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Should additional cancer screening measures be adopted for WM patients?
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The relation between plasma cell dyscrasias and secondary malignancies has been
identified and described several decades ago and has been associated with the
immunosuppression associated with WM (as with other lymphoproliferative disorders) and
with the exposure to chemotherapy, mostly alkylating agents and nucleoside analogues.
These agents have been linked to secondary MDS and AML, however, non-hematologic
malignancies are observed quite commonly in WM patients. The introduction of novel agents
into the WM treatment reawakened concerns for secondary malignancies. Although these
new targeted drugs are not genotoxic, the associated immune modulation may increase the
risk of second malignancies because of reduced immune surveillance. However, we lack
evidence that drugs such as rituximab, bortezomib or ibrutinib increase the risk of second
malignancies, over the risk associated with the disease itself. Nevertheless, the increased
risk remains, and whether this implies that we should adopt additional screening measures
has not been prospectively evaluated. There are several reasons that make such a strategy
challenging and the design of specific trials difficult. The spectrum of second malignancies
that have been associated with WM is wide and it is difficult to adopt targeted screening
approaches. Current screening tools for most cancers are of marginal benefit in the general
population but their efficacy may be higher in those at higher risk (as in WM patients).
Validated screening tools that consistently show benefit over non-screening approaches are
available for only few cancers; such screening tools for specific cancers may have additional
benefits in WM patients. A wide non-specific screening program for those with WM or
associated monoclonal gammopathies would increase the psychological and economic
burden in patients and their families with unknown benefits. New proteomic and molecular
combination approaches that may detect a wide range of early lesions of several different
cancers types have not been tested and validated widely, neither in patients already having
a malignancy (WM or other lymphomas). Following current screening guidelines for the
most common cancers, adoption of validated prevention strategies along with increased
awareness of the increased risk for a second cancer may offer, at the moment, a reasonable

approach to detect early second malignancies, at a stage that these are curable.
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