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Supplementary Material

Supplementary Table 1A. Description of the global pooled cohort of WM patients
who received a treatment and with CRP measure

CRP (mg/L) CRP <5 CRP 5-20 CRP 220

(n=170) (n=104) (n=124)
Men (n, %) 110 (65%) 60 (58%) 93 (75%)
Age at WM diagnosis (years, median, IQR) 67 [58; 76] 68 [58; 75] 66 [59; 76]

Year of first line treatment (year, median, IQR)

2013 [2008; 2016]

2014 [2011; 2017]

2014 [2010; 2016]

Age at first line treatment (years, median, IQR) 69 [60; 77] 72 [59; 78] 70 [61; 79]
MYD88 mutation (n, %, on 218 testing) 71 (84%) 54 (95%) 69 (91%)
CXCR4 mutation (n, %, on 159 testing) 21 (35%) 17 (36%) 8 (15%)

Del6q (n, %, on 205 testing) 8 (10%) 19 (31%) 33 (48%)

WM: Waldenstrém macroglobulinemia, IQR: interquartile

Supplementary Table 1B. Univariate analysis for time to next treatment (TTNT)

Variable HR (95% CI for HR) p-value
Sex 0.7 (0.35-1.4) 0.30
Age at WM diagnosis 1(0.98-1.1) 0.32
Kappa (versus Lambda) 1.4 (0.44-4.7) 0.54
IMWW score Adverse (vs Low or Intermediate) 1.1 (0.4-3.2) 0.82
Age at WM diagnosis > 65 years 1.3 (0.68-2.4) 0.46
Hemoglobin < 11.5 g/dL 1.22 (0.41-3.5) 0.72
Platelets <100 G/L 2.38 (1.02-5.55) 0.04
B2-microglobulin > 3 mg/L 1.6 (0.44-5.7) 0.48
Monoclonal IgM > 70 g/L 0.76 (0.1-5.7) 0.79
LDH > 250 UI/L 0.52 (0.23-1.2) 0.13
MYD88 mutation 0.48 (0.11-2.1) 0.33
CXCR4 mutation 3.8 (1.5-9.6) 0.01
Del6q 1.3 (0.49-3.4) 0.60
Line of WM treatment before BTKi 1.3 (0.97-1.8) 0.08
Age at BTKi initiation 1(0.97-1) 0.9
Year of BTKi initiation 0.85 (0.7-1) 0.11
Inflammatory (CRP 2 20 mg/L) at BTKi initiation 0.43 (0.22-0.81) 0.01

BTKi: Bruton tyrosine kinase inhibitors, ISSWM: International prognosis Score System for
Waldenstrém Macroglobulinemia, WM: Waldenstrom macroglobulinemia




Supplementary Figure 1. Global cohort analysis. (A) Time to next treatment
(TTNT) survival curves at first line in the pooled cohort with 3 levels of CRP (0-5,
5-20 and 20 mg/L). Dotted line represents the median of TTNT survival.
(B) Maximally selected rank statistics on pooled global cohort for TTNT at first

line. Standardized log-rank statistics was performed on CRP level (continuous
variable) at different cut-off. The dotted line (here at 22 mg/L of CRP) showed

the best cut-off to separate the cohort into 2 groups of different survival (HR 4.9
for 22 mg/L). (C-D) Del6q (C) and CXCR4 (D) incidence among the global pooled
cohort of WM patients separated in 3 groups based on the CRP level (CRP <5

mg/L, CRP 5-20 mg/L, CRP 2 20 mg/L)
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Supplementary Figure 2. BTK cohort analysis. (A) Time to next treatment (TTNT)
survival curves after BTK treatment with 3 levels of CRP (0-5, 5-20 and 20 mg/L).
Dotted line represents the median of TTNT survival. (B) Maximally selected rank
statistics on BTKi cohort for TTNT. Standardized log-rank statistics was
performed on CRP level (continuous variable) at different cut-off (C) Overall
survival between inflammatory WM (red) and non-inflammatory WM (blue) after

BTKi treatment.
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