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a challenging clinical diagnosis solved by MYD88 mutation analysis
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Dear Editor,
A 73-year-old man, with a 2-year history of IgA/K

monoclonal gammopathy of undetermined significance
(MGUS), came to our outpatient clinic because his recent
blood examination showed an acute increase of the M-
Protein (40,5 g/L), a decrease of hemoglobin level
(12,7 g/dL), and platelet count (84.000/mmc). Urinary
immunofixation revealed the presence of monoclonal K
light chains (68 mg/24 h). No bone pains, fatigue, or
recent weight loss were reported. Medical examination
revealed no abnormalities with the absence of lymphade-
nopathies and/or splenomegaly. Giving the high suspicion
of a disease progression in smoldering multiple myeloma
(SMM), a bone marrow (BM) biopsy was executed.

BM histological examination highlighted a small frac-
tion of mature plasma cells, accounting for 15% of BM
cellularity (Fig. 1, red arrowhead, panel a), and an unex-

pected diffuse interstitial infiltration by a small-sized B
lymphocyte population (Fig. 1, black arrowhead, panel
a). Both cellular populations were monoclonal for K-
light chain (Fig. 1, panel c). IgA immunostaining was
performed and turned out positive on both plasma cells
and in small lymphocytes (Fig. 1, panel b). Molecular
analysis on BM specimen was executed and disclosed
L265P point mutation of the MYD88 gene (Fig. 1, panel
d), thus establishing an uncommon diagnosis of IgA-
secreting lymphoplasmacytic lymphoma (LPL). The pa-
tient is in decent clinical condition and is currently under-
going a combination treatment, including bendamustine
and rituximab.

IgA-secreting LPL, together with IgG or non-secreting
variants, represents a very rare disease, comprising less
than 5% of reported LPLs diagnosis. Plasmacytic differ-
entiation is a common feature between indolent B cell
lymphomas; hence, in a case of coexisting different lym-
phocyte populations, heavy-chain immunostaining can
help in identifying a common monoclonal origin.

When typical laboratory findings (e.g., IgMM-protein) are
lacking, LPL in the bone marrow and lymph node can be a
diagnostic challenge and needs to be approached as a diagno-
sis of exclusion.

The identification of MYD88 L265P mutation serves
as a very effective diagnostic biomarker, as it is found
positive in more than 90% cases of LPL, despite the var-
iability in histological features or secreted monoclonal
proteins [1]. This case report indicates that MYD88 mu-
tation testing is needed to render a WHO diagnosis of
LPL in otherwise ambiguous cases.
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Fig. 1 The presence of a diffuse
infiltration by a small-sized B
lymphocyte population and scant
plasma cells (a Hematoxylin eo-
sin; b IgA immunostaining; c K-
light chain immunostaining), mu-
tated for MYD88 gene (d)
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