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Abstract: Multiple myeloma (MM) commonly presents with anemia and bone pain. Besides 
bone marrow involvement, MM has a tendency to involve other organs with gastrointestinal 
(GI) tract, especially lower GI tract involvement being uncommon. Our case shows an 
elderly male with anemia due to suspected GI malignancy. Investigations revealed anemia, 
thrombocytopenia, positive stool occult blood and inconclusive diagnostic endoscopic find-
ings. An elevated serum total protein, serum calcium and serum creatinine gave rise to the 
suspicion of MM which was later supported by the fulfilment of the CRAB criteria, expressed 
as hypercalcemia, renal failure, anemia and lytic lesions on skull X-ray. The relationship 
between multiple myeloma and GI bleeding is rare and indicates extramedullary disease 
which is a sign of poor prognosis. Early detection may alter the prognostic course of MM. 
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Introduction
Plasma cell malignancy arises from monoclonal proliferation of plasma cells, and 
these include multiple myeloma (MM), primary plasmacytoma and extramedullary 
plasmacytoma. Extramedullary plasmacytoma can occur in the presence of another 
plasma cell malignancy such as MM.1

Neoplastic proliferation of plasma cells in the bone marrow resulting in exten-
sive bone destruction with systemic features suggestive of malignancy is character-
istic for MM.2 Occasionally they can infiltrate other organ systems such as the 
kidney causing renal impairment. Most MM patients show features related to the 
infiltration of plasma cells into the bone or involved organ. The main cause of 
morbidity is bone involvement as osteolytic bone lesions show no new bone 
formation.2 The common clinical features patients present with are anemia, bone 
pain, elevated serum creatinine, generalized weakness, elevated serum calcium and 
weight loss.3

Diagnosis of MM is based on clonal bone marrow plasma cells ≥10% or bone or 
extra-medullary plasmacytoma histologically proven, and with any one or more mye-
loma defining events;2 end-organ damage due to plasma cell infiltration (hypercalce-
mia, renal insufficiency, anemia and bone lesions, meeting the CRAB criteria), clonal 
bone marrow plasma cell percent ≥60%, free light chain (FLC) level ≥100mg/L and/or 
more than 1 focal lesion on magnetic resonance imaging.

Anemia mainly occurs due to the replacement of bone marrow by plasma cells. 
But other possible causes include erythropoietin deficiency, renal failure, che-
motherapy, dysregulated cell apoptosis and vitamin B12 or folate deficiency.4 
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Myeloma bone complications include bone pain, patholo-
gic fractures, cord compression and hypercalcemia. This is 
characterized by increased bone resorption and reduced 
bone formation leading to osteoporosis and lytic lesions. 
The lesions result from direct deposition of plasma cells 
within the bone, as well as osteoclast stimulation and 
osteoblast inhibition through cytokine production via inter-
actions between the plasma cells and micro-environment. 
The most frequent sites of skeletal involvement include 
vertebrae, proximal humerus, sternum, ribs, pelvis and 
femur.4,5 Renal impairment may occur due to renal tubular 
damage by free light chains, hypercalcemia, infection, 
dehydration and chronic non-steroidal anti-inflammatory 
drugs use.5,6

The presentation of gastrointestinal (GI) plasmacytoma 
is non-specific, alternate to other sites of organ involve-
ment, and the common symptom is abdominal pain. Other 
symptoms include lower GI bleeding, weight loss, change 
in bowel habits and large bowel obstruction.7

We present a case of an elderly patient that presented, 
not in MM, but with features of anemia suspecting lower 
GI malignancy or inflammatory bowel disease.

Case Report
A 78-year-old male presented with easy fatigue and aware-
ness of heartbeat 2 weeks before admission. He reported 
multiple episodes of dizziness and weakness upon exer-
tion. He did not report any history of bleeding from nose, 
mouth or stool. He did not complain of hematuria or 
reduced urine output. On examination, he had conjunctiva 
and palmar pallor with no palpable lymphadenopathy and 
no icterus. His chest and abdominal examination were 
relatively normal.

He was initially found to have normocytic, normochro-
mic anemia of 5.3g/dL and platelet count of 49x109/L. The 
peripheral blood smear did not show any evidence of abnor-
mal morphology. A stool sample showed positive occult 
blood suspecting the patient to have an upper gastrointestinal 

Figure 1 Lateral skull X-ray shows multiple well-circumscribed lytic punched-out round lesions (blue arrows).
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(GI) bleeding. An esophagogastroduodenoscopy showed dif-
fuse mucosal pallor with minimal inflammation only. An 
abdominal ultrasound was relatively normal.

His control hemoglobin was 4.1g/dL after blood transfu-
sion, suspecting ongoing bleeding. A colonoscopy showed 
clots under the superficial mucosa on different sites with 

Figure 2 Axial CT abdomen bone window shows lytic lesions in the vertebral body (upper blue arrow) and right transverse process (lower blue arrow).

Figure 3 Axial CT pelvis bone window shows lytic lesion in the right ischial bone (blue arrow).
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superficial clots and fresh blood throughout the colon which 
could be explained by thrombocytopenia. Biopsy was not 
taken due to risk of bleeding. However, lesions in the caecum 
and terminal ileum could not be ruled out. At this point, he was 
suspected to have malignancy of the colon or inflammatory 
bowel disease. The carcinoembryonic antigen was 1.48ng/mL. 
Further workup showed him to have an INR of 1.3, repeat 
hemoglobin of 4.7g/dL and repeat platelets of 47x109/L.

His general condition was not improving and had a 
poor performance status. A C-reactive protein showed 
25,005ng/mL (normal 0–700ng/mL) and lactate dehydro-
genase of 217.3U/L (normal 240.0–480.0U/L). Part of his 
liver workup showed serum albumin of 27.4g/L and a 
serum total protein of 99.7g/L.

Following the elevated serum total protein levels, a 
serum creatinine and serum calcium were 485µmol/L and 
3.91mmol/L, respectively. His skull X-ray showed multiple 
clear punched-out lesions in the skull bones (Figure 1). An 
abdominal computed tomography (CT) scan showed no 
obvious abdominal malignancy but detected osteolytic 
bone lesions on the thoracolumbar spine and pelvis 
(Figures 2, 3 and 4). All these lesions were present without 
reported bone pain. A serum protein electrophoresis 
showed M component 68g/L, kappa free light chain 
16.0mg/L, lambda free light chain 974.0mg/L, kappa/ 
lambda ratio of 0.016 and β2-microglobulin 33.0mg/L.

Given his poor performance status, he was initiated on 
cyclophosphamide 75% of the required dose and dexa-
methasone 20mg IV. Bortezomib was not given due to 
thrombocytopenia. Unfortunately, he was not fit to endure 
the next dose and passed away.

Discussion
Our case reported an elderly male who presented with lower 
GI bleeding, anemia and thrombocytopenia. Given his age, 
he was investigated for suspected lower GI malignancy as a 
first differential. With no obvious lesion found on endoscopic 
studies, a finding of serum hyperproteinemia prompted 
further investigation. He was found to have renal impair-
ment, elevated serum calcium, skeletal involvement and 
elevated serum FLC highly suggestive of MM. Our case 
shows an example of extramedullary disease of the GI tract 
which is rare hence suspicion of GI malignancy first.

Extramedullary plasmacytoma occurs in around 3–20% of 
plasmacytomas in various studies, and involvement of the 
colon is rare.1,8 It is commonly seen in upper respiratory tract 
(82%) with the rest in the urinary bladder, brain, thyroid, skin, 
etc. Involvement of GI tract is seen in less than 10% of cases, 

frequent in the small intestinal tract, followed by the stomach 
colon and esophagus.8 Involvement of the GI tract in MM 
occurs later in disease progression or relapsing disease.9,10

Bleeding is more common in advanced stages of MM 
and likely an end-stage event.11,12 Bleeding in such con-
ditions usually have multifactorial pathophysiology 
including thrombocytopenia, paraproteinemia, acquired 
bleeding disorders, amyloidosis, renal failure and vascular 
endothelial damage.9,13,14 Identifying these abnormalities 
is important, but the mainstay of therapy includes treat-
ment of the underlying disease.13

The main cause of bleeding in MM is due to defective 
primary hemostasis.12 Our patient presented with high 
serum β2-microglobulin and serum free light chains sug-
gestive of very active disease which may be reflective of 

Figure 4 Sagittal CT abdomen and pelvis bone windows shows two lytic lesions in 
T12 (upper blue arrow) and L3 (lower blue arrow) vertebra.
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increased bleeding tendencies relating to defective primary 
hemostasis.12

There is no definitive treatment for colon plasmacytoma. 
Studies have shown surgical intervention has good outcomes, 
and radiation therapy is used if surgery is not indicated.1 The 
use of adjuvant chemotherapy is recommended for patients 
with higher-grade disease, tumor size >5 cm, or refractory 
disease. The prognosis of GI involvement is unknown; how-
ever, studies have indicated a poor prognosis.1,8,9

Multiple myeloma is a systemic disease affecting mul-
tiple organ systems with varying atypical presentations. 
Presence of GI bleeding with inconclusive endoscopic 
and imaging studies may be related to hematopoietic 
malignancies which should be addressed further. But 
bleeding in MM is seen as a late complication suggestive 
of poor prognosis. Hence, early diagnosis and treatment 
are preferable in an attempt to alter the prognosis of MM.
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