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Introduction:  Monoclonal gammopathies of undetermined
significance (MGUS) and smoldering multiple myeloma (SM-
M) have been often reported coexistent to several autoim-
mune conditions in previous retrospective studies. Interest-
ingly,  in  a  recent  cross-sectional,  prospective,  popula-
tion-based screening study (Sverrisdottir I. et al. Ann Intern
Med. 2024) of Icelandic persons aged 40 years or older, a di-
agnosis of an autoimmune disease was not associated with
MGUS, although it was significantly more present in individu-
als with a prior clinical diagnosis of MGUS. Specific immuno-
suppressive therapies and “biologic” agents, including mono-
clonal antibodies, are frequently required in patients with au-
toimmune disorders. In this setting, however, limited data
are available concerning whether these drugs may favour an
increase of monoclonal protein (M-protein) or even the pro-
gression of these conditions to overt multiple myeloma (M-
M). On the other hand, in the clinical practice, hematologists
are frequently asked to answer to this question. Methods. On
this basis, we retrospectively evaluated the trend of M-pro-
tein in 37 patients with monoclonal gammopathy (34 MGUS;
3 SMM) followed at our institution and, at the same time, un-
der treatment for autoimmune disorders (inflammatory bow-
el disease, rheumatologic, neurologic, cardiac/pneumological
diseases). The protein change was calculated as the differ-
ence between the last and first M-protein values. Only pa-
tients with measurable M-protein and non-IgM isotype were

included in the analysis; their clinical characteristics are sum-
marized in Table 1. Results. The median age was 67 years
(range 34-84), with a female predominance (67.6%). Regard-
ing concomitant autoimmune diseases, 29 patients (78.4%)
were affected by rheumatologic disorders, 4 (10.8%) by in-
flammatory bowel diseases, 2 (5.4%) by neurologic diseases
and 2 (5.4%) by cardiac/pneumological disorders. Regarding
M-protein, IgG kappa was the most frequent isotype (70.3%)
reported. Specific treatments for these disorders included im-
munosuppressive drugs and biological agents, sometimes as-
sociated (Table 1). With a median time of observation of 48
months (range: 9-236), no significant difference (p-value =
0.4682, Kruskal–Wallis) was reported in M-protein concentra-
tion during follow-up and no patient developed clinical symp-
toms of active MM. Likewise, no decrease in M-component
was observed, independently upon the efficacy of the treat-
ments applied for the autoimmune disorders. Conclusions.
Our still preliminary data suggests no evident relationship be-
tween MGUS/SMM evolution and underlying autoimmune dis-
orders receiving immunosuppressive treatments. These data
are certainly reassuring, as they would not support a link be-
tween plasma cell dyscrasia progression and treatments ne-
cessary for contemporary autoimmune diseases. Studies on a
larger number of patients with extended follow-up are ongo-
ing to achieve greater generalizability of our preliminary find-
ings.
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