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Abstract

Background: Lymphoma and gmultiple myeloma account for a small but significant
proportion of all oral malignancies. ©ral manifestations of hematopoietic malignancies are
sometimes diagnosed with,_ delay, as most of them mimic various other diseases like
osteomyelitis and periodontal diseases. We present five unusual, challenging cases of head
and neck lymphomas«and one,case of oral myeloma.

Methods: In this ‘article,”we report six cases, five cases of oral lymphomas, and one oral
multiple myelemascase. All cases were initially diagnosed by oral histopathologists and then
referred to,Specialists for further treatment.

Results: We report these cases to understand these lesions better, as we saw some worrisome
delays.dn their diagnoses. We aim to raise awareness about these hematopathological diseases
among'general dentists.

Conclusion: It is crucial for the multidisciplinary team members to thoroughly examine the
oral cavity for any worrisome lesions like these, as they might be an initial sign of a systemic
disease. Pathologists must also be aware of the pitfalls in the interpretation of
immunohistochemical sections and the immune profile of a tumor.
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Introduction

Several systemic diseases, like Crohn's disease, myelomas, and lymphomas, show oral
manifestations; however, these symptoms are not pathognomonic and might be the initial
signs of the disease. Lymphoma, a malignant hematopathological disease, shows clonal
proliferation of lymphoid cells or their precursors 1. The lymphoid tissue in the oral cavity
can potentially undergo malignant transformation and cause systemic diseaseSy.sSuch as
lymphoma 2. They account for 14% of head and neck cancers, and 97% of these ake reported
to be non-Hodgkin's lymphomas 3. Multiple myeloma shows monoclonal“proliferation of
plasma cells and is rarely reported in the oral cavity 4. These account, for ‘enly 10% of
hematological cancers 5. Multiple myeloma exhibits varied clinical preseatations; therefore,
awareness of suspicious lesions of the oral cavity is critical fer proper diagnosis and
treatment.

In this article, we report six cases: five cases of lymphomas andyone multiple myeloma case
that presented initially in the oral cavity. This artiele alsoyhighlights the various clinical
symptoms of these hematopathological diseases,“the diagnestic challenges faced, and the role
of general dentists in diagnosing these diseases.

Methods

From 2008 to 2021, five patients_with oral lymphoma and one with multiple myeloma
presented to the Department of, Oral Pathology of a private dental college and hospital in
Chennai, Tamil Nadu. Fourgatients presented with diffuse B cell lymphoma and one patient
with Hodgkin's lymphoma. Oral pathologists diagnosed all the above cases and then referred
them to the specialists for further treatment. Clinical presentation (Figure 1),
histopathological\features (Figure 2), and immunohistochemical findings are provided in
Table 1.

Results

We report these cases to improve practitioners’ understanding of these lesions, as we saw
some worrisome diagnosis delays. Various diagnostic procedures were performed due to the
wide variety of differential diagnoses. Biopsy procedure was also found to be delayed in a
few cases.

Discussion
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Hematological malignancies like lymphomas and myelomas present as the proliferation of
lymphoid and plasma cells, respectively. Lymphoma and multiple myeloma comprise a small
but significant proportion of oral cancers, and these lesions have various presentations in the
oral cavity 6. The data for the above malignancies in India is limited. In this case series, we
report six cases of lymphoma and myeloma for a better understanding of these lesions.

Hematological malignancies like lymphomas and myelomas show varied clinical
presentations, which mimic diseases like osteomyelitis, sarcomas, and common conditions
such as periodontitis. In our case series, all the patients, including those with Hodgkin's and
non-Hodgkin's lymphoma, complained of swelling, and two patients reported pain. The
patient with Hodgkin's lymphoma showed multiple swellings along the course of, lymph
nodes. None of the clinical features mentioned above are specific to lymphema. Mereever,
the patient with Hodgkin's lymphoma had been treated with antibiotics, suspgeting agacterial
infection, and there was a delay in performing a biopsy. Differentiating ghese, malignancies
from infectious diseases like cytomegalovirus and Epstein-Barr vigts “infections is also
important. Multiple myeloma is less common in the oral cavity and might present as swelling
in the jaw with tooth mobility, paresthesia, and cortical destructien ‘ef bene 7. Our case also
had swelling and a mobile tooth in the upper front tooth region.“None of these symptoms are
particularly specific to multiple myeloma and can lead to a“misdiagnosis in their initial
stages. The clinical symptoms of oral lymphomas,(bothy Hedgkin's and non-Hodgkin's
lymphoma) and multiple myeloma were heterogeneous, insour case series. A wide range of
differentials can be given for these lesions.

Lymphoma and myeloma diagnosis is one of the mest complicated tasks in histopathology,
and the exact classification greatly affects the ‘patient's treatment and overall prognosis. An
invasive diagnostic procedure like a biopsy. should be taken if the clinical or radiographic
findings are doubtful and do not match the<patient's history and symptoms. Adequate tissue
sampling and auxiliary pathologicC teSts.are necessary for an accurate diagnosis. In our case
series, an incisional biopsy was dene’in five cases, and a true-cut biopsy was done for the
Hodgkin's lymphoma case™Aswit' was a true cut biopsy specimen, further subtyping of
Hodgkin's lymphoma gwas impossible. Improper biopsy techniques with insufficient tissue
will further hinder_the, diagnosis and delay the treatment 8. We recommend an incisional
biopsy to_ ensute “sufficient tissue for further diagnostic procedures, such as
immunohistoehemistry’and molecular diagnostic tests. This prevents delays in diagnosis and
treatment._‘Oral “pathologists should communicate with the surgeons in case of doubts
regarding the symptoms and inform them about the adequate tissue requirement.

Pathologists must be aware of the pitfalls in the interpretation of immunohistochemical
sectionsg and the immune profile of a tumor. Immunohistochemistry must be used with
knowledge of the sensitivity and specificity of each marker. In our case of multiple myeloma,
CD45 was positive. CD45, a common leukocyte antigen, is a transmembrane protein found
on all nucleated hematopoietic cells. Most myeloma cases are not positive for CDA45.
However, it has been reported that immature proliferating myeloma cells are positive for
CD45 9. According to Kumar S et al., myeloma patients with CD45 positivity have an
increased overall survival 10. Knowledge of the immunohistochemical markers and their
staining patterns is critical in diagnosing a disease. As CD45 was positive in our case, other
than lymphoma, we had a differential diagnosis of multiple myeloma, and the patient was
sent for flow cytometry. Flow cytometry can be used when immunohistochemical techniques
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fail to identify the antibodies in FFPE (formalin-fixed paraffin-embedded sections). These
diagnostic methods should be implemented in the routine diagnosis of hematopathological
diseases.

This article describes various clinical presentations of patients with hematopathological
diseases affecting the oral cavity and raises awareness among general dentists. The main
cause of misdiagnosis or delay in these types of lesions could be lack of access to specialists,
poor compliance, and similarity of pathological manifestations. In our experience, if a patient
presents with an unusual swelling and is not responding to the primary treatment modality,
other rare lesions should be considered, and a biopsy should be performed.

Strengths and Limitations

This case series provides the demographic data, clinical symptoms, and diagn@sti¢ precedures
performed on six patients with lymphoma and myeloma referred to our department.
Furthermore, the article also explains the importance of the judicious usé of\diagnostic
techniques like immunohistochemistry and flow cytometry in diagnosmg these lesions.

Conclusion

General dentists must be aware of these rare conditions as\they/play’an important role in
diagnosing and treating these hematological lesions. The entire Oral cavity should be
thoroughly examined, and the pitfalls in interpreting immunehistochemical sections should
also be considered before the final typing of theserlesions.
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Figures

Figure 1: Photomicrograph shows clinical presentation of (A) Hodgkin's lymphoma, (B) non-

HodgKkin's tymphoma, (C) multiple myeloma
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Figure 2: Photomicrograph shows histopathological features of lymphomas and myeloma (a,
b, c, e, f: 400x and d: 40x%)
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