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The significance of serum immunoglobulin paraprotein in

diffuse large B-cell lymphoma

We read with great interest the report on the significance
of serum immunoglobulin paraprotein in diffuse large
B-cell lymphoma (DLBCL), by Li et al (2017), as we
recently published on the same topic (Cox et al, 2014)
and are currently involved in a multicentre study, in
order to enlarge our series and deepen the study at a

© 2017 British Society for Haematology and John Wiley & Sons Ltd
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molecular level. In our recently published study (Cox
et al, 2014), we reported on a series of 151 conventional
DLBCL patients treated with R-CHOP
cyclophosphamide, doxorubicin, vincristine, prednisolone),

(rituximab,

who had been investigated for serum paraprotein. A para-
protein was detected in 23/151 (15-2%) patients and was
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IgM in 19/151(12-5%) cases. In the majority of IgM+
cases (89%), the paraprotein had the same type of heavy
and light chains in the serum and in the biopsy. We
defined these cases as IgM-secreting DLBCL and hypothe-
sized that they represent a new subset of non-germinal
centre B-cell (GCB) subtype derived from terminally dif-
ferentiated B-lymphocytes, with a poor cure rate after R-
CHOP. Our results are in accordance with other studies
on the same topic, reporting that: IGHM expression is
highly discriminating between GCB and activated B-cell
(ABC) DLBCL subtypes (Ruminy et al, 2011); an altered
IgMk/IgMA ratio in the serum of DLBCL patients is a
poor prognostic factor independent of the International
Prognostic Index (Jardin et al, 2013).

In our series, the majority of IgM-secreting DLBCL cases
were de-novo (89-3%) and all patients were treatment-naive.
They were characterised by: immunoblastic features
(P < 0-0001), non-GCB-type (P = 0-002), stage III-IV (P =
0-003), >2 extra nodal sites (P < 0-0001), bone-marrow
(P =0-002), central nervous system involvement at disease
onset or relapse (P < 0-0001), IPI-score 3-5 (P = 0-009) and
failure to achieve complete remission (P = 0-005). MYC
rearrangements were not detected while BCL2 and BCL6
translocations were found in only 13% and 6-5% respectively.
Thirty-six-month event-free (11-8% vs. 66-4% P < 0-0001),
progression-free (23-5% vs. 75:7%, P < 0-0001), and overall
(47-1% vs. 74-8%, P < 0-0001) survivals were significantly
worse than in non-secreting DLBCL.

The major difference with the results reported by Li et al
(2017) concerns the prevalence of the paraprotein isotype:
they found that the IgG isotype was the prevalent subtype,
whereas in our and other series IgM was the most common
one (Jardin et al, 2013; Cox et al, 2014). The discrepancy,
also reported previously by others (Kim et al, 2014), may be
due to either the different methodology used to determine
the immunoglobulin isotype or racial differences between
Asiatic and European DLBCL patients. Furthermore Li et al
(2017) hypothesized that the poor prognosis of DLBCL
patients who harbour a paraprotein may be due to the
MYDS88 1265P mutation. We think this might not be the

right explanation, as we failed to find this mutation in our
series (Cox et al, 2014).

At variance with Li et al (2017), we investigated
immunoglobulin expression also at the level of lymphoma
biopsy, using immunohistochemistry. This, we believe, is an
important clue, given that monoclonal gammopathy of unde-
termined significance (MGUS) is a rather common finding
in the random population and rises with age. Thus, patients
with MGUS who develop a non-clonally related DLBCL may
have a worse prognosis because of older age and a dysfunc-
tional immune system.

The significance of serum immunoglobulin paraprotein
in DLBCL still needs to be definitely assessed. However in
the era of precise medicine, we need to identify possible
differences  between truly immunoglobulin  secreting
cases from patients who harbour a non-clonally related

paraprotein.
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