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ABSTRACT

Multiple myeloma is a malignant proliferation of plasma cells producing
a monoclonal paraprotein. Multiple myeloma can present in a wide range
of ways for example hypercalcaemia, hyper viscosity, renal failure and bone
pains/fractures. We report a case of non-secretory multiple myeloma
presented with only symmetrical recurrent joint swelling. This patient had
no other symptoms and his serum basic biochemical analyses were normal.
He had normal serum protein in electrophoresis and negative for urine
Bence jones protein. Histologically, loosely arranged clusters of plasmacytoid
cells are seen which were CD138 positive, confirming the diagnosis of non-
secretory plasma cell myeloma. To diagnose cases of multiple myeloma
with normal serum electrophoresis, a high index of suspicion is needed.
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Introduction

Multiple myeloma (MM) is a malignant proliferation
of plasma cells producing a monoclonal paraprotein
causing Gammopathy, as well as CRAB characteristics
(bone lesions, anemia, hypercalcemia, and renal
insufficiency.’

The disease has a wide range of symptoms from
asymptomatic to quite aggressive?. It accounts for
about 1% of malignant tumours, 10-15% of
haematopoietic neoplasms, and 20% of deaths from
haematological malignan cies.>* Physical findings
are often absent or nonspecific, with pallor being

the most common.

In about 97% of cases, M protein is found in the
serum or urine. Light chains alone or in combination
with heavy chains, which are also present in urine,
are indicative of the proliferation of this monoclonal
(M) protein.!

MM can be classified as light chain (kappa and
lambda), double clone, non-secretory, IgG, IgA, IgD,
IgM, and IgE types based on the type of M protein.®

Non-secretory myeloma (NSMM), a rare myeloma
subtype lacks the secretion of immunoglobulins.®
Two to four percent of all patients with multiple
myeloma have non-secretory myeloma, which has
evolving diagnostic criteria. This unusual variant is
characterised by 10% of monoclonal plasma cells
in the bone marrow, end-organ damage, or a biopsy
that demonstrates the presence of a plasmacytoma
and negative results on serum, urine electrophoresis,

and immunofixation tests.>?

Bone marrow study and histopathological examination
plays a key role in the diagnosis. Due to its rarity, this
variant typically presents a diagnostic problem to

medical professionals.'”

In order to improve knowledge of NSMM, this case
report will cover the pathophysiologic process of its
non-secretion character and discuss its implications

for clinical diagnosis, treatment, and prognosis.

Case Report

A 70 years old male was admitted to the hospital with
the complaints of pain in the left hip and difficulty
in walking for the past 1 week. On examination, no
swelling present, pain was dull aching type,
continuous, aggravated on walking, standing and
relieved on rest & medication. Left hip tenderness
present in the anterior joint line, bi-trochanteric
compression- positive and restriction of movements

were noted.

MRI Hip (left) revealed undisplaced fracture in the
femoral neck, multiple focal altered signal intensity
lesions in the proximal femur and pelvic bone. HRCT
chest showed expansile lytic lesions with bone
erosions in the posterolateral aspect of left 6™ rib;
Multiple target lytic lesions in cervical and thoracic
vertebrae. Impression was given as metastasis can

be considered.

All of the blood values were unremarkable. Total
WBC count was 5360 /cu.mm, ESR was 75mm, Hb
was 11.2gm/dl, RBC was 3.39 million, and Platelets
were 1.85 lakh. Thyroid function tests, serum amylase,
lipase, clotting time, and bleeding time were all
normal. Urine routine showed protein 2+. Serum
calcium was 10 mg/dl, serum phosphorus was 3.7
mg/dl, and serum alkaline phosphatase was 87
IU/L. Following all of the tests, the clinical diagnosis
was reported as a pathological fracture of the left
neck of the femur with several lytic lesions in the
B/L proximal femur, pelvic bone, thoracic lumbar
vertebras and 6th rib without shortening. A Dynamic
Hip Screw procedure was performed on the left
hip, and the tissue sample was sent for histological

evaluation.

On gross examination, we received multiple grey
brown to grey black soft tissue fragments altogether
measuring 0.5cc, all the tissue was embedded in
paraffin. Before grossing, tissue samples were fixed
in 10% buffered neutral formalin. Sections were

processed and stained with hematoxylin and eosin.

Microscopically, loosely arranged clusters of

plasmacytoid cells, some are seen embedded in an
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eosinophilic osteoid like stroma. Few areas showed cell malignancy- probably multiple myeloma (Non
neutrophilic infiltration, spicules of degenerated secretory type) as serum protein electrophoresis
bone, areas of haemorrhage and few bundles of was normal.

striated muscle fibres. It was reported as Plasma

Serum protein Capillary electrophoresis
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FIG 1: Serum electrophoresis appears normal.
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FIG 2: MRI HIP: Multiple focal altered signal intensity lesions.
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FIG 5: High power view(100x) shows clusters of plasma cells and some cells are embedded in eosinophilic

osteoid like stroma.
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FIG 6: Immunohistochemistry shows plasmacytoid cells are positive for CD 138.

Discussion

Plasma cell myeloma (PCM) is a bone marrow-based,
multifocal neoplastic proliferation of plasma cells,
usually accompanied by the production of a
monoclonal immunoglobulin detectable in the
serum, urine or both.**’. Multiple myeloma (MM);
medullary plasmacytoma; myelomatosis; Kahler
disease (no longer used) are the synonyms used.*
It accounts for about 1% of malignant tumours, 10-
15% of haematopoietic neoplasms, and 20% of
deaths from haematological malignancies.®* The
peak incidence is in seventh decade; the disease is
slightly more frequent in males than in females®.
Osteolytic lesions in the skull, ribs, sternum, vertebrae
and pelvis are present in approximately 70% of
cases; in rare cases x-ray films reveal osteosclerotic
lesions??. It is a slowly proliferating tumor, typically
with less than 1% of tumor cells synthesizing DNA,
until late in the disease, when multiple myeloma
cells are often found outside the bone marrow. A
pre-malignant lesion called monoclonal gammopathy
of undetermined significance (MGUS), which is
present in 1% of adults, progresses to malignant
multiple myeloma and plasma cell Leukemia at a
rate of 1% per year.”®"" There are several clinical
variants, including asymptomatic or smoldering
myeloma, non-secretory myeloma and plasma cell

Leukemia."

Non-secretory multiple myeloma (NSMM) is a rare
variant of multiple MM that has a similar clinical and
radiologic presentation except for the absence of
the M-protein in serum and/or urine.”'? According
to previous researches, NSMM may not have
detectable monoclonal free light chain in urine/serum,
as seen in our case after thorough investigatory work
up.” Approximately 1% of Plasma Cell Myelomas
are nonsecretory.”*’ Cytoplasmic M protein is
present in the neoplastic plasma cells in about 85%
of cases when evaluated by immunohistochemistry,
consistent with production but impaired secretion
of Immunoglobulin (Ig)**. Acquired mutations of the
lg light chain variable genes and alteration in the
light chain constant region have been implicated in
the pathogenesis of the non-secretory state.*?'
The clinical features of non-secretory myeloma are
similar to those of other PCMs, except for a lower
incidence of renal insufficiency and hypercalcaemia
and less depression of normal |g and prognosis of
non-secretory myeloma are similar to those of other
PCMs.*? Survival appears to be better for patients
with a normal baseline serum free light chain ratio
than those with an abnormal ratio.*'® Non-secretory
myeloma must be distinguished from the rare IgD
and IgE myelomas, which have low serum M protein
and may not be routinely screened by immunofixation

electrophoresis.*” Smoldering (asymptomatic) plasma
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cell myeloma patients have 10-60% clonal plasma
cells in their bone marrow and/ or an M protein at
myeloma levels but absence of myeloma-defining
events and amyloidosis.>* In Plasma cell leukaemia
variant, clonal plasma cells constitute > 20% of
total leukocytes in the blood or the absolute count
is >2.0 x 109/L.*

Conclusion

The absence of a monoclonal protein in serum
and/or urine does not rule out the diagnosis of
Multiple Myeloma. Indeed, the diagnosis of non-
secreting myeloma should be made in patients with
clinico-pathological and radiological characteristics
of Multiple Myeloma with a ratio of normal Kappa/
Lambda free light chains. This case demonstrates
that non-secretory myeloma should be considered
in individuals with a negative M protein, and that
diagnosing cases of multiple myeloma with normal
serum electrophoresis requires a high degree of
suspicion.
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