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Abstract

Plasma cell neoplasm and related disorders are clonal proliferation 
of immunoglobulin producing plasma cells. Most plasma cell ab-
normality originates as bone marrow tumor, but they occasionally 
present in extra medullary sites. We report a series of four cases of 
multiple myeloma diagnosed at Tertiary care hospital. They pre-
sented as acute renal failure at young age, primary amyloidosis 
tongue, non-specific back pain and as extra medullary dissemina-
tion in pulmonary parenchyma. We have reported these cases in 
order to demonstrate the variability in the presentation of multiple 
myeloma. These uncommon presentation can easily be missed and 
give us insight for considering the possibility of multiple myeloma 
with uncommon findings.
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Introduction

Multiple myeloma (MM) is a clonal malignancy of termi-
nally differentiated B lymphocytes characterized by uncon-
trolled 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 displace-
ment with suppression of normal hematopoiesis and multiple 
osteolytic lesions with pathological fractures, while the later, 
results in the accumulation of monoclonal immunoglobulin’s 
(Igs) (heavy and light chain), osteoclast activating factor and 

other regulating substances. The circulating monoclonal Igs 
or their subunits are leading cause of proteinuria, renal tubu-
lar 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 varied pre-
sentation, 10-40% cases being asymptomatic and 50-70% 
having bony pain due to lytic lesions and pathological frac-
tures. About 1-5% cases may not demonstrate Igs or their 
subunits in serum or urine (non-secretory multiple myeloma) 
[3]. The occurrence of extramedullary disease is uncommon 
in multiple myeloma. Myeloma cells found at extramedul-
lary site may either be due to extramedullary plasmacyto-
ma (EMP), a variant of multiple myeloma or due to extra-
medullary 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 four cases of multiple 
myeloma from July 2011 to Dec 2012 with uncommon pre-
sentation in our institute. Brief clinical summary of the cases 
is as follows.

 
Case Report

   
Case 1

A 50-year-old male presented with a vague complaint of 
chest pain, cough and mild breathlessness of 6 months dura-
tion. 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 signifi-
cant 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 (Fig. 1). Routine investigations revealed normal 
blood counts with high sedimentation rate. There was no re-
nal insufficiency and liver functions were within normal lim-
its. Percutaneous fine needle aspiration cytology and biopsy 
from pulmonary lesion was done which showed cellular 
infiltrate comprising mature and immature plasma cells, in-
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cluding binucleate and multinucleate forms along with pul-
monary parenchymal cells. Diagnosis of plasmacytoma was 
suggested and further work up of patient was advised to rule 
out pulmonary dissemination of multiple myeloma. A sub-
sequent skull radiograph showed multiple punched out lytic 
lesions. Bone marrow aspiration revealed about 10% plasma 
cells. Serum protein electrophoresis showed a monoclonal 
spike in gamma region which on Immunofixation (IF) con-
firmed it as IgG 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 chemo-
therapeutic agents like melphalan and prednisolone howev-
er, patient lost to follow up.

Case 2

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 hyper-
plastic epithelium, atrophic muscle fibers and perivascular 

amorphous, hyaline, eosinophilic substance on H&E staining 
(Fig. 2). Congo red stain performed showed orange color to 
the tissue deposit which reacted positively with anti-amyloid 
kappa. A provisional diagnosis of primary amyloidosis of the 
tongue was considered 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 lytic lesions in the skull, humerus and ribs. 
Serum protein electrophoresis evaluated normal serum pro-
teins. 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 3

A 38-year-old male presented to emergency care with com-
plains of abdominal cramps associated with nausea, vom-
iting, 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, di-
arrhoea, or night sweats. Physical examination revealed only 
mild discomfort on deep palpation of abdomen. Supportive 
treatment was initiated and routine investigations were done. 
Investigations revealed normal blood counts with renal in-
sufficiency (blood urea 103 mg/dL, serum creatinine 15.0 
mg/dL). The serum calcium level and total protein were 
within normal limits. Urine analysis showed mild protein-
uria, 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 

Figure 1. X-ray chest PA view showing a homogenous opac-
ity in right middle lobe. Inset CT scan showing mass in right 
lung extending in thoracic cage.

Figure 3. Renal biopsy showing obliteration of glomerular 
architecture by accumulation of amyloid and eosinophilic 
hyaline cast in tubules (PAS stain × 200).

Figure 2. Tongue showing macroglossia. Inset biopsy tongue 
showing hyperplastic epithelium, atrophic muscle fibres and 
hyaline eosinophilic substance (H&E stain × 200).

42                                                                                                                                                                                                                                                                                                                                                                                                                                                43



J Hematol  •  2013;2(1):42-47Unconventional Presentation of Multiple Myeloma

Articles © The authors   |   Journal compilation © J Hematol and Elmer Press™   |   www.jh.elmerpress.com

and around blood vessels of glomeruli which was positive 
for Congo red stain (Fig. 3). Initial diagnosis of renal amy-
loidosis was made. Further investigation like serum protein 
electrophoresis revealed a monoclonal spike in the gamma 
region, which on serum immunofixation electrophoresis 
confirmed it as IgG kappa monoclonal gammapathy (Fig. 4). 
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. The chemotherapy was initiated with 
bortezomib infusions and dexamethasone. The patient had 
excellent response to chemotherapy as his serum creatinine 
began to improve.

Case 4

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 any sig-
nificant 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 re-
striction. 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 (Fig. 5). 
There was no relief from pain with the symptomatic treat-
ment. A subsequent bone scan showed abnormal increase 
uptake in thoracolumbar vertebrae, multiple bilateral ribs 
and right iliac bone. Serum protein electrophoresis was nor-
mal. There was no Bence Jones protein in urine. In view of 

Figure 4. a). Serum Protein Electrophoresis showing “M” Spike in gamma globulin region. b). Serum Immunofixation 
Electrophoresis (IFE) identified the “M” spike as IgG and Kappa.

Figure 5. CT thoracic spine: sagittal view-showing multiple 
punched out lytic lesions in vertebral bodies and compres-
sion fracture of T9 vertebral body (arrow).

Figure 6. Bone marrow aspirate showing plasmacytosis 
(Leishman stain × 200).
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the bony pain with radiological findings, normal myeloma 
screen, normal calcium levels and abnormal bone scan find-
ings, bone marrow aspiration was performed which revealed 
a hypercellular marrow with near total replacement by ma-
ture and immature plasma cells (80%) (Fig. 6). Diagnosis of 
non-secretory multiple myeloma was made. Patient received 
radiation to relieve his back pain followed by chemotherapy 
(Table 1).

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]. The 
diagnosis of multiple myeloma depends on a concurrence of 
features, and several different diagnostic criteria as suggest-
ed by the International Myeloma working group [8].

Bone pain, the most common presenting symptom, oc-
curs 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 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, 

Table 1. Clinical Details of the Patients

Kappa: κ; Lambda: λ; Bence Jones protein: BJ; ESR: by Wintrobe’s.

Parameters Normal range Case 1 Case 2 Case 3 Case 4

Haematological
Hb (g/dL) 13.5 - 15.5 9.6 10.2 7.0 10.2

TLC (× 109/µL) 4.0 - 11.0 9.8 8.5 10.5 6.7

Platelet (× 109/µL) 150 - 400 220 200 310 250

ESR (mm in 1st hr) 0 - 14 (M)    
0 - 20 (F)

60 50 10 18

Blood Picture Normocytic 
normochromic

Normocytic 
normochromic

Microcytic 
hypochromic

Normocytic 
normochromic

Bone marrow (% plasma cells) 0.1 - 3.5 10 60 38 80

Biochemical

Urea (mg/dL) 10 - 50 35 42 103 38

Creatinine (mg/dL) 0.7 - 1.3 0.8 0.9 15 1.0

Total protein (g/dL) 6.0 - 8.3 7.8 7.0 7.8 6.8

Albumin (g/dL) 3.5 - 5.7 4.2 4.0 3.4 3.8

Calcium (mg/dL) 8.5 - 10.5 10.0 10.2 9.8 9.6

IgG (g/dL) 6.94 - 16.2 17.1 12.2 20.1 13.1

IgA (g/dL) 0.80 - 4.00 2.38 2.52 1.52 2.18

IgM (g/dL) 0.50 - 2.00 0.82 1.22 0.92 0.62

κ:λ ratio 0.26 - 1.65 2.42 0.8 2.54 1.45

Urine total protein (mg/24 
hours)

150 No BJ 3000, M protein κ 2400 No BJ

Amyloid Negative Positive Positive Negative

Monoclonal band M band, IgG κ 
in serum

M band in urine, 
free κ light chain

M band IgG κ in 
serum and urine

No M band in 
urine/serum
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resistant to treatment and constitutional symptoms such as 
unexpected weight loss, fever, and fatigue [10]. Differential 
diagnosis includes metastatic tumors, lymphomas, primary 
bone lesions and other lesions of hematopoietic origin such 
as langerhan’s cell histiocytosis [11]. Radiographic evalua-
tion should always be persuaded in patients with pain.

Amyloidosis is reported in 6-15% of patients with multi-
ple myeloma as an additional complication. Oral manifesta-
tion is common in primary amyloidosis but rarely oral amy-
loidosis 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 hypothy-
roidism, lymphoma, hemangioma, neurofibroma, Down syn-
drome, 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 per-
formed 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 re-
nal failure during the course of the disease [14]. The patho-
physiology of renal failure is often multifactorial and causes 
include the presence of excess myeloma protein, hypercal-
cemia 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 ex-
cess 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 de-
structive 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 de-
posits outside the bone marrow (extramedullary) are seen. 
Multiple myeloma masquerading as pulmonary nodule is ex-
tremely 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 investigat-
ed in order to find out whether he was having EMP or mul-
tiple 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 feature 
of multiple myeloma, highlights the importance of extensive 
evaluation of the patients. Variable presentation makes it dif-
ficult to provide a list of symptoms that are highly sensitive 
or specific to confirm or rule out the diagnosis of multiple 

myeloma.

Conclusion

The signs and symptoms of multiple myeloma are nonspecif-
ic. Patients can present in a variety of clinical settings, which 
may delay the diagnosis and result in additional disease re-
lated complications. We want to bring the clinicians atten-
tion to some uncommon presentations of multiple myeloma 
which are missed because of few unconventional findings.
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