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Case Report
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A B S T R A C T

Amyloidosis is a rare systemic disease characterised by deposition of misfolded aberrant precursor protein,
which forms fibrils in beta-pleated sheets. Waldenstrom’s macroglobulinemiais one of the uncommon
causes of systemic amyloidosis. Diagnosis of systemic amyloidosis in Waldenstrom’s Macroglobulinemia
is crucial, as it is one of the indications of treatment. Biomarkers play major role in early detection
of amyloidosis, which is managed by treatment of underlying plasma cell neoplasm with rapidly acting
agents. Here we are presenting a case of 73-year-old male, a case systemic amyloidosis with underlying
Waldenstrom’s Macroglobulinemia.

© 2019 Published by Innovative Publication. This is an open access article under the CC BY-NC-ND
license (https://creativecommons.org/licenses/by/4.0/)

1. Case Report

73-year-old male came to cardiac OPD with the complaints
of bilateral pedal edema, exertional breathlessness, Chest
discomfort, reduced appetite and hoarseness of voice.
He was an ex-alcoholic and a chronic tobacco chewer.
2D echo showed severe diastolic dysfunction with LVEF
55%. Cardiac MRI showed infiltrative cardiomyopathy
characteristic of amyloidosis. Abdominal fat biopsy showed
the presence of amyloid, which was confirmed by the Congo
red stain. (Figures 1 and 2). X-ray chest revealed bilateral
pleural effusion. Pleural fluid was tapped and cytology
was unremarkable. Laboratory investigations showed CBC,
routine biochemical parameters and urine routine within
normal limits. However, Pro BNP was 11359 pg/ml
and bone marrow aspirate smears showed lymphocytosis
(45%) (Figure 3). In view of amyloid associated
infiltrative cardiomyopathy, bilateral pleural effusion and
lymphocytosis on bone marrow aspiration, a diagnosis
of Waldenstrom’s Macroglobulinemia was suggested and
Bone marrow biopsy confirmed it to be a low-grade
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lymphoplasmacytic lymphoma. The immunophenotype
showed CD 20 expression in lymphoid cells and the
plasma cells were positive for CD38,IgM and MUM1
(focal). Free Light Chain Kappa was 35.93mg/L, Free
Light Chain lambda was 139.8mg/L and kappa/lambda
ratio was abnormal (0.25). Serum protein electrophoresis
showed M band (1.2gms%) in gamma globulin region and
Immunofixation electrophoresis confirmed the presence of
IgM lambda band.(Figure 4). Thus the final diagnosis
was systemicamyloidosis associated with Waldenstroms’s
macroglobulinemia.

2. Discussion

Waldenstrom’s Macroglobulinemia is an indolent disease,
which does not require treatment always. However,
Coexistent Systemic Amyloidosis, which is reported in
nearly 3% patients, is one of the indications for treatment.1

Amyloidosis is a rare systemic disease characterised
by misfolding of aberrant precursor protein forming
unstable aggregates, which results in the formation of
beta-pleated sheets.2 It involves major organs like heart,
kidney, peripheral nerves, GIT etc. Systemic light
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Fig. 1: Abdominal fat biopsy showing amyloid (H and E, x100)

Fig. 2: Amyloid stained with Congo red (a: Congo red, x100 and
b: Congo red x400)

Fig. 3: Bone marrow aspirate showing lymphocytosis (Wright,
x400)

chain amyloidosis (AL) is the most common type in
which amyloid protein is secreted by underlying plasma
cell neoplasm. However, IgM associated amyloidosis
is uncommon representing 4-7% of all cases of AL
amyloidosis. IgM amyloidosis patients have high frequency
involvement of lung, lymph nodes, and peripheral nerves
and have lower concentration of circulating free light
chains.1

Fig. 4: a: Serum Protein Electrophoresis showing M band; b:
Immune Fixation Electrophoresis showing IgM lamda band

Waldenstrom’s Macroglobulinemia (WM) is defined
as Lymphoplasmacytic lymphoma with bone marrow
involvement and IgM monoclonal gammopathy of any con-
centration.3 It is a rare disease representing 2% of all cases
of Non – Hodgkin’s lymphoma.4 Diagnosis of WM requires
10% of lymphoplasmacytic lymphocytes infiltration in bone
marrow and IgM monoclonal protein of any concentration.
10% cut off is emphasised by mayo clinic consensus to
differentiate it from IgM MGUS.4 Smouldering WM is
an indolent disease in which there is no evidence of end
organ damage or other complications and always does not
require treatment. Treatment is indicated when WM is
associated with constitutional symptoms, symptomatic hep-
atosplenomegaly, lymphadenopathy, haemoglobin <10g/dl,
platelet < 100000/ mm3, symptomatic Hyper viscosity,
severe systemic neuropathy, systemic amyloidosis, or
systemic cryoglobulin.5 Recently discovered mutations like
MYD88 and CXCR4 helps in better understanding of
tumourbiology.6

Amyloidosis associated with W M is difficult to diagnose
because of the overlapping symptoms with the primary
disease and the common conditions in elderly.7 When
systemic amyloidosis is suspected, abdominal fat aspiration
is the simple and least invasive procedure to confirm
the diagnosis with a sensitivity of 80%.1 Amyloid sub
typing is essential, as 4%, cases can be associated
with reactive amyloidosis (AA) and very rarely unrelated
senile amyloidosis, which requires completely different
treatment.1

Mayo clinic group has reported 7% of IgM – MGUS
patients and 2% of SWM patient’s progress to develop AL
amyloidosis every year.8 The clinical manifestations occur
after significant damage to the target organs. However,
biomarkers are widely available which are helpful in early
detection of complications several months before the onset
of symptoms. Among the various bio – markers NT-Pro
BNP, BNP for heart and Urinary albumin, Serum creatinine
for kidney are significant and should be done at least once
in a year in individuals with serum monoclonal IgM.8

Early detection using biomarkers is crucial because, in the
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presence of amyloidosis, rapidly acting agents are preferred
to suppress the production of misfolded light chains.

3. Conclusion

This case highlights that systemic amyloidosis is an unusual
presenting complication of WM and high index of clinical
suspicion is essential for timely diagnosis. Biomarkers
play major role in the early detection of this complex, but
treatable disease.
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