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ABSTRACT

Multiple myeloma (MM) is a disease of plasma cell replication, leading to a disruption of hematopoiesis, which commonly presents
clinically with anemia and fatigue. Extramedullary myelomas are plasma cell collections in bone or soft tissue associated with MM
and most often occur later in the disease process. We present a case of a patient with symptomatic anemia with actively bleeding
gastric nodules, which were later found to be extramedullary gastric myelomas when pathology demonstrated kappa-restricted
plasma cell neoplasms. To confirm the overall diagnosis, a bone marrow biopsy verified the patient had MM.
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INTRODUCTION

Multiple myeloma (MM) is a malignancy characterized by the uncontrolled growth of plasma cells in the bone marrow. This
uncontrolled growth disrupts normal hematopoiesis, and the most common symptoms of MM stem from the disruption of
hematopoiesis resulting in anemia. Other symptoms of MM include bone pain, bone aches, fatigue, hypercalcemia, and kidney
failure.1 Gastrointestinal (GI) symptoms are extraordinarily rare.

A plasmacytoma is an abnormal collection of plasma cells that is a solitary tumor, usually within bone, but can also found in
extramedullary soft tissue. Plasmacytomas can also be associated with MM and are then considered extramedullary myelomas
(EMM). The mechanism ofMM cells disseminating to extramedullary sites is not well understood; however, proposed mechanisms
involve the microenvironment between the MM cells and the bone marrow.2,3 The alteration in the expression of chemokine
receptors and adhesion molecules on MM cells possibly leads to dissemination from the bone marrow into the extramedullary
environment.2 In addition, Handa et al discovered long noncoding RNAs regulating gene expression, specifically MALAT1, are
found in higher quantities in extramedullary MM cells compared with intramedullary MM cells.4 In patients with MM, EMM is
defined as plasma cells foundoutside of the bonemarrow in distant soft-tissue sites. EMMat the time of diagnosis ofMM is extremely
rare and is associatedwith a poor prognosis. EMM, however, can occur in up to 30%of patients throughout the disease course ofMM.
The most common sites for spread include the liver, kidney, central nervous system, and lymph nodes.5 Extramedullary GI
plasmacytomas are exceedingly rare, accounting for only 4% of all plasmacytomas.6

CASE REPORT

An 83-year-old man presented to the hospital with a 2-month history of fatigue, dyspnea on exertion, and melena. His medical
history was significant for chronic anticoagulation therapy, coronary artery disease, and chronic kidney disease. Vital signs were
significant for a heart rate of 112 beats per minute and normal blood pressure. His physical examination was remarkable for
a chronically ill-appearing male individual, with irregularly irregular heart rhythm, and scattered bruises on bilateral upper
extremities. Rectal examination revealed melena.
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Two months before his presentation, the patient’s laboratory
test results were significant for a hemoglobin of 12.2 g/dL. His
creatinine had recently increased from his previous baseline of
1.2–1.57 mg/dL, and his calcium was normal at 9.1 mg/dL. At
the time of his presentation, his laboratory test results were
significant for a hemoglobin of 7.6 g/dL, a platelet count of
112 103/3mL, a corrected calcium of 11.6 mg/mL, and a creat-
inine of 5.37 mg/dL. He underwent an abdominal and pelvic
computed tomography imaging, which was significant for
a mass-like soft-tissue density in his pelvis.

Because of the complaint of melena and concern for GI
bleeding, the patient had an upper endoscopy, which revealed 3
bleeding 4–7mmumbilicated papules in the proximal stomach,
seen in Figure 1. Biopsies were taken, and the pathology showed
a diffuse mucosal infiltrate of atypical, anaplastic plasma cells
with multinucleation, nucleoli, and numerous mitotic figures,
as shown in Figure 2. The plasma cells were kappa restricted by
kappa/lambda in situ hybridization, displayed in Figure 3.
These findings were consistent with extramedullary plasma-
cytomas, and the clinical picture overall was concerning for
a new diagnosis of MM.

Subsequently, a bone marrow biopsy was performed, and it
showed numerous neoplastic plasma cells, representing 80% of
marrow cellularity. Cytogenetics studies showed a complex
hyperdiploid karyotype. These findings were diagnostic ofMM.

Because of the patient’s age, comorbidities, and severe renal
failure, he was a poor candidate for a hematopoietic transplant,
so the patient was started on bortezomib, daratumumab, and
dexamethasone. This aggressive combination including a pro-
teosome inhibitor, monoclonal antibody, and steroids was
chosen because of his MM presenting with significant cancer
burden. Lenalidomide, an immunomodulator, was planned to
be initiated outpatient. He also required inpatient dialysis be-
cause of malignant hypercalcemia, as well as multiple blood

transfusions daily because of ongoing upper gastric bleeding
from the plasmacytoma. Although there was a plan to biopsy
the new soft-tissue density in the pelvis noted on the computed
tomography imaging, the patient opted to transition to comfort
measures because of his clinical forecast and the burden of his
diagnosis.

DISCUSSION

Our case is an unusual presentation for a new diagnosis of MM
exhibiting as a severe upper GI bleed from a gastric plasmacy-
toma, representing an EMM in the setting of newly diagnosed
MM. Only 3.3% of people with MM have extramedullary dis-
ease at the time of diagnosis, and presentation with extra-
medullary disease is associated with a worse prognosis.7 Plasma
cell neoplasms involving the GI tract are rare, and bleeding GI
lesions are even more uncommon, with 1 literature review
documenting only 27 such case reports of this presentation. In
25% of those cases, the patient later went on to be diagnosed

Figure 1. Retroflexion view during upper endoscopy demonstrating
actively bleeding extramedullary gastric myeloma.

Figure 2.Hematoxylin and eosin stain of the gastric nodule biopsy at
4003 magnification showing anaplastic and atypical plasma cells
with multinucleation, nucleoli, and numerous mitotic figures.

Figure3.Kappa in situ hybridization at 1003magnification showing
the plasma cells are kappa-restricted.
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withMM.Melena was themain presenting complaint in almost
half of those of those patients.8

This case contributes to the existing body of literature by de-
scribing a patient with fatigue and dyspnea with active GI
bleeding from gastric nodules initially believed to be isolated
extramedullary plasmacytomas. After a bone marrow biopsy
confirmed MM, the plasma cell neoplasms were discovered to
be extramedullary gastric myeloma, a rare sequela of the
patient’s new MM diagnosis.

The presence of extramedullary disease in a patient with MM is
a poor prognostic sign, and aggressive treatment is recom-
mended.5 Although treatment is not standardized, a combination
approach consisting of a proteasome inhibitor, immunomodu-
latory agents, and steroids is considered key treatment.9 Borte-
zomib, a proteasome inhibitor, has shown promise in improving
outcomes of extramedullary disease and is considered a valuable
component when treating aggressive manifestations of MM.9,10

Autologous stem cell transplants are the preferred treatment
progression after initial treatment in eligible patients.5,10

In conclusion, we highlight the importance of early GI in-
tervention in a patient with upper GI bleeding because of the
poor prognostic factors associated with EMM in patients with
MM. Although gastric plasmacytomas are a rare cause of GI
bleeding, they have implications for aggressive treatment and
should remain on the differential of acute upperGI bleeds. Swift
diagnosis through tissue biopsy was crucial to diagnosing this
gastric plasmacytoma, ultimately leading to our patient’s di-
agnosis of MM.
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