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ABSTRACT

Most patients with plasma cell neoplasia have generalized disease at diagnosis. However, some patients have a
solitary extramedullary plasmacytomas (SEPs). SEPs are rare, typically solitary tumors comprising approximately 3—
5% all plasma cell neoplasms. Almost 90% arise in the head and neck region, especially in the nasal cavity, sinuses,
oropharynx, salivary glands and larynx. Solitary extramedullary plasmacytoma (SEP) has a predilection for the male
gender and occurs most frequently in patients 50 years and older. SEP often runs an indolent clinical course with a
tendency for local recurrence, and progresses to plasma cell myeloma in about 15% of patients. In this paper, we have
reported the case of SEP of the naso-oropharynx in 55 years old woman who was presented with a sense of the nasal
obstruction. The resection was performed and a mature plasmacytoma was demonstrated histologically. However,
ENT examination and positron emission tomography/computed tomography examination with 18-fluorodeoxyglucose
(18-FDG PET/CT) have shown that the patient had residual naso-oropharyngeal disease after surgery. A negative
bone marrow biopsy and 18-FDG PET/CT have confirmed that it was a solitary extramedullary plasmacytoma of the
head and neck region. Following the surgery, intensity modulated radiotherapy (IMRT) was administered. No relapse
or progression to the multiple myeloma was recorded during the 3.5 years of follow-up. This case report, which
describes a rare tumor of the naso-oropharynx, is expected to improve the recognition and referral of this condition in
medical practice.
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INTRODUCTION

Solitary plasmacytomas (SPs) most frequently occur in
bone, but can also be found outside bone in soft tissues
(extramedullary plasmacytomas - EMPs). They are
solitary lesions, and are most often located in the head
and neck region, mainly in the upper aerodigestive tract,
but may also occur in the gastrointestinal tract, urinary
bladder, central nervous system, thyroid, breast, testes,
parotid gland, lymph nodes, and skin.*

Solitary extramedullary plasmacytomas (SEPs) are
extremely rare tumors that arise outside of the bone
marrow in the absence of any sign of multiple myeloma.?
They are typically solitary tumors comprising
approximately 3-5% all plasma cell neoplasms. Almost
90% arise in the head and neck region, especially in the
nasal cavity, sinuses, oropharynx, salivary glands and
larynx. SEP has a predilection for the male gender and
occurs most frequently in patients 50 years and older.*

Genetic ~ factors, radiation  exposure,  smoking,
occupational exposures, chronic stimulation caused by
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inhaled irritants or viral infection have been implicated as
possible etiologic agents.’

In a series of 20 patients with extramedullary
plasmacytoma of the head and neck, Kapadia and
colleagues observed the following major symptoms:
tumor or local edema in 80%, nasal obstruction in 35%,
epistaxis in 35%, localized pain in 20%, proptosis in
15%, rhinorrhea in 10%, regional lymphadenopathy in
10%, and paralysis of the VI cranial nerve in 5% of
cases.*® The diagnosis of extramedullary plasmacytoma
depends initially on clinical suspicion. For most patients
the diagnosis can be established by fine needle aspiration
or biopsy. Computed Tomography scanning or Magnetic
Resonance Imaging is required to delineate the extent of
the lesion.®’

The optimal management of SEPs is controversial. SEPs
should be treated by radical radiotherapy. Surgery is
generally not required for diagnosis of SEPs in the head
and neck region due to the mutilating nature of surgical
procedures and high radiosensitivity of SEPs.* The role of
chemotherapy in SEPs is not well-defined.?

Local recurrence rate of <5% have been quoted after
radiotherapy. The risk of distant relapse appears to be
<30%. When distant relapse occurs this tends to be within
2-3 years of initial diagnosis.® At least two-thirds of
patients survive for >10 years.’

CASE REPORT
EB, 55-year-old woman had a progressive nasal

obstruction for a long time. Due to a respiratory infection,
the patient visited a general practitioner who had noticed

"a strange finding" in the pharynx during the
examination. Thereafter, she presented to an otorhino-
laryngology service in February 2014 with suspicion of a
hemangioma or hypertrophy of lymphoid tissue in the
nasopharynx. On 20" February 2014, a resection was
performed and the mature plasmacytoma was histo-
logically diagnosed. The immunohistochemical assays
demonstrated Kappa chain positive, Lambda chain
negative, and CD56 negative.

After resection the ENT examination by the fiberscope
showed: nasopharynx was free, at the site of resection on
the back of nasopharynx the mucus was presented, also
under the left torus tubarius, an irregular mucosa was
under the right torus tubarius, clinically it looked like
lymphatic tissue, it was obviously a residual disease.
Thereafter, the patient was presented to the clinical
oncologist at National Cancer Institute for a further
consultation. Result of flow cytometry examination was:
in the examined bone marrow sample, we did not find a
relevant quantifiable amount of CD38+, CD138+
elements, therefore bone marrow involvement with
myeloma was very unlikely. Cytogenetic examination
using the Easy Sep kit was not separated CD138+ cells.
Trephine biopsy of the bone marrow was negative. Urine
and plasma electrophoresis were performed following the
histological diagnosis, revealing no evidence of
monoclonal band. There was no anemia, hypercalcemia
or renal impairment caused by plasma cell dyscrasias.
Clinical oncologist recommended a 18-FDG PET/CT
scan to exclude systemic disease what the patient
underwent on 3™ April 2014. The 18-FDG PET/CT scan
showed: irregularly thickening of the right and dorsal
pharynx walls at the naso and oropharynx interface, with
pathological metabolic activity (SUV max 8.20) (Figure
1).

Figure 1: Initial 18-FDG PET/CT with residual naso-oropharyngeal tumor after surgery (top row) and last 18-FDG
PET/CT without tumor evidence (bottom row).
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Figure 3: Maximum doses to specific organs at risk and DVH.
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According to the all investigations, it was concluded that
it was SEP and the patient was referred to our department
of radiation oncology. We planned IMRT of the naso-
oropharynx and levels 1l to V of cervical lymph nodes,
also, retropharyngeal space what the all was included in
clinical target volume (CTV). The lymph node levels
were outlined according to the guidelines of Gregoire et
al. Target definition was in accordance with the
developed guidelines for IMRT of head and neck cancer
developed by the Danish head and neck cancer group
(DAHANCA). Treatment planning was based on the
fusion of 18-FDG PET/CT and CT scans for planning
with slices thickness of 3 mm. The patient was treated on
a carbon couch positioned by an individual mask
covering the head and shoulders. The energy used for this
treatment was 6 MV X-ray. IMRT plan was calculated
using Oncentra v4® (Nucletron, an Elekta company,
Elekta AB, Stockholm, Sweden). Planning target volume
(PTV) was created by adding a margin of 5 mm
corresponding to our possible set-up error. Treatment was
delivered by a linear accelerator (Elekta Synergy; Elekta
AB) with multilieaf collimator - MLC (80 leaves, 40 x
40). Eight gantry angles were used (0°, 50°, 88° 140°,
180°, 220°, 272°, 3100) by the IMRT “step and shoot”
technique (Figure 2). We prescribed a total radiation dose
of 50.4 Gy in 28 fractions, 5 fractions per week.

Maximum doses to specific organs at risk and DVH (dose
volume histogram) were listed in Figure 3.

After the fifteen days of radiotherapy treatment, the
patient had difficulty as nausea, vomiting, and she could
not eat and drink. A nasogastric probe was introduced,
the patient was hospitalized and radiotherapy was
discontinued for 7 days.

An ENT examination with a fiberscope showed that in
the nasopharynx on the right side there was a still positive
tissue at the site under the torus tubarius, however, it was
smaller than previously; on the left side the mucous
membrane was smooth, without any pathology.

After the break, patient continued planned radiotherapy
treatment and finished it on 3" July 2014.

At the first ENT check, 2 months after finishing of the
radiotherapy, the patient had dryness in the oral cavity
and pharynx; also, she had a sore throat. During the
radiotherapy she lost in weight for about 12 kg. Findings
by the fiberscope were: on the back wall in the level of
soft palate on the right side there was a positive tissue
under the torus tubarius but smaller than before therapy.
A biopsy was taken and the histological finding showed
extensive solid infiltrates with plasmacytoma. Nothing
was advised, just follow-up. Six months after biopsy, we
made the new 18-FDG PET/CT scan that was showed the
complete regression of the previously metabolically
active changes in the naso-oropharynx interface. The
patient has been followed-up regularly, every 3 months

by the ENT specialist and haematologist. In July 2017,
we repeated the 18-FDG PET/CT examination (Figure 1).

The disease was under the control, without relapse or
progression to the multiple myeloma for the period of 3.5
years after diagnosis. The patient was well; however, the
mouth dryness persisted.

DISCUSSION

SEPs account for only 1% of all tumors of head and neck
region and only 4% of all nonepithelial tumor of the nasal
tract. Typical location of SEPs in head and neck region
are pharynx (21.5%), nasal cavity (19.3%), oral cavity
(14.7%) and paranasal sinus (13.0%). Male to female
ratio are 2:1. The median age of patients with SEPs is 55
years.’> ™ Our patient was 55-year-old woman who had
naso-oropharyngeal solitary extramedullary plasma-
cytoma.

Most of the symptoms related to extramedullary
plasmacytoma can be related to their specific location in
the head and neck. Cervical lymph node metastasis is
reported to occur in 12-26% of cases at initial
presentation.”” Our patient had a progressive nasal
obstruction for a long time, and no cervical lymph nodes
involvement.

Because extramedullary plasmacytoma is rare, the first
diagnosis of these tumors is usually a malignant tumor
hypothesized to be squamous cell carcinoma since the
clinical presentation of these entities is similar.
Histopathological analysis cannot distinguish a multiple
myeloma from an extramedullary plasmacytoma, and
further evaluation should be performed to rule out
systemic disease. It is also necessary to perform the
additional tests to make the differential diagnosis from
other malignant tumors (melanoma, undifferentiated
carcinoma, pituitary adenoma, and others).* The
diagnosis of SEP of the naso-oropharynx in our patient
has been based on the following criteria: (a) pathological
tissue evidence of monoclonal plasma cells involving a
single extramedullary site, (b) no bone marrow
involvement, (c) negative 18-FDG PET/CT, (d) no
anemia, hypercalcemia or renal impairment caused by
plasma cell dyscrasias and (e) low serum and urinary
levels of monoclonal immunoglobulin.

The workup and definition of a solitary plasmacytoma as
well as its risk of progression to multiple myeloma has
been well defined, and PET/CT scans have emerged as an
important modality that helps confirm diagnoses and
leads to definitive therapy in at least some cases.”® A
PET/CT scan can provide a fast, whole-body modality
with a sensitivity of 96%, specificity of 77% and a
particular advantage of detecting extramedullary
disease.**™> Current recommendations include CT or MRI
scanning to delineate the extent of the lesion at the head
and neck region but the role of MRI scanning of others
areas in the staging of SEP has not be evaluated.* Despite
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the fact that there are no specific published guidelines for
diagnosis of a SEP or on how to perform surveillance in
patients with plasmacytomas, we used 18-FDG PET/CT
to exclude the systemic disease, thereafter for
surveillance, as well as for planning of radiotherapy
treatment. This examination seemed to be simple,
multifunctional and reliable, however, only in
combination with the others diagnostic methods.

There is no good evidence that surgery offers any
additional benefit over radiotherapy alone in patients with
SEP of the head and neck. Radiotherapy alone is curative
in the vast majority of patients. However, if patients have
been treated by primary surgery, radiotherapy would only
be required in patients with inadequate surgical margins.
As it was with our patient.

SEPs are highly radiosensitive tumours. Local control
rates of 80-100% are consistently reported. There is no
firmly established dose—response relationship, because of
small patient series and low local failure rates. SEP <5
cm have an excellent chance of local control with
radiation doses in the region of 40Gy in 20 fractions,
whereas there is a higher risk of local failure in tumours
>5 cm, which require a higher dose in the region of 50
Gy in 25 fractions.*® We decided for a higher dose of 50.4
Gy in 28 fractions, because a residual tumor in naso-
oropharynx was presented after surgical resection.

The optimal radiotherapy target volume is similarly
controversial. SEPs arising in the upper gastro-intestinal
or respiratory tract (>80% of cases) metastasize to
cervical lymph nodes in 10-40% of cases. The inclusion
of draining cervical nodes in the radiation fields
significantly adds to acute and late morbidity, especially
xerostomia, which may not fully recover.”*® Due to a
small number of patients with SEP, the current
recommendations are controversial. We did not have the
initial tumor size because the patient performed surgery
at the other hospital and this information was not
recorded there. Due to a residual tumor after surgery, we
assumed that it was a large tumor before. Also, the
residual tumor was the reason why we electively included
the cervical lymph nodes to the CTV, although the risk of
xerostomia was increased, as the case with our patient
was.

The role of chemotherapy in SEPs is not well-defined.?
Adjuvant chemotherapy should be considered in patients
with tumours >5 c¢cm and those with high grade tumours.
Chemotherapy is indicated for patients with refractory
and/or relapsed disease." Chemotherapy was not indicated
to our patient by the clinical oncologist.

Two months after completion of radiotherapy the residual
disease was recorded what it could be caused with slow
regression of the tumor treated with radiotherapy.
Thereafter, patient was observed and monitored
periodically and clinically did not show any evidence of
residual or systemic disease.

CONCLUSION

Because of the high rate of recurrence and progression to
multiple  myeloma, follow-up  radiological and
electrophoresis  assessment is required following
treatment. This case report, which describes a rare tumor
of the naso-oropharynx, is expected to improve the
recognition and referral of this condition in medical
practice.
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