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Case Report

An unusual presentation of a rare neoplasm - Waldenstrom’s
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Abstract

Waldenstrom’s macroglobulinemia (WM) is a rare malignant lymphoproliferative disorder with an overall incidence of
2.5cases/ million/year. This is a case report of a 48-year-old woman who presented with an unusual, yet significant
gastrointestinal involvement. Biopsy of the duodenum clinched the diagnosis of WM. Further bone marrow and serum
electrophoresis confirmed the diagnosis. WM is an uncommon slow growing malignant monoclonal gammopathy which
is chronic, indolent and predominantly involving the bone marrow and characterized by secretion of high levels of
monoclonal immunoglobulin (IgM—hence called macroglobulinaemia), elevated serum viscosity and presence of
lymphoplasmacytic infiltration of the bone marrow. This causes the most common non specific symptom of weakness
and easy fatiguability. In some individuals, the IgM proteins clump together in the hands and feet, where the body
temperature is cooler than at the centre of the body, hence being referred to as cryoglogubulins, their clumping causing a
condition called cryoglobulinemia. Extramedullary involvement is rare and may affect central nervous system, articular
and periarticular structures, lungs, kidneys, eyes, and gastrointestinal system.
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Introduction

Waldenstrom’s macroglobulinemia (WM) is a rare
malignant lymphoproliferative disorder with an overall
incidence of 2.5cases/ million/year [1]. Jan Gosta
Waldenstrom, described the entity by identifying two
patients with lymphadenopathy, oronasal bleeding,
anemia, thrombocytopenia, elevated Erythrocyte
sedimentation rate, serum hyperviscosity, as well as
infiltration of the bone marrow by lymphoid cells [2].

According to the Revised European American
Lymphoma (REAL) and World Health Organization
(WHO), the bone marrow infiltrate was termed as
lymphoplasmacytic lymphoma (LPL).

Subsequently, the consensus group at the Second
International Workshop on WM in 2002 redefined a
distinctive clinicopathologic entity characterized by
bone marrow infiltration by lymphoplasmacytic
lymphoma (LPL) cells and IgM monoclonal
gammopathy [3]. Hence WM was re-designated as
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LPL/WM in REAL and WHO classification.
Extramedullary infiltration of other organs by
neoplastic cells is rare, with gastrointestinal
involvement being even rare.

The incidence of WM is higher among whites (95%)
with an incidence as low as 5% in blacks [4]. The
median age of presentation is between 60-70 years with
a higher incidence in men [1].

Nonspecific symptoms, such as easy fatiguability and
weakness are the usual symptoms. With the progression
of the disease, specific symptoms such as cytopenias,
peripheral neuropathies and abdominal pain become
evident due to organ involvement [5].

Because of the late age of presentation of WM, half of
the patients succumb to causes unrelated to WM. Unlike
the usual symptoms, in this case, the presenting
symptoms were abdominal pain, vomiting and diarrhea.

The medical literature studies reveal the rarity and low
incidence of gastrointestinal involvement in WM.
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A 48-year-old female patient, hailing from South India presented with abdominal pain since 1 month, vomiting and loose
stools since 4 days. Per abdomen examination revealed tenderness in the left hypochondriac region for 1 month. The
Ultrasonography and Contrast enhanced computed tomography (CECT) showed massive splenomegaly measuring up to
19cms with abdominal lymphadenopathy which included porta hepatic and celiac lymph nodes with the largest one
measuring 16mm. Peripheral smear was reported as microcytic hypochromic anemia with hemoglobin value of 7.2g/dl.
This was followed by endoscopy which revealed duodenitis. Histopathology of endoscopic biopsy showed clubbing and
blunting of villi with increased lymphoplasmacytic infiltrate. Deposition of amorphous acellular eosinophilic material in
the tips of villi, base of the mucosa raised the suspicion of WM (Figure 1, 2). The amorphous deposits were PAS positive
and Congo Red negative which ruled out amyloidosis. Hence the impression of WM was suggested.

Figure 3: Bone marrow aspirate smear showing predominantly
mature appearing lymphocytes and plasma cells (Leishman’s stain, x10).
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Figure 5: Acellular eosinophilic deposits in bone marrow aspirate smears (Leishma’s stain, x10).

Bone marrow aspiration and biopsy showed 20% plasma cells along with plasmacytoid lymphocytes, Mott cells and mast
cells (Figure 3, 4, 5) Reticulin stain on bone marrow biopsy showed diffuse fibre network with scattered thick coarse
fibres but no mature collagen (Grade 3). The other susbstantiating positive findings were increased IgM (5570mg/dl),
high Lambda (2450mg/1) with protein electrophoresis showing “M” band positivity in two regions - Band 1 (0.33%) in
Beta region and Band 2(3.58%) in Gamma region. Beta 2 microglobulin was significantly high (7013g/1).
Immunofixation Qualitative Serum analysis done showed positivity for IgM and Lambda. Bone marrow features, in
association with histopathological study, clinical and biochemical parameters support the diagnosis of WM.

Discussion

Waldenstrom Macroglobulinemia is a sporadic disease
with the B- cell clone to be the cell of origin of
neoplasm and is long debated [5]. The International
Workshop on Waldenstrom’s Macroglobulinemia
defined WM as a rare small B cell neoplasm with any
level of serum IgM and bone marrow infiltration by
>10% of nucleated cells consisting of plasmacytoid
lymphocytes and plasma cells.

This lymphoma is predominantly seen in the elderly,
around 73 years of age group with a male predominance
[6]. The clinical presentations of WM depend on two
main factors, which include the effects due to elevated
monoclonal Ig M paraprotein concentration and
infiltration of organs by neoplastic cells [7]. Tumour
infiltration to bone marrow leads to cytopenias and
progressive anemias. The neoplastic cells can also
infiltrate other organs, including, lymph nodes, liver
and spleen presenting as organomegalies [4]. The larger

size and increased concentration of the monoclonal
protein leads to an increased vascular resistance and
hyper viscosity. [gM may interact with coagulation
factors or coat platelets and may cause abnormalities in
bleeding and coagulation profiles.[4]

The high concentration of monoclonal Ig M above
4000mg/dl leads to serum hyper viscosity which leads
to the common presentation of headaches, visual
disturbances, bleeding (epistaxis, bleeding gums and
gastrointestinal bleeding) in WM [8]. Circulating IgM
may undergo precipitation at cooler temperatures and
may present as cryoglobulinemia [2]. However, the
present case was unique due to the absence of any hyper
viscosity symptoms though the IgM levels were
5570mg/dl. The non-specific frequent symptoms are
easy fatiguablilty and weakness. Extramedullary WM,
as evident in the present case, is defined as the presence
of a clonal lymphoplasmacytic infiltrate in distant sites
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from the bone marrow or adjacent soft tissue in a
patient with underlying WM, excluding splenomegaly/
hepatomegaly /nodal involvement as well as circulating
tumour cells [3]. Deposition of IgM in organs and
tissues lead to specific symptoms [2]. Neurological
complaints and visual disturbances due to IgM
deposition is comparatively common than other organs,
according to literature studies.

Involvement of central nervous system gives rise to a
rare disorder known as Bing Neel Syndrome [9]. The
gastrointestinal tract involvement is a rare occurrence
which is evident in this case with symptoms of diarrhea,
malabsorption and vomiting [10]. Few of the patients
present with cough, dyspnea and chest pain due to
cellular infiltration of the pulmonary parenchyma [7].

In a study conducted on 985 patients diagnosed as WM
by Banwait R et al, from the Dana —Farber Cancer
institute in Boston, 43 patients were identified with
extramedullary involvement. The frequent extra-
medullary sites in this study were pulmonary, soft
tissue, cerebrospinal fluid, renal and bone. The rare
extramedullary sites of WM involvement in this study
were breast, colon, small bowel, conjunctiva, gall
bladder, prostate and skin [3].

The annual clinical update in WM categorized these
patients based on the following prognostic factors
which include age(>65years), hemoglobin values
(£11.5g/dl), platelet count(<1,00,000cells/cumm), b2-
microglobulin(>3000g/1) and IgM levels(>7000mg/dl).

Each positive prognostic factor was assigned one point
and the risk score was the sum of points which was
stratified as low (0 or 1) excluding age, intermediate (2
or age >65years) and high (>2) [8]. This case falls into
the intermediate category with a score of 2 with low
hemoglobin and a significantly high b2-microglobulin
[11]. Waldenstrom’s Macroglobulinemia is a diagnosis
of exclusion with other entities to be considered [8].

The differential diagnosis to be considered are other B
cell lymphomas with plasmacytic differentiation,
particularly MGUS, marginal zone lymphomas,
follicular lymphoma, multiple myeloma or even plasma
cell variant of Castleman’s disease [9].

These diagnoses may be differentiated by assessment of
clinical status of patients along with several
examinations and laboratory tests. Ancillary studies
such as B cell antigen markers, cytogenetics and genetic
studies may be done [11]. However, due to financial
constraints and the relevant laboratory tests already
done, antigen markers and the other ancillary studies

Case Report
were not done in this case. Recent medical literature
studies have debated about evolution of WM to diffuse
large B Cell lymphoma (DLBCL). However, none of
the clinicopathologic features at the time of diagnosis of
WM to predict the risk of progression to DLBCL have
not been identified [4]

Recent studies have revealed MYDS88L265P as the most
commonly recurring mutation in patients with WM.
This novel genetic study may help in differentiating
from the other non-IgM LPL from B-cell disorders
having same clinicopathologic features [12, 13].

Conclusion

Gastrointestinal involvement in WM is extremely rare.
The clinical findings such as vomiting, diarrhea and
abdominal pain due to deposition of monoclonal IgM in
the lamina propria and/or submucosa of intestine
associated with relevant laboratory findings such as
immunoglobulin profile, serum electrophoresis, b-2
microglobulin values helped to clinch this rare
diagnosis with an unusual presentation.

Awareness of likely association of WM with
gastrointestinal manifestations will expeditate the
diagnosis which will have a better prognostic impact on
the patient.
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