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Diffuse large B-cell lymphomas-not otherwise specified (DLBCL-NOS) are a common lymphoid malignancy, being
the most common form of non-Hodgkin lymphoma (NHL). Typically, DLBCL-NOS arises in lymph nodes, however
primarily extranodal involvement is possible, and it can present itself in various clinical and morphological types,
posing a diagnostic challenge. In some cases, extranodal lymphomas may mimic non-lymphoid tumours, among
them sarcomas. Treatment of DLBCL may involve chemotherapy, immunotherapy, radiotherapy and autologous
stem cell transplant, while in the care of sarcomas surgery is an important modality of treatment.

A-36-year-old male patient presented with a tumour of the left angle of the mandible which appeared a few days
after a tooth extraction. It was first diagnosed as inflammation and treated with antibiotics. Afterwards, a biopsy
indicated liposarcoma. A repeated biopsy and histopathological examination at an oncology centre revealed
extranodal diffuse large B-cell ymphoma- not otherwise specified (DLBCL-NOS). The patient was successfully
treated with chemotherapy with rituximab and radiotherapy. Complete remission was achieved and the patient
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Introduction

Diffuse large B-cell lymphomas (DLBCL) are
a common lymphoid malignancy, accounting for ap-
proximately 37% of B-cell tumours worldwide [1].
Among those, malignancies that belong to the group of
DLBCL-not otherwise specified (NOS), are a frequent
finding, being the most typical form of non-Hodgkin
lymphoma (NHL) [1]. In extranodal NHL, head and
neck is the second most frequent site involved [2], ac-
counting for 4-15% of all NHL patients [3]. However,
NHL may mimic non-lymphoid tumours, among them
sarcomas [4, 5]. Treatment of DLBCL may involve
chemotherapy, immunotherapy, radiotherapy and au-
tologous stem cell transplantation [1], while in the case

remains DLBCL-NOS free for over six years.

Itis vital for extranodal lymphomas to be thoroughly differentiated from other malignancies by experienced onco-
logy centres, since a false diagnosis may lead to a dramatic mistreatment.
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of sarcomas — surgery is the most important modality
of treatment. It is vital to thoroughly differentiate the
two types of neoplasms, since confusing them may lead
to a dramatic mistreatment.

Inthisarticle arare case of a patient witha DLBCL-NOS
which in the diagnostic process was primarily confused
with lyposarcoma is presented.

Case report

A-36-year-old male patient was admitted to the
non-oncologic department with a fast growing tumour
of the left angle of the mandible which appeared a few
days after a tooth extraction. Clinical examination
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Figure 1. Frontal (A) and axial (B) head and neck magnetic resonance imaging scan before treatment. Tumour of the left ramus

of the mandible (arrows). The tumour infiltrated infratemporal and pterygopalatine fossae, deforming the pharynx and the left

parapharyngeal space

revealed extension of the tumour to the oral cavity.
A contrast head and neck computed tomography (CT)
examination showed a tumour of the left ramus of
mandible (66 X 67 mm) infiltrating infratemporal and
pterygopalatine fossae, deforming the pharynx and the
left parapharyngeal space with enlargement of the left
mandibular (16 mm) and the perivascular lymph nodes
(Fig. 1). The radiologist couldn’t differentiate between
inflammation versus a neoplastic tumour.

The microbiological examination of the culture from
dental alveolus revealed presence of Streptococcus
viridans and other bacteria from Streptococcus spe-
cies. During the next two weeks the patient was treated
with antibiotics and analgetics.

Histopathological examination of the excised speci-
men revealed chronic inflammation, while a fine needle
aspiration biopsy of enlarged lymph node identified neo-
plasmatic cells, probably malignant, non-epithelial. The
presence of rhabdomyosarcoma could not be excluded
and pathology report stated that another histopatho-
logical examination should be performed to achieve
the final diagnosis. Excisional biopsy from the tumour
was thus repeated and histopathological examination of
another specimen revealed pleomorphic liposarcoma,
Ki 67 (+), SMA (+), HMF (+), desmin (-), S100(-),
CD 34 (+), EMA (-), vimentin (4) and pan-cytokeratin
(-). Abdomen ultrasound examination showed a slightly
enlarged spleen (128 X 59 mm), chest X-ray was normal.
Head and neck CT showed fast progression of the dis-
ease: a large tumour infiltrating both pterygoid muscles,
pterygoid process of sphenoid bone, parotid gland and
the floor of oral cavity with enlarged left submandibular
and superior deep cervical lymph nodes on the left side.
Left cervical vessels were incorporated in the tumour

mass. Because of the unreliable pathological diagnosis
(performed at an unexperienced pathology centre),
another histopathological and immunohistochemical
examination was performed, which unexpectedly re-
vealed extranodal diffuse large B-cell ymphoma — not
otherwise specified (DLBCL-NOS), CD 20 (+), CD
30 (+), Ki67 (+++), CD3 (-), S100 (-), desmin (-).
The diagnosis was confirmed by pathologist in another
Oncology Centre.

On admission to the oncology centre the tumour was
hard in palpation, about 15 cm in size, enlarging towards
the ear, narrowing external acoustic meatus, and towards
the left eye to the zygomatic bone, involving the whole
left side of mandible. Infiltration of the cheek and par-
tial trismus in the oral cavity was seen. Laboratory tests
revealed highly elevated LDH blood level.

A chest and abdomen CT showed two nodules (both
15 X 12 mm) located between the spleen, left suprarenal
gland and diaphragm as well as two nodules (diameter:
7 and 8 mm) in the adipose tissue in the abdomen wall,
in the left epigastric region between rib and parietal
peritoneum. Spleen was enlarged (124 X 57 X 134 mm)
as well. No infiltration of the bone marrow by lympho-
ma was found in myelography. In bone marrow biopsy,
increased normoblastic erythropoesis was noted. The
count of the white blood cell group was relatively de-
creased. The disease was staged as CS-IIISA. The IPI
score was 2.

The patient underwent chemotherapy comprising of
intravenous doxorubicin (50 mg/m?), cyclophosphamide
(750 mg/m?), vincristine (1.4 mg/m?) on the day 1 followed
by intraspinal methotrexate (10-15 mg/m?, maximal dose
15 mg) on the day 2, which was combined with rituximab
(556 mg/m?). In total, the patient received 8 courses of
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chemotherapy administered every 21 days in the period of
four and half months. The treatment was well-tolerated.
Only G3 polyneuropathy after the 7 course was expe-
rienced by the patient which resulted in replacement of
vincristine by vinblastine in the last course. The complete
radiologic remission of the disease was achieved.

Subsequently the patient underwent megavoltage
photon beam radiation therapy to the area of the head
and neck tumour bed (to the total dose of 40 Gy deliv-
ered in 20 fractions). The radiotherapy was given due
to the fact that only partial remission after sixth course
of chemotherapy was achieved and because of the large
initial size of the tumour mass and its aggressive growth.
Three months after radiation cessation CT scans of the
neck, chest and abdomen were normal. Two months
later positron emission tomography — computed to-
mography (PET-CT) showed no signs of metabolically
active disease and complete metabolic response to the
combined treatment.

In the fifth year after the treatment abdomen CT
showed a few hypodense areas in the liver (the largest
was 14 mm, located in the 6th segment) and two in the
spleen (8 and 9 mm) as well as enlarged portocaval
and hepatic hilum lymph nodes. As the result was in-
conclusive, PET-CT was recommended. It suggested
the relapse of lymphoma in the liver, spleen as well as
axillary and abdomen lymph nodes. The patient under-
went lymph nodes excision and pathologic examination
revealed inflammation. PET-CT performed four months
later showed regression of the metabolic changes in
the organs. One and half year later the abdomen CT
revealed enlargement of portocaval and hepatic hilum
lymph nodes (up to 20 mm), a hypodense area of 14 mm
in the liver and two hypodense areas in the spleen. PET-
CT revealed metabolically active process in the liver
and in the above mentioned lymph nodes suggesting
malignancy. Laparotomy was performed with excision of
aortocaval lymph node (2.9 X 1.6 cm) aswellasa 1.5 cm
of diameter lymph node from hepatoduodenal ligament.
Again, inflammatory process was diagnosed without
a relapse of the neoplastic disease. To date, for over six
years the patient is DLBCL-NOS free.

Discussion

NHL is a heterogeneous group of malignan-
cies. The most typical primary presentation is nodal
involvement, however primary extranodal involvement
is present in a wide group of patients, accounting for
approximately 40% of cases [6]. Lymphoma accounts
for 2.5% of all head and neck malignancies [7] with
NHL representing less than 1% of this region’s malig-
nant tumours [8]. The most commonly involved areas
in the head and neck NHL include the Waldeyer’s ring,

oral cavity, thyroid gland, skin, paranasal sinuses, nasal
cavity, and larynx [9, 10]. Bone localization of NHL is
a rare finding. A retrospective review revealed that
16 patients out of 381 cases of head and neck NHL
presented with jaw bone involvement with most com-
mon site being the mandible [11]. The incidence of
oral manifestation of NHL is approximately 2% of all
extranodal lymphomas [12].

There are several subtypes and entities of DLBCL
with predominant extranodal presentation [1]. The
heterogeneity of clinical presentation of extranodal
lymphoma may be the cause of the diagnostic challeng-
es. In some cases, lymphomas may easily be confused
with other diseases. For example, oral lymphomas may
primarily mimic benign conditions [12]. Lymphomas
may also present common features with other neoplas-
tic lesions, such as sarcomas [13, 14] both in clinical,
radiological and pathological presentation [13]. There
are studies suggesting that clinical features pointing to
a lymphoma rather than a sarcoma involve increased
tenderness, lymphadenopathy and elevated serum LDH
levels [13]. Radiologically, confluent adenopathy is
a feature associated with lymphomas whereas is a rare
finding in sarcomas [13]. Nevertheless, a histopathologi-
cal analysis is vital in obtaining a final diagnosis of these
malignancies [13].

In the case described above the patient was primar-
ily diagnosed with sarcoma because of the suggestion
of sarcoma cell presence in the fine needle aspiration
biopsy (FNAB) result. However, FNAB has limitations
concerning the accuracy of the histologic grading and
stating the subtybe of sarcoma. It can also pose difficul-
ties in distinguishing between low-grade sarcomas and
benign or borderline cellular lesions [15]. Core needle
biopsy (CNB) or excisional biopsy should be consid-
ered as the method of choice to obtain an accurate
diagnosis due to its reliability in differentiating benign
and malignant soft tissue tumours as well as identifying
other tumours imitating sarcoma [16]. The CBN has
also a higher diagnostic value than FNAB in terms of
establishing the histologic type and grade and achieving
a specific diagnosis [17]. According to some studies the
CBN is also useful tool for diagnosis of lymphoma and
should be recommended as a first-line investigation
over excisional biopsy in diagnostic process because it
provides faster and more cost-effective diagnosis with
histological accuracy equal to open biopsy [18].

In staging of lymphomas, CT is used as a standard
imaging method [19, 20]. It is useful in diagnosing le-
sions in the lymph nodes and the lung tissue [20] as
well as in the mediastinum [21] and the abdomen [22].
In the described patient’s case, only a chest X-ray was
performed shortly after the first suspicion of a neoplastic
malignancy appeared. It showed no signs of the disease.
A chest CT performed a month later at an oncology
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centre, revealed two lesions, possibly enlarged lymph
nodes. However, PET-CT is currently considered the
most sensitive and specific imaging modality [21] and
it may prove to be a cost-effective staging method in
the future [23]. It is used in the initial evaluation of the
patients, in the assessment of the treatment efficacy, and
also in patients with suspected recurrence [24]. However,
false-positive results are possible in PET scans, caused by
inflammation, infection or granulomatous disease [25].
In the case described above, lymphoma recurrence was
suspected twice due to positive PET-CT results. How-
ever, an excision and pathologic examination of the
metabolically active lymph nodes revealed inflammatory
changes both times. The patient is alive for 6 years after
the antineoplastic treatment.

Conclusion

The case presented above shows how many diag-
nostic problems can be caused by extranodal lymphoma
occurrence. It is vital to perform the differentiating
diagnostic process in experienced oncology centres to
obtain proper diagnosis and offer optimal treatment.
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