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ABSTRACT

Non-secretory multiple myeloma (NSMM) is a rare cancer of plasma cells characterized by the absence of detectable
monoclonal M protein in the blood or urine. A 57-year-old woman presented with mandibular pain but without
intraoral swelling. Imaging studies revealed multiple osteolytic lesions in her mandible and pronounced root resorption
of the left mandibular second molar. Biopsy results showed atypical plasmacytoid cells positive for anti-kappa,
CD138, MUMI1, and CD79a antibodies, but negative for anti-lambda and CD20. These results were indicative of a
malignant plasma cell neoplasm. No abnormalities were revealed by free light chain assay or by serum or urine protein
electrophoresis, leading to a diagnosis of NSMM. The patient began chemotherapy in conjunction with bisphosphonate
therapy and achieved remission following treatment. This case underscores the critical role of dentists in the early
detection and prevention of NSMM complications, as the disease can initially present in the oral cavity. (Imaging Sci

Dent 2024; 54: 211-20)

KEY WORDS: Multiple Myeloma; Jaw; Radiography, Panoramic; Immunohistochemistry

Multiple myeloma (MM) is a hematological cancer
characterized by the uncontrolled proliferation of clonal
malignant plasma cells within the bone marrow. This pro-
liferation causes the overproduction of either intact immu-
noglobulins or non-functional immunoglobulin chains.'
These plasma cells produce monoclonal antibodies known
as M proteins, which can be detected in the serum or urine
of patients with MM. M proteins consist of either kappa
or lambda light chains, with or without associated heavy
chains, and can cause damage to various target 0rgans.2’3
MM represents approximately 10% of all hematological
malignancies.' In 2020, the global incidence of MM was
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1.8 cases per 100,000 people, with a mortality rate of 1.1
deaths per 100,000 individuals.*

The presentation of MM can vary depending on the site
of proliferation, with effects observed primarily in the
bones along with systemic symptoms resulting from an
excess of plasma cells in the bloodstream. The accumu-
lation of immunoglobulins and the interaction of aberrant
monoclonal plasma cells (via M protein) with other cells
in the bone marrow can lead to various complications.
These include hypercalcemia, renal insufficiency, anemia,
and bone lesions (referred to as the CRAB criteria), as
well as infections, fatigue, and pain.” In approximately 3%
to 5% of patients who meet the criteria for MM diagnosis,
no measurable M protein can be detected in the serum or
urine. This variant of MM is known as non-secretory mul-
tiple myeloma (NSMM). Despite the absence of mono-
clonal gammopathy, NSMM typically exhibits the same
clinical and radiological characteristics associated with
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Beyond the mouth: Uncovering non-secretory multiple myeloma through oral symptoms

conventional MM.*” However, NSMM presents the ad-
ditional challenge of a lack of secreted immunoglobulins
such as IgG, IgA, IgM, or kappa or lambda light chains.
This absence of common markers in the blood and urine
complicates diagnosis and monitoring.8

The interaction between malignant plasma cells and
stromal cells (the supportive tissue of organs) within the
bone marrow triggers a cascade of cytokine production
that disrupts the balance between osteoclasts and osteo-
blasts. Consequently, osteoclastic activity is heightened,
while osteoblastic activity is diminished. This disruption
leads to the development of bone erosion areas, which
give rise to lytic lesions—a hallmark of MM 1 In pati-
ents with MM, these changes are frequently observed in
skeletal regions including the vertebral column, femur,
ribs, humerus, pelvis, and skull. However, jaw lesions
have also been documented, and in some cases, these may
represent the first detectable sign of the disease.*”'""?

Oral and jaw lesions can appear in up to 70% of patients
with MM, with the mandible affected in approximately
35% of cases. Common signs and symptoms include pain,
tooth loss, paresthesia, and gingival swelling.13 Howev-
er, the presence of these lesions as an early indicator of
the disease is relatively rare and is more often associated
with disease progression.3‘12 Reports of NSMM involving
the maxillary bones are even scarcerf’”‘16 and to date, no
cases have been detailed as originating from mandibular
involvement. The present report details a case of NSMM
in which the initial findings were identified during dental
consultation.

Case Report

This case report received approval from the Research
Ethics Committee of the Federal University of Ceard, un-
der opinion number 5.911.846. The patient provided her

Fig. 1. Initial panoramic radiograph
revealing extensive radiolucent ar-
eas in the mandible.

free and informed consent. A 57-year-old woman present-
ed to the dental clinic, reporting severe, generalized pain
on the left side of her jaw. She also noted decreased sen-
sitivity in certain teeth and the surrounding gum tissue.
No facial alterations or asymmetry were detected during
the extraoral examination. Intraoral clinical examination
revealed teeth with extensive restorations, some of which
exhibited recurrent caries. The oral mucosa and alveolar
structure appeared normal, with no deviations from the
expected pattern. The patient was unaware of having any
systemic diseases and was not taking any daily medica-
tions. To obtain a more thorough assessment, a panoramic
radiograph was requested (Fig. 1).

Panoramic radiography revealed several multilocular
osteolytic lesions in the mandible, each with a “punched-
out” appearance. Erosion of the bilateral mandibular
cortex was also evident, as was significant external root
resorption at the distal root of the lower left second molar
(tooth 37) and the lower left third molar (tooth 38). Given
these bone changes, a cone-beam computed tomography
(CBCT) scan was requested. From various angles, CBCT
imaging displayed multiple hypodense areas in the man-
dible indicative of medullary and cortical bone erosion,
which also presented a “punched-out” appearance. Nota-
bly, the scan showed no indication of volume augmenta-
tion in the buccolingual direction on the axial view (Fig.
2A). Furthermore, the coronal reconstruction revealed a
clear rupture of the lingual cortical layer near tooth 37
(Fig. 2B), without signs of vertical volume expansion to-
ward the base of the mandible.

Following the imaging evaluation, the clinical diagnosis
was suggestive of a neoplasm of lymphoid origin, such as
MM or lymphoma, or a metastatic process that necessitat-
ed further investigation. The differential diagnosis includ-
ed ameloblastoma, osteosarcoma, Paget disease, or other
fibro-osseous conditions, due to the presence of lytic le-
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Fig. 2. A. Axial section of the initial computed tomography scan
reveals several hypodense osteolytic regions in the mandible.
These regions exhibit a distinct “punched-out” appearance and
demonstrate no increase in volume in the buccolingual direction. B.
A rupture in the lingual cortical layer is evident near the left man-
dibular second molar. Notably, the coronal reconstruction displays
no signs of an increase in vertical volume towards the base of the
mandible.

sions that can share radiographic characteristics with the
primary conditions under consideration. An incisional bi-
opsy of the mandible was performed, with samples taken
from various areas including the left angle near tooth 37,
the anterior region, and the right angle. Macroscopically,
the biopsy fragments were firm and elastic with irregular
shapes and surfaces, exhibited a brownish hue, and had
a softened texture. The cut surfaces of the fragments ap-
peared compact and similarly brownish.
Histopathological analysis revealed plasmacytoid cells
forming diffuse and uniform layers (Figs. 3A and B) and
which displayed varying degrees of differentiation, in-
cluding eccentric nuclei and punctate chromatin (Fig. 3C).
These cells had replaced the fibrovascular connective tissue
and bone marrow. Immunohistochemical analysis indicated
intense and diffuse positivity for anti-kappa (Fig. 3D), an-
ti-CD138 (Fig. 3E), and anti-MUMI1 (Fig. 3F) antibody in
the plasmacytoid cells. Additionally, weak and sparse stain-
ing was noted for anti-CD79a antibody (Fig. 3G), while
anti-lambda (Fig. 3H) and anti-CD20 (Fig. 3I) staining was
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negative. These histopathological findings were consistent
with a diagnosis of plasma cell neoplasm. Given the diffuse
bone lesions observed in the jaw, MM was suspected.

The patient was referred to an oncology and hematol-
ogy service for investigation of the potential underlying
condition. Over approximately 19 weeks, 2 hematological
exams were performed. Complete blood count parame-
ters, including an erythrogram, leukogram, and platelet
count, consistently remained within normal ranges. These
results showed no evidence of anemia or a meaningful
drop in baseline hemoglobin levels. Additionally, serum
calcium levels were within reference limits, with no signs
of hypercalcemia.

However, clear changes were observed in other param-
eters, as illustrated in Table 1. Specifically, the patient’s
creatinine levels increased, exceeding the reference range,
while beta-2 microglobulin levels remained elevated
above reference values. Moreover, the estimated glomeru-
lar filtration rate (éGFR) decreased, indicating a moderate
to severe reduction in kidney function. Notably, the results
of protein electrophoresis remained within expected pat-
terns, with no observed increases in the gamma fraction.

A posteroanterior chest X-ray of the patient’s right side
revealed multiple radiolucent areas with a “punched-out”
appearance in the right humerus, clavicle, scapula, and
ribs. These pathological patterns were not identifiable on
an examination conducted 2 years and 4 months earlier
for a different diagnostic purpose, rendering the presence
of the disease at that time inconclusive (Figs. 4A and B).
Bone densitometry revealed a 13% loss of bone mass in
the lumbar spine region (segments L.1-L4), suggestive of
osteopenia.

Due to the lack of conclusive hematological and imag-
ing findings, the patient continued to undergo diagnostic
investigations. During this time, she sustained a fracture
in the distal segment of the left clavicle following a sud-
den movement at home, with a pathological origin sus-
pected. Radiographic examination of the area revealed ra-
diolucent areas with a “punched-out” appearance in both
the left clavicle and humerus (Fig. 4C).

A computed tomography (CT) scan of the skull, axial
skeleton, and peripheral regions was performed as part of
the evaluation for MM. The CT scan revealed numerous
lytic lesions in various bones throughout the body. The
affected areas included the skull, specifically the frontal
bone, parietal bones, skull base, and facial bones, as well
as the ribs, sternum, clavicles, scapulae, humeri, radii,
cervical spine (particularly from C2 to C5), thoracic and
lumbar spine (particularly from D9 to D11), iliac bones,

— 213 —



Beyond the mouth: Uncovering non-secretory multiple myeloma through oral symptoms

Fig. 3. A. Photomicrograph displaying cellular proliferation invading and replacing the sparse fibrous connective tissue and bone marrow
(hematoxylin and eosin, X 50 magnification). B. This proliferation is characterized by diffuse and uniform layers of plasmacytoid cells
(hematoxylin and eosin, X 200 magnification). C. The plasmacytoid cells exhibit varying degrees of differentiation, some with eccentric
nuclei and punctate chromatin (hematoxylin and eosin, X 400 magnification). D. The cells displayed positivity for the anti-kappa antibody
(immunohistochemical stain, X 50 magnification). E. Anti-CD138 positivity was also evident (immunohistochemical stain, X200 mag-
nification). F. The plasmacytoid cells tested positive for anti-MUM1 (immunohistochemical stain, X 100 magnification). G. Positivity for
anti-CD79a was additionally observed (immunohistochemical stain, X 100 magnification). H. The plasmacytoid cells did not exhibit pos-
itivity for the anti-lambda antibody (immunohistochemical stain, X 50 magnification). I. The plasmacytoid cells stained negative for the

anti-CD20 antibody (immunohistochemical stain, X 100 magnification).

sacral vertebrae, femurs, tibias, and fibulas. The wide-
spread nature of these lesions strongly indicated the pres-
ence of MM.

Since protein electrophoresis did not reveal the pres-
ence of M protein, an additional test was performed to
measure serum free light chain levels; however, these re-

sults were also not indicative of disease. The free kappa
light chain level was 12.2 mg/dL, which falls within the
normal reference range of 6.70 to 22.40 mg/dL. The free
lambda light chain level was 16.9 mg/dL, also within the
normal reference range of 8.30 to 27.00 mg/dL. Further-
more, the kappa/lambda ratio was 0.72, which is within
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Table 1. Results of hematological parameters
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Initial hematological

Six weeks after initial

Reference range

examination examination
Creatinine 0.7 mg/dL 1.40 mg/dL Women over 12 years old: 0.6 to 1.1 mg/dL
Beta-2 microglobulin 2.75mg/L 246 mg/L 1.00 to 2.40 mg/L

Estimated glomerular >90 mL/min/1.73 m*

filtration rate

Protein electrophoresis

417 mL/min/1.73 m®

Normal: >90 mL/min/1.73 m’
Moderate to severe reduction: 30-44 mL/min/1.73 m®

Albumin 4.10 g/dL 4.40 g/dL 32410528 g/dL
Alpha 1 0.30 g/dL 0.29 g/dL 0.08 to 0.43 g/dL
Alpha 2 1.10 g/dL 0.71 g/dL 0.55to 1.10 g/dL
Beta 130 g/dL 0.83 g/dL 0.52to 1.15 g/dL
Gamma 1.00 g/dL 0.78 g/dL 0.64 to 1.54 g/dL

Fig. 4. A. Initial posteroanterior chest X-ray of the patient show-
ing normal imaging characteristics on the right side. B. After 28
months, radiolucent areas with a “punched-out” appearance were
observed in the same region, disseminated across the right humer-
us, clavicle, scapula, and ribs. C. On the patient’s left side, another
radiograph revealed an impacted fracture at the acromial end of
the left clavicle (arrow), accompanied by lytic lesions scattered
throughout the scapula, humerus, clavicle, and ribs.

the reference range of 0.31 to 1.56.
Considering the presence of disseminated bone lesions,

the results of the incisional biopsy, and the absence of
detectable M protein, a diagnosis of NSMM was estab-
lished. The patient began a treatment regimen consisting
of 6 cycles of chemotherapy in combination with steroids.
The chemotherapy protocol included cyclophospha-
mide, bortezomib (Velcade), ondansetron (Nausedron),
and dexamethasone (Decadron). Prior to the initiation of
pamidronate therapy, the patient’s left mandibular second
molar was extracted. Pamidronate therapy was introduced
1 month after the extraction, once the healing was deemed
satisfactory.

Throughout the course of treatment, hematological find-
ings—including complete blood count parameters, calcium
levels, and protein electrophoresis results—consistently
remained within reference ranges. Creatinine and eGFR
levels normalized, with no notable changes observed on
blood or urine protein electrophoresis. One year following
the incisional biopsy of the mandible, follow-up panoramic
radiography was performed (Fig. 5A). Clinically and radio-
graphically, the examination revealed satisfactory healing
at the site of the extracted tooth 37 and apparent stabiliza-
tion of the multilocular osteolytic lesions in the maxillae
(Figs. 5B and C). Additionally, posteroanterior and lateral
skull radiographs (Fig. 6) displayed a bone pattern indic-
ative of osteoporosis in the cranial vault, as well as dis-
seminated osteolytic lesions in the mandible. The patient
completed a course of chemotherapy in combination with
bisphosphonates, resulting in disease remission. She is cur-
rently awaiting an autologous bone marrow transplant as
part of ongoing management.

Discussion

MM can be asymptomatic or present with nonspecific
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symptoms such as bone pain, anemia, fatigue, and os-
teolytic skeletal lesions, particularly in the early stages.’
Moreover, in a small percentage of cases, monoclonal
serum and urinary gammopathy may go undetected, fur-
ther complicating the diagnostic process. These cases are
designated as NSMM.” This report presents a compelling
case of NSMM, initially identified based on jawbone le-
sions associated with nonspecific mandibular pain and
inconclusive laboratory results.

When B cells transform into abnormal plasma cells,
they produce large quantities of an abnormal antibody
(a monoclonal immunoglobulin), termed the M protein.
This protein is detectable in the blood and urine. In certain
cases, these cells may not produce the complete immuno-
globulin, instead releasing only the light chains—known as
Bence-Jones proteins—into the bloodstream.”!'” Malignant
plasma cells can interact with the bone marrow stroma and
an extensive network of cytokines, potentially leading to
osteolytic destruction, extramedullary expansion, or the

Fig. 5. A. Panoramic radiograph
obtained following the extraction
of the lower left second molar and
chemotherapy for non-secretory
multiple myeloma, showing satis-
factory healing at the extracted tooth
socket site. B. Parasagittal section of
cone-beam computed tomography
demonstrating the resolution of the
previously noted cortical disruption
in the region of the extracted lower
left second molar. C. The mucosa
appeared clinically normal, with no
signs of exposed bone.

formation of soft tissue plasmacytomas.'® The present case
involved bone involvement in various parts of the skeleton;
however, no extramedullary or soft tissue lesions were ob-
served, underscoring the need for thorough investigation.
The International Myeloma Working Group updated the
diagnostic criteria for MM in 2014, incorporating validat-
ed biomarkers alongside the traditional CRAB features
(hypercalcemia, renal insufficiency, anemia, and bone
lesions). A current MM diagnosis may include 1 or more
CRAB features, which signify organ damage, as well as
either the presence of clonal plasma cells in the bone mar-
row at a level of 10% or higher, or biopsy confirmation of
a bone or extramedullary plasmacytoma. Clonality should
be established by demonstrating kappa or lambda light
chain restriction using flow cytometry, immunohistochem-
istry, or immunofluorescence." Although bone lesions—in-
cluding a pathological fracture—were evident in the pres-
ent case, neither hypercalcemia nor anemia were observed.
However, signs of renal involvement were evident, as
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indicated by elevated creatinine levels and reduced eGFR.
The diagnostic criteria for MM were fulfilled based on the
presence of multiple bone lesions (a CRAB criterion) and
the confirmation of monoclonality via bone biopsy. Never-
theless, the diagnosis was complicated by the absence of
detectable M protein.

MM cells produce monoclonal immunoglobulins, which
are detectable through serum or urine protein electropho-
resis. In patients with MM, protein electrophoresis typical-
ly reveals an M protein spike in the y (gamma) region, in
addition to the albumin peak. However, in rare cases, such
as with NSMM, the absence of monoclonal proliferation
can complicate the diagnosis due to the lack of monoclo-
nal gammopathy.m’21 In the present case, serum and urine
protein electrophoresis did not reveal the characteristic
changes associated with MM. Consequently, when NSMM
is suspected, it is important to conduct serum-free light
chain analysis, as this technique can quantify free kappa
and lambda chains at very low concentrations, even when
monoclonal protein levels are undetectable by protein
electrophoresis and immunofixation. If the values remain
within the normal range, a diagnosis of NSMM should be
considered. In this report, the serum free light chain ratio
was found to be normal.’

NSMM typically presents with clinical and radiologi-
cal characteristics similar to those of conventional MM,6
which may include bone pain, pathological fractures, and
almyloidosis.l’22 The areas of bone involvement are usually
those with high bone marrow content, including the skull,
spine, sternum, vertebrae, pelvis, and hips. The maxil-
lary bones are affected in approximately 30% of cases,
with osteolytic lesions being the most common oral find-

182324
ings.
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Fig. 6. A. Posteroanterior skull
radiograph revealing osteoporosis
in the cranial vault, with evident
osteolytic involvement of the man-
dible. B. Lateral skull radiograph
displaying the same osteoporotic
features in the cranial vault, as well
as osteolytic involvement of the
mandible.

Oral manifestations are often considered indicators of
disease progression in both MM and NSMM, although
they rarely represent initial signs of the disease. However,
some published reports have identified oral manifestations
as initial clinical signs of the condition. This includes intra-
oral swelling with osteolytic lesions in the jaws,3‘9’“’23’25'27
jawbone lesions without swelling,28 involvement of the
mandibular condyle,zg’30
out maxillary involvement.” In the early diagnostic stages
of the present case, the first lesions observed were in the
mandibular bone and were associated with pain and re-
duced sensitivity, but with no swelling or changes in the
oral mucosa.

and even soft tissue lesions with-

The English-language literature on oral manifestations
and maxillary involvement in NSMM is sparse. Whicher
et al. (1975) identified NSMM in a 69-year-old woman
who presented with left shoulder pain, with further inves-
tigation revealing osteolytic lesions in the skull, mandi-
ble, humerus, and femurs." Gray et al. (1997) described a
56-year-old woman with a secondary NSMM lesion in the
left maxillary tuberosity; the patient experienced pain and
mucosal swelling, with radiographic evidence of bone loss
in the affected area.'® Neeravari et al. (2011) reported the
case of a 23-year-old woman with NSMM who presented
with bilateral lower limb weakness and severe osteoporo-
sis in the vertebral column, as well as multiple lytic lesions
in the skull and mandible.® Lee et al. (2022) documented
a case involving a 36-year-old man with NSMM, who ex-
hibited facial swelling, nasal congestion, and cough. Im-
aging revealed lesions in the left main bronchus and the
left maxilla, which presented as multiple extramedullary
plasmacytomas.14 In several cases of women between 23
and 69 years old, the mandible exhibited greater involve-
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ment than the maxilla,6"5’16 similar to the present case. Re-

markably, in none of these cases was NSMM investigation
initiated through dental evaluation or in response to man-
dibular lesions, underscoring the rarity of this report.

Radiographically, NSMM is characterized by the pres-
ence of multiple well-defined lytic lesions with non-scle-
rotic borders, creating a distinctive “punched-out” ap-
pearance. Conventional radiography has limitations, as it
can only visualize lytic lesions when 30% to 50% of the
trabecular bone has been eroded. Furthermore, differential
diagnosis should consider other pathological processes of
the maxilla, including ameloblastoma, osteosarcoma, and
Paget disease.’”*">** Ameloblastoma often presents as a
slow, painless growth of bone, despite its multilocular ap-
pearance and association with tooth resorption.34 Osteosar-
comas range from osteogenic (characterized by a sunburst
appearance) to lytic or a combination of both, with poten-
tial widening of the periodontal ligament space in cases
involving the mandible.”” Paget disease of bone progresses
from a “frosted glass” appearance to a “cotton wool” pre-
sentation.*® These features differentiate it from the present
case, underscoring the importance of careful diagnostic
consideration. Across the array of imaging modalities
available, whole-body low-dose CT (WBLDCT) is recom-
mended; if this does not reveal signs of bone destruction,
axial skeleton magnetic resonance imaging or positron
emission tomography-CT should be considered.” In the
case presented, WBLDCT was instrumental in supporting
the diagnosis by revealing extensive bone involvement.

In cases of suspected MM or NSMM, histological anal-
ysis must be performed. Histologically, these neoplasms
typically exhibit a diffuse proliferation of plasma cells
characterized by cellular and nuclear pleomorphism. These
cells may display hyperchromatism and often contain 2
or more nuclei; they also have abundant eosinophilic cy-
toplasm and an altered nucleus-to-cytoplasm ratio. Cells
with plasmablastic features, such as large size and nuclear
pleomorphism, may be observed. The differential histolog-
ical diagnosis can include diffuse large B-cell lymphoma
and plasmablastic lymphoma. To confirm the diagnosis of
MM or NSMM, it is imperative to establish the monoclo-
nality of the plasma cells, which can be achieved through
immunohistochemical analysis.””"

Monoclonality of neoplastic plasma cells is charac-
terized in immunohistochemistry by light chain restric-
tion, meaning that the tumor cells react to only 1 type of
antibody that targets the light chain components of the
immunoglobulin molecule (either kappa or lambda). Al-
though extremely rare, MM can present with a single

clone expressing both light chains. The tumor cells also
demonstrate positivity for B-cell markers associated with
the post-germinal center and plasma cells, such as an-
ti-CD138, anti-CD38, and anti-MUM-1 antibodies, while
they typically test negative for anti-CD20.””*" In the pres-
ent case, the histological and immunohistochemical anal-
yses conducted on the incisional biopsy of the mandible,
along with the clinical and imaging findings, were consis-
tent with NSMM.

Currently, NSMM has no known cure. However, a
combination of chemotherapy and autologous stem cell
transplantation has enabled many patients to achieve sta-
ble remission for several years. The treatment for NSMM
follows the same regimen as for conventional MM, often
involving the VD protocol, which combines bortezomib
(Velcade) and dexamethasone. The addition of cyclophos-
phamide, doxorubicin, or thalidomide (VTD) may increase
the regimen’s effectiveness. Additionally, bisphosphonates
are used to manage hypercalcemia and to modulate bone
disease. Pain management generally includes opioid an-
algesics and nonsteroidal anti-inflammatory drugs, with
radiation therapy considered for localized bone lesions.'’
In the present case, the patient was treated with the VD
protocol and received pamidronate, an antiresorptive agent
from the bisphosphonate class, which led to disease remis-
sion.

Individuals with NSMM require comprehensive oral
care, ongoing education, and regular monitoring of their
oral health to prevent complications, including medi-
cation-related osteonecrosis of the jaw (MRONJ). Con-
sequently, invasive dental procedures should ideally be
performed at least 4 weeks prior to starting antiresorptive
medications. Patients should be informed of the potential
signs of MRONJ, such as exposed bone and mandibular
paresthesia.”’ Notably, the patient in this case did not de-
velop MRONI following the extraction of tooth 37.

This report presents a case of mandibular bone lesions
associated with NSMM, which were identified as the first
sign of the disease despite the absence of changes in the
oral mucosa. Although initial manifestation of NSMM in
the jawbones is uncommon, this case highlights the key
role of imaging studies and biopsies for detecting system-
ic disease in early or advanced stages. This is particular-
ly important given the frequency of nonspecific clinical
findings and absence of distinctive laboratory markers,
which can complicate diagnosis. For future management,
panoramic radiographs or CBCT are recommended for
the ongoing monitoring of jaw lesions to detect any indi-
cations of disease progression. It is also advisable to pro-
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mote oral health through dental treatment prior to initiat-
ing oncologic therapy, thus reducing the risk of compli-
cations such as infections or MRONI. This case provides
a deeper understanding of NSMM and underscores the
need to consider it within the differential diagnosis when
encountering multiple osteolytic lesions of the jaw.
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