy is not recommended for reasons such as an inability
to collect a sufficient amount of tissue and the possibility
to induce tumor dissemination by biopsy. In the present
case, the FDG-PET finding of accumulation in the liver
suggested a malignant tumor (pootly differentiated hepa-
tocellular carcinoma, cholangiocellular carcinoma, meta-
static liver cancer, or the like). We judged that this patient
had a malignant tumor of hepatic origin for the following
reasons: (1) absence of signs of malignancy revealed by
upper/lower gastrointestinal endoscopy; and (2) absence
of organs other than the liver showing abnormal accumu-
lation duting FDG-PET™",

We attempted radical treatment by surgical resec-
tion in this case because of favorable hepatic reserves.
However, there is no established method for treating
Castleman disease'. It has been reported that in cases of
hyaline-type Castleman disease with a single lesion, radi-
cal treatment with surgical resection alone is likely to be
achieved and the prognosis is good. Although reports of
the use of radiotherapy for cases not indicated for sut-
gery have been published, the efficacy of radiotherapy re-
mains controversial® ™', For plasma cell-type cases, treat-
ment is sometimes attempted using cyclophosphamide,
vincristine, doxorubicin, and prednisone or using dexa-
methasone, which resembles the therapy used for non-
Hodgkin’s disease!®”. In recent years, interleukin (IT)-6
has been suggested to be involved in the pathophysiology
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of Castleman disease, and cases responding well to anti-
IL-6 therapy have also been reportedm.

It has been reported that the hyaline vascular type of
disease often undergoes a gradual increase in lesion size
over the course of several years or more after disease on-
set”. In the present case, surgical resection was used for
both diagnosis and treatment since malignancy was not
eliminated by the FDG-PET findings and because biopsy
involved the risk of tumor dissemination. We believe that
this strategy was rational for this case. Castleman disease
is an unexplained lymphoproliferative disease that often
develops in the mediastinum. As presented in this paper,
we recently encountered a very rare case of this disease,
hyaline type Castleman disease that developed inside the
liver.
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