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Plasma cell neoplasm and related disorders are clonal proliferation of
immunoglobulin producing plasma cells. Most plasma cell abnormality originates as
bone marrow tumor, but they occasionally present in extra medullary sites. We report
a series of seven cases of multiple myeloma diagnosed at our hospital. They
presented as tumour in the arm, acute renal failure at young age, primary amyloidosis
tongue, non-specific back pain, shoulder tumor and as extra medullary dissemination
in pulmonary parenchyma. We have reported these cases in order to demonstrate the
variability in the presentation of multiple myeloma. These uncommon presentations
can easily be missed and give us an insight for considering the possibility of multiple
myeloma with uncommon findings.

Multiple myeloma,
amyloidosis,
non-secretory,
acute renal failure

Introduction

Multiple myeloma (MM) is a clonal monoclonal immunoglobulins or their

malignancy of terminally differentiated B
lymphocytes characterized by uncontrolled
proliferation of abnormal plasma cells. The
clinical features of the disease may be
directly due to proliferation process itself
and or indirectly to substances released by
the neoplastic cells. The former, results in
bone marrow displacement with suppression
of normal hematopoiesis and multiple
osteolytic  lesions  with  pathological
fractures, while the later, results in the
accumulation of monoclonal
immunoglobulins (Igs) (heavy and light
chain), osteoclast activating factor and other
regulating substances. The circulating
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subunits are a leading cause of proteinuria,
renal tubular damage and amyloid deposits.
Stimulation of osteoclasts may result in
hypercalcemia and bone loss 1, 2.

The clinical manifestation of multiple
myeloma depends on the site and extent of
involvement. They have a varied
presentation, 10-40%  cases  being
asymptomatic and 50-70% having bony pain
due to |Iytic lesions and pathological
fractures.

About 1-5% cases may not demonstrate I1gs
or their subunits in serum or urine (non-
secretory multiple myeloma) 3.
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The occurrence of extramedullary disease is
uncommon in multiple myeloma. Myeloma
cells found at extramedullary sites may
either be due to  extramedullary
plasmacytoma (EMP), a variant of multiple
myeloma or due to extramedullary
dissemination of multiple myeloma. The
sites of extramedullary dissemination
reported in the literature are spleen, liver,
kidney, thyroid, adrenal, ovary, lung, pleura,
and pericardium 4.

We encountered seven cases of multiple
myeloma with uncommon presentations in
our institute. A brief clinical summary of the
cases is as follows:

Case reports
Case 1l

57 year old male was a known case of
glomus tumour spine (operated).He was on
regular follow up and underwent tumour
debulking surgery on 2nd November 2010;
He also received adjuvantradiotherapy (RT)
to spine.

During follow up in May 2013 he was found
to have collapsed DV2-DV3, hethen
received palliative radiotherapy to spine.

During review in May 2014 he was found to
have soft tissue swelling (right arm)
involving biceps and triceps.

« USG showed deep intramuscular mass
involving biceps and triceps, likely
malignant fibrous histiocytoma

« CECT Chest showed rib metastasis(right
4th and left 5th ribs),compression
fracture of L2 vertebrae

« MRI rightarm opinion- Likely soft tissue
sarcoma?Malignant fibrous
histiocytoma?
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« Serum electrophoresis showed presence
of monoclonal gammopathy in gamma
globin region (M spike). Serum beta 2
microglobulin-3400 ng/ml.kappa, free
light chain -26.63 (NR 3.30-19.40).
Lambda, free light chain->1620

« Urine for Bence-Jones protein- Negative

« Bone marrow biopsy: Reactive bone
marrow

Trucut biopsy right arm was performed
which  revealed an  extramedullary
plasmacytoma of right arm.Biopsy showed
tumor cells which are plasmacytoid cells
with dicentric nucleus, abundant basophilic
cytoplasm and cart wheel chromatin(Fig
1&2).Immunohistochemistry done on the
biopsy tissue shows the plasma cells to be
diffusely positive for CD138.(Fig 3)

Case 2

A 50-year-old male presented with a vague
complaint of chest pain, cough and mild
breathlessness of 6 months duration. The
pain was moderate in intensity and constant.
Patient was nonsmoker, non-alcoholic with
no history of fever or preceding trauma.

Physical examination revealed no significant

abnormality except mild pallor.

« Radio imaging of chest revealed large
peripheral lung mass with smooth
margins in lateral segment of right
middle lobe showing homogenous
contrast enhancement with erosion of the
adjacent vertebra and ribs

» Routine investigations revealed normal
blood counts with high sedimentation
rate

« There was no renal insufficiency and
liver functions were within normal limits

» Percutaneous fine needle aspiration
cytology and biopsy from pulmonary
lesion was done which showed cellular
infiltrate  comprising  mature  and
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immature plasma cells, including
binucleate and multinucleate forms
along with pulmonary parenchymal cells

Diagnosis of plasmacytoma was
suggested and further work up of patient
was advised to rule out pulmonary
dissemination of multiple myeloma.

» A subsequent skull radiograph showed
multiple punched out Iytic lesions

» Bone marrow aspiration revealed about
10% plasma cells

 Serum protein electrophoresis showed a
monoclonal spike in gamma region
which  on  Immunofixation  (IF)
confirmed it as I1gG kappa type
monoclonal gammapathy

 Bence Jones proteinuria was absent

A final diagnosis of multiple myeloma with
dissemination in pulmonary parenchyma
and adjoining soft tissues was made. Patient
was put on chemotherapeutic agents
melphalan and prednisolone and is under
treatment.

Case 3

A 70-year-old female presented with
complaints of stiffness of tongue, difficulty
in swallowing and weight loss.

Initial examination revealed enlarged and
firm tongue with limited mobility.

The incisional biopsy of tongue revealed a
hyperplastic epithelium, atrophic muscle
fibers and perivascular amorphous, hyaline,
eosinophilic substance on H&E staining.
Congo red stain performed showed orange
colour to the tissue deposit which reacted
positively with anti-amyloid kappa.

A provisional diagnosis of primary
amyloidosis of the tongue was considered
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and further laboratory examination was
performed.

» Investigations revealed normal blood
counts with high sedimentation rate

» Other biochemical results were within
normal limits

» Bone marrow aspiration revealed 60% of
mature and immature plasma cells

» Radiographic studies showed multiple
Iytic lesions in the skull, humerus and
ribs

» Serum protein electrophoresis evaluated
normal serum proteins

» The urine was positive for Bence Jones

proteins
« Urine protein electrophoresis (total
protein, 3,000 mg/24 hours),

demonstrates a single M protein peak in
the gamma region which on urine
immunofixation electrophoresis
confirmed it as monoclonal free kappa
light chains

The diagnosis of multiple myeloma with
secondary amyloidosis tongue was made.
Patient was referred to hematology for
chemotherapy.

Case 4

A 38-year-old male presented to emergency
care with complaints of abdominal cramps
associated with nausea, vomiting, and
decreased appetite. He revealed past history
of intermittent low-grade fever without
chills and rigors and nonspecific pain in his
back and knee joints for which he was
taking  non-steroidal  anti-inflammatory
medicines along with physiotherapy. There
was no history of weight loss, diarrhoea, or
night sweats. Physical examination revealed
only mild discomfort on deep palpation of
abdomen. Supportive treatment was initiated
and routine investigations were done.
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Investigations revealed

» Normal blood counts

» Renal insufficiency (blood urea 103
mg/dL, serum creatinine 15.0 mg/dL)

« Serum calcium level and total protein
were within normal limits

» Urine analysis showed mild proteinuria,
hematuria and granular casts

» Since the etiology of the patient’s renal
failure was not clear, a percutaneous
renal biopsy was performed. Light
microscopy  revealed deposits of
eosinophilic hyaline substance in the
mesangial matrix and around blood
vessels of glomeruli which was positive
for Congo red stain. Initial diagnosis of
renal amyloidosis was made.

Further investigations

« Serum protein electrophoresis revealed
a monoclonal spike in the gamma
region, which on serum
immunofixation electrophoresis
confirmed it as 1gG kappa monoclonal
gammapathy

» Radio imaging showed lytic lesions in
skull, vertebrae and femur

» The aspirated bone marrow revealed
40%  abnormal plasma  cells
confirming the diagnosis of multiple
myeloma with renal amyloidosis

Chemotherapy was initiated  with
bortezomib infusions and
dexamethasone. The patient had

excellent response to chemotherapy with
disease regression.

Case 5

A 53-year-old female presented with
complaints of back ache and right knee joint
pain of two year duration. There was no
history of trauma or history suggestive of
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any significant relation to backache and joint
pain.

Examination revealed tenderness on the
right side of the thoracolumbar spine along
with paravertebral muscle spasm. Bilateral
hip joints were clinically normal with no
joint movement restriction. Neurological
examination showed no root stretch signs or
neurological deficit.

« Laboratory evaluation revealed mild
anemia with normal sedimentation rate

» Biochemical work up was with in
normal limits

+ Radio imaging revealed collapse and
compression fracture of T9 vertebrae

There was no relief from pain with the
symptomatic treatment.

« A subsequent bone scan showed
abnormal increase uptake in
thoracolumbar  vertebrae,  multiple

bilateral ribs and right iliac bone

« Serum protein electrophoresis
normal

« There was no Bence Jones protein in
urine

was

In view of the bony pain with radiological
findings, normal myeloma screen, normal
calcium levels and abnormal bone scan
findings, bone marrow aspiration was
performed which revealed a hypercellular
marrow with near total replacement by
mature and immature plasma cells (80%).
Diagnosis  of  non-secretory  multiple
myeloma was made. Patient received
radiation to relieve his back pain followed
by chemotherapy.

Case 6
50 year old male presented with 10 month

history of swelling on the left shoulder, 8
month history of swelling on the right
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shoulder, 8 month history of swelling on the
left chest wall and back and 3 months
history of weight loss. The swelling on the
left shoulder was associated with pain.
There was a prior history of carrying wood
on the left shoulder and X-ray confirmed a
fracture of the left clavicle.

On examination, there were swellings on
both left and right shoulder joints. There was
a prominent mass on the anterior left chest
wall between the 4th and 6th intercostal
space, midclavicular line measuring 10 cm
by 7cm. There were also other swellings of
various sizes in the back. These swellings or
masses were subcutaneous and were not
fixed to the wunderlying bones. An
impression of metastatic tumour was made
and he was taken up for biopsy of the left
shoulder mass.

Investigations

 Packed cell volume 38%

» White blood cells 6.1X109/L with
Neutrophils 59%, Lymphocytes 38%,
Eosinophils 3%.

 Erythocyte Sedimentation Rate 15mm/hr

« Urinalysis for Bence-Jones Proteins
positive

Excisional biopsy of the mass on the left
shoulder was done which bled profusely
during surgery. The histology report was
highly suggestive of multiple myeloma.
Patient was referred to the Haematology
Department for further investigations and
chemotherapy.

A diagnosis of multiple myeloma was
established based on findings of

« Bone marrow plasmacytosis in excess of
30%,

« Serum protein electrophoresis which
showed a monoclonal spike in the
gamma band
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» Presence of Bencejones proteins in urine

« Multiple  osteolytic  lesions  on
radiographs of the left shoulder which
also showed complete loss of the distal
third of the clavicle

It was made significant improvement whilst
on chemotherapy.

Case 7

53 years old male presented with inability to
use the right upper limb.
Investigations

« X-rays revealed presence of pathological
fracture of the upper third of the right
humerus with the area of fracture
severely osteoporotic.

* PCV 35%,

« WBC 7.3 X 109/L; Neutrophils 58%,
Lymphocytes 37%, Eosinophils 5%.

* ESR 45 mm/hr.

« Bence Jones protein in urine was negative

At Surgery, there was tumour of the upper
part of the right humerus with no bones
present. The tumour was removed as much
as possible. The histology was suggestive of
multiple myeloma.
Finally referred to the
Department.

Haematology

» Bone marrow aspiration was done which
showed florid plasma cells

« Serum protein electrophoresis was also
suggestive of multiple myeloma
He was then started on chemotherapy.
Few weeks after starting chemotherapy,
he developed acute renal failure and also
developed pathological fracture of the
left humerus. His condition worsened
and all efforts to resuscitate him failed
and he succumbed.
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Fig.1 Microphotograph showing tissue biopsy showing monotonous tumor cells

Fig.2 Microphotograph showing higher magnification of tumor cells which are plasmacytoid
cells with dicentric nucleus, abundant basophilic cytoplasm and cart wheel chromatin

Fig.3 Microphotograph showing immunohistochemistry of the plasmacytoma
cells being diffusely positive for CD138

Discussion

Multiple myeloma is a clonal proliferation
of plasma cells that occurs in older adults,
median age at diagnosis is about 70 years 5,
6.

Presenting symptoms are variable, including
fatigue, generalized weakness, weight loss,
and bone pain, and there is often evidence of
some organ damage 7.
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The diagnosis of multiple myeloma depends
on a concurrence of features, and several
different diagnostic criteria as suggested by
the International Myeloma working group 8.

Bone pain, the most common presenting
symptom, occurs in approximately two-
thirds of patients. The pain is caused by lytic
bone lesions as a result of excess osteoclast
activation and suppression of osteoblasts
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mediated by the malignant cells. They also
have an increased risk of vertebral
compression fractures 9. Three of our
patients presented with nonspecific pain in
chest, back and knee joint with no
improvement with symptomatic treatment.
Typically, pain of pathological origin should
be suspected in patient’s age over 50, a
previous history of cancer, no relief with
rest, resistant to treatment and constitutional
symptoms such as unexpected weight loss,
fever, and fatigue 10. Differential diagnosis
includes metastatic tumours, lymphomas,
primary bone lesions and other lesions of
hematopoietic origin such as Langerhans
cell  histiocytosis 11.  Radiographic
evaluation should always be persuaded in
patients with pain.

Amyloidosis is reported in 6-15% of patients
with multiple myeloma as an additional
complication. Oral manifestation is common
in primary amyloidosis but rarely oral
amyloidosis may be the first symptom of
multiple myeloma 12. In the second case,
the female presented with weight loss and

macroglossia. Causes of macroglossia
include hypothyroidism, lymphoma,
hemangioma, neurofibroma, Down

syndrome, acromegaly and amyloidosis 13.
These lesions may interfere with speech,
chewing, swallowing as was seen in our
case. As multiple myeloma evaluated as a
grave factor, a complete work up of plasma
cell dyscrasias should be performed
especially in older patients presenting with
primary amyloidosis.

Usually 15% to 30% of patients of multiple
myeloma present with acute renal failure at
the time of diagnosis and approximately
20% of the patient develops progressive
renal failure during the course of the disease
14. The pathophysiology of renal failure is
often multifactorial and causes include the
presence of excess myeloma protein,
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hypercalcemia as a result of excess
osteoclast activity in the bones, dehydration,
infection, and the use of NSAIDs for bone
pain. Renal disease is more common in
patients who produce excess light chains
that get filtered through the glomeruli but
then accumulate in the tubules. Renal
function returns to normal after treatment in
about 50% of patients 15. In our case 3,
young male presented with acute renal
failure with no evidence of anemia or
hypercalcemia despite numerous destructive
bone lesion, made it a rare presentation of
multiple myeloma. Multiple myeloma
should always be considered in differential
diagnosis of unexplained ARF in middle
aged and elderly persons 16.

Rarely in advanced multiple myeloma,
metastatic deposits outside the bone marrow
(extramedullary) are seen.  Multiple
myeloma masquerading as pulmonary
nodule is extremely rare and associated with
aggressive terminal phase of myeloma 17.
Pulmonary involvement in myeloma is so
rare that there is no mention of its
occurrence even in a large series of 869
cases 18, 19. In our patient after
encountering atypical plasma cells in lung
parenchyma we first investigated in order to
find out whether he was having EMP or
multiple myeloma with extra medullary
dissemination. Since the treatment and
prognosis of these two conditions are vastly
different.

Since all our patients did not have any
typical features of multiple myeloma, the
importance of extensive evaluation of the
patients is important. Variable presentation
makes it difficult to provide a list of
symptoms that are highly sensitive or
specific to confirm or rule out the diagnosis
of multiple myeloma.
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Conclusion

The signs and symptoms of multiple

myeloma are nonspecific.

Patients can

present in a variety of clinical settings,
which may delay the diagnosis and result in
additional disease related complications. In
addition to a tissue biopsy, bone marrow
aspiration, serum protein electrophoresis,
ESR and Bence— Jones proteins in urine
must be carried out to confirm the diagnosis.
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