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Secondary monoclonal gammopathy of undetermined significance are
frequently associated with superior survival and high depth of response in
patients with multiple myeloma
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Background:

During the follow up treatment , a few patients sometimes developed new
monoclonal gammopathies of an isotype (heavy and/or light chain) distinct from
the original M protein , which were termed secondary MGUS. The pathophysiology
of secondary MGUS is incompletely clear, and the incidence, clinical course, and
prognosis of sSMGUS in patients with multiple myeloma remain undefined. A higher
frequency of secondary MGUS was found in patients undergoing stem cell
transplantation than in those received conventional cytotoxic therapy. Then the
emergence of secondary MGUS may reflect a higher tumor reduction, but the exact
magnitude of response in patients with secondary MGUS has not been assessed.

In this study, we explored the prevalence, chromosome aberrations and prognostic
significance of secondary MGUS in a cohort of newly diagnosed MM patients
treated at our institution. Since depth of response in paients with secondary MGUS
has not been exactly evaluated, we also analyzed minimal residual disease (MRD)
by multiparameter flow cytometry (MFC) immunophenotyping.

Materials and methods:

We identified 446 cases of MM seen at the Blood Diseases Hospital of Chinese
Academy of Medical Science & Peking Union Medical College, between 2004 and
December2012, with a median follow-up of 3 years. Patients who developed a
secondary MGUS were identified using a review of serial immunofixation
electrophoresis (IFE). The identification of secondary MGUS required emergency of
a new monoclonal (M) protein with heavy and/or light chain immunoglobulin
distinct from the initially diagnosed MM.

Results:

Patient characteristics are given in Table 1.

A secondary MGUS occurred in 31 (6.9%) cases. Secondary MGUS was more
common in patients who had undergone SCT than in those who had not (19
[31.1%] of 61 patients versus 12 [3.1%] of 385, respectively; P <.001).
Twenty-five patients were analyzed for del(13q), 25 were analyzed for del(17p), 21
were analyzed for 1q gains, 23 were analyzed for IGH/IGHV rearrangement, 23
were analyzed for t(11;14), 24 were analyzed for t(4;14), and 24 were analyzed
for t(14;16). These abnormalities were present in 28.0%, 4%, 52.4%, 56.5%,
21.7%, 16.7% and 4.2% cases, respectively. Two patients were hyperdiploid, and
3 patients were detected with monosomy of chromosome 13. Five of the
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patients(20%) were considered high-risk MM according to Mayo Stratification of
Myeloma and Risk-Adapted Therapy (mSMART) model, and no defference were
detected compared with patients without secondary MGUS(20% vs33.2%,
p>0.05)

OS was significantly superior among patients who developed secondary MGUS
compared with the rest of the cohort . Median overall survival was was not reached
in patients with secondary MGUS versus 34.5 months in the rest of the cohort
( P=0.009). (Figure 1)

The percentages of abnormal PCs detected by MFC were significantly low in
patients with secondary MGUS compared with the remaining cases who achieved
at least VGPR( mean 0.03% vs 0.15%, P <0.05).

Conclusion:
Secondary MGUS was a favorable prognostic marker for OS. Patients with
secondary MGUS have the same cytogenetics features, but higher depth response.
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Table 1. Secondary MGUS patient characteristics

Clinical feature Median (range) or
no. of patients (%)

Gender M:F 31
Age (years) 50.5(34-69)
ISS stage at diagnosis

I 8(25.8)

I 11(35.5)

III 12(38.7)
Depth of response

CR 20(66.6)

VGPR 8(26.6%)

PR 1(3.3%)

SD 1(3.3%)
Secondary MGUS Ig type

IgA 4

IgG 23

IgM

Light chain only
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Figure 1. OS among all patients.

Median overall survival was was not reached in patients with secondary MGUS versus 34.5 months in the rest

of the cohort ( P=0.009).
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