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W62: Waldenstrom macroglobulinemia with excess plasma cells: Is it a distinct entity?
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Background: Waldenstrom macroglobulinemia (WM) is characterized by circulating monoclonal IgM
and bone marrow infiltration with lymphoplasmacytic cells. In this study, we aim to look at differing
clinical features and outcomes of patients with WM based on the plasma cell (PC) percentage in the

diagnostic bone marrow biopsy

Methods: Patients with WM seen at Mayo Clinic, Rochester, MN between January 2001 and June
2017 with a bone marrow biopsy and a corresponding serum free light chain (FLC) examination at
diagnosis of WM were included. The percentage of lymphocytes and PCs in the marrow biopsy was
determined based on immunohistochemistry or morphology. On immunohistochemistry, CD138 and/or
MUM-1 positivity was used to quantify PCs, whereas CD20 and/or Pax5 were used to quantify
lymphocytes. Patients with 210% PCs in the bone marrow biopsy were considered to have WM with
excess plasma cells (WMEPC), while those with <10% PCs were considered to have lymphocytic WM
(LWM). Continuous variables were compared using Wilcoxon test and categorical variables were
compared using chi square test or fisher’'s exact test. Time-to-next therapy (TTNT) was defined as the
period from initiation of first line therapy to start of second line therapy or death due to any cause before

second line therapy. Time-to-event analyses were conducted using Kaplan Meier method.

Results: Of 230 evaluable patients, 58 (25%) had = 10% PCs in the initial marrow biopsy. The median
follow-up was 3.8 years for LWM and 3.9 years for WMEPC (p=0.33). The baseline characteristics
of WMEPC versus LWM are depicted in Table 1. WMEPC had higher disease burden at presentation
compared to LWM in terms of higher IgM, involved/uninvolved FLC ratio, marrow lymphoplasmacytosis
and lower hemoglobin (Table 1). The TTNT was shorter for WMEPC [2.4 years (95% CI: 0.9-NR)]
compared to LWM [4.3 years (95% CI 2.5-7.2)], although it did not reach statistical significance
(p=0.10, Figure 1). There was a trend towards shorter OS for WMEPC [Not reached (95% ClI
5.5- NR)] compared to LWM [12.1 years (95% CIl 10.1 —-NR); p=0.11], Figure 2. Of the 230
patients, 79% (n=182) had data available concerning systemic therapy. There was a trend towards
higher 2VGPR rates in LWM compared to WMEPC (p=0.13, Table 1) with any frontline therapy. Of 182
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patients receiving therapy, 10% (n=18) received either a proteasome inhibitor (Pl)-based or an
immunomodulatory (IMiD)-based combination as frontline therapy, whereas 90% (164) received
a non-Pl non-IMiD frontline therapy. Among patients with WMEPC treated with Pl or IMiD-based
frontline therapy, the 2VGPR rate was 13% versus 3% in patients treated with non-PI non-IMiD
based therapy (p=0.34) although PI or IMiD-based frontline therapy did not translate into longer
TTNT (1.5 versus 2.4 years, p=0.82).

Conclusion: WM with excess plasma cells (210%) at diagnosis is associated with parameters
suggestive of a higher disease burden, with a trend towards shorter TTNT and OS compared to
WM with <10% plasma cells at diagnosis. Our preliminary data however do not show any
therapeutic advantage with the use of plasma cell clone-directed frontline therapy in patients

with excess plasma cells.

Table 1. Patients with FLC and biopsy lymphocyte/plasma cell values available (n=230)

Parameter Lymphocytic WM with excess P value

WM plasma cells

(n=172) (n=58)
Age (median, years) 67.7 71 0.41
Gender (% males) 57 67 0.17
MYD88“2%*F mutated (%) 87 85 0.81
HVS (%) 4 21 0.0002
M spike, median g/dL 1.6 2.5 <0.0001
IgM, median mg/dL 2032 3875 <0.0001
Marrow LPL, median (%) 40 60 0.003
FLCR, involved/uninvolved 6.5 17.1 0.02
LDH, median (U/L) 158 139 0.23
IgA, median (mg/dL) 74 53 0.04
IgG, median (mg/dL) 643 569 0.02
Hemoglobin, median (g/dL) 11.7 10.5 0.003
Platelet count, median (10%L) 240 229 0.85
B2M, pg/dL (median) 3.3 3.5 0.81
Amyloidosis, % 11 14 0.6
Transformation, % 2 7 0.14
CNS involvement, % 2 2 1.0
VGPR or better with first line 12.1 4.6 0.13
(%)

FLCR- free light chain ratio, LPL-Imphoplasmacytosis
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Figure 1. Time —to-next-treatment for WM with excess plasma cells (WMEPC) was 2.4 years (95% Cl: 0.9-
NR) compared to 4.3 years (95% Cl 2.5-7.2) for lymphocytic WM (LWM), p=0.10.
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Figure 2. Overall Survival for WM with excess plasma cells (WMEPC) was not reached (95% Cl 5.5- NR)
compared to 12.1 years (95% ClI 10.1 —NR) for lymphocytic WM (LWM), p=0.11.
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