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How important are treatment related secondary malignancies in WM?
Alessandra Tedeschi, Niguarda Hospital, Italy

Secondary malignant neoplasms (SMN) are a major cause of premature death among cancer
survivors. Considering the survival benefit experienced by patients with multiple myeloma and
lymphomas the incidence of secondary myeloid neoplasms is expected to increase. It is well
known that there are substantial different patterns and risks in second malignancy by
lymphoma subtype, which suggests differences in etiology. Current data support that patients
with Walendendtrom’s Macroglobulinemia (WM) have a higher risk of SMN than the general
population and this applies to solid tumors and hematological malignancies. This risk is thought
to be mediated by increasing age, genetic predisposition, immunologic dysfunction,

environmental factors and treatment.

Although there are large series analyzing SMN development and outcome during WM disease
course, not many studies provide informations on the role/influence of WM treatment on SMN
onset. In the 333 patients observed in Milano and Pavia we observed a signifucant higher risk
(P=0.028) of a second hematologic malignancy in treated rather than in untreated patients. In
other lymphoprolipherative disorders exposure to particular types of chemotherapy
(cyclophosphamide, etoposide), high dose chemotherapy or radiotherapy are known treatment-
related risk factor for therapy-related myeloid neoplasms. Taking together the results of clinical
prospective and retrospective WM studies the higher incidence of treatment related MN (t-MN)
was reported after chlorambucil or purine analogs with a higher risk in patients treated with
both alkylating agents and purine analogues. Even though in these patients there is an
increased risk of t-MN literature data are not conclusive due to the low number of patients and

the short follow-up of studies.

Although the role of genotoxic insults induced by chemotherapy in triggering in vivo
leukemogenesis is well known there is also an individual susceptibility that may play a role in
the development of t- MN since less than five percent of patients exposed to cytotoxic agents
go on to develop t-MN. Recent studies have focused on the role of clonal haemopoiesis of
indeterminate potential (CHIP) and clonal cytopenias of unknown significance which are
common in patients with t-MN at the time of their primary cancer diagnosis and before they are
exposed to treatment. Considering that CHIP strictly correlates with age and the majority of WM
patients are elderly it is possible that chemotherapy exposure may have detrimental

implications.

Further studies are needed to determine the role of WM treatment in the development of SN
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