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Are WM patients at higher risk for treatment unrelated cancers?

Jorge Castillo, Dana Farber Cancer Institute, USA

Waldenstrom macroglobulinemia (WM) patients is a low-grade, slowly progressing lymphoma.
WM patients enjoy a prolonged survival, which in many cases is measured in decades, and is
probably associated with improvements in WM-directed as well as supportive therapy. With a
longer overall survival, in addition to immune dysregulation, exposure to alkylating agents and
nucleoside analogues and other factors, WM patients can have a higher risk of developing
secondary cancers. Small retrospective studies have suggested an increased risk of solid
tumors as well as hematologic malignancies in patients with WM. An analysis of the
Surveillance, Epidemiology and End Results (SEER) database evaluated the incidence of
secondary cancers in 4,676 patients with WM. The cumulative incidence of secondary cancers
was 10% and 16% at 5 and 10 years from WM diagnosis, respectively. The risk of secondary
malignancies was higher in WM patients younger than 65 years than in 65 years or older. Based
on years of latency from WM diagnosis, the risk of solid and hematologic tumors was higher 5
years after WM diagnosis than within 5 years of diagnosis. With regards to solid tumors, the
standardized incidence ratio (SIR) of thyroid cancer, melanoma, genitourinary cancers and lung
cancers were significantly increased in WM patients when compared to the general population
(Figure). The risk of aggressive lymphoma and acute leukemia was also increased in WM
patients over the general population. Overall survival (OS) outcomes of WM patients who
developed secondary cancers were also evaluated in a SEER database analysis of 6,865
patients. The OS of WM patients who developed colorectal cancer, melanoma and aggressive
lymphoma was worse than the general population who developed those same cancers. The
worse outcome observed in WM patients could not be explained by more advanced stage or
higher histological grade at the time of diagnosis. These findings support that an underlying WM
might prevent patients from receiving appropriate palliative and/or curative treatments. In
conclusion, WM patients not only have an increased risk of specific secondary cancers but also

might have a worse survival.
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Secondary cancer

Thyroid
Melanoma

Lung

Urinary tract
Other gynecologic
Breast

Prostate

Other gastrointestinal
Head and neck
Colorectal

Solid tumors

All lymphomas
Aggressive NHL
Indolent NHL

Myeloma

Acute leukemia

All hematologic

All sites

10
35
101
62
21
43
95
43
13
48
484

120
39
47
31
15
174

681

N cases MP-SIR

2.67
1.94
1.48
1.41
1.32
1.04
1.03
1.01
0.95
0.92
1.20

4.38
4.60
3.23
4.68
3.19
4.24

1.49

limit
1.28
1.35
1.21
1.08
0.82
0.75
0.84
0.73
0.50
0.68
1.10

3.63
3.27
2.37
3.18
1.79
3.63

1.38

Lower Upper

limit
4.92
2.69
1.80
1.81
2.02
1.40
1.26
1.36
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1.23
1.32

5.24
6.29
4.29
6.64
5.26
4.92

1.61

MP-SIR and 95% ClI

_n_

_D_

-0
—o

—D—
—0—
-0
——
_D_
—0—
=

2| Page



