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Nonsecretory Multiple Myeloma in a Seropositive Hepatitis B
Patient with Thrombocytosis: A Case Report
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ABSTRACT

Non-secretory Multiple Myeloma is a rare variant of multiple myeloma with similar clinical and radiological findings. It

is characterized by the absence/lack of monoclonal M proteins in the serum and/or urine. An early diagnosis can help

in alleviating its adverse outcomes. We report a case of a 56-year-old female presenting with generalized body weakness

and swelling, pain in right lower chest and anorexia. The patient was a known case of hepatitis B, treated a month ago.

There was an incidental finding of thrombocytosis. Serum biochemistry and protein electrophoresis showed no findings

in favor of Multiple Myeloma. Bence Jones proteins were negative in the urine. X-ray revealed few lytic lesions on

calvaria of the skull. Bone marrow biopsy helped in diagnosing the patient as a case of non-secretory type of multiple

myeloma highlighting the important role of this modality in saving the life of a patient through early diagnosis.
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Introduction

Multiple (MM) is  monoclonal

gammopathy, mainly diagnosed by the detection of

Myeloma

monoclonal immunoglobulins in the serum and
urine. MM is a neoplasm of B-lymphocytes lineage,
characterized by extravagant multiplication of the
aberrant plasma cells, known as myeloma cells,
secreting monoclonal paraprotein (M protein) which
may be a complete immunoglobulin or one of its
light or heavy chain.! Multiple Myeloma is more
frequent in males than females. Body Mass Index
(BMI) may play a role in developing MM.? Pesticides,
insecticides or chemicals containing carcinogens
may be potential causes of MM.3
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Non-secretory Multiple Myeloma (NSMM) is a rare
variant of MM, in which immunoglobulins are
neither found nor detected in the serum or urine. It
is also a plasma cell cancer with the same clinical and
radiological manifestations as that of classical MM,
but plasma cells are wunable to secrete
immunoglobulins.* Moreover, unlike the classical
disease, NSMM is also characterized by the absence
of end-organ damage i.e., renal, hematological or
other systemic complications. Such cases are rare

and challenging to diagnose.

CRAB criteria indicate the presence of end-organ
damage in MM. It is characterized by HyperCalcemia
with calcium level more than 11.5 mg/dl due to
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increased osteoclastic activity, Renal insufficiency
with creatinine level greater than 2 mg/dL, Anemia
with hemoglobin level less than 10 g/dL, and Bony
lesions (‘punched out’ or ‘soap bubbles’ lesions) that
results in bone pain and fractures.>® Pancytopenia,
hyperviscosity syndrome, amyloidosis, recurrent
infections due to decreased
collapse and Bence Jones (BJ) proteinuria are other
associated signs of MM.

immunity, bone

Hematological tumors along with MM are usually
with
(thrombocytopenia). Incidence of increased platelet
count (thrombocytosis) is infrequent in cases of
classic Multiple Myeloma.®

associated decreased platelet count

Diagnosis of Multiple Myeloma is usually confirmed

after a detailed medical history, physical
examination, complete blood count, ESR, serum
biochemistry, serum and urine electrophoresis for
immunoglobulins and BJ proteins evaluation in
urine. Bone lesions can be detected by X-rays, MRI,
PET and CT scan.® The percentage of plasma cells
(>10%) in bone marrow biopsy is considered to be a
diagnostic method for Multiple Myeloma or its
variants. However, there are some discrepancies
between the percentage of plasma cells in bone
marrow aspiration and bone marrow biopsy for

diagnosing the disease.’

Hepatitis B infection is a worldwide public health
problem, and very common in Pakistan. Association
of hepatitis B virus with hematological malignancies
has been stated earlier; however, there is a weak
association between hepatitis B and MM.2

Case Report

A 56-year-old housewife presented to the Medical
OPD of Bahawal Victoria Hospital, Bahawalpur
Pakistan with generalized weakness (2 months),
generalized body swelling (1.5 months), pain in right
lower chest (1 month) and anorexia (1 week). On
physical examination, she was conscious, active and

cooperative. Lymph nodes were not palpable. Mild
pallor and no signs of cyanosis were found. Heart
rate was regular at 96 bpm, blood pressure was
110/75 mmHg, respiratory rate 32 breaths per
minute, temperature was 99.4°F, oxygen saturation
was 99%. Abdomen was soft but mild tenderness
right
Crepitations were audible in the right chest.

was present in the hypochondrium.

She was admitted and treated first with
intramuscular analgesics (diclofenac, tramadol and
pregabalin), but no improvement was recorded.
Antibiotics and Proton pump inhibitors were also
given to the patient but her condition did not

improve.

The patient had been diagnosed as a case of
hepatitis B and completed treatment one month
ago. Hepatitis B surface antigen (HBsAg) was still
positive and HBV DNA was detected by Real time
PCR (1112 IU/L), while the RA factor was negative.

Bence Jones (BJ) proteins in the urine and serum
were negative (Table I; Figure 1).

Trace 8 Fractions 5 Scan(mm) 18  Gelld:

Serumprotein Electrophoresis

%Fraction  (gld)

SMC1 318 0.27

Figure 1: Serum protein Electrophoresis. Normal peaks
of Alpha 1, Alpha 2, Beta and Gamma globulins without
any M spike

Multiple lytic lesions were observed on x-ray skull
(Figure 2), while bone scan was normal. Bone
revealed 85-90%
infiltrate (Figure 3).

marrow biopsy plasma cell
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Table I: Hematology, biochemistry and serum
electrophoresis reports

COMPLETE BLOOD COUNT

Results Normal Range
WBC's 13700 / ul 4000-11000 / ul
Lymphocytes 37.9% 20-45%
Neutrophils 77% 40-75%
RBC's 3500000 / ul 37900003780000 /
Hemoglobin 10.5g / dL 11-15/dL
MCH 28.8 pg 27.5-32.4 pg
MCV 88 fL 84-98 fL
MCHC 34g/dL 31.7-34.2dL
Platelets 475000 / ul 150000-400000 / ul
Hematocrit 32.1% 34-53%
ESR A0mm/ISt | omm/1st hour

hour

BLOOD BIOCHEMISTRY

Results Normal Range
?R'::;an) 80 mg/dl 70-140 mg/dl
Urea 42 mg/dI 10-50 mg/dI
Creatinine 1.7 mg/dl 0.5-0.9 mg/d|
Bilirubin 0.5 mg/dl <1 mg/dl
ALT 23 U/L <31 U/L
/;Lk;;'p”heatase 125 U/L <120 U/L
Sodium 137 mEqg/L 135-155 mEq/L
Potassium 4.0 mEg/L 3.5-5.5 mEq/L
CPK 129 U/L 24-170 U/L
Albumin 3.2 g/dl 3.8-4.4 g/dI
Calcium 9.4 mg/dl 8.1-10.4 mg/dl

SERUM PROTEIN ELECTROPHORESIS

Results Normal Range
Albumin 2.90 g/dI 3.20- 5.50 g/dI
Alpha 1 0.20 g/dl 0.10 - 0.40 g/dl
Alpha 2 0.90 g/dl 0.40 - 1.20 g/dl
Beta 0.65 g/dl 0.50-1.10 g/dI
Gamma 0.85 g/dl 0.50 - 1.60 g/dI
A/G Ratio 1.12
Total Protein 5.50 g/dI 6.40 — 8.30 g/dI

Figure 2: X-Ray Skull PA and Lateral view. Lytic (‘punched
out’) lesions resembling ‘soap bubbles’ can easily be
observed in both views.

Discussion

Multiple myeloma accounts for approximately 10-
15% of all hematological cancers and one to two per
cent of all neoplasms.! Different variants of multiple
myeloma are emerging with atypical features
clinically, radiologically and pathologically, making
diagnosis challenging for physicians. Bone marrow
biopsy and Flow cytometry (CMF) can be useful tools
in identifying different types of multiple myeloma.®
Multiple myelomas is a manifestation of plasma cell
neoplasm, classically presenting as multiple lytic
(punched out) bony lesions accompanied by an
increase in the number of bone marrow plasma cells
(>10%).
immunoglobulins are produced by the neoplastic

Immunoglobulin  or fragments of
plasma cells leading to a monoclonal band in serum
protein electrophoresis (SPE) and/or BJ proteinuria.
Almost 1-5% of all cases may not show the band on
SPE and BJ proteins in urine which are called “Non-
Secretory Multiple Myeloma (NSMM)” or “Non-
productive Multiple Myeloma”. Lack of M-spike in
SPE, BJ proteinuria and normal serum calcium levels
Multiple
Myeloma. So, our patient having none of the

are uncommon features in classical

classical features, was diagnosed as Non-

Secretory/Non-Productive Multiple myeloma.
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Figure 3: Bone marrow trephine biopsy showing abundant plasma cells infiltrate

The NSMM is further divided into two types; one in
which the
immunoglobulins but do not secrete it and the true

cancerous plasma cells produce

non- secretors, which do not produce

immunoglobulins at all.*°

Hepatitis B virus (HBV) is a DNA virus with an
oncogenic potential targeting different cells in
blood, spleen, lymph nodes, thymus and bone
marrow.'! Hepatitis B infection may have some
association with the development of MM, 1213
Deletion of 8p chromosome in patients of MM was
observed in 680 patients of the National Center for
Tumor Diseases Heidelberg,
approximately 40% HBV-positive patients compared
with  20-30% HBV-negative patients.* The

prevalence of acute and chronic HBV infection in

Germany in

patients with MM was observed in 11.5% and
14.54%, respectively.®

Thrombocytosis is an atypical feature in MM as
these cases are characterized by myelosuppression.®
Our patient also had an incidental finding of
thrombocytosis during routine workup. In a study
involving 280 hospitalized patients with high platelet

count, 82% (231 patients) had secondary

thrombocytosis, 14% (38  patients) had
Myeloproliferative Disorders while only 4% (11
patients) had thrombocytosis of unknown cause.'®
Myeloma has been reported in cases of MPDs
causing high platelet count. It can be paraneoplastic
manifestation of plasma cell cancers. Different
studies describe it as POEMS syndrome, in which
thrombocytosis is a minor feature.’”'® Even some
cases of MM having raised C-Reactive Protein (CRP)
are reported with thrombocytosis.’® The exact
mechanism is still unknown. Further study is still
needed to identify the cause and mechanism behind
thrombocytosis in multiple myeloma patients.

Multiple Myeloma is a slowly progressing disease.
Therefore, survival time is about 4 to 6 years. There
is no cure for multiple myeloma, but the period of
survival can be enhanced by treatment with

chemotherapy.

Informed Consent

Verbal informed consent was obtained from the
patient for her anonymized information to be
published in this article.
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Conclusion

To the best of our knowledge, this is the first
reported case of NSMM in association with Hepatitis
B and thrombocytosis. A bone marrow
biopsy/trephine biopsy should be performed for any
suspected case of MM or its variants. This will not
only help in an early diagnosis but also save patient
from life-threatening late-stage complications. A
high index of suspicion should be kept in mind to
avoid delay in diagnosing the disease.
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