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ABSTRACT

Aims: To emphasize the hardship of diagnosing Castleman disease and present a potential treatment method. Case Report: A sixty-three-year-old male patient
was admitted to the outpatient clinic with an attack of acute cholecystitis. The patient’s abdominal computed tomography revealed an incidentally detected lipid
dense solid mass (64x53x37 mm) at the level of right renal hilum with 29x13 mm solid components in the middle. The patient was admitted to the urology
department and underwent surgery where the mass was totally excised due to suspicion of a malignancy (liposarcoma). Histopathological examination later on
resulted with unicentric Castleman disease, hyaline vascular subtype. Conclusion: Since unicentric Castleman disease has an asymptomatic clinical course and
is quite rare, it is necessary to rule out many potential possibilities before reaching a proper diagnosis. However, unicentric Castleman disease usually exhibits a
good prognosis after the removal of the affected lymph node. Still, Castleman disease should be a candidate considered in the differential diagnosis of patients
with incidentally discovered lymphadenopathy. On the whole, for a better understanding of underlying pathophysiology, there still lies a gap to be filled with

knowledge acquired through further studies. Keywords: Castleman disease, lymphoproliferative disorder, lymphadenopathy

INTRODUCTION

First described by Benjamin Castleman in 1954 as a rare
lymphoproliferative disorder, Castleman disease (CD) can be sep-
arated into two main groups based on the number of lymph nodes
involved: unicentric Castleman disease (UCD) and multicentric
Castleman disease (MCD) (1). While UCD affects only a single
lymph node or lymph node chain, MCD is a more widespread dis-
ease (2). Lymph nodes of the trunk, neck, and abdomen are affected
by 70, 15, and 15%, respectively. Additionally, there have been cases
reported with affected lung, larynx, parotid, pancreas, and menin-
ges (3). A study aiming to elucidate the incidence rate of CD found
the rate to be 21-25 per million persons per year, with UCD being
the most common type (4). Thus, the etiology of the disease has not
been fully understood due to its rarity and clinical heterogeneity.
The five-year overall survival rate is 91% in UCD (5). Diagnosis is
made with the biopsy of the affected lymph node (5).

Histological classification of CD is characterized with 3 vari-
ants: hyaline vascular (HV), the plasma-cell, and the mixed form
variant (2). Unicentric presentation most commonly demonstrates
HYV, whereas MCD presents plasma-cell or mixed variant more (6).
CD is usually associated with increased production of interleu-
kin-6 (IL-6), where the plasma-cell variant has been linked with
human immunodeficiency virus (HIV) and human herpesvirus 8
(HHV-8) (1, 2). Although different therapeutic approaches are de-
fined for the diagnosis and treatment of UCD, excision is still the
gold standard (7).
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By presenting this rare case of UCD we aim to raise an aware-
ness of CD’s inclusion as an entity in differential diagnosis with pa-
tients who have single or more lymphadenopathy and put forward
a potential treatment method.

CASE REPORT

A sixty-three-year-old male patient was admitted to the out-
patient clinic of Trakya University Hospital with an attack of acute
cholecystitis. In the patient’s past medical history, he had a diagno-
sis of hypertension. In the outpatient clinic examination, the pa-
tient’s onset blood pressure, heart rate, and body temperature were
normal, whereas he had gastrointestinal symptoms and weight loss.
His physical examination revealed there was no bilateral costo-
vertebral angle sensitivity. The routine hemogram, urinalysis, and
serum electrolytes were normal. Ultrasonography was performed
in the emergency department and no stones were found in the
gallbladder. After the USG, a computed tomography (CT) scan
was performed as well. In the patient’s abdominal CT scan an inci-
dental lipid dense mass of 64x53x37 mm was detected at the right
renal hilum level with 29x13 mm solid components in the center
(Figure 1).

Liposarcoma had been considered in the differential diagnosis
and the total excision of the mass had been planned for the exact
diagnosis and treatment. The patient was operated on and followed
by the urology department. The operation was performed with an
anterior subcostal incision. After the colon was medialized, the re-
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nal vein and artery were reached while protecting the duodenum.
Mass was later on excised due to a suspicion of malignancy. Post-
operative follow-up was uneventful and hematological blood tests
were found to be normal.

Liposarcoma and primary renal cell carcinoma (hypercalcemia,
fever, and erythrocytosis were not present) were considered in the
differential diagnosis. Total excision of the mass has been planned
both for the exact diagnosis and treatment. The patient was admit-
ted to the hospital and later was operated on by the urology de-
partment. The operation was performed with an anterior subcostal
incision. After the colon was medialized, the renal vein and artery
were reached while protecting the duodenum. The mass was ex-
cised due to a malignancy suspicion. The cholecystectomy was
also performed during the operation. The postoperative follow-ups
were done by the hematology department. The follow-up was un-
eventful and hematological blood tests were found to be normal.

Figure 1: A: Coronal plane of abdominal CT scan (lipid dense
mass shown with the arrow). B: Transverse plane of abdominal
CT scan (lipid dense mass shown with the arrow).

Figure 2: A: Involuted lymphoid follicles distributed in lymph
node parenchyma and vascularized structures with hyalinized
walls aligned with hyperplastic endothelium in the interfollicu-
lar zone (H&E, x100). B: Incrementation of hyalinized vascular
structures created by hyperplastic endothelium in interfollicular
spaces and regressing lymphoid follicle on the right (H&E, x400).
C: The view of Castleman disease’s characteristic structure “Lolli-
pop follicle” shown with the white arrows, atrophic germinal cen-
ter, and hyalinized small vein of lymphoid follicle (H& E, x400). D:
The typical “onion skin pattern” view (Arrow), which is common to
be seen in hyalinized germinal center together with concentrated
layers of small uniformed Mantle zone lymphocytes (H&E, x400).
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Following patient’s surgery, the specimen was sent to the pa-
thology department for further analysis. Histopathological exam-
ination resulted with CD, hyaline vascular subtype. The HHV-8
test, which was performed to determine the type of CD, was neg-
ative. In addition, B lymphocyte markers were checked in order
to exclude lymphoma. The immunohistochemical analysis results
were as follows: mantle zone lymphocytes were stained with the
IgM, OCT-2 and PAX5 stained the atrophic follicules, MUM1
stained the plasma cells and the BCL-6 test was positive at the atro-
phic germinal centers. Characteristic HV histological patterns such
as involuted lymphoid follicles, incrementation of hyalinized vas-
cular structures, lollipop follicle and onion skin pattern on the hya-
linized germinal center were found (Figure 2). In addition, positive
staining for CD20 in germinal center (Figure 3A), positive staining
for CD21 antibody of dendritic cell population in germinal centers
(Figure 3B) and positive staining for CD 3 antibody in T lympho-
cytes around germinal centers (Figure 3C) were seen.

Figure 3: Immunohistochemical analysis. A: Positive staining for
CD20 antibody in germinal center of different sizes (magnifica-
tion x100). B: Positive staining for CD21 antibody of dendritic
cell population in germinal centers with locally clinging patterns
(magnification x200). C: Positive staining for CD 3 antibody in T
lymphocytes around germinal centers (magnification x200).

DISCUSSION

Since UCD is often asymptomatic, early diagnosis may not
always be possible. In some cases, especially the ones with retro-
peritoneal masses, tumors may have different appearances, which
makes the pre-operative diagnosis exceedingly difficult (8). An en-
larged lymph node can be detected incidentally during a physical
examination or imaging test performed for another reason. Nakata
et al. (9) presented a 47-year-old with a mass in pelvic retroperi-
toneum, incidentally diagnosed case with no systemic symptoms
such as pelvic pain, fatigue, fever, or weight loss. In addition, the
patient's serum levels of carcinoembryonic antigen (CEA), cancer
antigen (CA) 19-9, CA125, and interleukin 6 (IL-6) were within
the normal range. While the mass is usually detected incidentally,
as Nakata et al. (9) reported, it can also manifest itself with specific
symptoms caused by the effect of the mass or adjacent organs (10,
11). There have been individuals reported with palpable masses and
dyspeptic symptoms (10, 11). Hence, these studies indicate how
complicated the diagnosis of CD can be.
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In our case, a lipid dense solid was incidentally detected at the
level of the right renal artery on CT, performed during an attack of
cholecystitis. Patients with acute cholecystitis usually present with
symptoms of unremitting right upper quadrant pain, anorexia,
nausea, vomiting, and fever as in our case (12). Gallbladder wall
thickening, pericholecystic fluid, or a sonographic Murphy’s sign
are among the typical diagnostic findings (13).

The clinical presentation of CD is usually associated with au-
toimmune and infectious diseases. Excessive production of IL-6
and a viral analog of IL-6 are important factors of pathogenesis (2).
Moreover, the plasma-cell variant is associated with HIV and hu-
man herpesvirus 8 (HHV-8) infections (1). Our case was HHV-8
negative, thus plasma-cell variant possibility was excluded.

There are mainly two subtypes of UCD hyaline vascular variant
and the plasma-cell variant. The HV variant’s histological pattern is
usually diagnostic with multiple tight aggregates of follicular den-
dritic cells or atrophic follicles (1). On the other hand, the plasma
cell variants of CD are less-defined histologically (1). Our patient’s
CD was an HV variant, thus some characteristic histological pat-
terns such as involuted lymphoid follicles (Figure 2A), incrementa-
tion of hyalinized vascular structures (Figure 2B), hyalinized arte-
riole characterized with lollipop follicle (Figure 2C) and onion skin
pattern on the hyalinized germinal center (Figure 2D) were seen
clearly.

Treatment response is evaluated by normalization of previous
clinical/laboratory norms after lymph nodes are completely re-
moved (7). Corticosteroids and rituximab or adjuvant radiotherapy
are the preferred options in reducing tumors too large for removal
(14). Although radiotherapy can be applied to patients who can-
not be operated due to comorbidities or residual tumor remains,
surgical excision of the mass should still remain as the primary
treatment option (14). For this reason, the medical team should
carefully scrutinize all aspects and risk factors before reaching a
consensus for the treatment.

In conclusion, various other possibilities are ruled out first on
the path of diagnosing CD. The reason being that it is asymptom-
atic in most cases and is extremely rare. Despite that, UCD patients
usually exhibit a good prognosis after the affected lymph node is
excised. Therefore, surgical excision still remains an important and
effective treatment option. Nonetheless, we hope that this case re-
port will give physicians a better insight into this rare event.
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