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ARTICLE INFO ABSTRACT

Keywords: Introduction: Castleman's disease (CD) is a rare and benign disease often identified in the mediastinum with few
Castleman's disease cases in the head and neck area. Parapharyngeal Castleman's disease was rarely reported in the literature.
Parapharyngeal The aim of our work was to discuss the management of this particular location of CD. It was about a case report
(S:Z:’Zer;port that has been reported in line with the SCARE 2020 criteria (Agha et al., 2020 [1]).

Case presentation: We report the case of a 53-year-old female patient who presented a left parotid tumefaction.
Radiological investigations showed a parapharyngeal mass that was surgically removed. Definitive pathologic
report concluded to Castleman's disease. She presented, one year later, a retropharyngeal recurrence, which was
treated by radiotherapy with good response.

Clinical discussion and conclusion: Castleman's disease located in parapharyngeal spaces is an entity that was
rarely reported in the literature. Surgical excision is the golden standard treatment. Radiotherapy is also an

Radiation therapy

effective treatment that can be offered for unresectable cases or recurrences of Castleman's disease.

1. Introduction

Castleman's disease (CD) is a benign lymphoid disorder described in
1954. It is a rare disease with two principal histological subtypes:
hyalino-vascular and plasma cell variants and two clinico-radiological
entities: unicentric and multicentric [2]. The head and neck is the sec-
ond most commonly affected region of the body in CD after the medi-
astinum [3]. Parapharyngeal location of this disease is extremely rare.
We report the case of 54-year-old woman who presented with para-
pharyngeal CD treated first with surgery then with radiation therapy.
This clinical case has been reported in line with the SCARE 2020 criteria
(Agha et al., 2020 [1])

2. Case report

A 53-year-old woman presented to the department of otorhinolar-
yngology for a latero-cervical tumefaction in 2018. She had no specific
medical history and was not taking any medication. Physical examina-
tion revealed a left parotid tumefaction. Computed tomography (CT)
scan of the neck showed an expansive process of the left parapharyngeal
space. After informed consent, she was operated by a senior ENT sur-
geon using a cervico-parotid approach. The postoperative period was

uneventful. Histopathology of the specimen revealed germinal centers
with dense plasma cell infiltration and atretic follicles of the mantle zone
lymphocytes as seen in Castleman disease.

The diagnosis of Castelman's disease was retained and an assessment
was undertaken in search of other localizations of this disease. Clinical
examination was normal: there were no general signs such as fever,
weight loss or superficial lymphadenitis. Plasma protein electrophoresis
did not find a monoclonal peak. The diagnosis of POEMS syndrome was,
thus, improbable. Biological assessment did not find any elements in
favor of a connective tissue disease. Anti-nuclear antibodies (ANA) and
anti-DNA were negative. The whole body CT scan requested as part of
this assessment found a 3 cm right renal mass consistent with an
angiomyolipoma.

One year later, a cervical Magnetic Resonance Imaging (MRI)
showed recurrence of the previously described mass with extension to
the left retropharyngeal space measuring 53 * 31 * 17 mm (Fig. 1). Then
the patient was referred for radiation therapy. After consultation with
the staff of radiation oncologists, she received 40Gy of external beam
radiation therapy (EBRT) with good tolerance. EBRT fractionation was
classic at a rate of 2 Gy per day 5 days per week. A control MRI was done
3 months after the end of radiotherapy. It showed regression of the
tumor with persistence of a residue measuring 38 * 23 * 13 mm (Fig. 1).
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Fig. 1. Magnetic resonance imaging (MRI): axial and coronal sections weighted T1 (A) and T2 (B and C): Evolution of the parapharyngeal tumor before surgery (A),
after surgery and before radiation therapy (B) and three months after radiation therapy (C).
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Clinically the patient presented no local recurrence signs. The present
therapeutic history was marked by the patient's complete compliance
with the explorations and the treatment.

3. Discussion

Castleman disease (CD) is a rare benign disorder characterized by a
hyperplasia of lymphoid tissues that was defined by Castleman in 1956
[2,4].

The etiology of Castleman's Disease remains unknown even if many
studies have linked it to other disorders such as HIV and HHV-8 infec-
tion, amyloidosis and renal insufficiency [5,6].

Two main histological variants and an intermediate variant of CD
were defined [2,7]. The most common is the hyalino-vascular type ac-
counting for >90 % of all cases. The second variant is the plasma cell
type (PC) [2,7].

McCarty and al have classified Castleman's disease into two clinical
entities: unicentric and multicentric forms [8]. Unicentric CD (UCD)
associate a single lymph node or a single sector involvement, whereas
multicentric CD (MCD) presents with multiple adenopathies and
frequently multi-organ involvement and is associated with systemic
symptoms [9].

Castleman's disease occurs in the mediastinum in approximately 70
% of all cases. It could also be seen in other sites like axilla, retro-
peritoneum, mesentery and pelvis [10]. Few cases arise in the head
and neck region [10-14].

In our reported case, the castleman's disease was located in left retro
and para-pharyngeal spaces. Para-pharyngeal spaces are, in fact, a
complex anatomical area [15,16] and tumors originating in this area
represent 0.5 % of all head and neck tumors [17].

Clinically these tumors are often asymptomatic [18].

Imaging, including CT scan and/or MRI is fundamental in the diag-
nosis of para-pharyngeal space tumors. Confirmation and typing remain
histological [11,17].

Considering CD, magnetic resonance imaging usually reveals ho-
mogeneous masses isointense to muscle on T1 sequences and interme-
diate or hyper-intense on T2 sequences [10,19].

In order to verify the unicentric nature of CD, a minimal assessment
is recommended (Table 1). This assessment associates complete physical
examination, total body radiological investigation and biological
assessment including virological status, inflammatory response and
autoimmunity assessment. Positive Immunostaining for HHV-8 was re-
ported to be associated with MCD but it was observed in rare cases of
UCD.

Some diseases may present with a solitary enlarged lymph node with
CD-like histopathology. These diseases include lymphomas, thymomas,
lympho-proliferations with regressive germinal centers, such as angio-
immunoblastic T-cell lymphoma, autoimmune diseases and primary or
acquired immune-deficiencies such as advanced phases of HIV-related
lymphadenopathy. Various investigations requested help to exclude
these diagnoses.

According to PubMed search engine, only ten publications of Cas-
tleman disease located in parapharyngeal spaces were reported between
1999 and 2022. These publications were mainly case reports. We used
these observations and other literature data when reviewing the treat-
ment of Castleman disease.

Indeed, surgical excision with minimal morbidity of unicentric CD
including that located in para-pharyngeal space is obviously the treat-
ment of choice when possible [18,20]. Surgical approach should take
into consideration exact tumor localization, its size and relation to the
carotid artery and jugular vein [18,20,21].

Radiotherapy is also an effective treatment. It can be proposed for
unresectable or recurrent cases of unicentric CD [12,18].

Tomita et al. [22] reported a case of cervical Castleman disease
treated with Intensity Modulated Radiation Therapy (IMRT). The cer-
vical lymphadenopathy regressed after a dose of 44 Gy radiation
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therapy. This latter was delivered in 22 fractions. Four years later, there
was no disease progression.

In a study of Chronowski and al., four patients had exclusive radio-
therapy with two fractionation schemes: 40 Gy (2 Gy/Fraction) and
39.6 Gy (1.8 Gy/Fraction). Three of these patients had complete
radiologic response [23].

A Turkish retrospective study, conducted between 1980 and 2012,
examined the efficiency of radiation therapy in the treatment of unre-
sectable and recurrent CD. Six unicentric locations underwent complete
surgical excision followed by radiotherapy for recurrence in the follow-
up period. These patients received 30 Gy of EBRT. Only one patient in
the study presented an unresectable disease and therefore received 45
Gy external radiation therapy. The authors concluded that radiotherapy
is an efficient therapeutic modality for recurrent or unresectable uni-
centric CD. Three-year overall survival (OS) was 83 %, and three-year
disease free survival (DFS) was 91 % [24].

4. Conclusion

To date, few cases of CD localized in the parapharyngeal space have
been reported. Most patients were treated with surgery with minimal
complications. Our patient was first treated by surgery then by radio-
therapy for local recurrence. The last X-ray check showed a regression of
the disease and clinically there were no signs of recurrence.

In short, the clinical case that we report, although rare given the
parapharyngeal localization of the disease, confirms the literature data
concerning the priority of surgery and the effectiveness of radiotherapy
for unresectable cases or recurrences of unicentric CD.
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Table 1

Recommended check-up when investigating Castleman disease.
Assessment type Details
Biopsy and Histopathology HV/PC or mixed CD.

Staining for EBER, LANA-1, and lymphoma or

plasmacytoma markers if suspected.

IgH gene rearrangement, TCR clonality.
Complete physical examination Night sweats, fever >38 °C, weight loss, fatigue

Features such as fluid accumulation (peripheral

edema, pleural effusion, ascites).

Imaging FDG CT-PET or CT of the neck, chest, abdomen
and pelvis.
Virological status HIV serology, HHV-8 qPCR (peripheral blood).
Inflammatory response and CBC, renal function, liver function, CRP, ESR,
auto-immunity assessment fibrinogen, immunoglobulins and free light

chains, albumin.
ANA, rheumatoid factor, other markers when
suspecting connective tissue diseases.

(HV: hyalino-vascular; PC: plasma cell; CD: Castleman disease; EBER: EBV-
encoded RNA; LANA: latency-associated nuclear antigen; Ig H: Immunoglob-
ulin heavy chain; TCR: T cell receptor; FDG PET: Fluorodeoxyglucose (FDG)-
positron emission tomography; CT: computerized tomography (CT) scan; HIV:
Human immunodeficiency virus; HHV: Human Herpes Virus; PCR: Polymerase
Chain Reaction; CBC: complete blood count; ESR: Erythrocyte Sedimentation
Rate; ANA: antinuclear antibodies).
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