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Introduction
Lymphoplasmacytic lymphoma (LPL) is a rare neoplasm of small 

B lymphocytes with varying degrees of plasmacytic differentiation, 
usually comprising clonal plasmacytoid lymphocytes and plasma 
cells, which does not fulfil the criteria for any of the other small B-cell 
lymphoid neoplasms that can also have plasmacytic differentiation [1]. 
The immunophenotype usually resembles the normal lymphocytes and 
plasma cells, except for clonal restriction and CD25+/- and CD138+/- 
expression, differing from the profile of neoplastic myeloma plasma 
cells, that usually lose CD19 and abnormally express CD56, along 
with loss of CD45 and CD81, and expression of CD117 [2]. Clinical 
presentation is highly variable, with symptoms usually related to the 
cytopenias (mainly anemia) due to bone marrow infiltration [3]. If 
both bone marrow infiltration and IgM monoclonal gammopathy are 
present, the disease is called Waldenström Macroglobulinemia (WM), 
accounting for up to 2% of all cases of non-Hodgkin lymphoma in 
the United States and Europe [4]. Non-IgM lymphoplasmacytic 
lymphoma (LPL) is very rare, comprising less than 5% of LPLs [5] 
with no clinical or pathological differences when compared to the 
more common IgM LPL [6]. Differential diagnosis should include 
multiple myeloma (MM), chronic lymphocytic leukemia and other 
non-Hodgkin lymphomas such as splenic or nodal marginal zone 
lymphomas, as different treatment approaches are recommended. 

Case Report
A previously healthy 74-year-old Chinese female patient living in 

Northern Brazil had a broken right femur after a moderate trauma, 
with no other clinical symptoms. Medical examination revealed no 
lymphadenopathies, or organomegalies. Her hemoglobin was 9 g/dL, 
white blood count 16.5x109/L (neutrophils 15.2x109/L; lymphocytes 
0.66 x109/L) and platelet count 497x109/L. Protein electrophoresis 
showed a monoclonal peak of 3.89g/dL in the beta region, identified as 
IgA lambda by immunoelectrophoresis. IgA was 3860 mg/dL, albumin 
3.8 g/dL, ionized calcium 1.21 mM/L (normal range: 1.15 – 1.32mM/L) 
and beta-2 microglobulin 5.9 mg/L (normal range: <2,4mg/L).

Computed tomography scans revealed no lytic lesions and 
a bone marrow (BM) biopsy showed a hypercellular marrow 
with 80% infiltration of small/medium sized lymphoid cells. BM 
immunohistochemistry showed monoclonal B cell lymphocytes, but 
was not conclusive for diagnosis. A BM aspirate showed 32% of small 
to moderate sized lymphoplasmacytoid lymphocytes and 4% of plasma 
cells.

Immunophenotyping by 8-color flow cytometry of the BM 
showed 28% of clonal lymphocytes and 3.5% of clonal plasma cells. 
Lymphocytes expressed CD19, CD20, FMC-7, heterogeneous CD38, 
surface IgA, and lambda light chain; they were negative for CD5, CD10 
and CD11c. Plasma cells showed a “normal” phenotype, expressing 
CD38, CD138, CD19, CD45, cytoplasmic IgA, cytoplasmic lambda and 
no expression of CD56, CD117, CD81, or CD27. 

Only one signal of the 6q23 region was observed in 18 of 200 
interphases by fluorescent in situ hybridization (FISH). MYD88 
presented the typical L265P mutation. 

We concluded that the patient presented a high-risk LPL, IgA 
lambda, according to MW specific IPSS [7](older age, anemia, and high 
beta-2 microglobulin). Treatment indications were older age (>70 years-
old) and the presence of anemia [8]. She received 6 cycles of rituximab, 
cyclophosphamide and dexamethasone (RCD). The monoclonal peak 
dropped from 3.89g/dL to 0.99g/dL, IgA level dropped from 3890mg/
dL to 695mg/dL, and hemoglobin level normalized, characterizing 
partial response. She has finished 2-year maintenance with rituximab 
and remains in partial remission, with no disease-related symptoms. 
Monoclonal pike is currently 0.61g/dL and IgA is 332mg/dL.

Discussion
In the present case, an expressive monoclonal peak of more 

than 3g/dL in a patient with mild anemia and no other MM clinical 
features raised the suspicion of a non-IgM LPL. Bone marrow 
immunophenotyping and the presence of MYD88 L265P mutation 
confirmed the diagnosis.

Non-IgM LPL is a rare disease and the precise diagnosis could be 
challenging. While IgM gammopathy is associated with LPL, IgA or IgG 
are more common in MM [9]. However, clinical presentation is similar 
to MM, with bone lesions, hypercalcemia and renal insufficiency, rarely 
observed in LPL [10]. Less frequently, IgA or IgG gammopathy might 
be associated with other non-Hodgkin lymphoma such as splenic or 

mailto:andredompereira@yahoo.com.br


Pereira AD (2019) Uncommon IgA lymphoplasmacytic lymphoma: Case report

 Volume 5: 2-2Clin Res Trials, 2019        doi: 10.15761/CRT.1000251

nodal marginal zone lymphomas, and chronic lymphocytic leukemia. 
For a definite diagnosis, it is essential to perform a thorough analysis of 
the morphology and the immunophenotype, as well as the confirmation 
of clonality [4]. 

There are no specific chromosomal aberrations in LPL but 6q 
deletion is the most common, present in 30% of patients, and may 
be associated with worse prognosis [11]. MYD88 L265P mutation is 
present in about 90% of WM and has become a new tool for diagnosis. 
In non-IgM LPL the mutation is less common, occurring in about 
40% of patients in two case series [5,6]. Besides, it is rarely present in 
marginal-zone lymphomas and is absent in MM [12]. 

Conclusion
In conclusion, our case illustrates that the presence of IgA 

paraprotein should be carefully investigated, and the differential 
diagnosis should include LPL. The lack of MM features, such as bone 
lytic lesions or hypercalcemia, the specific immunophenotype along 
with MYD88 L265P mutation favored LPL. MYD88 L265P mutation is 
a very helpful tool to a more precise diagnosis of WM.
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