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Case Report
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abstract  

Non-secretory myeloma is a very rare entity 
of plasma cell dyscrasia. It is delineated as 
symptomatic myeloma without detectable 
monoclonal immunoglobulin peak on serum or urine 
electrophoresis with normal immunoquantification. 
Due to the inability to detect monoclonality often 
it is difficult to ascertain an early and accurate 
diagnosis. Misdiagnosing results to undue delay in 
therapeutic intervention. Consequently extensive 
imaging studies, serum free light chains detection 
and morphological confirmation are mandatory. Lytic 

bone lesions are less frequently seen in this type of 
myeloma. Here we report the case of a patient with 
this rare variant having diffuse osteolytic lesions in 
whom we established the diagnosis by bone marrow 
examination and document light chain restriction 
by immunophenotyping. Patient is classified as  
stage III according to Durie and Salmon criteria in 
view of anemia and multiple lytic lesions observed.
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introduction
Plasma cell dyscrasia symbolizes a spectrum 

of disorder characterized by clonal proliferation of 
terminally differentiated B cells (1). The spectrum 
varies from asymptomatic monoclonal gammopathy 
of undetermined significance (MGUS); indolent 
Waldenström’s macroglobulinemia and further more 
malignant state as multiple myeloma (1). All these 
diseases share a general feature of single monoclonal 
peak (M-protein) on serum protein electrophoresis. 
Among 70% myeloma’s patients have their 
M-component comprising IgG and 20% are of IgA 
type (1). According to the World Health Organization 
classification, the diagnosis of symptomatic myeloma 
is based on the presence of clonal plasma cells and 
associated end-organ damage (CRAB), such as 
hypercalcemia, renal insufficiency, anemia, lytic bone 
lesions, amyloidosis, hyperviscosity or recurrent 
infections (2). The percentage of bone marrow plasma 
cells is no longer obligatory for diagnosis (3).

The non-secreting myeloma was first depicted in 
1958 and comprise nearly only 1% of all myeloma(1). 
This variant is characterized by demonstration 

of cytoplasmic immunoglobulin having positive 
production without excretion. Lytic bone lesions are 
rare in this type of myeloma (2). We are reporting a 
case report of non-secretory myeloma with diffuse 
lytic lesions.

The immunohistochemistry demonstrates 
nonsecretors in 85% of patients and the remaining 15% 
are nonproducers (3). The proposed pathophysiology 
includes the diminished immunoglobulins synthesize, 
defective secretion and degradation of intracellular 
immunoglobulins (4). The clinical manifestations of 
nonsecretory myeloma are analogous to secretory 
types. Nonetheless the maintained hemoglobin 
levels, low prevalence of renal insufficiency and the 
decreased occurrence of osteolytic lesions are more 
frequent in non secretory type (5). The outcomes of 
nonsecretory myeloma patients are similar to those 
of secretors(6).
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Case report
A 45-year old female with a history of 

hypothyroidism was referred to our hematology 
clinic for evaluation of anemia. She had a presenting 
complaint of lower backache of last one year with no 
improvement after using anti-inflammatory therapy. 
The pain was radiating to left lower leg associated 
with intermittent numbness for 5 months, which was 
followed by generalized weakness, weight loss (9 kg) 
and subsequently become bed bound for 2 months. 
There was no preceding history of trauma. The 
patient had denied any symptoms of headaches, nor 
joint pain or fever. She has been on regular throxine 
therapy since diagnosis. The physical examination 
revealed a cachectic patient of 47 kg, with height 
of 1.5 m, normotensive with a regular heart rate 
of 86 beats/ minute. Conjunctival pallor was the 
pertinent finding. No organomegaly was found nor 
any peripheral lymph node was palpable. 

Local examination revealed tenderness on the left 
side of the lumbosacral spine and left sacroiliac joint. 
There was paravertebral muscular spasm. Moreover 
mobility at hip joint was normal with no disability. 
There were no sensory or motor neurological deficit 
was noted.

Laboratory investigations revealed hemoglobin 
of 8.1 g/dl, hematocrit 24.1, MCV 88fl with normal 
leukocytic differential and normal platelets counts. 
Erythrocyte sedimentation rate (ESR) of 23 mm/hr. 
Peripheral smear was not conclusive apart from 
normocytic normochromic anemia. The baseline 
serum creatinine was 0.21 mg/dl (normal 0.5-
1.5 mg/dl), urea of 19 mg/dl (normal<50mg/dl) 
and raised serum calcium at 11.9 mg/dl. Lactic 
acid dehydrogenase was normal and an alkaline 
phosphatase was elevated 135 U/L (normal <104 
U/l).

Radiological examinations found diffuse 
osteolytic lesions (Figure 1). Chest radiography 
also showed diffuse osteolytic lesions involving 
the ribs and clavicle. Skull radiography showed 
multiple punched out lesions of various sizes. Serum 
protein electrophoresis revealed albumin 3.7 g/dl, 
α2 globulin at 0.76 g/dl, α1 globulin at 0.17g/dl, β 
globulin at 1.0 g/dl and gamma globulin 0.22 g/dl 
with absence of M-protein. There was no Bence-
Jones proteinuria while urine protein electrophoresis 

figure 1: diffused osteolytic lesions involving left femur

figure 2 : leishman’s stain, bone marrow aspirate shows 
pleomorphic plasma cells

also lacks any evidence of clonality. Immunofixation 
was unremarkable. The quantitation of serum 
immunoglobulins was as follows: IgG 6.8 g/l (normal 
5.3-16.5 g/l), IgA 0.9 g/l (normal 0.80-4.00 g/l) and 
IgM was 0.7 g/l (normal 0.50-2.00 g/l).

Magnetic resonance imaging showed compression 
and central wedging at L1, L3 and L5 vertebras, 
mild anterolisthesis of L5 in relation to S1 vertebra 
with disc bulge osteoarthropathy. Computerized 
Tomography (CT) revealed reduced vertical height 
with central wedging of L1 and L3, multiple lucent 
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The patient was put on lenalidomide and 
dexamethasone along with monthly injection of 
zoledronic acid. Subjective improvement in her 
symptoms and lowering of serum levels of β2 
microglobulin was noted on regular follow-up. 

discussion
Literature review revealed that the incidence 

of myeloma is 1% of all malignancies among the 
white skinned and 2% on black skinned individuals 
(1). It also comprises 10% among all hematological 
malignancies (7). Nonsecretory myeloma is an 
infrequent variant of multiple myeloma exemplified 
by the lack of detectable M-protein in both serum 
and urine. 

Interestingly, about 5 - 10% of symptomatic 
patients may have less than 10% of plasma cells in 
bone marrow (8). The diagnostic ambiguity may be 
resolved with clinical correlations in these cases. 

figure 3 : Cd 38 revealed diffuse positivity on trephine 
section

figure 5 : Kappa light chain strongly positive

figure 6 : lambda light chain revealed negativityfigure 4 : Cd 56 revealed diffuse positivity on trephine 
section

lesions are seen involving L1-L5 and iliac bones and 
disc bulging at L4/5 and L5/S1.  The CT scan merely 
validated the MRI scan findings and there was no 
substantiation of any primary or secondaries. 

A bone marrow biopsy confirmed the diagnosis 
of multiple myeloma by demonstrating pleomorphic 
medullary plasmacytosis comprising 69% of marrow 
nucleated cells (Figure 2). Immunohistochemistry on 
trephine demonstrate CD 38, CD 138, CD 56 positivity 
(Figure 3, 4). Positivity was restricted to kappa light 
chain with negative lambda immunoglobulin (Figure 
5, 6). Serum kappa chain was 6.16 g/l (5.74-12.76 
g/l) while urinary light chains (kappa and lambda) 
were also within normal limits. Other relevant 
findings were raised levels of beta-2 microglobulin 
of 4662 ng/ml (normal value <3500 ng/ml). Bone 
marrow chromosomes revealed 46,XX karyotyping. 
Eventually final diagnosis of non-secretory myeloma 
was made.
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In these difficult cases it is helpful to demonstrate 
clonality by the study of rearrangement status of the 
immunoglobulin genes along with sensitive serum 
free light chain assays.  Detection of aneuploidy by 
flow cytometry may also be required.

The underlying pathogenesis of lack of emission 
has been a matter of dispute. In some patients 
intracellular immunoglobulins were detected 
by immunofluorescence, indicating a defect in 
immunoglobulin secretion rather than production 
abnormality, but very rarely absence of intracellular 
immunoglobulin may be seen (9). It is also suggested 
that malignant plasma cells excrete a pathological 
immunoglobulin which is imperceptible by 
conventional methodology (9). In vitro, the secretion 
of small amounts of immunoglobulins has been 
demonstrated in non-secreting myeloma (9).

The International Staging System (ISS) for multiple 
myeloma classified these patients into three stages 
which depend on two powerful prognostic factors 
that includes beta2 microglobulin and serum albumin 
levels (10).

Diffuse osteolytic lesions are often detected 
within the secretory disease and rarely seen in the 
non-secreting variant. One previous study reported 
the prevalence of bony lesions in only 4 cases out of 
33 patients with non-secreting myeloma (9).  

The absence of detectable M protein, making 
response assessment more difficult(9). The therapeutic 
options are similar to those of secretory type. The 
overall poor prognosis of non-secreting myeloma 
was substantiated (9). The reported median survival 
in published series was less than seven and a half 
year (9).

Conclusion
Non-secretory myeloma is indeed a rare entity. 

A bone marrow puncture is mandatory when clinical 
and radiographic findings points towards myeloma, 
regardless of lacking serum and urinary M proteins. 
Lytic bone lesions are rare in this type of myeloma.
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