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1 | INTRODUCTION

Diffuse large B-cell lymphoma (DLBCL) is generally seen
extra-nodally or in salivary glands and gastrointestinal tract.
Early diagnosis is crucial for the prognosis, morbidity, and
mortality. Here, we report a patient with DLBCL presenting
as the first sign of oral localization and its management and
emphasize the importance of diagnostic biopsy.

Hodgkin’s lymphoma (HL) develops as a nodal dis-
ease whereas Non-Hodgkin’s Lymphoma (NHL) may be
evolved extranodally. Salivary glands and gastrointestinal
tract are another anatomic areas where NHL is seen. It is
very unusual that this lesion will be seen orally and else-
where in the body simultaneously.l’2 NHL’s are rarely de-
tected primarily in the bone and bone location could be
both maxilla and mandible,3 however, they can be found in
both the maxilla and mandible with a slight predilection to
the maxilla.*

Diffuse large B-cell lymphoma is the most common type
of NHLs. It presents as a fast-growing lesion/tumor, charac-
teristically in lymph nodes, spleen, liver, bone marrow and
rarely, in other organs.’ 30%-40% of these cases are involved
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Not only diffuse large B-cell lymphoma is a malignancy, but also is initially and
orally diagnosed in early stages. However, it could be misdiagnosed with other oral
pathologies. However yet, early diagnosis is still crucial for the prognosis, morbidity,
and mortality in such cases. Additionally, whole-body scanning with positron emis-

sion tomography/computed tomography should be performed for diagnosis and treat-
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in the head and neck region.(’ DLBCL is the largest subtype
group of NHL with the incidence of 2.9/100.000 per year and
according to WHO Classification.”

Primary malignant NHLs of mandible represent about
0.8% of all the tumors in this bone and about 0.6% of all
malignant NHLs.® DLBCL is occasionally encountered in
the body of the mandible and thus it may present a diagnos-
tic challenge. Hodgkin’s disease is classically characterized
by multinucleate Ree—Sternberg cells. All other neoplasms
of the lymphoid system are referred to NHL and are derived
predominantly from the cells of B-lymphocyte series.”!”
DLBCL is histologically seen as diffuse sheets of large cells
with vesicular nuclei, prominent nucleoli, basophilic cyto-
plasm and a moderate to high proliferation fraction with pos-
itive immunohistochemistry for B cell-associated antigens
(CD19, CD20, CD22, CD79a).!!

Additionally, it is indicated to take a bone scan, after de-
tection of clinical signs of osseous involvement through the
mandible CT." Whole-body bone scans and positron emis-
sion tomography/computed tomography (PET/CT) should be
preferred for detection of the appendicular bone involvement
of DLBCL."
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FIGURE 1
Irregularity and Radiolucency in Apical Area of a Second Left Molar
in the Mandible

Diagnostic Panoramic Radiography Shows Border

2 | CASE REPORT

2.1 |

A 72-year-old Caucasian man was admitted to our depart-
ment with a pain in the left posterior mandible and periodon-
tal hyperplasia associated with the left mandibular second
molar tooth. He also complained about the ongoing pain
for 2 months and spontaneous hemorrhage within the lesion
region.

Presenting complications

2.2 | Past history

According to his medical history, the patient had suffered
from coronary angioplasty 6 years ago. He also suffered from
malaise and fatigue for last 1 year and also inappetence for
last 6 months.

23 |

Extraoral examination of the patient showed no visible
swelling, tenderness or pus discharge. Skin color and tem-
perature were normal. In the intraoral examination of the
relevant region, oral hygiene level was not good and gingival
tissue around the second molar was hyperplastic and had a
tendency to spontaneous bleeding.

Clinical examination findings

24 |

On the other hand, the panoramic radiograph (PANO)
showed a radiolucent lesion with irregular margins located
the periapical area and also extended coronally that led into
the serious mobility of mandibular left second molar tooth
(Figure 1).

Radiographic report

2.5 |

Considering the patient’s medical history and after an ex-
haustively clinical and radiographical examination, we
decided to perform an incisional biopsy under local anes-
thesia. As expected, the result of the pathological examina-
tion was peripheral giant cell granuloma (PGCG). We did
not consider to take an initial photography before the sur-
gical procedures, however, with regard to the pathological
results, we decided to perform another surgery under local
anesthesia 1 week later, including extraction of the tooth
and a wide curettage of the lesion in the left posterior man-
dible. Despite the anesthetic procedures were performed
properly and adequately, the patient was still suffering
from pain but no severe hemorrhage during the curettage

Biopsy procedures

FIGURE 2 A, Light Microscopic
Image from the Oral Mucosa Showing
Diffuse Infiltration of Atypical Lymphoid
Cells (Hematoxylin and Eosin, X200). B,
Atypical Lymphoid Cells were Positive for
CD20 (x200) and (C) bel-2 (x200) with
(D) High Proliferation Index (Ki67 = %90;
(x200)
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was observed from the surgical area. After pathological
assessment of the second biopsy, the lesion was diagnosed
as DLBCL (Figure 2).

2.6 | Patient management after
diagnosis of DLBCL

Even though the patient was relieved and healing was un-
eventful, we did several consultations and asked for PET/CT
scan of entire body because of metastatic nature of DLBCL.
After all of these scanning procedures, we doubted the pa-
tient may also have had DLBCL in his thyroid gland, gastric
system, and prostate either.

On the other hand, 2 weeks later from the second bi-
opsy, our patient had satisfactory outcomes, such as; no
pain, hemorrhage, or swelling in the operated area. He
stated that he is totally relieved and he is ready for the pros-
thetic procedures.

2.7 | Pathological assessments

Mandibular biopsy results showed sheets of medium to large
lymphoid cells with hyperchromatic nuclei and scanty cyto-
plasm. These cells stained positive for CD3, CD20, LCAI,
and LCAZ2 for Cyclin D1 (clone Polyclonal). Ki67 prolifera-
tion index was %90. The tumor was also positive for MUM-1
and BCL 2 and BCL 6 (Figure 2). Other blood tests and
bone marrow investigations did not reveal any abnormality.
However, the gastrointestinal tract biopsy resulted in almost
the same outcome, with a slight difference of %80 Ki67
proliferation index, positive CD5 (Clone 4C7), and CD138
(clone MI-15) and negative Cyclin D1 results. Attributed to
these results, the lesion in the gastrointestinal tract was diag-
nosed with DLBCL (Figure 3).

2.8 | Prognosis of the case

Even though radiological findings were not satisfactory
enough in our second and the third follow-up (Figure 4)
and intraoral healing of the patient was still uneventful after
3 months (Figure 5), the patient was decided to have several
courses of systemic chemotherapy by the department of on-
cology as further treatment protocol of DLBCL.

Nevertheless, the patient had a stroke after chemotherapy
finished (6 months later) and he passed away within 2 years
after diagnosis due to DLBCL.

3 | DISCUSSION

Diffuse large B-cell lymphoma is the most common type
of NHL rating 30%-40% of all cases.'* As one of the
greatest portion of all NHLs occurring in extranodal sites
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FIGURE 3 A, Photomicrograph Showing Atypical Lymphoid
Cells Infiltrating the Gastric Mucosa (Hematoxylin and Eosin, x200),
(B) Which are Positive for CD20 (x200)

FIGURE 4 Panoramic Radiography was taken after 3 mo and
Shows no Calcification in the Lesion

(40%), the gastrointestinal tract is the most common site.
Another common site for extranodal NHLs is head and
neck area with Waldeyer’s ring involvement.'® The aver-
age age of lymphoma is between 50-55 years. Male pre-
dominance with the ratio of 3:2 is also presented.1 Even
though this high incidence of both parts of the body, it
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FIGURE 5

is uneventful

Intraoral appearance reveals that periodontal healing

is strange not to encounter a DLBCL case in literature,
either mandible or gastrointestinal tract simultaneously,
until present case.

Swelling in mandible with or without pain is one of the
nonspecific and frequently observed symptoms of extranodal
lymphomas in mandible where neuropathic disorders, loose
teeth, and cervical adenopathy are less common.'® Our case
had pain and spontaneous hemorrhagia in the left posterior
part of mandible previously. And after wide curettage, pares-
thesia on the left side is observed 1 week later. On the other
hand, except that complication, after 6 months the healing
was uneventful and the patient was completely relieved of the
pain and swelling symptoms. Because most of the lesions are
associated with teeth and occasionally in the posterior part of
the mandible, the definitive diagnosis could be very difficult
in the maxillofacial area according to only radiographical and
clinical examination.

B-cell included concurrent granulomas of the NHLs
are NOS; “not otherwise specified”, FCCL: “low-grade
lymphoma, follicular center cell lymphoma”, SLL; “small
lymphocytic lymphoma”, NOS [LCL, NOS]: “large cell
lymphoma”, and other types of T-cell NHL.'” The phenom-
enon of granulomas in Hodgkin lymphoma or small non-
cleaved cell lymphoma confers a favorable prognosis.lg’19
Nyunt et al”® have reported a case of DLBCL associated
with chronic granulomatous inflammation, which was pre-
viously misdiagnosed as tuberculosis and treated with anti-
tuberculous drugs. We also had a similar problem in our case
that made us confused about surgical protocols. In our case,
the first result of biopsy specimen was peripheral giant cell
granuloma and the second result was DLBCL. Despite the
extensive local destruction, systemic manifestations of ma-
lignant disease, such as weight loss, fever, and malaise, are
very minimal.?! However, our patient had malaise, weight
loss and inappetence even thought the destruction was not so
extensive conversely to literature.

LBCL development is about 30%-40% of adult NHLs
whose median age is the sixth decade. However, a wide
range of age is likely as lesions may be seen in children
either. LCLs’ nature is aggressive but fortunately curable
with aggressive therapy.22 Currently, the standard of care
includes systemic chemotherapy which leads to a cure in
most of the patients.23’24 On the other hand, the combina-
tion of radio/chemotherapy strategy seems promising in
recent studies but more exhaustively evaluation is required
in primary bone DLBCL.” As recommended, the patient
received several courses of chemotherapy and no radiother-
apy was needed.

The follicular, small cleaved-cell type are considered
low grade with a 5-year survival rate of 70%, however, DLC
types of NHL are considered high grade and 5-year survival
of DLBCL is about 30%, as our patient passed away in the
second year of diagnosis.26 Some authors reported that the
pathological evaluations revealed positive for CD20 and the
high percentage of Ki67 for diagnosis of DLBCL.?"**

It is challenging to detect primary DLBCL when it af-
fects more than one organ of a human body. Even though it is
rarely seen in the oral region, clinicians should keep in mind
that differential diagnosis of these lesions is very difficult
when other lesions are involved or related. However, early
diagnosis is still crucial for the diagnosis, prognosis, morbid-
ity, and mortality in such metastasis cases. Scanning whole-
body with PET/CT is highly recommended for diagnosis and
treatment process.

ACKNOWLEDGMENT

None.

CONFLICT OF INTEREST

None declared.

AUTHORSHIP

TY: Wrote the main part of the manuscript according to col-
lected data, performed the surgical procedures and followed
up with the patient. EK: Helped to data interpretation and
manuscript evaluation, also helped to follow up with the pa-
tient. HO: Helped to evaluate and edit the manuscript. AA:
Supervised development of work, helped in data interpreta-
tion and manuscript evaluation. KD: Performed histopatho-
logical evaluations and wrote “Pathological Assessments”
part of the manuscript.

ORCID

Turker Yucesoy “* http://orcid.org/0000-0002-1356-1574


http://orcid.org/0000-0002-1356-1574
http://orcid.org/0000-0002-1356-1574

YUCESOY ET AL

o 1717
Clinical Case Reports _W] LEY

REFERENCES

1.

10.

11.

12.

13.

14.

15.

Kini R, Saha A, Naik V. Diffuse large B-cell lymphoma of
mandible: a case report. Med Oral Patol Oral Cir Bucal.
2009;14(9):421-424.

Bidokhty HA, Mohtasham N, Pazouki M, Babakoohi S. Primary
diffuse large B-cell lymphoma of the mandible: a case report. J
Oral Maxillofac Surg Med Pathol. 2014;26(1):98-100.

Bugshan A, Kassolis J, Basile J. Primary diffuse large B-cell lym-
phoma of the mandible: case report and review of the literature.
Case Rep Oncol. 2015;8(3):451-455.

Agrawal MG, Agrawal SM, Kambalimath DH. Non-Hodgkins
lymphoma of maxilla: a rare entity. Natl J Maxillofa Surg.
2011;2(2):210.

Mnejja M, Hammami B, Kolsi N, Kallel S, Chakroun A,
Charfeddine 1. B-cell lymphoma of the mandible. Eur Ann
Otorhinolaryngol Head Neck Dis. 2010;127(5):186-188.
Economopoulos T, Asprou N, Stathakis N, et al. Primary
extranodal non-Hodgkin’s lymphoma in adults: clinico-
pathological and survival characteristics. Leuk Lymphoma.
1996;21(1-2):131-136.

Harris NL, Jaffe ES, Diebold J, et al. World Health Organization
classification of neoplastic diseases of the hematopoietic and
lymphoid tissues: report of the Clinical Advisory Committee
meeting—Airlie House, Virginia, November 1997. J Clin Oncol.
1999;17(12):3835-3849.

Gusenbauer A, Katsikeris N, Brown A. Primary lymphoma
of the mandible: report of a case. J Oral Maxillofac Surg.
1990;48(4):409-415.

Eisenbud L, Sciubba J, Mir R, Sachs SA. Oral presentations in
non-Hodgkin’s lymphoma: areview of thirty-one cases: partI. data
analysis. Oral Surg Oral Med Oral Pathol. 1983;56(2):151-156.
Piattelli A, Croce A, Tete S, Artese L. Primary non-Hodgkin’s
lymphoma of the mandible: a case report. J Oral Maxillofac Surg.
1997;55(10):1162-1166.

Harris N, Jaffe ES, Stein H, et al. A revised European-American
classification of lymphoid neoplasms: a proposal from the
international lymphoma study group. Curr Diagn Pathol.
1995;2(1):58-59.

Trost O, Charon-Barra C, Soichot P, Moreau G, Trouilloud P,
Malka G. Lymphome B mandibulaire isolé révélé par une anes-
thésie du nerf alvéolaire inférieur. Rev Stomatol Chir Maxillofac.
2009;110(2):101-104.

Park I, Kang S. Distal appendicular skeletal involvement of dif-
fuse large B-cell lymphoma on technetium-99m methylenedi-
phosphonate bone scintigraphy and 18 F-fluorodeoxyglucose
positron emission tomography/computed tomography: a case re-
port. J Med Case Rep. 2017;11(1):89.

Bhattacharyya I, Chehal HK, Cohen DM, Al-Quran SZ. Primary
diffuse large B-cell lymphoma of the oral cavity: germinal center
classification. Head Neck Pathol. 2010;4(3):181-191.

Regezi JA, Sciubba JJ, Jordan RC. Oral Pathology: Clinical
Pathologic Correlations. 7th ed. St Louis: Saunders Elsevier:
Elsevier Health Sciences; 2016.

16.

17.

18.

19.

20.

21.

22.

23.

24.

25.

26.

217.

28.

Kirita T, Ohgi K, Shimooka H, Okamoto M, Yamanaka Y,
Sugimura M. Primary non-Hodgkin’s lymphoma of the mandible
treated with radiotherapy, chemotherapy, and autologous periph-
eral blood stem cell transplantation. Oral Surg Oral Med Oral
Pathol Oral Radiol Endod. 2000;90(4):450-455.

Dunphy CH, Panella MJ, Grosso LE. Low-grade B-cell lym-
phoma and concomitant extensive sarcoidlike granulomas: a
case report and review of the literature. Arch Pathol Lab Med.
2000;124(1):152-156.

Hollingsworth HC, Longo DL, Jaffe ES. Small noncleaved cell
lymphoma associated with florid epithelioid granulomatous re-
sponse: a clinicopathologic study of seven patients. Am J Surg
Pathol. 1993;17(1):51-59.

Laforga JB, Aranda FI, Gasent JM. Splenic marginal B-cell
lymphoma with epithelioid granulomas. Report of a case
with cytologic and immunohistochemical study. Cancer Ther.
2009;7(1):21-26.

Nyunt W, Wong YP, Wan Jamaludin WF, Abdul Wahid SF.
Diffuse large B cell lymphoma with chronic granulomatous in-
flammation. Malays J Pathol. 2016;38(1):55-59.

Boston HC, Dahlin DC, Ivins JC, Cupps RE. Malignant lym-
phoma (so-called reticulum cell sarcoma) of bone. Cancer.
1974;34(4):1131-1137.

Ho F, Todd D, Loke SL, Ng RP, Khoo RK. Clinico-pathological
features of malignant lymphomas in 294 Hong Kong Chinese
patients, retrospective study covering an eight-year period. Int J
Cancer. 1984;34(2):143-148.

Messina C, Christie D, Zucca E, Gospodarowicz M, Ferreri Al.
Primary and secondary bone lymphomas. Cancer Treat Rev.
2015:41(3):235-246.

Rathmell A, Gospodarowicz MK, Sutcliffe SB, Clark RM.
Localised lymphoma of bone: prognostic factors and treatment
recommendations. The Princess Margaret Hospital Lymphoma
Group. Br J Cancer. 1992;66(3):603.

Tao R, Allen PK, Rodriguez A, et al. Benefit of consolidative ra-
diation therapy for primary bone diffuse large B-cell lymphoma.
Int J Radiat Oncol Biol Phys. 2015;92(1):122-129.

Castellino R. The non-Hodgkin lymphomas: practical concepts
for the diagnostic radiologist. Radiology. 1991;178(2):315-321.
Vaid S, Jadhav J, Chandorkar A, Vaid N. Bilateral non-Hodgkin’s
lymphoma of the temporal bone: a rare and unusual presentation.
Case Rep Otolaryngol. 2016;2016:2641876.

Wang J, Fan S, Liu J, Song B. A rare case report of primary bone
lymphoma and a brief review of the literature. OncoTargets Ther.
2016;9:4923.

How to cite this article: Yucesoy T, Kilic E, Ocak H,
Alkan A, Deniz K. Gastrointestinal tract metastasis of
mandibular diffuse large B-cell lymphoma. Clin Case
Rep. 2018;6:1713—1717. https://doi.org/10.1002/
ccr3.1704



https://doi.org/10.1002/ccr3.1704
https://doi.org/10.1002/ccr3.1704

